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Foreword

Despite all the medical advances we have made in the
treatment of HIV infection, the psychiatric care of
persons with HIV and AIDS has remained one of the
most challenging aspects of medical care. Although
the need for palliative care has decreased, it also re-
mains an integral part of HIV care. In some ways,
doctors in training are not as aware of what palliative
care for those with HIV entails. The Comprehensive
Textbook of AIDS Psychiatry offers the reader an en-
ormous historical overview of HIV as well as a review
of the most current management of all aspects of HIV/
AIDS care with a strong emphasis on psychiatric
manifestations.

One of the fundamental parts of a patient’s initial
medical history and physical encompasses the pa-
tient’s sociobehavioral and psychiatric histories. Fre-
quently the “medical” primary care provider overlooks
the significance of these factors. Fortunately, con-
gressional Ryan White acts have recognized the sig-
nificance of mental health and have included funding
to support mental health professionals and programs.

Mental health programs are a necessity to all com-
prehensive HIV clinics and should also be readily
available for those seen in private practices.

Depression remains one of the most common
psychiatric illnesses that plague those with HIV. HIV
carries a tremendous stigma throughout the world.
Patients need assistance with acceptance of their di-
agnosis and with disclosure of their HIV status to
others. We need to be prepared to handle not only the
needs of our patients but also those of our patients’
support systems, whether they be partners, family, or
friends. We have to understand all the factors that play
into the acquisition of HIV disease and the subsequent
management of their illness.

Frequently persons with HIV have underlying men-
tal health issues and conditions. Whether it is sub-
stance use, mood disorders, or psychosis, individuals
with these issues need evaluation by a skilled mental
health specialist. Perhaps the most challenging issue to
address is the etiology of the psychiatric manifestation.
Was it preexisting but undiagnosed? Is it from HIV or



viii  FOREWORD

could the therapies themselves be contributing? Are
there other infectious or organic reasons for this be-
havior? In this textbook, the authors discuss the im-
portance of thorough psychiatric and neuropsycholo-
gical examinations. They thoughtfully divide this book
into sections addressing all aspects of care.

In the first section, Psychiatric Relevance and Im-
plications of AIDS Psychiatry, the history of AIDS
psychiatry is reviewed with case vignettes that are fa-
miliar to all of us treating those with HIV. These cases
remind me of so many patients [ have seen through the
years and instill appreciation that I have always had
mental health specialists available to my patients.
Additional chapters focus on how HIV itself, its effects
on the immune system, and medications used to treat
HIV contribute to psychiatric illness. They also pro-
vide a review of the prevalence of psychiatric disorders
in persons with HIV and AIDS, along with a brief
description of these conditions.

The second section, Comprehensive AIDS Psy-
chiatric Assessment, is an impressive detailing of all
the aspects of complete psychiatric and neuropsy-
chiatric evaluations. It includes select questionnaires
and recommendations for history taking.

The third section, Psychiatric Disorders and HIV
Infection, covers the most commonly encountered
mental health disorders—frankly, those I need the
most help with in diagnosing and treating patients.
What [ think should be most obvious to treat is not
always so easily addressed. I find that my HIV-infected
patients have such complex lives that dealing with
substance use, mood disorders, cognitive disorders,
anxiety disorders, psychotic disorders, and/or person-
ality disorders becomes increasingly challenging. As
with patients having medical complications, HIV-
infected persons do not follow the textbook rule of
having one psychiatric disorder. This book acknowl-
edges that our patients may have multiple disorders
and that each caregiver needs to be diligent to evaluate
a person for all aspects of neurological and psychiatric
disorders, and all of these need care.

The fourth section, Unique Psychiatric Manifes-
tations of HIV Infection, pays particular attention to
those common occurrences that truly distress our pa-
tients yet do not have our complete understanding as to
why they occur, such as insomnia and fatigue. The
authors also discuss unique manifestations of de-
mentia and the dynamics surrounding the suicidal
patient. As stated in Chapter 18, “there is no treatment
for suicide, only prevention.” Although we all are

confronted with helping our patients face death and
actively accepting death, suicide is a subject that fre-
quently causes discomfort for both the messenger and
the recipient. Having had a patient who did commit
suicide, I recognize that there is no more powerful
state of helplessness a clinician can face.

The fifth section, Neuropathologic Manifestations
of HIV Infection, provides an in-depth review of cog-
nitive impairment and neuropathies. The chapters dis-
cuss the neuropathogenesis followed by diagnostic
and therapeutic interventions.

The sixth section, Psychiatric Aspects of Risk Be-
haviors, Prevention of HIV Transmission, and Ad-
herence to Medical Care, underscores the importance
that mental health plays in the overall management of
HIV disease. The bottom line remains that if patients
do not take their medications, the medications will not
work. Iflife could only be that simple — by saying those
magic words, our patients would be adherent to their
treatment. These chapters illustrate the chaotic lives of
our patients, address how mental health issues affect
their insight and ability to take care of themselves, and
suggest how to empower them to do so.

The seventh section, AIDS Psychiatry through the
Life Cycle, addresses the three major phases of age that
create anxiety for providers as well as patients. The
transition from childhood to adolescence and young
adulthood is anxiety provoking for most young persons.
For children who were perinatally infected with HIV
(vertical transmission), the transitions can be devas-
tating. Their lives have been surrounded by loss. Many
have seen their parents die, even grandparents. Others
have been shuffled among foster homes. Their pedia-
trician has been their stable structure, and the fear of
losing their surrogate parent is great. How does one
transition to adult care? Another chapter deals with
reproduction and discordant couples. Again, this issue
plays a major role in our young, vertically infected
teens and young adults as they try to lead normal lives
and want to have their own families. This issue also
affects thousands of young adults who have become
infected through other means. Finally, with aging, all
the issues that confront us as we get older are compli-
cated by HIV.

The eighth section, AIDS Psychiatric Treatment
and Psychotherapeutic Modalities, addresses thera-
peutic interventions, including spirituality, psycho-
therapy, and medical treatment. The authors discuss
the roles of the support systems of social work and
nursing in such interventions. They also detail the



complexities of all the various classes of psychiatric
medications and their drug interactions with com-
monly prescribed antiretroviral therapies.

The ninth section, AIDS Psychiatry and Comorbid
Medical Conditions, provides an excellent overview of
major coinfections and comorbidities. Discussed are
not only conditions that may mimic or conceal psy-
chiatric disorders but also the ways in which these
other illnesses have an impact on mental health or
even create mental distress, such as that seen with
metabolic syndromes.

Finally, the last section, Ethical and Health Policy
Aspects of AIDS Psychiatry, deals with those issues
surrounding us as health care providers, such as burn-
out. Another helpful section is on managing ethical
decisions and evaluating patients with impaired
judgment. I am frequently confronted with patients
who refuse therapies, and it remains unclear to me
whether they are competent or whether their judg-
ment is impaired. Where is that fine line between
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respecting one’s wishes and giving patients the right
to choose? These last chapters I found particularly
intriguing.

At first glance, it may seem overly ambitious to
cover all these topics in one book; however, the authors
do achieve this goal. I cannot recall ever reading a
textbook cover to cover by choice and actually finding
myself engaged throughout. Psychiatric illness is a
major component of routine medical care of those
infected with HIV. As the title implies, this textbook
offers a comprehensive review of the psychiatric as-
pects that all our patients face daily. Consequently, a
mental health evaluation should not be a mere offer to
all our HIV-infected patients, it is a medical necessity.

Judith A. Aberg, M.D.

Principal Investigator, AIDS Clinical Trials Unit
Director of HIV, Bellevue Hospital Center
Associate Professor of Medicine,

New York University School of Medicine



This page intentionally left blank



Foreword

The publication of the Comprehensive Textbook of
AIDS Psychiatry, edited by two psychiatrists who have
“been there” since the beginning of the epidemic, is a
benchmark for the field —it has come of age.

The book begins with an important history of the
disease. In the early 1980s, we were sure that infectious
diseases were on their way to being eradicated. Then
the first cases of a strange “wasting disease” appeared in
New York and San Francisco. Frightening, myster-
ious, without known cause or cure, and without know-
ledge of the route of transmission, this disease instilled
near-panic levels of fear among the public. The
same fears existed in health care personnel. Society
quickly stigmatized AIDS as it had done with all prior
epidemics—from the plague, to tuberculosis, to can-
cer. The short course of three decades has resulted in
the panic dissipating as information about cause and
treatment emerged.

However, the stigma took another direction as
we learned more about this disease. It appeared dis-
proportionately in populations that carried their own

complex and negative social connotations, gay men
and substance abusers. Research was slowed by these
biases, yet in three decades, treatment has turned a
devastating disease into one with a chronic course in
the industrialized world. The tragedy of our current
world condition is that the places where most of these
cases are occurring have little access to the known
preventive measures and effective treatments that are
now accepted practice in the United States. It will be
a blot on the Western world when the history of this
era is written on this pandemic, for the fiber of life was
allowed to be destroyed in Africa while the resource-
rich countries looked on.

It is crucial that the psychiatric and psychosocial
manifestations of HIV/AIDS be widely understood by
physicians and their teams who provide care for per-
sons with HIV. The care of children is a critical com-
ponent, especially in the developing world. The central
nervous system sequelae of delirium and dementia are
serious effects requiring management by those with a
good knowledge of the psychiatry of medical illness.
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The psychological issues of sadness, depression, anxi-
ety, and coping with a disease that has no cure require
thoughtful management. All the problems of a
chronic illness, with its need for adherence to treat-
ment and for social support, make this one of the
chronic diseases of the twenty-first century that will
require continued allocation of resources as the chal-
lenges of patients change as the disease evolves. The
thoughtful explication of symptoms and signs of the
common psychiatric disorders is a contribution to
the literature on AIDS, written by our best authorities.

It is crucial that the psychiatric and psychosocial
manifestations of HIV/AIDS be widely understood by
physicians and their teams who care for these patients.
The care of children is a critical component, especially
in the developing world. The central nervous system
sequelae of delirium and dementia are serious effects
requiring management by those with a good knowl-
edge of the psychiatry of medical illness. The psycho-
logicalissues of sadness, depression, anxiety, and coping
with a disease that has no cure require thoughtful
management. All the problems of a chronic illness,
with its need for adherence to treatment and for social
support, make this one of the chronic diseases of the
twenty-first century that will require continued allo-

cation of resources as the challenges of patients change
as the disease evolves. The thoughtful explication of
symptoms and signs of the common psychiatric dis-
orders is a contribution to the literature on AIDS,
written by our best authorities

Attention to the means of transmission of HIV by
sexual contact and substance abuse—related behavior
has made prevention as important as the treatment.
Application of what we know today in the developing
world will begin to change the devastation that has
occurred in Africa.

This is truly a comprehensive review of the range of
topics that are crucial to HIV/AIDS patient care. Policy
issues and palliative care also have a place in this
overview. I commend the editors and their contribu-
tors for preparing this important overview of the psy-
chosocial and psychiatric sequelae of a pandemic that
we thought could not happen in the “modern” world.

Jimmie Holland, MD

Wayne E. Chapman Chair in Psychiatric
Oncology

Memorial Sloan Kettering Cancer Center and
Professor of Psychiatry, Weill Medical College
of Cornell University



Foreword

The Comprehensive Textbook of AIDS Psychiatry,
edited by Mary Ann Cohen and Jack Gorman, is an
impressive and important contribution to the field of
HIV medicine. To say it is a comprehensive treatise is
an understatement. It is unlikely to be equaled in its
scope, consistency, authority, and practical value. The
editors, who also contributed a substantial amount of
the book’s content, clearly set out to not only sum-
marize the psychiatric presentation and management
of HIV disease but to place these manifestations and
management in the larger context of the patient and
society and within our complex health care system.
The editors are well positioned for this ambitious un-
dertaking, having helped create models of compre-
hensive AIDS care beginning early in the epidemic.
They have augmented their own expertise with an
equally impressive list of contributors and have clearly
succeeded in eliciting a consistency of tone and ap-
proach that increases the usability of this lengthy
work.

This textbook sets the stage by reviewing the history
of the epidemic and of early efforts of care coordina-
tion. The book covers many facets relevant to AIDS
psychiatry with an organization that makes its rich
content accessible. For example, separate chapters ad-
dress sociocultural aspects of HIV, a biopsychosocial
approach, neurophysiology, and psychoneuroimmu-
nology. This allows the reader to view AIDS psychiatry
from distinct but obviously complementary models
of presentation that contribute to individualized man-
agement strategies. Similarly, the book in its organ-
ization allows a nuanced discussion of HIV effects
on mood, personality, distress, anxiety, and cognition,
each summarized by leading experts.

Another unique organizational approach to the
book’s broad agenda is the interaction between the life
cycle and HIV psychiatry. Well-written chapters ad-
dress issues of concern to the management of adoles-
cents, young adults, and the elderly. Similarly, sepa-
rate chapters summarize the roles of various health
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care professionals in HIV management, including psy-
chiatry, social services, nursing, and spiritual advisors.

The Comprehensive Textbook of AIDS Psychiatry is
a unique and immensely valuable work. It will be of

true assistance, particularly in comprehensive HIV
care centers where it is likely to be used by all com-
ponents of the health care team. It is truly an im-
pressive achievement.

Paul A. Volberding, M.D.

Chief of Medical Service, San Francisco Veterans
Affairs Medical Center

Professor and Vice Chair, Department

of Medicine

Codirector, Center for AIDS Research, University
of California San Francisco

Coeditor-in-Chief, Journal of Acquired Immune
Deficiency Syndromes
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Chapter 1

History of AIDS Psychiatry:
A Biopsychosocial Approach—

Paradigm and Paradox

Mary Ann Cohen

We shall assume that everyone is much more simply human than otherwise. ... [M]an .. .as

long as he is entitled to the term human personality, will be very much more like every other

instance of human personality than he is like anything else in the world.

—H.S. Sullivan (1953)

THE HISTORY OF AIDS PSYCHIATRY

In 1981, previously healthy young men and women
were being admitted with pneumonia and severe re-
spiratory distress to the intensive care unit of our mu-
nicipal academic medical center in New York City.
They were dying of respiratory failure. The reason for
these deaths was not clear. At about the same time,
Michael Gottlieb, an immunologist in an academic
medical center in Los Angeles, California, began to
investigate the reasons for the occurrence of Pneu-
mocystis carinii pneumonia (PCP) in five previously
healthy young men. On June 5, 1981, his report of
these cases was published in the Morbidity and Mor-
tality Weekly Report (CDC, 1981a). Gottlieb’s first pa-
tients were also described as having cytomegalovirus
and candida infections.

As a result of the publication of this report, spe-
cialists in pulmonary medicine, internal medicine,
and infectious disease at our hospital as well as other
hospitals recognized that the young men and women

were severely ill with PCP and this new disease and
that in addition to intensive medical treatment, some
would benefit from psychiatric consultations to help
them to cope with this devastating illness.

In a more detailed article, published on December
10, 1981, in the New England Journal of Medicine,
Gottlieb and colleagues (1981) linked an immune de-
ficiency with this new cluster of infections. They pre-
sented evidence for an association of the illnesses PCP,
candidiasis, and multiple viral infections and “a new
acquired cellular immunodeficiency” with a decrease
in CD4 T cells as a hallmark. Another article (Masur
et al., 1981) described this “outbreak of community-
acquired Pneumocystis carinii pneumonia” as a man-
ifestation of an “immune deficiency.” Over the next
year, several other articles described the opportunistic
infections and cancers that characterized this new
syndrome of immune deficiency, including not only
Pneumocystis carinii (now named Prneumocystis jeroveci)
pneumonia but also cytomegalovirus retinitis, central
nervous system toxoplasmosis, progressive multifocal
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leukoencephalopathy, disseminated Kaposi’s sarcoma,
and central nervous system lymphoma. Initially, the
immune deficiency was thought to occur only in gay
men (CDC, 1981b), but later in 1981 and in 1982 it
became clear that this acquired immune deficiency
syndrome, or AIDS, as it came to be called in 1982
(CDC, 1982a), was transmitted by exchange of blood
or body fluids through sexual contact, including het-
erosexual contact (CDC, 1983), sharing of needles or
drug paraphernalia in intravenous drug use (CDC,
1982a), through transfusions of contaminated blood
and blood products (CDC, 1982b), and through peri-
natal transmission (CDC, 1982¢). When it became ev-
ident that this immune deficiency might itself have
an infectious etiology and that it led to rapidly fatal
complications, many staff members became fearful
of the possibility of contagion. An “epidemic of fear”
(Hunter, 1990) began to develop along with the AIDS
epidemic. As a result, some persons with AIDS who
were admitted to hospitals for medical care experienced
difficulty getting their rooms cleaned, obtaining water
or food, or even getting adequate medical attention.

At our hospital, initial psychiatric consultations
for persons with AIDS were requested for depression,
withdrawal, confusion, and treatment refusal. As the
psychiatrist responding to these initial consultations, it
was clear to me that the uncertainty about the etiology
of the immune deficiency had resulted in palpable
fear of contagion in staff. This fear was leading to dis-
tress and an increase in frequency of absences and re-
quests for transfers away from the floors with the most
AIDS admissions. These reactions in staff members
seemed to heighten the sense of isolation and depres-
sion in patients.

Although the AIDS epidemic was first described
in the medical literature in 1981, it was not until 1983
that the first articles were published about the psy-
chosocial or psychiatric aspects of AIDS. The first
article, written by Holtz and colleagues (1983), was
essentially a plea for attention to the psychosocial as-
pects of AIDS. They stated that “noticeably absent in
the flurry of publications about the current epidemic
of acquired immune deficiency syndrome (AIDS) is
reference to the psychosocial impact of this devastat-
ing new syndrome.” The authors deplored ostracism
of persons with AIDS by both their families and their
medical systems of care. These authors were the first
to describe the profound withdrawal from human con-
tact as the “sheet sign” observed when persons with
AIDS hid under their sheet and completely covered

their faces. The first psychiatrist to address these issues
was Stuart E. Nichols (1983). In his article in Psy-
chosomatics, Nichols described the need for compas-
sion, support, and understanding to address the fear,
depression, and alienation experienced by patients.
He also made recommendations for use of psycho-
therapy and group therapy as well as antidepressant
medications to help persons with AIDS cope with in-
tense feelings about this new illness that was still of
undetermined etiology. Nichols stated: “Since AIDS
apparently is a new disease, there is no specific psy-
chiatric literature to which one can refer for guidance.
One must be willing to attempt to provide competent
and compassionate care in an area with more ques-
tions than answers.” The earliest articles published in
the first decade of AIDS psychiatry, from 1983 to 1993,
were primarily descriptive observations, case reports,
case series, and documentation and prevalence of psy-
chiatric diagnoses associated with AIDS. They were
written by sensitive and compassionate clinicians,
some of whom openly expressed their outrage at os-
tracism and rejection of persons with HIV and AIDS
by not only the community at large but also by the
medical community. These clinicians also empha-
sized the need for compassion and for competent
medical and psychiatric care. These early articles are
summarized in Table 1.1.

In the 23 years (1983-2006) since AIDS psychiatry
references first appeared in the medical literature,
there have been 14,248 articles written (according to
PubMed, accessed on March 19, 2007), in addition to
a textbook (Fernandez and Ruiz, 2006), other books
(Treisman et al., 2004), and numerous chapters. Most
of the articles reflect a growing body of research in the
area as well as the beginnings of an evidence base for
the practice of AIDS psychiatry. Some of these articles
provide evidence for the need for a comprehensive
biopsychosocial approach to the care of persons with
HIV and AIDS.

A BIOPSYCHOSOCIAL APPROACH
TO HIV AND AIDS AND AIDSISM

In the summer of 1981, I responded to my first psy-
chiatric consultation request for a 29-year-old man
with AIDS. There was a tray of food on the floor out-
side his room. When I knocked on his door, I received
aresponse and entered his room. I discovered that the
floor of the room was very sticky and my shoes stuck to
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TABLE 1.1. Early Literature of AIDS Psychiatry*

Year Issues Addressed, Comments

1983 Psychosocial impact of AIDS—ostracism, the “sheet sign,” and the need for psychiatric literature about
AIDS (Holtz et al.)

1983 Psychiatric aspects of AIDS—need for psychiatric consultations and for group therapy; first article by a
psychiatrist about AIDS psychiatry (Nichols)

1984 Psychiatric implications of AIDS—the first book about AIDS psychiatry (Nichols and Ostrow)

1984 Psychosocial aspects of AIDS—the first description of the biopsychosocial approach applied in the general
care setting by Cohen (Deuchar)

1984a AIDS anxiety in the “worried well” (Forstein)

1984b Psychosocial impact of AIDS (Forstein)

1984 Case reports and treatment recommendations for persons with AIDS seen in psychiatric consultation (Barbuto)

1984 Psychiatric complications of AIDS (Nurnberg et al.)

1984 Neuropsychiatric complications of AIDS (Hoffman)

1984 Cryptococcal meningitis presenting as mania in AIDS (Thienhaus and Khosla)

1984 Description of a support group for persons with AIDS (Nichols)

1984 Psychiatric problems in patients with AIDS at New York Hospital (Perry and Tross)

1985 Findings in 13 of 40 persons with AIDS seen in psychiatric consultation (Dilley et al.)

1985 Description of psychiatric and psychosocial aspects of AIDS (Holland and Tross)

1986 A biopsychosocial approach to AIDS (Cohen and Weisman)

1986 Neuropsychiatric aspects of AIDS (Price and Forejt)

1987 Psychiatric aspects of AIDS (Faulstich)

1987 Dementia as the presenting or sole manifestation of HIV infection (Navia and Price)

1987 Psychiatric aspects of AIDS: a biopsychosocial approach—comprehensive chapter (Cohen)

1987 Stigmatization of AIDS patients by physicians (Kelly et al.)

1988 Discrimination against people with AIDS (Blendon and Donelan)

1988 First article on high prevalence of suicide among persons with AIDS (Marzuk et al.)

1989 AIDism, a new form of discrimination (Cohen)

1989 Anxiety and stigmatizing aspects of HIV infection (Fullilove)

1990 A biopsychosocial approach to the HIV epidemic (Cohen)

1990 Firesetting and HIV associated dementia (Cohen et al.)

1990 Suicidality and HIV testing (Perry et al.)

1992 Suicidality and HIV status (McKegney and O’Dowd)

1993 Manic syndrome early and late in the course of HIV (Lyketsos et al.)

*Listed here are descriptions of psychosocial and psychiatric aspects of AIDS with emphasis on discrimination. A sample of articles, chapters,
and books published in the first decade of AIDS psychiatry (1983-1993) is given here.

it and made strange noises as I approached the bed-
side. The patient’s head was covered with a sheet.
When I introduced myself and began to speak to the
patient, he gradually removed the sheet from his head.
He was extremely cachectic, almost skeletal, and ap-
peared much older than his stated age of 29 years. He
spoke slowly and softly and related well. He had evi-
dence of cognitive impairment, depression, and sub-
stance use disorder as well as multiple and complex
medical illnesses. He was alienated from his family.
The “sticky-floor syndrome” joined the “sheet sign”
as one of the early unique responses to the AIDS pan-
demic. The causes for the sticky floor were related to
both staff and patient factors. The floor was sticky as a
result of an accumulation of spilled food and beverages
as well as body fluids that went unattended by fearful

hospital maintenance staff. The patient was weak and
had difficulty grasping and holding onto objects. There
were frequent spills as a result. Ambulation was slow
and difficult for him and he did not always make it to
the bathroom on time. It was clear to me that only a
hospital-wide, multidisciplinary program and educa-
tion of every level of staff on all shifts would enable
us to improve the care of persons with AIDS, dimin-
ish stigma and discrimination, and help to alleviate
fear, anxiety, and stigma in our caregivers. In 1983, the
infectious-disease director, a social worker, and I devel-
oped a multidisciplinary AIDS program at our hospital
to provide coordinated and comprehensive care for
persons with AIDS and to provide education for hos-
pital staff as well as medical students and their fac-
ulty. This program was the first to be described in the
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literature as a response to the epidemic (Deuchar,
1984; Cohen and Weisman, 1986). Deuchar, a British
medical student, took an elective on our service in
1983 and then wrote an article about the psychosocial
aspects of AIDS in New York City. He described our
program as a means of providing coordination of care
and communication among the multiple subspecial-
ties and disciplines involved in the care of persons with
AIDS (Deuchar, 1984). He characterized our program
exactly as we did, as a “comprehensive program” with a
“bio-psycho-social approach” that “maintains a view
that each individual is a member of a family and com-
munity and deserves a coordinated approach to medi-
cal care and treatment with dignity.” He wrote: “The
programme includes maintenance of a multidisciplin-
ary treatment team, provision of ongoing psychologi-
cal support for patients and families, and education
and support for hospital staff. As such, it is clearly a
good example of consultation-liaison psychiatry.”
Many persons with AIDS were treated as lepers in
the early years of the epidemic. Some found that they
were shunned and ostracized. In some areas of the
world, persons with AIDS were quarantined because
of the irrational fears, discrimination, and stigma as-
sociated with this pandemic. Initially, in the United
States, some persons who were diagnosed with AIDS
were rejected by not only their communities but also
families and friends. Some persons with AIDS lost their
homes, some children and adolescents were excluded
from classrooms, and some lost their jobs. In the early
1980s, a diagnosis of AIDS led to rejection by shelters
for the homeless and nursing homes, long-term-care
facilities, and facilities for the terminally ill. The at-
titudes of families, houses of worship, prison guards,
employers, teachers, hospital staff, and funeral directors
led to catastrophic stigma and discrimination. Persons
with AIDS had difficulty finding support, obtaining
health care, keeping a job, finding a home, and find-
ing a chronic-care facility or even a place to die.
Discrimination against persons with AIDS was de-
scribed (Cohen, 1989) as a new form of discrimination
called “AIDSism.” AIDSism is built on a foundation
of homophobia, misogyny, addictophobia, and fears of
contagion and death. Discrimination and stigma were
recognized early in the AIDS psychiatry literature as
contributing to psychological distress (Holtz et al.,
1983; Nichols, 1983; Deuchar, 1984; Nichols, 1984;
Holland and Tross, 1985; Cohen and Weisman, 1986;
Blendon and Donelan, 1988; Cohen, 1989; Fullilove,
1989; Chesney et al., 1992) and have been explored

subsequently following the introduction of potent an-
tiretroviral therapy (Herek et al., 2002; Parker and Ag-
gleton, 2003; Brown et al., 2003; Kaplan et al., 2005).
Early in the epidemic, many physicians surveyed
had negative attitudes toward persons with HIV and
AIDS (Kelly et al., 1987; Thompson, 1987; Wormser
and Joline, 1989). Although the medical profession has
made great strides against discrimination and stigma
and most physicians are “accustomed to caring for
HIV-infected patients with concern and compassion”
(Gottlieb, 2001), society as a whole has not kept up—
not only globally but also in the United States. As
recently as June 2000, a full quarter-century since the
epidemic was first described, a child with AIDS was
initially excluded from attending a New York sleep-
away camp until his parents threatened legal action.
In February 20006, an out-of-state psychiatry resident
applied online to rent an apartment in New York City
for the month of his elective on our AIDS psychiatry
service. The renter e-mailed the resident to ask the sub-
ject of the elective. When the renter learned the sub-
ject of the elective, he informed the resident that he
was a married man with a 3-year-old child. The renter
refused to rent the apartment to the resident because
he assumed that the resident was infected with HIV
if he was taking an elective in AIDS psychiatry. AIDS
stigma and AIDSism have implications not only for
anguish in the individuals who experience them but
also for health and public health. Stigma and AIDSism
present a barrier to getting tested for HIV, to obtaining
test results, to disclosing serostatus to intimate part-
ners, to obtaining optimal medical care in a timely
manner, and to engaging in safer sex practices.
Psychosomatic medicine psychiatrists who special-
ize in AIDS psychiatry as well as general psychiatrists
and other mental health clinicians are in a unique po-
sition to work with primary HIV clinicians, infectious-
disease specialists, and other physicians and health
professionals to combat AIDS stigma and AIDSism.

AIDS PSYCHIATRY: PARADIGM
AND PARADOX

AIDS Paradigms

For psychiatrists who work in psychosomatic medi-
cine, AIDS and other manifestations of HIV infection
may be thought of as a paradigm of a medical illness.
AIDS is an illness similar to the other complex and



severe medical illnesses that define the subspecialty.
Psychosomatic medicine, the psychiatric aspects of com-
plex and severe medical illness, was previously called
“consultation-liaison psychiatry” and became a sub-
specialty of psychiatry in 2003. AIDS is a paradigm be-
cause it has elements of nearly every illness described
in the American Psychiatric Publishing Textbook of
Psychosomatic Medicine (Levenson, 2005). Persons
with HIV and AIDS are also vulnerable to a multi-
plicity of other comorbid complex and severe medical
illnesses including those related and unrelated to HIV
infection. The concept of AIDS as paradigm is illus-
trated in Figure 1.1.

Lipowski (1967) provided a classification of com-
monly encountered problems in psychosomatic medi-
cine. The original classification defined five commonly
occurring diagnostic problems that lead to psychiatric
referrals and included “psychosomatic” disorders as
the fifth problem (the quotation marks appeared in
the original article). Lipowski was dismissive of this
category in his 1967 article and stated that the term
“psychosomatic disorder” is a “misnomer with a vague
meaning” and that it “haunts the consultant like a
bad ghost from the past.” Querques and Stern (2004)

HISTORY OF AIDS PSYCHIATRY 7

suggest a modification of Lipowski’s original classifica-
tion. Querques and Stern substituted “comorbid med-
ical and psychiatric conditions” for “psychosomatic”
disorders for the fifth problem. With minor modifi-
cations, Lipowski’s classification is relevant to AIDS
psychiatric care. The five commonly encountered pro-
blems in AIDS psychiatry include psychiatric pre-
sentation of medical illness; psychiatric complications
of medical illnesses or treatments; psychological re-
sponse to medical illness or treatments; medical pre-
sentation of psychiatric illness or treatments; and co-
morbid medical and psychiatric illness.

Since the development of potent combination an-
tiretroviral therapies, the life expectancy of persons
with HIV has increased, and for persons who are ad-
herent to care, the incidence of the opportunistic in-
fections and cancers previously associated with AIDS
has decreased (Huang et al., 2006). However, persons
with psychiatric disorders may lack access to care be-
cause severe mental illness is associated with nonad-
herence to care. Untreated depression, substance de-
pendence, cognitive impairment, posttraumatic stress
disorder, or psychosis may impede ability to adhere
to care. Persons with severe mental illness may have
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FIGURE L1. AIDS psychiatry: a paradigm of psychosomatic medicine.
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difficulty getting to medical appointments, taking med-
ications regularly, or obtaining laboratory tests and
follow-up care. As a result, persons with AIDS and un-
treated psychiatric disorders may present with AIDS-
related illnesses not usually encountered in developed
countries since the advent of potent antiretrovirals or
highly active antiretroviral therapy (HAART). In ad-
dition, among those persons who are adherent to care,
there has been an increase in the prevalence of endo-
crine, pulmonary, cardiac, gastrointestinal, renal, and
metabolic disorders, some of which may be comorbid
and unrelated to HIV and AIDS while others may
be related to HIV and AIDS or to its treatments. The
life expectancy of persons with HIV and AIDS who
are treated with potent antiretroviral therapy is now
similar to that of the general population (Manfredi
2004a, 2004b). Among the 68,669 persons with AIDS
who died in New York City from 1999 to 2004, the
percentage of deaths from non-HIV-related causes in-
creased significantly from 19.8% to 26.3% (Sackoff
et al., 2006). Of these non-HIV-related deaths, 76%
were related to substance use, cardiovascular disease,
and cancer. Other causes of death included diabetes,
suicide, homicide, and chronic renal disease. Sackoff
and colleagues (2006) and Aberg (2006) recommend
a paradigm shift in the care of persons with AIDS from
a primary focus on HIV prevention and care to a
more comprehensive approach to medical and mental
health. The complexity and severity of the multiple
medical and psychiatric illnesses prevalent in persons
with HIV and AIDS are important in the psychiatric
assessment and substantiate the need for a compre-
hensive and compassionate biopsychosocial approach
that takes into account the full range of medical, psy-
chiatric, social, and cultural factors and their syner-
gistic implications relevant to patient care (Deuchar,
1984; Cohen and Weisman, 1986; Cohen, 1987; Co-
hen and Weisman, 1988; Cohen, 1992). The five com-
monly encountered problems in persons with HIV and
AIDS are illustrated in the following vignettes.

ILLUSTRATIVE CASE VIGNETTES
Case Vignette I.I: Inpatient Neurology Unit
Psychiatric Consultation: Psychiatric

Presentation of Medical lliness

Ms. A is a 41-year-old unemployed former school tea-
cher with HIV and a CD4 of 806 who presented with

depression after admission for new-onset seizures and
was found to have a right frontoparietal subarrachnoid
hemorrhage. She also had end-stage renal disease due
to polycystic kidney disease and was on hemodialysis.
She had a history of pancreatic carcinoma treated with
radiation therapy and chemotherapy. Ms. A was found
to have mild dementia with anosognosia and mood
disorder as a result of complex medical illnesses. She
responded well to support.

Ms. A had a psychiatric presentation of her medical
illnesses, including mood disorder with depressive features
due to multiple medical illnesses, and dementia with ano-
sognosia due to her subarrachnoid hemorrhage.

Case Vignette 1.2: Outpatient HIV Clinic
Psychiatric Consultation: Psychiatric
Complication of Medical lliness or Treatment

Ms. B is a 52-year-old unemployed former administra-
tive assistant with HIV and a CD4 of 317. She also had
ulcerative colitis, osteoarthritis, and hypertension. She
presented with depression and suicidal ideation after
being started on efavirenz, a nonnucleoside reverse
transcriptase inhibitor. Ms. B was found to have post-
traumatic stress disorder due to early childhood trauma
and major depressive disorder, recurrent. She respon-
ded well to psychotherapy, antidepressants, and discon-
tinuation of efavirenz as well as her other antiretroviral
medications. She has been adherent to psychiatric and
medical care and understands that she may need to re-
sume antiretroviral therapy.

Ms. B had a psychiatric complication of her medical
treatment that responded well to discontinuation of efa-
virenz and to treatment for depression and posttraumatic
stress disorder.

Case Vignette 1.3: Outpatient HIV Clinic
Psychiatric Consultation: Psychological
Response to Medical lliness

Ms. C is a 3|-year-old unemployed teacher's assistant
with HIV and a CD4 of 1024 who presented with de-
pression and anxiety. Ms. C felt isolated and alone be-
cause she was unable to disclose her diagnosis. She
withdrew from friends, did not tell family members, and
feared being seen attending the HIV clinic. Ms. C felt that
she would never again be able to date anyone because
she feared rejection if she disclosed her HIV serostatus.



In psychotherapy, she was able to work through her
fears of rejection and to some extent was able to come
to terms with the “embarrassment” about her diagno-
sis in psychotherapy. Ms. C returned to work and re-
sponded to suggestions to join an HIV-positive social
group.

Ms. C had a psychological response to medical illness,
to the stigma of HIV infection.

Case Vignette |1.4: Inpatient General Care
Psychiatric Consultation: Medical
Presentation of Psychiatric lliness

Mr. D is a 29-year-old unemployed actor and former
Walt Disney World Donald Duck character who was
admitted to medicine with weight loss, cough, night
sweats, and fever and gave a history of PCP and AIDS. A
psychiatric consultation was requested when his history
of PCP and AIDS could not be verified and he refused
HIV testing. He was living in New York City—supported
housing for persons with AIDS and had fabricated his
history to pursue his acting career in New York and
obtain both housing and entitlements.

Mr. D was malingering with AIDS in order to obtain
entitlements and housing to further his acting career by
establishing a home and support in New York City (Cohen,
1992).

Case Vignette |1.5: Outpatient HIV Clinic
Psychiatric Consultation: Comorbid Medical
and Psychiatric lliness

Mr. E is a 58-year-old unemployed man with chronic
obstructive pulmonary disease (oxygen-dependent),
hepatitis C, and HIV with a CD4 count of 1384, who
was referred for depression with suicidal ideation. Mr. E
was found to have major depressive disorder, recurrent,
and a history of opioid dependence in full sustained
remission for 20 years. He responded well to long-term
psychotherapy and antidepressants but became inter-
mittently depressed and suicidal until he was able to find
meaning in doing volunteer work in the radiology de-
partment, an area of the hospital where he had dreamed
of working since he was a young child.

Mr. E had comorbid medical and psychiatric illness
that responded to psychiatric care and meaning-centered
psychotherapy.
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BIOPSYCHOSOCIAL ASPECTS
OF HIV AND AIDS

AIDS is a severe, chronic, multiorgan, multisystem ill-
ness with multiple and severe comorbid psychiatric
and other medical illnesses. AIDS is also a prevalent
illness that presents with psychiatric responses to ill-
ness, is associated with psychiatric illness because of
the affinity of HIV for brain and neural tissue, and oc-
curs with comorbid psychiatric illness as well as other
medical illnesses. In many ways, AIDS and other man-
ifestations of HIV infection can be seen as a paradigm
of a complex and severe medical illness, the model
of illnesses that comprise the field of psychosomatic
medicine. There thus is a need for a biopsychosocial
approach to the care of persons with HIV and AIDS. A
summary of some of the factors involved in a biopsy-
chosocial approach to AIDS can be found in Table 1.2.
Psychiatrists make ideal AIDS educators. General
psychiatrists who work in the areas of inpatient and
outpatient psychiatry settings, private offices, addiction
psychiatry, geriatric psychiatry, child and adolescent
psychiatry, correctional facilities, and long-term care
facilities are all in a prime position to provide edu-
cation, help prevent transmission of HIV, suggest or
provide condoms and information about safe sex, and
suggest or offer HIV testing to lead toward early di-
agnosis and treatment. Most psychiatrists take detailed
sexual and drug histories and work with patients to
help them change behaviors. The significance of tak-
ing a detailed sexual history was especially evident in a
population-based study of men in New York City. This
study revealed discordance between sexual behavior
and self-reported sexual identity; nearly 10% of straight-
identified men reported at least one sexual encounter
with another man in the previous year (Pathela et al.,
2006). Most psychiatrists form long-term, ongoing re-
lationships with their patients and work with patients
toward achieving gratification in long-term, intimate-
partner relationships. All of these characteristics can
be of major importance in primary prevention as well
as carly diagnosis and treatment of HIV infection.
Psychosomatic medicine clinicians or psychiatrists
and AIDS psychiatrists are in a unique position to pro-
vide psychiatric care for persons with HIV, from the
time of infection to the time of death and its aftermath,
with provision of support for partners and families.
However, AIDS psychiatrists rarely have the chance
to provide care for their patients until they are diag-
nosed with HIV infection. Ruiz (2000) has provided
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TABLE 1.2. A Biopsychosocial Approach to HIV and AIDS

Biological Psychological Social
Opportunistic Infections (Most Common) Diagnoses (Most Common) Alienation
. Stigma
Protozoal Mood disorders 5
.. . . . . . Poverty
Pruemocystis jeroveki pneumonia Major depressive disorder ’
. o . . Job loss
Toxoplasma gondii encephalitis Mood disorder due to medical Reiection
. condition with depression ee
Bacterial . . Eviction
. L Mood disorder due to medical
Mycobacterium avium intracellulare " . .
’ condition with mania [
. . . L08s€s
Viral Bipolar disorder o
. . . Disparities
Cytomegalovirus disease Cognitive disorders .
’ . AIDSism
Dementia .
Fungal .. Racism
N L Delirium .
Cryptococcal meningitis Ageism

Esophageal candidiasis

Opportunistic cancers

Kaposi’s sarcoma

Comorbid Medical Illnesses (Most Common)

Chronic hepatitis C and liver disease
Cardiac disease

Cerebrovascular disease

Diabetes mellitus

Lung disease

Clostridium difficile colitis
Neuropathy

Renal disease

Symptoms

Pain
Insomnia
Fatigue
Nausea
Vomiting
Diarrhea
Wasting
Pruritus
Hiccups
Incontinence
Weakness
Paresis and paralysis

Substance use disorders

Adjustment disorders

Anxiety disorders
Posttraumatic stress disorder

Bereavement

Symptoms

Depression
Anxiety
Confusion
Psychosis
Suicidality
Existential anxiety

Grief

a description of the psychiatric care of one of his pa-
tients, extending from before his patient’s diagnosis of
HIV through the course of his illness and progression
to AIDS to end-stage AIDS at the end of his life. Ruiz
also documented his provision of support for the fam-
ily after the death of the patient. AIDS psychiatrists
can provide colocated psychiatric services, education
and support for trainees, and support and leadership
for the multidisciplinary teams of physicians, nurses,
social workers, other health professionals, and staff. It

is especially gratifying to work as part of a dedicated
and compassionate team of clinicians who are pro-
viding comprehensive care for persons with HIV and
AIDS.

HIV and AIDS also present us with paradoxes. One
of the most tragic paradoxes of HIV is the disparity in
access to care resulting from racial, political, and eco-
nomic factors in many areas of the world as well as in
certain areas of the United States and other industri-
alized nations. Another tragic paradox is the disparity



in access to care among persons with psychiatric ill-
ness. In addition, age, intelligence, and level of educa-
tion do not necessarily correlate with ability to adhere
to risk reduction, safe sexual behavior, and medical
care (Cochran and Mays, 1990; De Buono etal., 1990;
MacDonald et al., 1990; Reinisch and Beasley, 1990).
Among adolescents, who say “I can use a condom, I
just don’t” (Mustanski et al., 2006), as well as the el-
derly (Goodkin et al., 2003; Stoff et al., 2004; Karpiak
et al., 2006), who may not feel a need for barrier
contraception to prevent pregnancy and whose phy-
sicians may be uncomfortable discussing sexual ac-
tivity, there are high rates of HIV infection. The
process of care for persons with AIDS at the end of
life is also paradoxical and there is a clear need for
provision of care along a continuum that includes
both palliative and curative care. This concept has
been proposed but appears hard to implement. The
need to overcome the “false dichotomy of curative
vs. palliative care for late stage AIDS” has been sug-
gested (Selwyn and Forstein, 2003).

AIDSISM AND THE MULTIPLE
DISPARITIES OF HIV AND AIDS

AIDSism results from a multiplicity of prejudicial and
discriminatory factors and is built on a foundation of
racism, homophobia, ageism, addictophobia, misog-
yny, and discomfort with mental and medical illness,
poverty, sexuality, infection, and death in many com-
munities throughout the world as well as in the Uni-
ted States. AIDSism has contributed to disparities in
the care of persons with HIV and AIDS.

Racial, Ethnic, and
Socioeconomic Disparities

Racial, ethnic, and socioeconomic disparities have
been observed and documented in all aspects of the
United States health care system (Agency for Health
Care Research and Quality, 2005a). The overall HIV
death rate of African Americans was found to be 10.95
times higher than that of whites (Agency for Health
Care Research and Quality, (2005b) and racial dis-
parities have been shown to contribute to increased
HIV incidence and inadequate access to medical and
psychiatric care (CDC, 2006a). U.S. correctional facil-
ities and urban drug epicenters may be seen as micro-
cosms of discrimination. Correctional facilities may
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also be instrumental in perpetuating the HIV epide-
mic both inside and outside of prison walls (Hammett
etal., 2002; Blankenship et al., 2005; Golembeski and
Fullilove, 2005; CDC, 2006b).

It would be difficult to calculate the true impact of
these disparities on persons with HIV and AIDS. In
addition to the incalculable distress, suffering, and an-
guish (Cohen et al., 2002), persons with AIDS have
multiple comorbid medical and psychiatric illnesses,
all of which are also found among those who experi-
ence disparities in care (Cohen et al., 1991; Cohen,

1996; Kolb et al., 2000).

Psychiatric Disparities

Psychiatric factors take on new relevance and mean-
ing as we approach the end of the third decade of the
AIDS pandemic. Persons with AIDS are living longer
and healthier lives as a result of appropriate medical
care and advances in antiretroviral therapy. However,
in the United States and throughout the world, some
men, women, and children with AIDS are unable to
benefit from medical progress. Inadequate access to
care results from a multiplicity of barriers, including
economic, social, political, and psychiatric ones. Psy-
chiatric disorders and distress play a significant role in
the transmission of, exposure to, and infection with
HIV (Cohen and Alfonso, 1994; Cohen and Alfonso,
1998; Blank et al., 2002). They are relevant to preven-
tion, clinical care, and adherence throughout every
aspect of illness from the initial risk behavior to death.
They result in considerable suffering from diagnosis to
end-stage illness (Cohen and Alfonso, 2004). Untrea-
ted psychiatric disorders can be exacerbated by HIV
stigma to make persons with HIV and AIDS especially
vulnerable to suicide (Marzuk et al., 1988; Perry et al.,
1990; McKegney and O’'Dowd, 1992; Alfonso and
Cohen, 1997). Psychiatric treatment with individual
(Cohen and Weisman, 1986; Cohen, 1987; Cohen and
Alfonso, 1998; Cohen and Alfonso, 2004), group (Al-
fonso and Cohen, 1997), and family therapy can allevi-
ate suffering, improve adherence, and prevent suicide.

CONCLUSION

AIDSism, stigma, discrimination, and fear, in con-
junction with denial, omnipotence, and lack of aware-
ness, complicate and perpetuate the HIV pandemic.
The creation of supportive, nurturing, nonjudgmental
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health care environments can help combat AIDSism
and provide comprehensive and compassionate care.
AIDS psychiatrists and other mental health profes-
sionals need to be integrated closely into clinical, aca-
demic, and research aspects of HIV prevention and
treatment. In order for persons with HIV and AIDS
to live more comfortable lives, with preservation of
independence and dignity, it is important to establish
special nurturing, supportive, and loving health care
environments. Such environments can enable persons
with AIDS, their loved ones, and caregivers to meet
the challenges of AIDS with optimism and dignity
(Cohen and Alfonso, 2004).

References

Aberg JA (2006). The changing face of HIV care: com-
mon things really are common. Ann Intern Med
145:463-465.

Agency for Health Care Research and Quality
(2005a). National Healthcare Disparities Report,
2005. Retrieved March 20, 2007, from http://iwww
.ahrq.gov/qual/nhdr05/mhdr05. him.

Agency for Healthcare Research and Quality, Rockville,
MD (2005b). National Healthcare Disparities Re-
port, 2005. Appendix D: Data Tables. Retrieved
March 20, 2007, from http://www.ahrq.gov/qual/
nhdr05/nhdr05.htm.

Alfonso CA, and Cohen MAA (1997). The role of group
psychotherapy in the care of persons with AIDS.
] Am Acad Psychoanal 25:623-638.

Blank MB, Mandell DS, Aiken L, and Hadley TR
(2002). Co-occurrence of HIV and serious mental
illness among Medicaid recipients. Psychiatr Serv
53:868-873.

Blankenship KM, Smoyer AB, Bray SJ, and Mattocks K
(2005). Black-white disparities in HIV/AIDS: the
role of drug policy in the corrections system. |
Health Care Poor Underserved 16:140-156.

Barbuto ] (1984). Psychiatric care of seriously ill pa-
tients with acquired immune deficiency syndrome.
In SE Nichols and DG Ostrow (eds.), Psychiat-
ric Implications of Acquired Immune Deficiency
Syndrome. Washington, DC: American Psychiatric
Press.

Blendon R], and Donelan K (1988). Discrimination
against people with AIDS: the public’s perspective.
N Engl | Med 319:1022-1026.

Brown L, Macintyre K, and Trujillo L (2003). Interven-
tions to reduce HIV/AIDS stigma: what have we
learned? AIDS Educ Prev 15:49-69.

[CDC] Centers for Disease Control and Prevention
(1981a). Pneumocystis pneumonia—Los Angeles.
MMWR Morb Mortal Wkly Rep 30:250-252.

[CDC] Centers for Disease Control and Prevention
(1981b). Kapsosi’s sarcoma and Preumocystis pneu-

monia among homosexual men—New York City
and California. MMWR Morb Mortal Wkly Rep
30:305-308.

[CDC] Centers for Disease Control and Prevention
(1982a). Current trends on acquired immune defi-
ciency syndrome (AIDS)-United States. MMWR
Morb Mortal Wkly Rep 31:507-508, 513-514.

[CDC] Centers for Disease Control and Prevention
(1982b). Possible transfusion-associated acquired
immune deficiency syndrome (AIDS)—California.
MMWR Morb Mortal Wkly Rep 31:652-654.

[CDC] Centers for Disease Control and Prevention
(1982¢). Unexplained immunodeficiency and op-
portunistic infections in infants—New York, New
Jersey, California. MMWR Morb Mortal Wkly Rep
31:665-667.

[CDC] Centers for Disease Control and Prevention
(1983). Immunodeficiency in female partners of
males with acquired immune deficiency syndrome
(AIDS)—New York. MMWR Morb Mortal Wkly
Rep 31:697-698

[CDC] Centers for Disease Control and Preven-
tion (2006a). Racial/ethnic disparities in diagnoses
of HIV/AIDS—33 states, 2001-2004. MMWR Morb
Mortal Wkly Rep 2006; 55:121-125.

[CDC] Centers for Disease Control and Prevention
(2006b). HIV transmission among male inmates
in a state prison system—Georgia, 1992-2005.
MMWR Morb Mortal Wkly Rep 55:421-426.

Chesney MA, and Smith AW (1992). Critical delays in
HIV testing and care: the potential role of stigma.
Am Behav Sci 42:1162-1174.

Cochran SD, and Mays VM (1990). Sex, lies and HIV.
N Engl | Med 22:774-775.

Cohen MA (1987). Psychiatric aspects of AIDS: A bio-
psychosocial approach. In GP Wormser, RE Stahl,
and EJ Bottone (eds.), AIDS Acquired Immune
Deficiency Syndrome and Other Manifestations of
HIV Infection. Park Ridge, NJ: Noyes Publishers.

Cohen MA (1989). AIDSism, a new form of discrimi-
nation. Am Med News, January 20, 32:43.

Cohen MA (1992). Biopsychosocial aspects of the HIV
epidemic. In GP Wormser (ed.), AIDS and Other
Manifestations of HIV Infection, second edition
(pp- 349-371). New York: Raven Press.

Cohen MAA (1996). Creating health care environments
to meet patients’ needs. Curr Issues Public Health
2:232-240.

Cohen MAA, and Alfonso CA (1994). Dissemination
of HIV: how serious is it for women, medically
and psychologically? Ann N'Y Acad Sci 736:114-
121.

Cohen MA, and Alfonso CA (1998). Psychiatric care
and pain management in persons with HIV infec-
tion. In GP Wormser (ed.), AIDS and Other Man-
ifestations of HIV Infection, third edition. Philadel-
phia: Lippincott-Raven.

Cohen MA, and Alfonso CA (2004). AIDS psychiatry:

psychiatric and palliative care, and pain manage-


http://www.ahrq.gov/qual/nhdr05/nhdr05.htm
http://www.ahrq.gov/qual/nhdr05/nhdr05.htm
http://www.ahrq.gov/qual/nhdr05/nhdr05.htm
http://www.ahrq.gov/qual/nhdr05/nhdr05.htm

ment. In GP Wormser (ed.), AIDS and Other
Manifestations of HIV Infection, fourth edition (pp.
537-576). San Diego: Elsevier Academic Press.

Cohen MA, and Weisman H (1986). A biopsychoso-
cial approach to AIDS. Psychosomatics 27:245—
249.

Cohen MA, and Weisman HW (1988). A biopsycho-
social approach to AIDS. In RP Galea, BF Lewis,
and LA Baker (eds.), AIDS and IV Drug Abusers.
Owings Mills, MD: National Health Publishing.

Cohen MA, Aladjem AD, Brenin D, and Ghazi M
(1990). Firesetting by patients with the acquired
immunodeficiency syndrome (AIDS). Ann Intern
Med 112:386-387.

Cohen MAA, Aladjem AD, Horton A, Lima ], Palacios
A, Hernandez L, and Mehta P (1991). How can we
combat excess mortality in Harlem? A one-day
survey of adult general care. Int | Psychiatry Med
21:369-378.

Cohen MA, Hoffman RG, Cromwell C, Schmeidler J,
Ebrahim F, Carrera G, Endorf F, Alfonso CA,
and Jacobson JM (2002). The prevalence of distress
in persons with human immunodeficiency virus
infection. Psychosomatics 43:10-15.

De Buono BA, Zinner SH, Daamen M, and McCor-
mack WM (1990). Sexual behavior of college
women in 1975, 1986 and 1989. N Engl | Med 322:
821-825.

Deuchar N (1984). AIDS in New York City with par-
ticular reference to the psychosocial aspects. Br |
Psychiatry 145:612-619.

Dilley JW, Ochitill HN, Perl M, and Volberding PA
(1985). Findings in psychiatric consultation with
patients with acquired immune deficiency syn-
drome. Am | Psychiatry 142:82-86.

Faulstich ME (1987). Psychiatric aspects of AIDS. Am |
Psychiatry 144:551-556.

Fernandez F, and Ruiz P (2006). Psychiatric Aspects of
HIV/AIDS (pp. 39-47). Philadelphia: Lippincott
Williams & Wilkins.

Forstein M (1984a). AIDS anxiety in the worried well.
In SE Nichols and DG Ostrow (eds.), Psychiatric
Implications of Acquired Immune Deficiency Syn-
drome (pp. 77-82). Washington, DC: American
Psychiatric Press.

Forstein M (1984b). The psychosocial impact of the ac-
quired immunodeficiency syndrome. Semin Oncol
11:77-82.

Fullilove MT (1989). Anxiety and stigmatizing aspects
of HIV infection. | Clin Psychiatry 50(Suppl.):5-8.

Golembeski C, and Fullilove RE (2005). Criminal
(in)justice in the city and its associated health con-
sequences. Am | Public Health 95:1701-1706.

Goodkin K, Heckman T, Siegel K, Linsk N, Khamis
I, Lee D, Lecusay R, Poindexter CC, Mason SJ,
Suarez P, Eisdorfer C (2003). “Putting a face” on
HIV infection/AIDS in older adults: a psychosocial
context. | Aquir Immune Defic Syndr 33(Suppl. 2):
S171-S184.

HISTORY OF AIDS PSYCHIATRY 13

Gottlieb MS (2001). AIDS—past and future. N Engl |
Med 344:1788-1791.

Gottlieb MS, Schroff R, Schanker HM, Weisman JD,
Fan PT, Wolf RA, and Saxon A (1981). Pneumo-
cystis carinii pneumonia and mucosal candidiasis
in previously healthy homosexual men: evidence
of a new acquired cellular immunodeficiency.
N Engl | Med 305:1425-1431.

Hammett TM, Harmon MP, and Rhodes W (2002).
The burden of infectious disease among inmates of
and releasees from US correctional facilities 1997.
Am | Public Health 92:1789-1794.

Herek GM, Capitanio JP, and Widaman KF (2002).
HIV-related stigma and knowledge in the United
States: prevalence and trends, 1991-1999. Am | Pub-
lic Health 92:371-377.

Hoffman RS (1984). Neuropsychiatric complications of
AIDS. Psychosomatics 25:393-340.

Holland JC, and Tross S (1985). Psychosocial and neuro-
psychiatric sequelae of the acquired immunodefi-
ciency syndrome and related disorders. Ann Intern
Med 103:760-764.

Holtz H, Dobro ], Kapila R, Palinkas R, and Oleske
J (1983). Psychosocial impact of acquired immuno-
deficiency syndrome. JAMA 250:167.

Huang L, Quartin A, Jones D, and Havlir DV (2006).
Intensive care of patients with HIV infection.
N Engl | Med 355:173-181.

Hunter ND (1990). Epidemic of fear: a survey of AIDS
discrimination in the 1980s and policy recommen-
dations for the 1990s. American Civil Liberties
Union AIDS Project 1990. New York: ACLU.

Kaplan AH, Scheyett A, and Golin CE (2005). HIV and
stigma: analysis and research program. Curr HIV/
AIDS Rep 2:184-188.

Karpiak SE, Shippy RA, and Cantor MH (2006).
Research on Older Adults with HIV. New York:
AIDS Community Research Initiative of America,
2006.

Kelly JA, St. Lawrence JS, Smith S, Jr, Hood HV, and
Cook DJ (1987). Stigmatization of AIDS patients
by physicians. Am | Public Health 77:789-791.

Kolb B, Wallace AM, Hill D, Royce M (2006). Dis-
parities in cancer care among racial and ethnic
minorities. Oncology 20:1256-1261.

Levenson JL (2005). American Psychiatric Publishing
Textbook of Psychosomatic Medicine (pp. 3-14).
Washington, DC: American Psychiatric Publishing.

Lipowski Z] (1967). Review of consultation psychiatry
and psychosomatic medicine: II. Clinical aspects.
Psychosomat Med 29:201-224.

Lyketsos CG, Hanson AL, Fishman M, Rosenblatt A,
McHugh PR, and Treisman GJ (1993). Manic syn-
drome early and late in the course of HIV. Am |
Psychiatry 150(2):326-327.

MacDonald NE, Wells GA, Fisher WA, Warren WK,
King MA, Doherty JA, and Bowie WR. High-risk
STD/HIV behavior among college students. JAMA
1990; 263:3155-3159.



14 PSYCHIATRIC RELEVANCE AND IMPLICATIONS OF AIDS PSYCHIATRY

Manfredi R (2004a). HIV infection and advanced age:
emerging epidemiological, clinical and manage-
ment issues. Ageing Res Rev 3:31-54.

Manfredi R (2004b). Impact of HIV infection and anti-
retroviral therapy in the older patient. Expert Rev
Anti Infect Ther 2:821-824.

Marzuk PM, Tierney H, Tardiff K, Gross EM, Morgan
EB, Hsu MA, and Mann JJ (1988). Increased risk of
suicide in persons with AIDS. JAMA 259:1333-
1337.

Masur H, Michelis MA, Greene JB, Onorato I, Stouwe
RA, Holzman, Wormser G, Brettman L, Lange M,
Murray HW, and Cunningham-Rundles S (1981).
An outbreak of community-acquired Preumocystis
carinii pneumonia: initial manifestation of cellular
immune dysfunction. N Engl | Med 305:1431-
1438.

McKegney FP, and O’'Dowd MA (1982). Suicidality and
HIV status. Am | Psychiatry 149:396-398.

Mustanski B, Donenberg G, and Emerson E (2006). 1
can use a condom, I just don’t: the importance of
motivation to prevent HIV in adolescent secking
psychiatric care. AIDS Behav 10:753-762.

Navia BA, and Price RW (1987). The acquired im-
munodeficiency syndrome dementia as the pre-
senting or sole manifestation of human immuno-
deficiency virus infection. Arch Neurol 44:65-69.

Nichols SE (1983). Psychiatric aspects of AIDS. Psycho-
somatics 24:1083-1089.

Nichols SE (1984). Social and support groups for pa-
tients with acquired immune deficiency syndrome.
In SE Nichols and DG Ostrow (eds.), Psychiatric
Implications of Acquired Immune Deficiency Syn-
drome (pp. 77-82). Washington, DC: American Psy-
chiatric Press.

Nichols SE, and Ostrow DG (eds.) (1984). Psychiatric Im-
plications of Acquired Immune Deficiency Syndrome.
Washington, DC: American Psychiatric Press.

Nurnberg HG, Prudic J, Fiori M, and Freedman EP
(1984). Psychopathology complicating acquired im-
mune deficiency syndrome. Am | Psychiatry 141:
95-96.

Parker R, and Aggleton P (2003). HIV and AIDS-related
stigma and discrimination: a conceptual framework
and implications for action. Soc Sci Med 57:13-24.

Pathela P, Hajat A, Schillinger J, Blank S, Sell R, and
Mostashari F (2006). Discordance between sex-
ual behavior and self-reported sexual identity: a

population-based survey of New York City men.
Ann Intern Med 145:416-425.

Perry SW, and Tross S (1984). Psychiatric problems of
AIDS inpatients at the New York Hospital: prelim-
inary report. Public Health Rep 99:200-205.

Perry S, Jacobsberg L, and Fishman B (1990). Suicidal
ideation and HIV testing. JAMA 263:679-682.
Price WA, and Forejt J (1986). Neuropsychiatric aspects

of AIDS: a case report. Gen Hosp Psychiatry 8:7-10.

Querques J, Stern TA (2004). Approach to Consulta-
tion Psychiatry: assessment = strategies. In TA
Stern, GL Fricchione, NH Cassem, MS Jellinek
MS, and JF Rosenbaum (eds.), Massachusetts Gen-
eral Hospital Handbook of General Hospital Psychi-
atry, fifth edition (pp. 9-19). Philadelphia: Mosby.

Reinisch JM, and Beasley R (1990). America fails
sex information test. In The Kinsey Institute New
Report on Sex: What You Must Know to Be Sexually
Literate (pp. 1-26). New York: St. Martin’s Press.

Ruiz P (2000). Living and dying with HIV/AIDS: a psy-
chosocial perspective. Am | Psychiatry 157:110-113.

Sackoff JE, Hanna DB, Pfeiffer MR, and Torian LV
(2006). Causes of death among persons with AIDS
in the era of highly active antiretroviral therapy:
New York City. Ann Intern Med 145:397-406.

Selwyn PA, and Forstein M (2003). Overcoming the
false dichotomy of curative vs. palliative care for
late-stage AIDS. “Let me live the way I want to live
until I can’t.” JAMA 290:806-814.

Stoff DM (2004). Mental health research in HIV/
AIDS and aging: problems and prospects. AIDS
18(Suppl. 1): S3-S10.

Sullivan HS (1953). The Interpersonal Theory of Psy-
chiatry (pp. 32-33). New York: WW Norton and
Company.

Thienhaus OJ, and Khosla N (1984). Meningeal crypto-
coccosis misdiagnosed as a manic episode. Am |
Psychiatry 141:1459-1460.

Thompson LM (1987). Dealing with AIDS and fear:
would you accept cookies from an AIDS patient?
South Med | 80:228-232.

Treisman GJ, and Angelino AF (2004). The Psychiatry
of AIDS: A Guide to Diagnosis and Treatment.
Baltimore: Johns Hopkins University Press.

Wormser GP, and Joline C (1989). Would you eat
cookies prepared by an AIDS patient? Survey re-
veals harmful attitudes among professionals. Post-

grad Med 86:174-184.



Chapter 2

HIV/AIDS at 25: History,
Epidemiology, Clinical
Manifestations, and Treatment

Sagar A. Vaidya, Mary Klotman,
and Viviana Simon

Acquired immunodeficiency syndrome (AIDS) appea-
red 25 years ago and mystified doctors and scientists
alike as it became one of the worst plagues in hu-
man history. Now an estimated 38.6 million children,
women, and men are living worldwide with human
immunodeficiency virus (HIV) infection (UNAIDS,
2006). While prevention options have expanded sub-
stantially, a cure or protective vaccine remain elusive.
Antiretroviral combination treatments slow disease
progression and have transformed AIDS from an inev-
itably fatal condition to a manageable, chronic illness.

ORIGIN AND HISTORY

Human immunodeficiency virus type 1 (HIV-1), the
agent causing AIDS; is a lentivirus genetically closely
related to SIVepz found in chimpanzees (Keele et al.,
2006). HIV-2 is less pathogenic than HIV-1 and likely
originated from macaques and sooty mangabeys (Fig.
2.1). Analysis of the phylogenetic relationships between
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circulating human and simian immunodeficiency vi-
ruses (SIV) suggests that multiple, independent cross-
species transmission events occurred between non-
human primates and humans, resulting in the present
circulating HIV-1 strains. The HIV strains that spread
around the world belong predominantly to HIV-1
group M, whereas HIV-1 group N, HIV-1 group O,
and HIV-2 have a more restricted geographic distri-
bution (e.g., Western and Central Africa). HIV-1 group
M comprises nine major clades that differ in frequency
and global distribution: 50%-55% of all infections
are due to subtype C (Thomson and Najera, 2005)
(Fig. 2.1). In this text, use of the acronym HIV refers
to HIV-1 unless otherwise specified.

Estimates suggest that HIV-1 was introduced into
humans in the first decades of the past century but
remained rare and unrecognized for several decades
(Korber et al., 2000). The earliest time point that HIV
infection could be documented retrospectively in hu-
mans is 1959 (Zhu et al., 1998). Case reports of op-
portunistic infections in people without clear reason
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FIGURE 2.1. Global pandemic as defined by number of infected people, predominant route of transmission,
and prevalent HIV subtypes (based on 2005 data published in UNAIDS, 2006). Heterosexual transmission is
responsible for the vast majority of infections and HIV subtype C is the most prevalent worldwide. CRF, recombi-
nant circulating forms; HSex, heterosexual transmission; IDU, intravenous drug use; MSM, men who have sex

with men.

for immune suppression indicate sporadic occurrence
throughout the 1950-1970s, with HIV-specific genetic
materials being detected in retrospect in some of the
preserved tissues (Zhu et al., 1998).

It was not until 1981 that HIV/AIDS first emerged
as a public health issue, after a clustering of unusual
opportunistic infections and cancers were reported in
men who have sex with men in New York and San
Francisco (CDC, 1981). It was hypothesized that the
men were suffering from a common syndrome; a re-
port from the Centers for Disease Control and Preven-
tion (CDC) suggested that the disease might be caused
by a sexually transmitted infectious agent (CDC,
1982a). The disease was initially associated with ho-
mosexual lifestyles, despite the fact that similar clin-
ical cases were reported in injecting drug users, hemo-
philiacs, and newborns and infants receiving blood
transfusions (CDC, 1982b). In 1982, the acronym
“AIDS” was coined to describe this syndrome of un-
known origin, which was associated with a variety of
opportunistic infections and unusual tumors, in per-
sons with the risk behaviors described above as well as
in persons with hemophilia and in newborns who had
received blood transfusions (CDC, 1982b). HIV, ini-
tially designated HTLV-III (human T-lymphotropic
virus I1I) was isolated from AIDS patients in the follow-

ing years by several research groups (Barre-Sinoussi
etal., 1983; Popovic et al., 1983; Barre-Sinoussi, 1996).
Soon after, an HIV-1 antibody screening test was de-
veloped which allowed for the diagnosis of HIV prior
to the development of clinically apparent end-stage
immunodeficiency (Popovic et al., 1984; Sarngadha-
ran et al., 1984). This was pivotal not only for gaining
a better understanding of the extent of the epidemic
and the course of infection, but most importantly for
allowing screening of blood and blood products.
Screening for compounds with antiviral activity
became possible when cell culture systems allowing
viral propagation were established. The first drug ap-
proved for the treatment of HIV was azidothymidine
(AZT), a nucleoside analogue, which was originally
developed in 1964 for the treatment of cancers. Al-
though AZT proved ineffective against neoplastic dis-
eases, it was found to be a potent inhibitor of HIV. Its
efficacy was such that the 1987 randomized, double-
blinded clinical trial was stopped after only 6 months,
as it was deemed unethical to deny AZT to all par-
ticipants in light of excessive deaths in the placebo
study arm (Fischl et al., 1987). Additional nucleoside/
nucleotide analogues (reverse-transcriptase inhibitors,
or NRTIs) with a similar mechanism of action target-
ing reverse transcription in the viral life cycle were
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FIGURE 2.2. Time line of antiretroviral treatment options for HIV infection.

developed soon after. Combinations of two of these
NRTIs were more effective in delaying disease pro-
gression and prolonging life in individuals with AIDS
than was monotherapy (Staszewski, 1995), a result es-
tablishing multidrug regimens as the mainstay of ther-
apy. It is now recognized that a three-drug regimen is
more effective than dual therapy, which is considered
obsolete. A second class of drugs, the nonnucleoside
reverse transcriptase inhibitors (NNRTIs), that block
the activity of the viral reverse transcriptase through
direct binding to the enzyme were added to thera-
pies beginning in 1996 (Spence et al., 1995). A new
class of very potent drugs targeting the viral prote-
ase, the enzyme necessary for the production of infec-
tious virions, became available in 1995 (Kitchen etal.,
1995).

Combination triple-drug therapy known as HAART
(highly active antiretroviral therapy) resulted in re-
markable clinical success; HIV/AIDS has become a
manageable chronic disease when there is access to
these drugs (Hammer etal., 1997). Drug discovery con-
tinues to focus on defining new drug targets (e.g., viral
integrase) as well as developing drugs with lower tox-
icity and more favorable pharmacokinetic profiles. De-
velopment of viral resistance to current drugs, associ-

ated toxicities, drug-drug interactions, and nonad-
herence to complex regimens continue to drive new
drug development. The current objective for an opti-
mal regime is a once-daily dosing with as few pills as
possible, leading to profound suppression of viral repli-
cation with a favorable short- and long-term safety
profile.

Aggressive public health campaigns have been suc-
cessful in decreasing the rate of HIV transmission.
Mother-to-child transmission was dramatically redu-
ced by administration of single or a combination of
antiretrovirals before and during delivery (Luzuriaga
and Sullivan, 2005). Additional measures such as per-
formance of caesarean delivery in some cases and the
avoidance of breastfeeding have helped prevent
maternal-to-fetal transmission, although the applica-
tions of all of these measures are challenging world-
wide (Mclntyre, 2006) . By the late 1990s, the number
of AIDS deaths was found to be decreasing in the
United States and other developed nations (see Fig.
2.2 for time line).

These milestones formed the base for the future
scientific agenda aimed at preventing HIV infection
and controlling viral replication in those already HIV
infected.
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EPIDEMIOLOGY

Since AIDS was first recognized in the early 1980s,
there have been over 25 million deaths and 65 million
individuals infected with the virus (CDC, 2006). The
most recent estimates (2005) suggest that 64% of the
38.6 (33.4-46.0) million HIV-positive people world-
wide live in sub-Saharan Africa (UNAIDS, 2006). The
first decade of the pandemic was characterized by a
restricted distribution of HIV infection in (a) indus-
trialized countries where risk behaviors included un-
protected sexual contact among men who have sex
with men (MSM) and sharing of contaminated nee-
dles and drug paraphernalia by injecting drug users,
and (b) in central, east and West Africa and the Ca-
ribbean where the virus spread in the general popu-
lation through heterosexual transmission. The second
decade witnessed the rapid spread of HIV to almost
every part of the world along with increasing viral
subtype diversity. There was an explosive increase of
HIV in southern Africa, with prevalence rates of less
than 1% in 1990 to over 20% by the end of the decade
(UNAIDS, 2006). Now, in the third decade, sub-
Saharan Africa remains the epicenter of the pandemic
and accounts for more than 70% of all new HIV in-
fections worldwide (UNAIDS, 2006). Heterosexual
transmission continues to be the dominant route of
transmission worldwide while injection drug use ac-
counts for almost one-third of all new infections out-
side of sub-Saharan Africa.

The number of sexually active young women in-
fected with HIV is steadily increasing, the majority of
whom live in southern Africa (UNAIDS, 2006). In-
fection rates in this region are significantly higher in
female adolescents than in their male counterparts;
this discrepancy bears additional grave consequences
for vertical transmission (UNAIDS, 2006). Women are
recognized to be at increased risk due to the high-risk
behavior of their male partners, such as injection drug
use, commercial sex, or sex with other men, along with
cultural barriers that often prohibit the use of proven
protective measures such as condoms. In the United
States, AIDS is a leading cause of death among African-
American women aged 25-34 (Hodge, 2001).

In the United States there has been a recent (2001—
2004) resurgence in HIV transmission by male-to-male
sexual contact (men who have sex with men). This
risk now accounts for up to 44% of new infections
while heterosexual transmission accounts for 33% and
intravenous drug use (IDU) for 7% (CDC, 2005).

Many newly reported cases of HIV infection are also
attributable to immigrants from high-prevalence areas
such as sub-Saharan Africa, who acquired the infection
through heterosexual contact in their native countries

(Kent, 2005).

PATHOBIOLOGY

The Virus and the Cell

The manipulation and hijacking of cellular processes
is an essential viral survival strategy, since viruses rely
on the cell machinery of the infected host for their
replication. An impressive 8% of the human genome
is composed of sequences of viral origin, suggesting
that humans and viruses share a lengthy common
history (Lander et al., 2001). Humans have evolved
sophisticated defenses in the form of innate and ac-
quired immunity (Stevenson, 2003). The HIV pan-
demic illustrates that the virus has found efficient
ways to evade innate and adapted immunity and to
silence essential components of the intrinsic immune
system (Simon et al., 2006).

Lentiviruses, which include HIV, are small, en-
veloped retroviruses that package their genome in the
form of two RNA copies. The name is due to the slow
and chronic nature of diseases associated with these
viruses. Like all retroviruses, they encode for a unique
enzyme that allows the virus to reverse transcribe their
(RNA) genome into DNA with subsequent insertion
into the host chromosomes, thereby becoming an
integral part of the cell’s chromosomal DNA. Reverse
transcription generates a swarm of related but distinct
viral variants (known as viral quasi-species), since the
viral enzyme reverse transcriptase (RT) is prone to
error (Coffin, 1995). Every transcribed viral genome,
therefore, differs from one another on average by one
nucleotide. HIV replication in vivo is very dynamic,
with more than 10 billion viruses being produced
per day in an untreated, chronically infected patient
(Cofhn, 1996; Simon and Ho, 2003). The high rep-
lication rate, together with the high error rate of re-
verse transcription, is at the root of the extensive HIV
sequence diversification that complicates treatment
interventions and vaccine development.

HIV life cycle can be divided into early and late
phases, with integration indicating the mid-point of
infection and irreversibly rendering the cell infected.
The virus enters the target cell through binding with
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a high-affinity interaction between its envelope gp120
protein and the CD4 receptor on the T cells, followed
by gp120 interaction with a co-receptor, usually the
chemokine receptors CCR5 or CXCR4. Once inter-
nalized, the viral core disassembles as proviral DNA is
generated by the viral reverse transcriptase incorpo-
rated into the incoming core. The double-stranded pro-
viral DNA ultimately integrates into the host genome.
Host and viral factors drive transcription of viral pro-
teins, which are assembled into new virions adjacent
to the cell membrane. Immature viral particles are
released from the infected cells in a noncytolytic man-
ner. Lastly, infectious HIV-1 is generated when the
viral Gag protein is cleaved by the viral enzyme pro-
tease (PR). Essential viral proteins, including the viral
envelope, reverse transcriptase, protease, and integrase,
have been major targets for the development of anti-
retroviral drugs (see Fig. 2.3).

The Virus and the Infected Patient

The hallmark of HIV infection is the slow depletion of
naive and memory CD4+ T lymphocytes; cell pop-
ulations that are crucial for effective humoral and
cellular immune responses. Expansion in CD8+ T-
cell numbers and dysregulation of CD8+ T-cell func-
tions are also seen throughout most of the disease.
Upon sexual transmission, HIV first replicates in
the epithelium and the local lymphoid organs such
as the draining lymph nodes. T' lymphocytes, macro-
phages, and dendritic cells located in the lamina pro-
pria of the vaginal, cervical, and rectal epithelium are
probably among the first infected target cells (Shat-
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tock and Moore, 2003). Local amplification and mi-
gration of infected cells and/or virions throughout the
body via the bloodstream leads to the very high levels
of circulating virus in the plasma compartment asso-
ciated with acute HIV-1 infection. According to ex-
perimental infections of rhesus macaques with SIV,
viral dissemination occurs within days following ex-
posure (Haase, 2005). Most infected humans develop
HIV-specific CD8+ cytotoxic T lymphocytes (CTL)
within 6 weeks of infection whereas seroconversion
with HIV-specific antibodies is generally observed
after 1-3 months (see Fig. 2.4).

The mounting of an HIV-specific immune re-
sponse (e.g., CTL) is temporally correlated with a re-
duction in the peak of viremia, as determined by the
quantity of viral RNA copies per ml of plasma, to a level
that is maintained over years in the untreated indivi-
dual. This association suggests that cell-mediated im-
munity plays a role in controlling replication, although
this control is incomplete. The established level of viral
RNA in the plasma, termed the viral set point, differs
between patients and predicts disease progression
(Mellors et al., 1997). Thus, CD8+-mediated cellular
immune responses initially reduce viral replication,
but the rapid selection of viral CTL escape mutants
limits the long-term efficacy during chronic infection
(Lichterfeld et al., 2005).

It is important to note that although symptoms may
be mild in the first years of disease (so-called latent/
dormant phase), HIV continuously replicates in the
vast majority of those infected until the replacement
of CD4+ cells cannot keep pace with the loss of these
cells. The time from infection to the point when CD4+

FIGURE 2.3. HIV life cycle. Antiretroviral drugs
belong to three different classes. Fusion inhib-
itors prevent entry into the target cell. Re-
verse transcription is blocked by nucleoside
analogues (NRTI) or nonnucleoside reverse
transcriptase inhibitors (NNRTT). Proteolytic
processing of the viral proteins is inhibited by
protease inhibitors. The targets for future treat-
ment interventions include binding and attach-
ment, integration, and maturation inhibitors.
Reproduced with permission from Nature Re-
views Microbiology, Simon, V., and Ho, D. D,
HIV-1 dynamics in vivo: implications for ther-
apy. 1(3), 181-190, copyright 2003, Macmillan
Magazines Ltd.
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FIGURE 24. The natural course of HIV infection as depicted by the surrogate markers plasma viremia and
CD4+ T-cell counts. Primary infection can be associated with clinical symptoms. During the first weeks of
infection the risk of transmission is high, while HIV antibodies are still absent. Viremia stabilizes after the first
month of infection, reaching an individual viral set point. Opportunistic diseases and certain HIV-associated
malignancies define the stage of clinically apparent immunodeficiency (AIDS). Reproduced with permission
from Nature Reviews Microbiology, Simon, V., and Ho, D. D., HIV-1 dynamics in vivo: implications for therapy.
1(3), 181-190, copyright 2003, Macmillan Magazines Ltd.

T cells fall below a critical circulating level needed to
prevent opportunistic infections varies among indivi-
duals (e.g., 10 to 15 years). Genetic factors have been
identified to account for some of the observed varia-
tion, including HLA haplotypes, and mutations in
CCRS5 co-receptor gene/promoter or co-receptor li-
gands (O’Brien and Nelson, 2004).

CLINICAL PRESENTATIONS

Diagnosis

Many commercially available kits allow the detection
of HIV-specific antibodies. The recent availability of
simple and rapid antibody detection systems should
allow broader screening and earlier identification of
infected individuals (MMWR, 2006). These serolog-
ical tests fail to provide a reliable diagnosis in new-
borns and infants born to HIV-infected mothers who
bear maternal antibodies and in the setting of acute
infection when antibodies are still absent. In these
clinical scenarios only the direct detection of viral
nucleic acids establishes a diagnosis. The quantity of
viral RNA circulating in the plasma (viral load) is a
direct measurement of replication, whereas the pro-
portion of CD4 helper cells indicates the degree of

immunodeficiency. Both parameters have been shown
to predict disease progression in untreated individuals
(Mellors et al., 1997).

Signs and Symptoms

The natural course of HIV infection can be divided into
three phases: acute, chronic, and immunodeficiency
stages (see Fig. 2.4). During primary infection, flu-like
symptoms with rash and fever may occur (acute ret-
roviral syndrome). The probability of transmission has
been linked to the level of viral replication (Quinn
et al., 2000). Since the plasma viral loads are highest
during acute infection, in the late stages of HIV dis-
ease and during concurrent sexually transmitted in-
fections, these are considered high-risk periods for
transmission. Therefore, the risk of transmission may
be high during relatively asymptomatic periods of in-
fection. Newly infected individuals are often unaware
of their serostatus and, thus, inadvertently may expose
others to a very high risk of HIV acquisition.

In the chronic phase of infection, the number of
absolute and relative CD4 T cells is maintained and
eventually gradually decreases. However, patients are
generally free of major symptoms until CD4+4 T-cell
depletion reaches a certain level (e.g., <250/mm’)
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and the immunodeficiency becomes clinically appar-
ent. A variety of pathogens such as viruses, bacteria,
fungi, or protozoa may cause opportunistic diseases.
(Benson et al., 2005). Infections with Pneumocystis
carinii (e.g., pneumonia), Toxoplasma gondii (e.g.,
cerebral manifestation), cytomegalovirus (e.g., gener-
alized CMV, encephalitis), Mycobacterium avium com-
plex, and neoplastic diseases such as Kaposi sarcoma
and non-Hodgkin lymphoma were common AIDS-
defining events in patients in North America and
Furope during the pre-HAART era. In other geogra-
phic settings (e.g., sub-Saharan Africa) mycobacterium
tuberculosis or wasting syndrome takes a more promi-
nent role as an AIDS-defining disease.

Staging Systems

In the first decade of the pandemic, classifications
systems (Walter Reed, CDC classification) served as
important tools in predicting disease progression and
initiating clinical interventions such as preemptive
prophylactic treatments (e.g., Pneumocystis carinii pro-
phylaxis). In the era of HAART, HIV/AIDS disease is
staged on the basis of CDC classification from 1993,
which combines CD4+ cell counts (categories 1-3)
and clinical manifestation of certain opportunistic in-
fections or tumors (CDC, 1993). Its relevance for daily
management of the disease is somewhat reduced since
the single most important determinant of disease pro-
gression, the level of virus replication as measured in
the plasma, is not part of the classification. Addition-
ally, HAART increases CD4+ T cells to near-normal
levels, drastically reducing the risk of opportunistic
infections. But backstaging from a more advanced
CDC category is not a part of current staging. In
resource-limited regions, infrastructure may not allow
sophisticated laboratory testing and clinical symptoms
are the only available criteria on which to base treat-
ment decisions. The World Health Organization
(WHO) has therefore developed a classification system
based solely on clinical presentations (clinical stages

1-4) (WHO, 2006b).

BASIC PRINCIPLES OF TREATMENT

Antiretroviral Treatment

n nc ventive vaccir u -
In the absence of a preventive vaccine or cure, pro
phylactic measures directed at preventing opportunis-

tic infections, and HAART are the best options to
reduce morbidity and mortality. Widespread use of
HAART in industrialized countries has transformed
HIV infection into a treatable chronic disease. How-
ever, current drugs fail to eradicate HIV, and lifelong
treatment with multiple active compounds is needed.
HAART is expensive and requires regular clinical mon-
itoring for side effects and treatment failures. Treat-
ment of HIV is based on the simultaneous blocking of
one or more steps in the viral life cycle with at least
three different active agents.

Recent treatment guidelines for HAART initiation
are largely based on the quantification of CD44 T
lymphocytes, the level of circulating virus in the
plasma, and presence of clinical symptoms (DHHS,
2006; WHO, 20006a), as well as the patient’s readiness
to initiate and comply with what is presently consid-
ered lifelong therapy. Plasma viral load and CD4+ T-
cell levels are used to determine the need for treat-
ment and to monitor the virological success of the
intervention.

Prophylactic Interventions against
Opportunistic Infections

In addition, chemotherapeutic prophylaxis for Pneu-
mocystis carinii, Mycobacterium avium complex, and
Toxoplasma gondii (for antibody-positive patients) is
recommended once CD4+ cell counts drop below a
certain level (e.g., 200/mm’ for Preumocystis carinii).
Secondary prophylaxis may prevent recurrence of an
opportunistic manifestation such as Cryptococcus neo-
formans encephalitis or cerebral toxoplasmosis (DHHS,
2006). These interventions depend on an assessment
of an individual’s immune status, which currently is
based largely on the stable measurement of CD4-+
helper T cells. Most of the primary and secondary pro-
phylaxis for opportunistic infections can be stopped in
patients who have had sustained recovery of CD4+- cells
in response to HAART (Benson et al., 2005).

Antiretroviral Drugs

Despite the tremendous successes in antiretroviral
development, viral targets for treatment interventions
are limited because of the development of resistance.
Currently, U.S. Food and Drug Administration (FDA)-
approved antiretroviral drugs target two viral enzymes:
protease (PR) and reverse transcriptase (RT) and the
transmembrane component (gp41) of the HIV envelope.
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TABLE 2.1. Summary of Antiretroviral Drugs Currently FDA Approved for Combination
Treatment of HIV Infection

Target No. of Drugs Name
Entry 1 Enfuvirtide
Protease 9 Fos-amprenavir, atazanavir, darunavir, indinavir,
nelfinavir, ritonavir, saquinavir, tripanavir,
lopinavir/ritonavir
Reverse transcriptase 7 Abacavir, didanosine, emtricitabine, lamivudine,
nucleoside stavudine, zalcitabine, zidovudine
Nucleotide 1 Tenofovir
Nonnucleoside 3 Delaviridine, efavirenz, nevirapine
Fixed-dose combination 5 Epzicom (abacavir/lamivudine); Combivir
tablets (zidovudine/lamivudine); Truvada

(tenofovir/emitricitabine); Trizivir
(abacavir/lamivudine/ziduvudine); Atripla
(tenofovir/emtricitabine/efavirenz)

Table 2.1 lists the antiretroviral compounds and fixed-
dose combination tablets approved by the FDA. The
year 2006 will be the first in which licensing of some
of the less effective drugs will be revoked (e.g., ddC)
while more potent drugs such as darunavir, a protease
inhibitor especially designed to inhibit resistant viru-
ses, will emerge from the development pipeline. En-
fuvirtide (T-20) is the first drug that targets viral entry
(Tashima and Carpenter, 2003). By interfering with
the gp41 region of the viral envelope, the fusion pro-
cess stops and viral entry into the cell is prevented.
However, the need to inject this drug subcutaneou-
sly twice daily along with an elaborate and expensive
manufacturing process limits its widespread applica-
tion. Its usage is generally reserved for treatment of
antiretroviral-experienced patients in whom drug re-
sistance limits therapeutic options.

Interference with viral entry is an attractive drug
target, since de novo infection of target cells is pre-
vented. In addition to fusion inhibitors with better
pharmacokinetics and bioavailability, agents that block
CD4 or co-receptor binding are under active preclin-
ical and clinical development. The apparent immu-
nological health and resistance to HIV infection of in-
dividuals with a homozygous deletion of a functional
CCRS5 as well as the slower disease progression in
individuals heterozygous for this deletion has pro-
vided enthusiasm for a class of inhibitors directed at
CCRS. Initial clinical studies demonstrate that block-
ing the human CCRS5 co-receptors with small mole-
cules results in profound inhibition of viral replica-

tion. The enthusiasm for this class of drugs has been
dampened by concerns ranging from cardiac elec-
trophysiological side effects and uncertain long-term
toxicities to selection of preexisting, more pathogenic
CXCR4 using viral variants (Weber et al., 20006).
Inhibitors that target the third viral enzyme, in-
tegrase, are currently in clinical trials. This drug target
has proved challenging for the development of active
compounds. Compounds under development pro-
foundly inhibit viral replication in early human trials
(DeJesus et al., 2006; Grinsztejn et al., 2006) and
display activity against RTT and/or PI viral isolates re-
sistant to reverse transcriptase and protease inhibitors
(Reeves and Piefer, 2005). Nevertheless, advanced cli-
nical trial testing will be needed to establish the safety
profile and efficacy of these integrase inhibitors. In-
hibitors of viral assembly and maturation that specif-
ically interfere with the later viral life-cycle steps and
result in production of immature viruses are currently
being tested in early clinical trials (Reeves and Piefer,

2005).

HAART Principles

More than a decade ago, the high genetic variability
combined with the high replication rate of HIV-1
provided the rational for combination antiretroviral
therapy. The goal of antiretroviral treatment is to de-
crease morbidity and mortality associated with HIV-1
infection by completely suppressing viral replication
in reservoirs throughout the body.
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In most patients, a combination of three or more
active drugs is required to achieve this goal. Effective
treatment normalizes turnover rates of both CD4 and
CDS8 T-cell populations, although the CD4 popula-
tion may remain low in some sites, particularly in gut-
associated lymphoid tissue. Nevertheless, recovery of
circulating CD4 T-cell levels correlates with effective
immune reconstitution as indicated by a profound re-
duction in opportunistic infections and cancers in pa-
tients with stable CD4-cell recovery. Potent but well-
tolerated drugs with prolonged bioavailability profiles
and simplified regimens have improved the options for
first- and second-line chemotherapeutic interventions.
By combining several potent antiretroviral agents, vi-
ral replication can be suppressed to such low levels
that the emergence of drug-resistant HIV-1 variants is
significantly delayed. By doing so, CD4 T-lymphocyte
numbers increase, leading to a degree of immune re-
constitution sufficient to reverse clinically apparent
immunodeficiency.

Findings on the early depletion of gut mucosal-
associated CD# cells and the limits of immune recon-
stitution provide arguments for beginning treatment
early, preferably before critical populations of the im-
mune system have been damaged and before viral
quasi-species diversify. However, the timing of HAART
initiation in asymptomatic patients with good CD4+
cell counts remains controversial for a number of rea-
sons, including long-term drug toxicity of drugs leading
to side effects that reduce quality of life, the complexity
of dosing schedules, and prohibitive costs.

Limitations of Antiretroviral Treatment

The success of HAART is limited by virological, bio-
logical, and behavioral factors. The selection of viral
variants with reduced drug susceptibility, the limited
penetration of drugs in biological compartments (e.g.,
brain), presence of longlived cells that harbor the
virus, and short- and long-term toxicities are some of
the obstacles that need to be overcome before a long-
lasting cure becomes available. Furthermore, success-
ful response to HAART requires rigorous individual
adherence to a daily regimen for a very long time.
Emergence of drug resistance limits the efficacy of
HAART. HIV variants with reduced susceptibility to
RTT and PI have a selective growth advantage in the
presence of the specific inhibitor. In the absence of
drug pressure (e.g., after discontinuation of treatment)
the wild-type viruses often replicate more efficiently

and, beingless resistant, generally outgrow the resistant
quasi-species.

Some drug-resistant isolates, however, do in fact
display replication capacities comparable to fully drug-
susceptible HIV-1 strains (Simonand Ho, 2003). These
multidrug-resistant (MDR) isolates have been obser-
ved to express a stable drug resistance over prolonged
periods of time in the absence of selective drug pres-
sure. This poses a risk for the individual as well as for
public health, as transmission of drug-resistant viruses
has now been demonstrated in regions of the world
where HAART is widely prescribed.

On a cellular level, there are reservoirs in the body
where the virus is integrated in the genome but the
cell does not produce viral proteins or infectious virus.
These reservoirs, however, can be induced to produce
virus. These latent reservoirs may be quite longed-
lived and remain a challenge for an ultimate cure
(Blankson et al., 2002). Viral reservoirs comprise an-
atomical sanctuaries such as the central nervous sys-
tem, the testis, and the kidney, as well as a small pool
of circulating latently infected, long-lived memory T
lymphocytes (Finzi et al., 1999; Blankson et al., 2002).
These quiescent cell populations are inaccessible to
current antiviral combination treatments that only
work on active virus replication. Furthermore, they are
not recognized by the immune system and therefore
elude the goal of total eradication. A number of strat-
egies are under active investigation to eradicate these
pools. Intensification of combination treatments sug-
gests that the potency of current regimens is insuffi-
cient to fully quench ongoing viral replication (Ram-
ratnam et al., 2004). Attempts to purge the reservoirs
by means of immunomodulatory substances (e.g.,
interleukin-2 or 7) or histone deacetylase-1 inhibitors
(e.g., valproic acid) are currently under way; the clin-
ical benefits of theses interventions remain unclear

(Lehrman et al., 2005).

CONCLUSIONS

HAART has transformed HIV infection into a treata-
ble disease. For the vast majority of infected people
living in resource-limited regions, however, this trans-
formation has not been completely realized. Knowl-
edge of HIV-1 status remains essential for targeted pre-
vention and early access to care. Life expectancy of
persons with AIDS who do have access to care and
adhere to therapeutic regimens now approaches that
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of the general population (Sackoff et al., 2006). Fu-
ture challenges include the development of effective
prevention strategies, providing HAART to resource-
limited regions throughout the world, and strategies to
address the long-term side-effect toxicities of antiret-
roviral therapy.
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Chapter 3

Psychoneuroimmunology and HIV

Adam W. Carrico, Michael H. Antoni,
Lawrence Young, and Jack M. Gorman

Because of the many the stressors inherent in HIV
infection, psychosocial and biomedical issues must be
addressed for successful disease management (Schnei-
derman et al.,, 1994). The anticipation and impact
of HIV antibody test notification; emergence of the
first symptoms of disease; changes in vocational plans,
lifestyle behaviors, and interpersonal relationships; and
the burdens of complex medication regimens are all
highly stressful. These multiple challenges can create
a state of chronic stress that may overwhelm an indivi-
dual’s coping resources and significantly impair emo-
tional adjustment to ongoing demands of the illness
(Leserman et al., 2000). Accordingly, HIV-positive
individuals are at increased risk for developing an af-
fective or adjustment disorder across the disease spec-
trum (Bing et al., 2001). Although reductions in mood
disturbance have been observed following the introdu-
ction of highly active anti-retroviral therapy (HAART;
Rabkin et al., 2000), the risk of developing major de-
pressive disorder is two times higher in HIV-positive
samples when compared to HIV-negative peers (Ciesla
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and Roberts, 2001; see also Chapters 4 and 9 in this
volume).

With substantial reductions in morbidity and mor-
tality following the advent of HAART, clinical care of
HIV-positive persons has improved dramatically such
that the disease is now commonly conceptualized as a
chronicillness (CDC, 1997; Mannheimeretal., 2005).
However, not all HIV-positive patients treated with
HAART display adequate viral suppression because of
the difficulties some patients have adhering to treatment
and the emergence of drug-resistant strains of the virus
(Bangsbergetal., 2001; Tamalet etal., 2003). Questions
also remain regarding the appropriate time to initiate
HAART in HIV-positive patients. Variability in the ex-
tent of immune reconstitution, an increased incidence
of opportunistic infections in the months following ini-
tiation, and profound drug-related toxicities have all
been reported (Ledergerber et al., 1999; Lederman and
Valdez, 2000; Volberding, 2003; Yeni et al., 2004).
These issues perpetuate the great uncertainty that sur-
rounds this chronic, albeit unpredictable, disease.
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Because HIV-positive persons endure a chronic dis-
ease that requires adaptation across a variety of do-
mains, individual differences in the ways they adapt
to these challenges may affect not only quality of life
but also disease processes. Research in psychoneuro-
immunology (PNI) has examined the potential bio-
behavioral mechanisms whereby psychosocial factors
such as stressors, stress responses, coping, and negative
affective states influence disease progression (Antoni,
2003a). Psychosocial factors are thought to relate to
immune-system function in humans via stress- or
distress-induced changes in hormonal regulatory sys-
tems (Kiecolt-Glaser et al., 2002). Several adrenal hor-
mones, including cortisol and catecholamines (norepi-
nephrine and epinephrine), are altered as a function
of an individual’s appraisals of and coping responses
to stressors (McEwen, 1998). What is particularly rel-
evant to HIV/AIDS research is the observation that
a variety of neuroendocrine abnormalities occur in
both clinically depressed (Gillespie and Nemeroff,
2005) and HIV-positive (Kawa and Thompson, 1996)
populations. In HIV-positive persons, elevations in
these hormones have also been associated with alter-
ations in multiple indices of immune status (Antoni
and Schneiderman, 1998). The most definitive PNI
work has illuminated such biobehavioral mechanisms
through longitudinal and intervention designs where
changes in psychosocial factors are mapped onto
changes in immunologic indicators and clinical dis-
ease progression over time in different HIV-positive
populations. In this chapter, we review seminal re-
search findings that support the relevance of PNI path-
ways in HIV disease progression. Although the ma-
jority of PNI investigations with HIV-positive persons
were conducted prior to the availability of HAART,
more recent findings indicate that enhanced psycho-
logical adjustment may facilitate virologic control and
bolster immunocompetence, enhancing the effective-
ness of HAART.

NEGATIVE LIFE EVENTS

Despite the unprecedented clinical benefits of HAART,
HIV-positive persons must continue to cope with a
number of chronic, uncontrollable stressors that may
hinder optimal management of their illness. This ob-
servation is supported by research examining the asso-
ciation between negative life events and HIV disease
progression.

Cumulative Life Event Burden

Investigators employing interview-based, contextual
methods have observed consistent effects of negative
life events on declines in immune system parameters
in HIV-positive men who have sex with men (MSM,;
Leserman, 2003). Specifically, cumulative negative life
events were associated with reductions in natural killer
(NK) and cytotoxic/suppressor (CD8+) cell counts over
a 2-year period in a cohort of HIV-positive MSM re-
cruited in the pre-HAART era (Leserman etal., 1997).
The clinical significance of these findings is suppor-
ted by data indicating that these immune cell subsets
may play a key role in suppressing HIV replication
(Ironson et al., 2001; Cruess et al., 2003).

Cumulative negative life events have also been
associated with increases in HIV viral load in a di-
verse cohort of HAART-treated, HIV-positive men and
women (Ironson et al., 2005). Most notably, individ-
uals classified as experiencing a higher rate (>75th
percentile) of cumulative negative life events dis-
played a twofold increase in HIV viral load over 2
years compared to those with lower rates (<25th per-
centile), even after controlling for antiretroviral med-
ication adherence. Although no concurrent effects on
helper/inducer T-cell (CD4+) counts were observed,
results of this investigation demonstrate a continued
association between negative life events and immune
status in the era of HAART. These data also extend the
results of previous investigations to both men and
women living with HIV.

Some investigators have also examined relations
between life events and clinical-disease outcomes in
HIV-positive persons. In a series of studies conducted
in the pre-HAART era, Leserman and colleagues dem-
onstrated that cumulative negative life events are as-
sociated with faster disease progression in HIV-positive
MSM through a 9-year follow-up. Specifically, their
findings indicated that higher cumulative negative life
events equivalent to one severe stressor doubled the risk
of progression to AIDS over 7.5 years (Leserman et al.,
1999, Leserman et al., 2000). These results remained
unchanged after controlling for demographic variables,
baseline CD4+ counts, baseline HIV viral load, num-
ber of antiretroviral medications, and serum cortisol.
Using similar covariates, a subsequent investigation
showed that greater cumulative negative life events
(equivalent to one severe stressor) increased the risk of
developing an AIDS clinical condition by threefold at
9-year follow-up (Leserman et al., 2002).



Building upon these findings, other investigators
have examined the clinical relevance of negative life
events in HIV-positive women. Pereira and colleagues
(2003a) observed that over a 1-year follow-up in HIV-
positive women, greater negative life events during
the 6 months prior to follow-up were related to an
increased risk for symptomatic genital herpes recur-
rences, after controlling for indicators of HIV disease
status and behavioral factors. These findings remained
unchanged after controlling for herpes simplex virus
type 2 (HSV-2) immunoglobulin G (IgG) antibody
titers at study entry. Greater negative life events were
also associated with persistence or progression of cer-
vical squamous intraepithelial lesions (SIL), a pre-
clinical condition to invasive cervical cancer, over the
subsequent year (Pereira et al., 2003b). The associa-
tion between negative life events and the persistence
or progression of this preclinical condition in women
at risk for AIDS was unchanged after controlling for
indicators of HIV disease status (e.g., CD4+ counts),
other viral risk factors for SIL (presence or absence of
oncogenic human papilloma virus [HPV] infections),
and behavioral factors (e.g., tobacco smoking). Taken
together, results of these investigations support the
relevance of chronic stress in HIV disease progression.
Caution is in order, however, when interpreting these
findings, as most studies had small samples. Future
investigations should examine the prospective associ-
ation between negative life events and health out-
comes in larger, diverse, HAART-treated cohorts of
HIV-positive persons. Other investigations have fo-
cused on the association between HIV-specific and
other salient stressors and immune status.

HIV-Specific Stressful Events

The increase in distress upon learning that one is HIV
seropositive has been shown to parallel reductions in
CD4+ and NK cell counts (Antoni et al., 1991) and
depressed T-lymphocyte responses to mitogenic chal-
lenge (Ironson et al., 1990). These findings suggest
that stressful experiences early in HIV infection can
have negative effects on immune status. One of the
most common and recurring stressors for HIV-positive
persons is bereavement. Particularly during the pre-
HAART era, bereavement and knowledge of HIV
serostatus were identified as two important predictors
of psychological distress over a 7-year period. Although
approximately 50% of HIV-positive men in one sam-
ple reported being bereaved each year, the effects of
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bereavement on psychological distress diminished over
time (Martin and Dean, 1993). However, knowledge
of HIV serostatus was a strong predictor of distress over
the study period.

Other investigations have focused on bereavement
as a predictor of immune status over time in cohorts of
HIV-positive MSM. Specifically, bereavement has
been related to more rapid declines in CD4+ counts
over a 3- to 4-year period (Kemeny and Dean, 1995)
and to increases in serum neopterin and impaired
lymphoproliferative responses, compared to a mat-
ched control group (Kemeny et al., 1995). Other in-
vestigations of asymptomatic HIV-positive men have
observed that bereavement is associated with decre-
ments in NK cell cytotoxicity over a l-year period
(Goodkin et al., 1996). Although relatively few inves-
tigations have examined the relevance of traumatic
stressors, one study observed a high rate of exposure to
traumatic events in HIV-positive African-American
women (Kimmerling et al., 1999). Exposure to a trau-
matic stressor (especially for participants with post-
traumatic stress disorder) was associated with lower
CD4+4/CD8+ ratios at 1-year follow-up. This work
suggests that differences in the ways individuals man-
age newly emerging challenges may affect the status
of their immune systems, possibly contributing to
health outcomes. The controlled study of individual
differences in physiological responsiveness to behav-
ioral and psychosocial challenges enjoys a long his-
tory in the use of the “laboratory reactivity” paradigm,
mostly as applied to behavioral cardiology research.
More recently this paradigm has been used to inves-
tigate individual differences in immunocellular reac-
tivity among HIV-positive persons.

STRESS REACTIVITY

What physiologic changes that accompany a person’s
reaction to stressors could explain the association be-
tween life events and HIV disease progression? There
is some evidence that distress and other negative mood
states may be related to dysregulated hypothalamic-
pituitary-adrenal (HPA) activity (e.g., elevated cortisol)
in HIV-positive men (Gorman etal., 1991). Alterations
in peripheral levels of adrenal hormones could con-
ceivably down-regulate important cellular immune
functions. However, there are methodological difh-
culties inherent in tying physiological stress respon-
ses (which may be short-lived) to field stressors or
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cumulative stressor burden as reported by participants.
Consequently, researchers have turned to the labora-
tory reactivity paradigm to pinpoint endocrine and im-
mune changes that may parallel responses to stressors
in HIV-positive persons.

In asymptomatic HIV-positive MSM, investigators
have observed blunted adrenocorticotropin hormone
(ACTH) responsiveness to a variety of behavioral chal-
lenges (Kumar et al., 1993), but no differences in cor-
tisol increases over time compared with HIV-negative
men (Starr et al., 1996). The lack of cortisol differ-
ences may be an artifact of the timing of blood draws
after stressor onset— cortisol responses may lag behind
ACTH and catecholamine changes by several min-
utes. Subsequent investigations have demonstrated
that HIV-positive persons show changes in immune
cell subsets during an evaluative speech stressor (Hur-
witz et al., 2005). Compared to their HIV-negative
counterparts, HIV-positive persons showed greater in-
creases in total and activated T-cell counts. Specif-
ically, HIV-positive persons displayed increases in the
CDS8+ and CD8+38+ T-cell subsets during the
speech stressor task. Hurwitz and colleagues (2005)
also determined that HIV-positive persons had smal-
ler stressor-induced increases in NK counts and NK
cell cytotoxicity as well as impaired lymphoprolifera-
tive responsiveness to phytohemagglutinin mitogen.
While no group differences in catecholamine reactiv-
ity were observed, HIV-positive participants displayed
greater increases in CD8+ T-cell count per unit in-
crease in norepinepherine. Most notably, a positive
correlation between norepinepherine and CD8+-38+
T-cell count was significant only for the HIV-positive
group. Taken together, these data highlight that ab-
normalities in immune cell trafficking observed in
HIV-positive persons may be due in part to alterations
in sympathoimmune communication.

The relevance of sympathoimmune communica-
tion in HIV-positive persons is further supported by
results of previous investigations. Because lymphoid
organs are a primary site of HIV replication, sympa-
thetic nervous system innervation of these regions may
dramatically influence HIV disease progression (Cole
and Kemeny, 2001). For example, release of norepine-
pherine at nerve terminals may down-regulate prolife-
ration of naive T cells in the lymphoid organs (Felten,
1996). By binding with B, receptors on the lymphocyte
membrane, norepinepherine induces cellular chan-
ges via the G protein-linked adenyl cyclase~cAMP-
protein kinase A signaling cascade (Kobilka, 1992). In

vitro data have shown that cellular changes of this
nature are associated with decrements in interferon-y
and interleukin-10, which in turn, are associated with
elevations in HIV viral load over an 8-day period
(Cole et al., 1998).

Other in vivo investigations have specifically ex-
amined the role of autonomic nervous system (ANS)
activity in HIV-positive persons initiating HAART.
Individuals who displayed higher ANS activity at rest
prior to beginning HAART subsequently demon-
strated poorer suppression of HIV viral load and de-
creased CD4+ T-cell reconstitution over a 3- to 11-
month period (Cole et al., 2001). Furthermore, in a
sample of asymptomatic HIV-positive MSM, socially
inhibited individuals displayed an eightfold increase
in plasma HIV viral load set point and showed poorer
responses to HAART (Cole et al., 2003). The effect of
social inhibition on higher HIV viral load was medi-
ated by elevated ANS activity, even after controlling
for demographic and health status variables. Thus,
stress-related alterations in neuroendocrine function-
ing may continue to influence immune status and
health outcomes in the era of HAART. These data also
highlight the fact that although negative life events
have been shown to substantially influence the course
of HIV disease, individuals often have highly variable
psychological responses to any given stressor.

COGNITIVE APPRAISALS

Individual differences in cognitive appraisals of stress-
ors may moderate the association between stressful
life events and health status in HIV-positive persons.
Specifically, one research group has demonstrated that
positive illusions and unrealistically optimistic ap-
praisals may confer health-protective benefits (Taylor
etal., 2000). Results from an investigation of bereaved
HIV-positive men indicated that those who engaged
in cognitive processing (deliberate, effortful, and long-
lasting thinking) about the death of a close friend or
partner were more likely to report a major shift in val-
ues, priorities, or perspectives (i.e., finding meaning)
following the loss (Bower et al., 1998). For those who
were classified as finding meaning, positive health
effects appeared to follow. Finding meaning predic-
ted slower CD4+ decline and greater longevity over
a 2- to 3-year follow-up period (Bower et al., 1998).
Decreased cortisol is one plausible mediator of the
effects of finding meaning on health status. In other



medical populations (e.g., women being treated for
breast cancer) finding benefits in living with a chronic
illness predicts concurrent decreases in serum cortisol
(Cruess et al., 2000a). In HIV-positive populations,
elevated serum cortisol levels have been related to
faster progression to AIDS, development of an AIDS-
related condition, and mortality over a 9-year period
(Leserman et al., 2002). Conversely, lower 15-hour
urinary-free cortisol levels are associated with long-
term survival with AIDS (Ironson et al., 2002). Impor-
tantly, in recent work we have observed that benefit
finding uniquely predicted lower 24-hour urinary-free
cortisol output in a diverse cohort of HAART-treated
HIV-positive persons, even after accounting for the
effects of depressive symptoms (Carrico et al., 20006).
In other research with HIV-positive MSM conducted
in the aftermath of Hurricane Andrew, dispositional
optimism was associated with lower Epstein-Barr virus
(EBV) and human herpes virus type-6 (HHV-6) IgG
antibody titers. These findings suggest better immu-
nologic control over these viruses in participants able to
maintain an optimistic attributional style in the wake of
a severe environmental stressor (Cruess et al., 2000b).

Other investigators have observed that negative
HIV-specific expectancies (i.e., fatalism) are related to
elevated risk for symptom onset in bereaved, asymp-
tomatic HIV-positive men (Reed et al., 1999) and to
mortality in men with AIDS (Reed et al., 1994). Neg-
ative causal attributions about one’s self have also
been associated with CD4+ count decline over 18
months (Segerstrom etal., 1996). Finally, among HIV-
positive women, pessimism has been associated with
lower CD8+ percentages and lower NK cell cytotox-
icity, after controlling for stressful life events (Byrnes
et al.,, 1998). These findings suggest that across differ-
ent HIV-positive populations, negative or pessimistic
appraisals about stressors or one’s efficacy in manag-
ing life challenges are associated with poorer immune
status and greater risk for disease progression. On the
other hand, maintaining optimism and finding ben-
efitin the challenges of HIV/AIDS are associated with
lower levels of adrenal stress hormones, better antivi-
ral immunity, and possibly better health outcomes.
Importantly, it may be possible to modulate cognitive
appraisal processes in HIV-positive persons by way of
cognitive-behavioral interventions (Lutgendorf et al.,
1998; Carrico et al., 2005b). Before discussing the
PNI research on such interventions with HIV-positive
persons, it is important to consider the role that neg-
ative mood states may play in mediating the associa-
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tion between cognitive appraisals and health outcomes
in HIV/AIDS.

NEGATIVE MOOD

Negative mood states such as depression and anxiety
have been associated with additional functional im-
pairment, mortality, and an approximately 50% in-
crease in medical costs for persons managing a variety
of chronic medical conditions (Katon, 2003). Because
HIV-positive individuals are at increased risk for de-
veloping an affective or adjustment disorder across the
disease spectrum (Bing et al., 2001), effectively man-
aging negative mood may be an especially relevant
task. In fact, elevated negative mood may result in dec-
rements in immune status, HIV disease progression,
and mortality (Leserman, 2003). However, the direc-
tionality of this relationship has been hotly debated.
Because clinically significant reductions in HIV viral
load have been observed to predict decreased distress
(Kalichman et al., 2002), longitudinal investigations
with repeated measurements of psychosocial and im-
munologic data provide the most reliable findings
on the temporal associations between negative mood
and HIV disease progression. For example, depressive
symptoms were associated with reductions in CD8+
and NK cell counts over a 2-year period, especially
among those reporting more stressful life events (Le-
serman et al., 1997). Although depressive symptoms
have been associated with more rapid CD4+ count
decline in cohorts of HIV-positive men (Burack et al.,
1993; Vedhara et al., 1997) and women (Ickovics
et al., 2001), other longitudinal investigations that
used only baseline measurements of depressive symp-
toms have not observed similar effects (Lyketsos et al.,
1993; Patterson et al., 1996). Another investigation
of HIV-positive men and women without AIDS in-
dicated that the relationship between depression and
cell-mediated immunity is observed only in partici-
pants with low levels of HIV viral burden (Motivala
et al,, 2003). Specifically, increased distress was asso-
ciated with lower total CD4+, memory CD4+, and
B-cell counts, but only in those with lower viral load
(i.e., <I standard deviation below the mean). These
findings may partially explain the discrepant results
regarding the association between depressive symp-
toms and CD4+ T-cell counts, suggesting that PNI
associations may be more commonly observed at the
earliest stages of discase.
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Other investigations with HIV-positive women have
shown that symptoms of depression and anxiety were
associated with more CD8+38+- cells and higher HIV
viral load (Evans et al., 2002). In this cross-sectional
study, a diagnosis of major depression was also rela-
ted to lower NK cell cytotoxicity. More importantly,
women whose major depression resolved over time
showed concurrent increases in NK cell cytotoxicity
up to 2 years later (Cruess et al., 2005). The continued
relevance of negative mood in the era of HAART is
further supported by observations that cumulative de-
pressive symptoms, hopelessness, and avoidant coping
scores were associated with decreased CD4+ counts
and higher HIV viral load over a 2-year period in a
diverse sample of HIV-positive men and women (Ir-
onson et al., 2005). These effects of negative mood
and avoidant coping held after controlling for adher-
ence to HAART.

Lending support to the clinical relevance of dec-
rements in immune status are findings highlighting
the association between depressive symptoms and dis-
ease end points. Specifically, depressive symptoms
have been related to faster progression to AIDS (Page-
Shafer et al., 1996; Leserman et al., 1999) and develop-
ment of an AIDS-related clinical condition (Leserman
et al., 2002). Other investigations have determined
that chronically elevated depressive symptoms are as-
sociated with hastened mortality among HIV-positive
men (Mayne et al., 1996) and women (Ickovics et al.,
2001). Again, the majority of studies reporting no ef-
fect of depressive symptoms on hastened mortality
used only baseline measures (Burack et al., 1993;
Lyketsos et al., 1993; Page-Shafer et al., 1996). Inter-
estingly, in a follow-up to one study in which no ef-
fects of baseline depressive symptoms were observed
on HIV disease progression, participants reported a
dramatic increase in depressive symptoms 6 to 18
months before an AIDS diagnosis (Lyketsos et al.,
1996). Elevated depressive symptoms in the earlier
stages of infection, HIV-related symptoms, unemploy-
ment, cigarette smoking, and social isolation were all
associated with greater severity of depression as AIDS
developed. However, increases in depressive symp-
tomatology during this stage were not associated with
mortality. While discrepant findings have been re-
ported, it appears that depressive symptoms may be an
important predictor of HIV disease progression. In
particular, investigations examining the chronic na-
ture of depressive symptoms over time have yielded
the most consistent, replicable findings that demon-

strate an effect of depressive symptoms on HIV disease
progression.

Although relatively few studies have systematically
examined other negative mood states, anger has been
associated with faster progression to AIDS (Leserman
etal., 2002). Anxiety symptoms have also been related
to greater CD8+-38+ T-cell counts and higher HIV
viral load—Dboth indicators of elevated disease activity
(Evans et al., 2002). On the other side of the coin, re-
sults of a recent investigation indicate that enhanced
positive affect is uniquely associated with longevity
in a cohort of HIV-positive MSM (Moskowitz, 2003).
Positive and negative affective states have previously
been observed to co-occur (Folkman, 1997), and it
appears that both states may have implications for
HIV disease progression. Thus it is important to mea-
sure both positive and negative affect states—as well as
positive and negative appraisal processes—when exam-
ining the immune and health correlates of individual
difference variables in HIV-positive persons.

STRESS MANAGEMENT
AND PSYCHIATRIC INTERVENTIONS

Stress management techniques such as relaxation train-
ing, cognitive restructuring, and coping skills training
may reduce negative mood states in HIV-positive per-
sons by lowering physical tension and increasing self-
efficacy (Antoni, 2003a). These affective changes are
thought to be accompanied by an improved ability
to regulate peripheral catecholamines and cortisol via
decreases in ANS activation and improved regulation
of the HPA axis, respectively. Neuroendocrine regu-
lation may be associated with a partial “normaliza-
tion” of immune system functions, providing more ef-
ficient surveillance of pathogens such as latent viruses
that may increase HIV replication and enhance vul-
nerability to opportunistic infections or neoplasias.
This normalization of stress-associated immune sys-
tem decrements may ultimately forestall increases in
viral load and the manifestation of clinical symptoms
over extended periods. A relatively small number of
controlled trials have examined the effects of group-
based stress management interventions on psycho-
social and immune parameters in HIV-positive popu-
lations. There is mounting evidence that interventions
employing stress management techniques enhance
psychological adjustment, improve neuroendocrine
regulation, and bolster immune status (Antoni, 2003a).



If stress management can modify negative mood by
changing cognitive appraisals, coping responses and
social support resources, then neuroendocrine chan-
ges and normalization of immune status may follow.

The modal stress management intervention tested
in this regard is a 10-week cognitive behavioral stress
management (CBSM) intervention for HIV-positive
persons. Throughout previous trials, CBSM was tai-
lored to psychosocial sequelae that may follow critical
challenges for HIV-positive persons at various disease
stages. In the initial trial, a cohort of 65 MSM await-
ing HIV serostatus notification were randomly assigned
to a 10-weeck CBSM intervention, a 10-week group-
based aerobic exercise intervention, or a no-treatment
control group. After 5 weeks of participating in one of
these conditions, blood was drawn for antibody testing
and the men received news of their HIV serostatus
72 hours later. Among the approximately one-third of
men diagnosed as HIV positive (n = 23), those in the
control condition reported significant increases in an-
xiety and depression. In contrast, men in the CBSM
and aerobic exercise conditions showed no significant
changes in anxiety or depression scores (LaPerriere
etal., 1990; Antoni et al., 1991). Whereas HIV-positive
men in the control condition showed declines in CD4+
and NK cell counts during this notification period, the
HIV-positive men in CBSM displayed significant
concurrent increases in CD4+ and NK cell counts
as well as small increases in lymphocyte proliferative
responses to mitogenic challenge and NK cell cyto-
toxicity. Thus, CBSM appears to have to “buffered”
the notification-associated affective and immunologic
changes (Antoni et al., 1991).

There were also changes in indicators of antiviral
immunity over the 10-week intervention period. Men
assigned to either CBSM or exercise interventions
showed significant decreases in IgG antibody titers
(reflecting better immunologic control) to EBV and
HHV-6, which moved into the normal range for age-
matched healthy men. This was in contrast to IgG
antibody titer values for assessment-only controls,
which remained elevated (Esterling et al., 1992). The
reductions in EBV IgG antibody titers in the CBSM
group appeared to be mediated by the greater social
support levels maintained in this condition (Antoni
et al., 1996). Finally, a 2-year follow-up of the HIV-
positive men in this trial found that less distress at
diagnosis, decreased HIV-specific denial coping af-
ter diagnosis, and better participant adherence to
CBSM treatment protocol all predicted slower disease
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progression to symptoms and AIDS (Ironson et al.,
1994).

Another 10-week, group-based intervention de-
signed to provide emotional support and coping skills
after bereavement was tested in a cohort of 97 HIV-
positive asymptomatic MSM dealing with loss. Results
of this trial indicated that the bereavement interven-
tion decreased grief and buffered CD4+ decline, and
reduced plasma cortisol as well as the number of
health care visits over a 6-month period, compared to
a no-treatment control condition (Goodkin et al.,
1998). In a subset of 36 men, the bereavement inter-
vention also buffered against increases in HIV viral
load (Goodkin et al., 2001). Therefore, group-based
psychosocial interventions may be adaptable and suc-
cessful in helping HIV-positive persons deal with dif-
ferent emotional challenges during the early asymp-
tomatic stage of the infection.

In a subsequent trial of CBSM, this intervention
was tailored to assist HIV-positive persons in manag-
ing the emergence of symptoms. HIV-positive MSM
who had mild symptoms (category B of the 1993 CDC
definition) were randomly assigned to either a 10-
week group-based CBSM intervention or a modified
wait-list control group. Men in the waitlist control
group completed a 10-week waiting period before they
were reassessed and invited to participate in a 1-day
CBSM seminar. Results indicated that CBSM de-
creased depressive symptoms, anxiety, and mood dis-
turbance over the 10-week intervention period (Lut-
gendorf et al., 1997, 1998). Decreases in depressive
symptoms and enhanced social support over the 10-
week intervention period partially explained concur-
rent reductions in HSV-2 IgG antibody titers (Lut-
gendorf et al., 1997; Cruess et al.,, 2000c). Subse-
quently, a buffering effect of CBSM on EBV IgG
antibody titers was observed up to 1 year following
CBSM (Carrico et al., 2005a). Similar to previous in-
vestigations with asymptomatic HIV-positive MSM
(Antoni et al., 1996), intervention effects of EBV IgG
antibody titers paralleled sustained increases in social
support for men randomized to CBSM (Carrico et al.,
2005a).

According to a theoretical model (Antoni et al,
1990; Antoni, 2003b) we reasoned that CBSM-related
reductions in multiple indices of negative mood
should be accompanied by concurrent changes in
neuroendocrine regulation that could influence im-
mune system status in this population. CBSM effects
on neuroendocrine regulation have been observed in
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a number of studies, and these effects have been as-
sociated with changes in both affective and cellular-
immune parameters (Antoni, 2003b). Specifically,
CBSM effects on distress have been observed to co-
vary with decreases in 24-hour urinary-free cortisol
(Antoni et al., 2000b). Lending further support to the
PNI model underlying this work, subsequent investi-
gations have determined that reductions in depressed
mood and 24-hour urinary-free cortisol during the 10-
week intervention period mediate CBSM effects on
recovery of transitional naive T-cell counts over a 6- to
12-month follow-up period (Antoni et al., 2005).

Similarly, reductions in anxiety during the 10-week
intervention period have been observed to co-vary
with decreases in 24-hour norepinepherine. These in-
tervention-related reductions in norepinepherine me-
diated the effect of CBSM on maintaining CD8+ T-
cell counts through a 6- to 12-month follow-up (An-
toni et al., 2000a). This buffering effect was such that
men in the control condition had significant declines,
while those in the CBSM group maintained CD8+
counts at the same level. CBSM has also been asso-
ciated with plasma cortisol/DHEA-S decreases (Cruess
etal., 1999) and testosterone increases in HIV+ MSM
(Cruess et al., 2000d), which paralleled decreases in
depressed mood over the 10-week intervention period.
Taken together, this series of studies suggests that CBSM
may affect hormonal regulation to promote herpesvirus
surveillance and immune system reconstitution among
HIV-positive MSM. By examining relations among PNI
variables changing during the course of these interven-
tions and at follow-up, we have found evidence that
meaningful psychological and biological changes may
be attributed to the stress management skills learned
and the social support increases experienced as a result
of participating in these groups (Lutgendorf et al., 1997;
Cruess et al., 2000c¢).

In the HAART era, a variety of behavioral inter-
ventions for HIV-positive persons have been devel-
oped specifically to support medication adherence.
Although psychological adjustment has not been uni-
formly conceptualized as a mechanism of enhanced
adherence, research has supported the efficacy of
pharmacist-led, individualized medication adherence
training (MAT) interventions and those that employ
cognitive-behavioral principles based on self-efficacy
theory (Simoni et al., 2003). Consequently, we theo-
rized that a modified form of CBSM may offer ben-
efits in improving mood, health behaviors, and im-

mune status in the era of HAART. In order to test the
added value associated with providing stress manage-
ment training, 130 HIV-positive MSM were recruited
for a trial in which the combination of CBSM and
MAT (i.e., CBSM+MAT) was compared to MAT
alone. In an intent-to-treat analysis, we observed no
intervention-related changes in immune status. How-
ever, in a secondary analysis with 101 men who had a
detectable HIV viral load at baseline, we observed a
.56 log)o reduction in HIV viral load over the 15-
month investigation period, after controlling for anti-
retroviral medication adherence. This clinically in-
teresting effect of CBSM+MAT on HIV viral load
was mediated by reductions in depressed mood during
the 10-week intervention period. Importantly, these
findings held even after controlling for adherence
training exposure (each group received MAT) and
statistically controlling for individual differences in
reported adherence at each time point (Antoni et al.,
2006). Thus, there appears to be some added value
of reducing depressed mood in persons dealing with
the complexities of HAART treatment. It is plausible
that reducing depressed mood confers beneficial ef-
fects on viral load management by way of health be-
havior pathways (reduced substance use, improved
sleep, and less exposure to sexually transmitted infec-
tions) and/or PNI pathways (better antiviral immunity
against coinfections or less neuroendocrine-mediated
HIV replication). It remains for future research to in-
corporate measures of PNI variables as well as indi-
cators of HIV viral load and genetic resistance over
extended periods as individuals on multidrug regimens
participate in well-controlled psychosocial interven-
tion trials.

It is plausible that an equally efficient strategy for
conducting PNI research in HIV-positive individuals
is to examine concurrent changes in mood, neuro-
endocrine, immune, and viral processes in the context
of randomized trials of mood-modulating pharmaco-
logic treatments. The work outlined in Chapters 11
and 32 elaborates on some of the contemporary phar-
macological strategies available for addressing depres-
sed mood and anxiety symptoms in HIV-positive per-
sons. This seems like a logical starting point for
designing future PNI studies that capitalize on the
power of a randomized trial. This research approach
offers the additional benefit of using a blinded-placebo
design, a feature that has been elusive in psychosocial
intervention trials.



CONCLUSIONS

If stress and psychiatric symptoms indeed have a neg-
ative influence on immune status and medical out-
come among people living with HIV/AIDS, this phe-
nomenon may actually be even more relevant since
the introduction of HAART. Prior to the availability
of these potent antiretroviral regimens, the devastat-
ing effects of the HIV may have overshadowed the ef-
fects of any other deleterious factors on the immune
system. In the HAART era, however, the magnitude of
the effects of psychological and behavioral factors on
the immune system could be increased, and this may
have important implications for health outcomes. The
studies reviewed in this chapter suggest that stress and
psychiatric symptoms are nontrivial co-factors in HIV
disease progression; consequently, getting a definitive
answer to these issues is imperative. If this effect is
clinically significant, an important remaining question
is whether interventions (with psychotherapy and/or
medication) decrease HIV-associated morbidity and
improve health outcomes.
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Chapter 4

Epidemiology of Psychiatric Disorders
Associated with HIV and AIDS

Francine Cournos and Karen McKinnon

Mental health problems can occur as risk factors for
HIV infection, coincidentally with HIV infection, or
as a result of HIV infection and its complications; they
are associated with HIV transmission, poor disease
prognosis, and poor adherence to antiretroviral regi-
mens (Cournos et al., 2005). The majority of HIV-
infected individuals will experience a diagnosable
psychiatric disorder (Stoff et al., 2004). Further, the
human immunodeficiency virus infects the brain, and
a variety of central nervous system complications re-
sult. These conditions position psychiatrists and other
mental health care providers squarely in charge of
treatment decisions that affect the course of patients’
illness, the quality of their lives, and, ultimately,
containment of the epidemic. HIV-related psychiatric
disorders are highly treatable, but they offer a chal-
lenge to clinicians in terms of differential diagnosis
and management. An understanding of the epidemi-
ology of HIV-related psychiatric disorders can help cli-
nicians gauge the likelihood that symptoms they are
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presented with are a function of HIV infection and
help them intervene in ways that minimize further
spread of the virus and its devastating effects on the
brain and body.

Epidemiology refers to the incidence, distribution,
and control of disease in a population. With respect
to HIV, incidence studies of psychiatric disorders are
rare, so for our purposes we will focus on the distribu-
tion of psychiatric conditions (i.e., their prevalence)
across the populations in which they've been studied
and on what psychiatrists and other clinicians can do
to control the impact of these conditions on people
affected by them.

We correctly have moved away from the concept
of risk groups, because anyone who engages in risky
sexual and drug use behaviors may acquire or transmit
HIV. Nonetheless, it remains true that most countries
currently have epidemics that are concentrated in vul-
nerable populations such asinjection drug users (IDUs),
men who have sex with men (MSM), and sex workers
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TABLE 4.1. Substance Use and Other Mental Health
Disorders in Concentrated HIV Epidemics

Injection drug users: high rates of addictive and

other psychiatric disorders.

Men who have sex with men: elevated rates of
alcohol/substance use disorders and depression

Sex workers: high rates of childhood sexual abuse;
clevated rates of addictive disorders and post-traumatic
stress disorder

(SWs). All three of these vulnerable populations have
elevated rates of specific psychiatric disorders (Table4.1)
that may be related to their disenfranchisement from
the dominant culture and to the corresponding stigma,
legal and other sanctions, and poor access to preven-
tion services. Fach of these factors is associated with
increased risk behaviors (Cournos et al., 2005).
Underlying the daunting task of preventing the
spread of HIV within and beyond vulnerable popula-
tions are numerous structural factors, including social
discrimination, political indifference or oppression,
poverty, and violence. Fundamental changes in behav-
ior within entire populations need to occur, and men-
tal health must become part of the fabric of public
health initiatives to accomplish this task. Models of
behavior change need to be incorporated into preven-
tion initiatives to understand what motivates people to
engage in risky behavior, what incentives are available
to change such behavior, and what skills are needed to
implement and maintain safer practices. In addition,
detecting, understanding, and treating behavioral and
psychiatric problems that interfere with safer practices
or even promote unsafe practices must be a priority.
This chapter covers rates of psychiatric disorders
amongpeople with HIVinfection. All prevalences cited
in this chapter were derived from U.S. studies unless
otherwise stated. We begin with prevalent neuropsy-
chiatric manifestations of HIV’s direct effects on the
central nervous system. We then discuss the most com-
monly seen psychiatric disorders among people with
HIV in the United States: substance abuse or depen-
dence; depression; anxiety; and psychosis. We also dis-
cuss significant psychiatric comorbidities. In addition,
we describe what is known about rates of HIV infec-
tion among people with substance use disorders and
among people with other psychiatric disorders. Where
striking or illuminating, we discuss international pat-
terns. We conclude with a delineation of services psy-

chiatrists and other mental health practitioners can
provide to help to contain the epidemic and to improve
care to their patients.

NEUROPSYCHIATRIC MANIFESTATIONS
OF HIV INFECTION

HIV is a neurotropic virus that enters the central ner-
vous system at the time of initial infection and persists
there. Subtle neuropsychological impairment may be
found in 22% to 30% of otherwise asymptomatic pa-
tients with HIV infection (Wilkie et al., 1990; White
etal., 1995); these findings may or may not have func-
tional significance. Neuropsychiatric complications
of the direct effects of HIV in the brain become more
frequent as illness advances (Bartlett and Ferrando,
2004). Common problems include decreased atten-
tion and concentration, psychomotor slowing, reduced
speed of information processing, executive dysfunc-
tion, and, in more advanced cases, verbal memory im-
pairment (Bartlett and Ferrando, 2004). Neuropsy-
chiatric manifestations occur with a range of severity
varying from subclinical to specific disorders that in-
clude, most commonly, minor cognitive-motor dis-
order (MCMD) and HIV-associated dementia (HAD).
Psychiatric illnesses associated with HAD, where symp-
toms range from apathy and depression to mania and
psychosis, mimic functional psychiatric disorders and
require a thorough differential diagnosis. Neuropsy-
chiatric manifestations of HIV are diagnoses of exclu-
sion and the clinician must first eliminate all other
possible medical causes, including opportunistic infec-
tions, metabolic problems, side effects of antiretrovi-
rals, and substance intoxication or withdrawal. This is
an essential task, given that a variety of untreated med-
ical problems can cause irreversible neuronal damage.

Minor Cognitive-Motor Disorder

This disorder has a clinical course and onset that can
vary; its diagnosis can be missed, and it does not
necessarily progress to dementia. It is characterized by
mild impairment in functioning, impaired attention
or concentration, memory problems, low energy and/
or slowed movements, impaired coordination, and
personality change, irritability, or emotional lability.
The prevalence of MCMD has been estimated at 20%
to 30% for asymptomatic clients and at 60% to 90%
for latestage clients (Goodkin et al., 1997); these
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rates have remained fairly constant both prior to and
after HAART (Neuenberg et al., 2002).

HIV-Associated Dementia

While the prevalence of HAD in the past was esti-
mated to be 15% to 20% of all AIDS patients (Simp-
son, 1999), the incidence of HAD appears to have been
affected by the use of potent combination therapies,
and current studies estimate its prevalence at 5% to
10% (Sacktor et al., 1999) since the introduction of
combination antiretroviral treatment in 1996. The
incidence of HAD reportedly decreased from 21.1/
1000 person-years in 1990-1992 to 14.7/1000 person-
years in 1995-1997 (Dore et al., 1999; Sacktor et al.,
1999). Among patients who received combination
antiretroviral treatment, by contrast, the proportion of
HAD as a percentage of all AIDS-defining illnesses
rose from 4.4% to 6.5% between 1995 and 1997 (Dore
etal., 1999). This shift is thought to reflect the decrease
in rates of other AIDS-defining conditions, thereby
leading to the relative rise in HAD cases.

It is worth noting that the classification of these
neuropsychiatric manifestations of HIV infection is
undergoing revision after a joint conference of the
National Institute of Mental Health and the National
Institute of Neurological Disorders and Stroke on
June 13, 2005, identified and defined criteria for three
levels of HIV-associated neurocognitive disorders or
conditions: asymptomatic neurocognitive impairment,
mild neurocognitive disorder (previously MCMD),
and HIV-associated dementia. Clinicians should up-
date themselves regularly by accessing Web sites such
as that of the American Psychiatric Association’s Of-
fice of HIV Psychiatry (www.psych.org/hiv), which has
downloadable curricula on the complete array of HIV-
related neuropsychiatric conditions.

One further word about neuropsychiatric manifes-
tations of HIV: hepatitis C virus (HCV) is highly
comorbid with HIV, and HCV can create its own
neuropsychiatric problems as well as exacerbate those
caused by HIV. Screening for HCV is relatively
straightforward, but current therapy for HCV infection
is poorly tolerated and not effective for a substantial
number of patients (Wainberg et al., 2003). Approxi-
mately four million people in the United States and
probably more than 100 million worldwide are infected
with HCV, yet it has been estimated that less than 30%
of people with HCV know they are infected (National
Institutes of Health Consensus Development Confer-

ence Panel, 1997). HCV is an important diagnosis of
exclusion when treating neuropsychiatric complica-
tions of HIV.

RATES OF PSYCHIATRIC DISORDERS
AMONG PEOPLE LIVING WITH
HIV INFECTION

Accuracy of available prevalence estimates is unclear
because most studies of psychiatric disorders among
people with HIV used convenience samples, often of
the historic risk groups, had small sample sizes, or were
confined to specific geographical areas. Population-
based estimates of psychiatric disorders among HIV-
positive people are scarce.

The landmark HIV Cost and Services Utilization
Study (HCSUS) found that a large, nationally repre-
sentative probability sample of adults receiving medi-
cal care for HIV in the United States in early 1996
(N=2,864: 2,017 men, 847 women) reported major
depression (36%), anxiety disorder (16%), and drug
dependence (12%) (Bing et al., 2001; Galvan et al,,
2002), as well as heavy drinking at a rate (8%) almost
twice that found in the general population and high
rates of drug use (50%). The HCSUS study remains the
most comprehensive view we have of the prevalence of
psychiatric disorders among people living with HIV/
AIDS, though the study was not designed as a diagnostic
assessment of psychiatric disorders among people with
HIV/AIDS and so rates of psychosis, bipolar disorder,
alcohol abuse or dependence, and substance abuse,
among others, were not obtained. Disorders of alcohol
and other drug (AOD) abuse are differentiated from
dependence in the Diagnostic and Statistical Manual
of Mental Disorders (currently in version IV-R) in terms
of intensity and duration of use, with dependence in-
dicating a greater severity of addiction. The HCSUS
study reported different use thresholds for alcohol
than for other substances. Another important aspect of
the HCSUS study is that people with HIV who are
receiving medical care may be different from those not
receiving medical care in terms of underlying co-
morbidities and their impact on illness progression.

Hospital admissions for AIDS-related illnesses de-
creased soon after the introduction of highly active
antiretroviral therapy (HAART), but a recent study of
hospitalizations of 8376 patients in six U.S. HIV care
sites showed that among patients hospitalized at least
once, the third most common admission diagnosis
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after AIDS-defining illnesses (21%) and gastrointesti-
nal disorders (9.5%) was a mental illness (9%) (Betz
etal., 2005). This study also found that compared with
Caucasians, African Americans had higher admission
rates for mental illnesses but not for AIDS-defining
illnesses. Overall, the majority of these patients were
hospitalized for reasons other than AIDS-defining ill-
nesses, and the relatively large number of mental ill-
ness admissions highlights the need for comanagement
of psychiatric disease, substance abuse, and HIV.

One probability sample study was conducted using
South Carolina Hospital Discharge Data from all of
the state’s 68 hospitals: Among 378,710 adult cases of
discharge from all hospitalizations and emergency
room visits during 1995, 422 had a diagnosis of HIV/
AIDS and mental illness (using ICD 9 criteria), 1353
had a diagnosis of HIV/AIDS alone, and 67,092 had
a diagnosis of mental illness alone. People with a men-
tal illness, regardless of race, gender, or age, were 1.44
times as likely to have HIV/AIDS than people without
a mental illness (Stoskopf et al., 2001). In this study,
two categories of mental illness—alcohol/drug abuse
and depressive disorders—were found to have relative
risks significantly associated with HIV infection.

Alcohol Use Disorders

The prevalence of current alcohol use disorders
among people with HIV infection has been estimated
to range from 3% to 12% (Brown et al., 1992; Rabkin,
1996; Dew et al., 1997; Rabkin et al., 1997; Ferrando
et al., 1998). In the HCSUS study, participants were
screened for heavy drinking in the previous 12 months,
and 3% were found to meet criteria for this condition.
In the general population, the prevalence of current
alcohol use disorders was estimated to be 7% to 10%
(Regier et al., 1993; Kessler et al., 1994).

Other Drug Use Disorders

The HCSUS study screened participants for drug de-
pendence in the previous 12 months, and 2.6% were
found to meet criteria for this disorder. Specific drugs
for which dependence had developed were not re-
ported. Earlier studies had provided estimates of 2%
to 19% for current drug use disorders (Brown et al.,
1992; Rabkin, 1996; Dew et al., 1997; Rabkin et al.,
1997; Ferrando et al., 1998). The general population
prevalence for drug use disorders was estimated to
be about 3% (Regier et al., 1993; Kessler et al., 1994).

On the basis of these studies, it appears that
the prevalence of current AOD use disorders was not
different for people living with HIV compared with
general-population estimates. However, lifetime preva-
lence for both alcohol and other drug use disorders does
appear to be higher among people with HIV infection
than in the general population. Across studies, the
lifetime prevalence of alcohol use disorders for people
with HIV was 26% to 60% (Rabkin, 1996; Dew et al.,
1997; Ferrando et al., 1998) compared with a general
population prevalence of 14% (Regier et al., 1990) to
24% (Kessler et al., 1994). Similarly, the lifetime prev-
alence of drug use disorders for people with HIV was
23% to 56% (Rabkin, 1996; Dew et al., 1997; Ferrando
et al., 1998), whereas for the general population it was
6% (Regier et al., 1990) to 12% (Kessler et al., 1994).

Mood and Anxiety Disorders

Although mood disorders encompass the range of uni-
polar and bipolar conditions, mania secondary to HIV
infection is rare, generally occurring in late stages of
AIDS. By contrast, depression and anxiety disorders
are seen throughout the course of HIV infection, and
the conditions commonly coexist (McDaniel and Bla-
lock, 2000). There is an increased likelihood of the
emergence of symptoms during pivotal disease points
(such as HIV antibody testing, declines in immune
status, and occurrence of opportunistic infections).

Depression

Depression is the most common reason for psychiatric
referral among people with HIV-infection (Strober
et al., 1997). Overall, rates of depression among peo-
ple with HIV infection are nearly 50% (Bing et al.,
2001; Ickovics et al., 2001; Morrison et al., 2002).
Among HIV-infected patients referred for psychiatric
evaluation, rates of major depression range from 8%
to 67% (Acuff et al., 1999), and up to 85% of HIV-
seropositive individuals report some depression symp-
toms (Stolar et al., 2005). In a meta-analysis of pub-
lished studies, Ciesla and Roberts (2001) found that
people with HIV were almost twice as likely as those
who were seronegative to be diagnosed with major
depression, and that depression was equally prevalent
in people with both symptomatic and asymptom-
atic HIV.

Depression is frequently underdiagnosed and when
recognized is often poorly treated, particularly in
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primary medical settings where HIV/AIDS patients
receive care. Clinicians working with HIV/AIDS pa-
tients must consider underlying medical causes for
depression (for example, medication side effects, brain
infections, and endocrine disorders). Rates are gen-
erally lower among community-based HIV-positive
samples and are highest among IDUs and women en-
gaging in high-risk behaviors. Elevated rates of depres-
sion are also seen among patients with more advanced
HIV disease, particularly those hospitalized for med-
ical illness. Other risk factors for depression include
prior history of depression, substance abuse, unemploy-
ment, lack of social support, use of avoidance coping
strategies, HIV-related physical symptoms, and mul-
tiple losses (Goodkin et al., 1996).

Anxiety

Estimates of the prevalence of anxiety disorders in
HIV/AIDS patients range from almost negligible to as
high as 40% (Dew et al., 1997; Rabkin et al., 1997,
Blalock et al., 2005). The rates vary for numerous rea-
sons, including a host of psychosocial correlates and
because anxiety frequently coexists with depression and
substance use problems. Higher rates generally are
seen as HIV illness progresses. Despite the wide range
of prevalence estimates, a pattern emerged in the late
1990s: several studies showed a point prevalence of
anxiety disorders in HIV-seropositive patients not sig-
nificantly different from that of HIV-seronegative clin-
ical comparison groups, even though lifetime rates are
higher in the HIV clinical population than in the
general population (Dew et al., 1997; Rabkin et al.,
1997; Sewell, et al., 2000).

Psychosis

An overview of the literature suggests that the patho-
physiology of psychosis in HIV infection is complex,
and a multifactorial etiology of psychotic symptoms
is likely in many cases. There are many reports of
psychotic symptoms in HIV-infected persons in the
absence of concurrent substance abuse, iatrogenic
causes, evidence of opportunistic infection or neo-
plasm, or detectable cognitive impairment. A com-
mon clinical feature of new-onset psychosis in HIV-
infected patients is the acute onset of symptoms. Es-
timates of the prevalence of new-onset psychosis in
HIV-infected patients vary widely, from less than 0.5%
to 15%, (Navia et al., 1986; Halstead et al., 1988;

Harris et al., 1991; Prier et al., 1991; Boccellari et al.,
1992), with more recent studies from Europe indi-
cating a prevalence closer to 3% for new-onset psy-
chosis (de Ronchi et al., 2000; Alciati et al., 2001). In
one study, HIV/AIDS was the leading cause of death
among young semirural New York patients experi-
encing their first hospitalization for a psychotic epi-
sode (Susser et al., 1997).

RATES OF HIV INFECTION AMONG
PEOPLE WITH SUBSTANCE
USE DISORDERS

The extent to which addiction fuels IDU is the most
obvious link between psychiatric disorders and HIV
transmission. Kral et al. (1998) estimated an overall
HIV infection rate among U.S. IDUs of 13%, with
wide geographic variability between cities in the East
(where rates exceed 40%) and in the Midwest and
West (where rates generally are under 5%). Yet many
studies of this population did not obtain AOD use
disorder diagnoses, so summarizing across studies to
generalize rates of HIV infection for specific diagnos-
tic groups is methodologically problematic. People
discharged from general hospitals who had docu-
mented AOD use disorders were twice as likely to be
HIV infected as those without AOD use disorders
(Stoskopf et al., 2001). Studies of people admitted to
treatment for primary alcohol abuse or dependence
reported HIV infection rates of 5% to 10.3% (Avins et
al., 1994; Mahler et al., 1994; Woods et al., 2000), and
these rates are 10 to 20 times higher than those among
the general population (McQuillan et al., 1997).

RATES OF HIV INFECTION AMONG
PEOPLE WITH MENTAL ILLNESS

Most studies of rates of HIV infection in psychiatric
populations focus on people with severe mental illness
(SMI). SMI is a heterogeneous group of psychiatric
conditions characterized by acute or persistent dura-
tion and functional disability (McKinnon and Rosner,
2000). A significant history of hospitalization and/or
maintenance medication typically accompanies these
disorders.

Among adults in treatment for such conditions in
the United States, infection with HIV has been docu-
mented in seroprevalence studies at rates of 3% to
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TABLE 4.2. HIV Seroprevalence among Psychiatric Patients in the United States

HIV Patients
Seropositive (%) (N) Study Region Sample Source
5.5 New York City Inpatients Cournos et al., 1991
8.9 515 New York City Inpatients Volavka et al., 1991
7.1 350 New York City Inpatients Sacks et al., 1992
14.4 132 New York City Inpatients Lee et al., 1992
6.4 203 New York City Homeless inpatients Empfield et al.,, 1993
19.4 62 New York City Homeless outpatient men Susser et al.,1993
4.0 199 New York City Long-stay inpatients Meyer et al., 1993
224 118 New York City Dual-diagnosis inpatient Silberstein, 1994
5.8 533 Baltimore Inpatients and outpatients Stewart et al., 1994
19.0 147 New York City Dual-diagnosis inpatients Krakow et al., 1998
3.1 931 Connecticut, Maryland, Inpatients and outpatients Rosenberg et al., 2001

New Hampshire,
North Carolina

22% (Table 4.2). Rates found in seroprevalence studies
where blood was drawn for HIV antibody testing gen-
erally are more reliable than those found in preva-
lence studies that relied on patient knowledge of their
HIV status or on what had been recorded in the med-
ical record; still, generalizability of seroprevalence to
other patient populations is limited. All seroprevalence
studies were conducted on the East Coast, most in
New York City.

Rates established elsewhere in the United States
were estimates based on self-report or on archival data.
For instance, in the only prevalence study of forensic
patients, an infection rate of 5.5% among 223 pretrial
detainees in Columbia, South Carolina, was found
based on discharge records (Schwartz-Watts et al.,
1995). On the West Coast, inpatients at an Oregon
state psychiatric hospital showed an infection rate of
2.6% when medical records of 535 chronic patients
were reviewed (Meyer, 2003).

Across seroprevalence studies (Cournos and Mec-
Kinnon, 1997), new admissions to psychiatric units
had an overall rate of HIV infection of 8%. A lower
rate was found on a long-stay (more than 1 year) psychi-
atric unit, where 4% of patients were infected. Among
patients who were sampled on homeless units, 9% were
found to be infected.

Seroprevalence studies support the link between
co-occurring psychiatric and AOD use disorders: infec-
tion rates were highest in treatment programs for co-
morbid psychiatric and substance use disorders, where
almost 20% of patients were HIV positive (McKinnon

and Cournos, 1998). Among these patients, HIV in-
fection varied by the predominant type of substance
use that patients engaged in, with 33.8% among in-
jectors, 15% among non-injectors, 11% amongalcohol
users, and 3% among those who did not meet criteria
for current abuse or dependence diagnoses. The two
most recent seroprevalence studies (Krakow et al.,
1998; Rosenberg et al., 2001) showed, not surprisingly,
that injecting drugs carried a greater than sixfold in-
crease in the likelihood of being HIV seropositive; but
even in the absence of injecting, having cocaine as a
drug of first choice or using crack ever carried a
fourfold increase in the likelihood of being HIV sero-
positive, and having a co-occurring substance use dis-
order carried a threefold increase in the likelihood of
being HIV seropositive.

These studies provide dramatic evidence that the
main driver of the HIV epidemic is substance use, even
for sexual transmission, so preventing HIV among
people with mental illness, half of whom are likely
to develop substance use disorders, can start with the
onset of the first disorder (Table 4.3) by ensuring
adequate treatment and appropriate prevention of the
secondary disorder.

DISENTANGLING COMORBIDITIES
AMONG PEOPLE AFFECTED BY HIV/AIDS

More often than not, HIV travels together with other
conditions like tuberculosis, particularly in developing
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TABLE 4.3. Substance Use and Other Mental Dis-
order Comorbidity Estimates from the U.S. National
Comorbidity Study

* 51% of people with lifetime alcohol or other drug (AOD)
use disorders met criteria for at least one other lifetime
mental disorder, and vice versa.

15% of people with a mental disorder in the past year
also met criteria for an AOD disorder in the past year.
43% of people with AOD in the past year also met
criteria for another mental disorder in the past year.

countries, and hepatitis C worldwide; such conditions
are readily identifiable through medical tests routinely
offered to people living with HIV. Psychiatric comor-
bidities also are common but often present consider-
able difficulty for HIV care providers to recognize and
to help their patients manage.

The National Comorbidity Study (Kessler et al.,
1996) showed that substance use disorders are highly
comorbid with other psychiatric disorders (e.g., bi-
polar disorder, depression, psychotic disorders, anxi-
ety disorders, and antisocial and borderline personal-
ity disorders). Possible explanations for this have been
propounded, including that one disorder is a marker
for the other disorder; that mental illness leads to self-
medication with alcohol and other drugs; and that
substance use leads to symptoms of mental illness. Tt
often is impossible to know which disorder came first
or is primary, although onset of mental disorders ap-
pears to occur at a younger age than that for addictive
disorders (Kessler et al., 1996). In clinical settings of
any kind it is prudent to screen patients with one type
of disorder for the other type of disorder.

Those individuals with dual psychiatric and sub-
stance use disorders may be at higher risk for HIV
infection than those with either disorder alone (Fer-
rando and Batki, 2000), and these disorders are likely
to be found together across populations of HIV-
infected people. The HCSUS study established esti-
mates of the prevalence of co-occurring psychiatric
symptoms and either or both drug dependence symp-
toms or heavy drinking: 13% of their sample had co-
occurring psychiatric symptoms and either or both
drug dependence symptoms or heavy drinking (Gal-
van et al., 2003). Sixty-nine percent of those with a
substance-related condition also had psychiatric symp-
toms; 27% of those with psychiatric symptoms also
had a substance-related condition.

HOW PSYCHIATRISTS CAN CONTRIBUTE
TO CONTAINMENT OF THE MOST
CHALLENGING PUBLIC HEALTH
PROBLEM THE WORLD HAS FACED
ON A GLOBAL SCALE

In the United States, as in most other places in the
world, psychiatric disorders are common and under-
treated in HIV patients. For instance, less than one-
third of the HCSUS sample was taking psychotropic
medication, and significant disparities were found be-
tween African Americans and others in the prescription
of medication for depression (Table 4.4).

The range of mental health issues encountered
by HIV/AIDS care providers is broad (e.g., abuse of
alcohol, cocaine, crystal methamphetamine; person-
ality disorders; agitation; psychosis) and population-
specific (e.g., adolescents, Latinas, people who are
homeless or incarcerated). Because service delivery
systems (medical care, mental health care, substance
abuse treatment) are structured to work separately (his-
torically due to different funding streams), efforts to
navigate multiple systems often fail. Integrated HIV
mental health care remains rare (Satriano etal., 2007),
and comprehensive listings of regional HIV mental
health service agencies do not exist. Patients may
not themselves recognize the role that mental health
problems are playing in their health (Messeri et al.,
2002). As a result, HIV/AIDS medical service pro-
viders may be unable to integrate adequately HIV/
AIDS, mental health, and substance abuse treatment
services, even through existing referral networks, let
alone to diagnose and treat mental health disorders
(Staab and Evans, 2001). Disentangling psychiatric,
substance-related, and other comorbidities requires
careful differential diagnosis and awareness that the

TABLE 4.4. HIV Cost and Services Utilization Study:
Psychotropic Medications among 1489 HIV-Positive
Medical Patients

* 27% took psychotropic medication:

¢ 21% antidepressants

* 17% anxiolytics

* 5% antipsychotics

* 3% psychostimulants

About half of patients with depressive disorders did not
receive antidepressants; African Americans were over-
represented.
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presence of some disorders precludes making other
diagnoses.

Yet there are important, basic principles that guide
treating mental health problems in HIV illness that all
psychiatrists should know (Cournos etal., 2005). These
include taking into account multiple comorbidities
and knowing how to prioritize their treatment; ruling
out a new medical cause for any change in mental
status (HIV related or not); starting with lower doses of
psychotropic medication and slowly titrating them
upward; checking for drug interactions and overlap-
ping toxicities between psychotropics, antiretrovirals,
and any other medications being taken (Psychiatric
Medications and HIV Antiretrovirals: A Guide to In-
teractions for Clinicians, available at www.nynjaetc
.org), including nonprescribed substances; and offering
adherence support to patients whose cognitive or psy-
chiatric symptoms interfere with regular medication
taking.

We also can foster nonjudgmental prevention (with
a wide range of safer-sex and drug use options accord-
ing to the specific person’s needs and lifestyle), edu-
cate HIV-infected patients aboutassociated central ner-
vous system problems, monitor psychiatric sequelae,
adherence, and quality-of-life issues (e.g., sleep, sex-
ual functioning), and assist in managing the psycho-
social impact of the disease on infected people and
their relatives.
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Chapter 5

Sociocultural Factors Influencing
the Transmission of HIV/AIDS
in the United States:

AIDS and the Nation’s Prisons

Robert E. Fullilove

This chapter examines the sociocultural factors that
influence the transmission of HIV, particularly in poor
communities in the United States. The primary as-
sertion that guides this examination is that during the
first decade of the 21st century, HIV was and contin-
ues to be increasingly present in vulnerable, disadvan-
taged populations.

From 1990 to 1999, the number of living persons
diagnosed with AIDS increased 4-fold, to 312 000
persons. Increasing proportions of persons with
AIDS are women, African Americans or Hispan-
ics, IDUs, heterosexuals, and residents of the South,
reflecting earlier trends in HIV transmission, dif-
ferences in testing behaviors, and differential ef-
fects of HAART. Our synthesis of surveillance data
also shows that the poor are disproportionately af-
fected and that HIV incidence rates are especially
high among African Americans with high-risk be-
havior, and it suggests that HIV incidence has not
declined since the early 1990s. (Karon et al., 2001,
p. 1068)

49

At the dawn of the 21st century, the trends ob-
served by Karon and colleagues persisted, as noted in
Table 5.1 and Figure 5.1, drawn from Centers for
Disease Control and Prevention (CDC) surveillance
data examining HIV/AIDS in the period 2001-2004
(CDG, 2005, 2006a). Clearly, communities of color
were dramatically overrepresented among new HIV
cases during this period. The reasons for the increas-
ing racialization of the HIV/AIDS epidemic, I will
argue here, are largely found in the worsening polit-
ical, social, and economic status of many people of
color in the United States. Moreover, I will argue, the
“engine” driving these sociocultural trends is the role
played by the nation’s jails and prisons.

JAILS, PRISONS, AND HEALTH
Social and economic disadvantage is measured in a

variety of ways, but at the beginning of the 21st cen-
tury, social scientists and public health researchers



TABLE 5.1. Racial Disparities and HIV/AIDS: Estimated New Cases of HIV/AIDS among
Whites, Blacks, and Hispanics by Sex in 33 States, 2001-2004*

White Black Hispanic Total
N (%) N (%) N (%) N (%)
Males 38218 (34) 49704 (44) 22,062 (20) 112,106 (100)
Female 7262 (16) 30,483 (68) 6,610 (15) 45146 (100)
Total 45479 (29) 80,187  (51) 28673 (18) 157,252 (100)

“Confidential, name-based reporting was used to determine number of HIV/AIDS cases.

"Total includes estimates for Asian/Pacific Islanders and American Indians/Alaska Natives, which are not shown here.

Source: CDC, 2006a.
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FIGURE 5.1. Fstimated annual rates® of cases of HIV/AIDS and EAPCY

among males, by race/ethnicity—33 states, § 2001-2004. Reprinted from
the Centers for Disease Control, Morbidity and Mortality Weekly Report,

February 10, 2006; 55(05):121-125.

*Per 100,000 Population
Estimated Annual Percentage Change

SAlabama, Alaska, Arizona, Arkansas, Colorado, Florida, Idaho, Indiana, Iowa,

Kansas, Louisiana, Michigan, Minnesota, Mississippi, Missouri, Nebraska,

Nevada,

New Jersey, New Mexico, New York, North Carolina, North Dakota, Ohio, Okla-
homa, South Carolina, South Dakota, Tennessee, Texas, Utah, Virginia, West Vir-

ginia, and Wyoming.

“Statistically significant (i.e., 95% confidence interval excludes zero)



were increasingly focusing their attention on the role
of jails and prisons as a “motor” that drives both eco-
nomic and social inequalities as well as the transmis-
sion of HIV in black and brown communities through-
out the United States (Fullilove and Fullilove, 1999;
Golembeskiand Fullilove, 2005; Johnson and Raphael,
2005). As will be demonstrated here, incarceration
not only imprisons the population most likely to have
been exposed and/or infected with HIV, i.e. drug us-
ers, but provides a setting where, as prison inmates,
they will quite possibly be exposed to or expose oth-
ers to a variety of HIV risk behaviors, including risky
drug use practices, risky piercing and tattooing prac-
tices, and/or consensual and nonconsensual unpro-
tected sexual intercourse (CDC, 2006b).

The poor are disproportionately affected by incar-
ceration in the United States. As noted by Mauer
(1999):

The criminal justice system in general and prison
in particular have long served as the principal
arena for responding to the crimes of lower-
income people. The demographics of the prison
population illustrate this well: a 1991 survey of
state inmates conducted by the Justice Depart-
ment found that 65 percent of prisoners had not
completed high school, 53 percent earned less
than $10,000 in the year prior to their incarcera-
tion and nearly one half were either unemployed
or working only part-time prior to their arrest.
(Mauer, 1999, pp 162-163)

The racial disparities in the system are equally ap-
parent. In 2004, according to the Bureau of Justice
Statistics, 41% of prison inmates were black and 19%
were Hispanic. Expressed in other terms, within the
age group most affected by arrests and incarceration,
those aged 25-29, slightly less than 13% of all black
males in this age group were in prison or jail as com-
pared with 3.6% of all Hispanic males and 1.7% of
white males. Finally, it is estimated that approxi-
mately one-third of all black males in the United
States will serve time in prison at some time in their
lives, in contrast to approximately one-sixth of all His-
panic males and three-fiftieths (3 in 50) of all white
males (Sentencing Project, 20006).

One major factor in the growth of the population in
state and federal prisons has been the War on Drugs
and Get Tough on Crime programs (Mauer, 1999).
In 1983, approximately 10% of all jail inmates in the
United States had been arrested for drugrelated of-
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fenses. In 2002, by contrast, approximately 25% of the
inmates in the nation’s jails were there for drug-
related offenses. Among those who have been tried and
incarcerated in a state or federal prison, drug offenders
constitute a significant portion of the prison popula-
tion. In 2001, the majority of inmates in federal prison
(55%) were drug offenders; one in four (25%) inmates
were in state prisons (Sentencing Project, 2006).

Drug use is a particularly important risk factor for
HIV infection. HIV infection associated with injec-
tion drug use was 2.4 times and 2.6 times more prev-
alent among blacks and Hispanics, respectively, than
among whites living with HIV/AIDS in the United
States in 2004. Not surprisingly, injection drug users
living with HIV/AIDS pass in and out of the nation’s
correctional facilities each year. Hammett and col-
leagues examined data on infectious diseases among
correctional inmates for the year 1997 and estimated
that “altogether, between 150,000 and 200,000 people
living with HIV infection passed through a U.S. cor-
rectional facility in 1997, or between 20% and 26% of
all people living with HIV in the nation that year”
(Hammett et al., 2002, p. 1791). They also estimate
that other infectious diseases that are often comorbid
with HIV, tuberculosis and hepatitis C, were overrep-
resented in the population within correctional insti-
tutions, with 29% to 43% of all the people in the
United States living with hepatitis C and 40% of per-
sons living with tuberculosis passing through correc-
tional facilities in 1997 (Hammett et al., 2002). The
authors further note:

Prevalence statistics for inmates by race and eth-
nicity are generally lacking, so it was not possible
to develop estimates of disease burden by racial
and ethnic group. However, the disproportionate
incarceration rates experienced by African Amer-
icans and Latinos and the already disproportionate
burden of diseases under study among the same
groups combine to produce a situation in which
the vast majority of inmates and releasees with
these infectious diseases are African American or
Latino. In New York State correctional facilities,
48% of inmates diagnosed with AIDS in 1997 were
Black and 45% were Hispanic, compared with the
proportions of these groups in the total population
of the state of 18% and 14%, respectively. (Ham-
mett et al., 2002, p. 1792-1793)

Correctional facilities are significantly implicated
in the disease burden borne by poor communities of
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color in the United States. The HIV/AIDS epidemic
is simply one of many health conditions that are
passed from the community to the jails and prisons via
a “correctional revolving door” in which inmates pass
from jails and prisons, then back to the community,
and then, in many cases, back to jails and prisons
again as recidivists (Sentencing Project, 2006a).

Prisons impose other burdens on these communi-
ties that contribute to the social and economic hard-
ships of their residents. In New York State, for example,
state prisons might easily be considered “community
institutions” because approximately 7 inmates in 10 are
from New York City (Fullilove and Fullilove, 1999).
The system to which they are sent has 63 facilities
located largely in rural, upstate New York and houses
well over 69,000 inmates in any given year (NY State
Department of Corrections, 2007). With so many res-
idents of New York City’s poorest communities of color
in residence in this system or returning to their home
communities after completing their terms, prison life is
increasingly a part of the life of men, and increasingly
women, from poor city neighborhoods, and their loss to
their families and friends has costs that extend beyond
their being “away upstate.”

Prison inmates are counted in the U.S. Census, for
example, but they are listed as members of the com-
munities in which the prison facility is located. Thus,
important community resources that are based on the
census count—representation in legislative bodies,
federal grants in aid to name just a few—result in an
overall net benefit for the prison community and a net
loss for the communities of origin of prison inmates.
The biggest loss may be in the revenues lost to poor
communities that might have paid for the services that
inmates will need to receive upon their release and
return home (Golembeski and Fullilove, 2005).

Some of these resources are needed to shore up the
medical and public health infrastructures of these
poor communities. As Hammett and colleagues note,
returning inmates are more likely to need medical
care for a variety of conditions, not just HIV/AIDS
(Hammett et al., 2002). Poor communities of color
are characterized by high rates of morbidity and mor-
tality from diabetes, cardiovascular disease, and cer-
tain forms of cancer, a state of affairs that the CDC
describes as “health disparities” (Institute of Medicine,
2002; CDC, 2005). Inmates, whose health is gener-
ally worse than that of other members of their home
communities, represent an increasing burden on al-

ready stressed community health care systems when
they return home from prison.

Specifically, because approximately 95% of those
who are incarcerated in the United States are returned
to the streets after serving their time, ex-inmates will
find themselves at a dramatic disadvantage in com-
parison to their neighbors. They will have lost many
basic civil rights (in many states, ex-felons permanen-
tly lose the right to vote, for example) and will encoun-
ter significant difficulty finding employment or hous-
ing (Mauer, 1999; Golembeski and Fullilove, 2005).
If they are HIV infected or living with AIDS, access to
Medicaid services that pay for a significant portion of
HIV care for the poor and indigent in this country will
be increasingly hard to achieve (Cuellar et al., 2005;
Kaiser Family Foundation, 2004).

Many states deny ex-inmates access to housing that
is federally financed. These regulations are unevenly
applied as states often have a variety of policies for
dealing with housing and housing rights. However,
homelessness is a major challenge for inmates. Many
people who are arrested are homeless at the time of
their arrest, and once released, ex-inmates are more
likely to be temporarily or semi-permanently home-
less while in the community. Kushel and colleagues
(2005), for example, studied a sample of homeless and
marginally housed adults in San Francisco in 1999 to
determine the impact of a history of homelessness on
health status and HIV risk behaviors. They concluded
that health risks among homeless ex-inmates were
higherthan amongall homeless and marginally housed
members of their sample who had not done time.
They note the following:

High rates of imprisonment among homeless pop-
ulations may be the end result of a system that does
not provide access to timely services, including
access to housing, health care, mental health care,
and substance abuse treatment, and systems that
have obstacles preventing receipt of these services
by people exiting prison. High rates of HIV in-
fection among homeless ex-prisoners and high
rates of continued risky behavior provide motiva-
tion for targeting risk reduction efforts at persons
exiting prison. The intersection of substance abuse,
unemployment, imprisonment, and homelessness
is potent and lasting. Efforts to eradicate homeless-
ness also must include the many unmet needs of
persons exiting prison. (Kushel et al., 2005, pp.
1751-1752)



IMPRISONMENT AND HIV INFECTION

As noted here repeatedly, prisons are facilities that
house many individuals with significant health prob-
lems. Additionally, there has been and continues to be
speculation that prisons are independent risk fac-
tors for HIV infection because inmates engage in sex
and engage in unsafe injection practices while “on the
inside.” In 2005 the Georgia Department of Cor-
rections (GDC) and the Georgia Division of Pub-
lic Health with assistance from the CDC conducted
a study to examine HIV risk behaviors and patterns
of HIV transmission within Georgia’s correctional
system.

In 1988, the Department of Corrections ordered
mandatory HIV testing of inmates upon entry to a
prison facility “and voluntary testing of inmates on
request or if clinically indicated.” In the period be-
tween July 1988 and February 2005, 88 inmates who
were known to have negative HIV tests upon entry
into one of the state’s correctional facilities were re-
tested and found to be HIV positive.

This study, reported in the Morbidity and Mortality
Weekly Reports (MMWR) published by the CDC in
April of 2006, marked an important set of milestones.
It confirmed that HIV risk behaviors do indeed occur
in at least one state prison system, and it provided em-
pirical evidence that inmates who engaged in these
behaviors did subsequently become infected while in-
carcerated (CDC, 2006b). However, as shall be shown
later, the study leaves many questions unanswered as
well.

The study consisted of both an unmatched case-
control study as well as a matched case-control study.
In the matched study, cases and controls were selected
to create two groups whose members had been expo-
sed to HIV risk behaviors for approximately the same
period of time (+2 years). In the unmatched study, a
larger sample was examined. Control inmates were
eligible for inclusion if they had had their HIV-
negative status confirmed by repeat HIV testing, in-
cluding having a negative test upon enrollment in the
study. Additionally, in this study, control inmates were
randomly selected from seven prisons suspected to
house the largest number of seroconverters in the
Georgia state system.

The Georgia correctional system has a number of
advantages for such a study. The majority of its 44,990
inmates at the time of the study were African Ameri-
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can (63%). Although slightly less than 2% of its total
inmate population was known to be HIV infected, the
system’s prevalence of infection rates is significantly
higher than the rate of HIV infection for the general
U.S. public (approximately 15 per 100,000 during this
period). Thus, the primary advantage of the study—
from a research standpoint—is that it examines con-
ditions of HIV transmission in an environment that
has sufficient numbers of infected persons to ensure
that if risk behaviors are present, some HIV transmis-
sion is likely to occur. Moreover, the system’s policies
on HIV testing permit at least some, if not all, inmates
to be tested while incarcerated (post-incarceration
testing is voluntary). Thus, some, if not all, new in-
fections that occur within prison can be detected and
will, in principle, be available for study.

In the unmatched study, in which those who sero-
converted were compared with a sample on non-
seroconverters from throughout the Georgia Depart-
ment of Corrections system, HIV seroconversion was
associated with “male-male sex in prison, being older,
having served five or more years, and a body mass
index (BMI) of <25.4 kg/m on entry.” In the mat-
ched study, in which an effort was made to match
controls and cases with men serving comparable sen-
tences and with comparable lengths of time served,
univariate analysis revealed many correlates of HIV
infection. However, in multivariate analyses, male-
male sex in prison and having a BMI of <25.4 kg (two
factors identified in the analysis of unmatched case
and control groups) were significantly associated with
HIV infection, as were black race and having received
a tattoo in prison.

These two studies provide an interesting set of per-
spectives on the dynamics of HIV transmission be-
hind bars in the Georgia system. In the unmatched
case-control study, age and length of time served (<5
years) were significant predictors of HIV infection.
Black race was not, however, significantly associated
with seroconversion.

The matched case-control study, which involved
inmates who were matched for length of sentence
and time sentenced, is also revealing. Black race was
a significant correlate of HIV seroconversion in this
study and, more importantly, sexual behavior was re-
ported by both cases and controls (Table 5.2). Sex with
a male inmate was the most frequently reported sexual
encounter in both groups. Sex with a prison staff mem-
ber was reported by both groups, and both groups
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TABLE 5.2. Self-Reported HIV Sexual Risk Behaviors of Prison Inmates in a Case-Control
Study of the Georgia State Prison System, 2005*

Case Inmates (N =68)

Control Inmates (N =68)

n (%) n (%)
Had Sex in Prison 48 (71) 11 (16)
Any male-male sex 48 (71) 11 (16)
New male-male sex' 35 (73) 4 (36)
Sex Partner
Any sex with other male inmate 40 (59) 8 (12)
% within column [83] [75]
Any sex with male prison staff 22 (32) 4 (6)
% within column [67] [36]
Any sex with female prison staff 15 (22) 6 9)
% within column [31] [54]
Any sex with visitors or prison volunteers 6 9) 0 (0)
% within column [13] [0]
Nature of Encounter
Consensual sex only 31 (46) 8 (12)
% within column [65] [73]
Exchange sex (no rape) 11 (16) 2 (3)
% within column [23] [18]
Any rape as victim 6 9) 1 (1)
% within column [13] [9]

*Case inmates (N = 68) were male prison inmates who seroconverted to HIV while in prison; controls (N = 68)
were HIV-uninfected male prison inmates with comparable sentence lengths and time served.

"Did not engage in male-male sex during the 6 months before incarceration.

Source: CDC, 2006b.

reported having sex with a male staff member as well
as with female staff members (although it is impossi-
ble to determine if any inmates reported having sex
with both male and female staff).

Seven of the HIV-positive case—control sample
members reported injection drug use in prison (10%
of all case inmates), of which four reported that their
first injection use occurred in prison. Although only
one control reported injection drug use, he reported
that he was also a first-time injector. Finally, 40 cases
(59%) and 28 (41%) controls received tattoos in prison.
For one-half of the cases and two-thirds of the con-
trols, the prison tattoo was the first tattoo ever received
(Table 5.3).

Many caveats must be mentioned. This study is
from one prison system. It examines a comparatively
small sample, and it does not include HIV-positive
inmates who did not volunteer to be tested. Moreover,

as the MMWR authors note, it is possible that those
inmates, both positive and negative, who volunteered
for HIV testing have a different risk profile than those
who do not. And, “inmates might have inaccurately
reported HIV risk behaviors because sex between in-
mates, sex with correctional staff, injection drug use,
and tattooing are illegal or forbidden by policy in this
prison system” (CDC, 2006b, p. 425).

Nonetheless, even using the most conservative in-
terpretation of these data, it is difficult to believe that
Georgia is the only state prison system in which there
is HIV seroconversion as a result of being incarcer-
ated. It is also difficult to believe that Georgia prisons
are the only institutions in which risky sex and inject-
ing drug behavior occur, and where there are sexual
relationships between inmates as well as prison staff
members of both sexes. Put in other terms, there is
ample reason to believe that prisons make an impor-
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TABLE 5.3. Characteristics and Risk Behaviors among Prison Inmates Who Became HIV Positive during
Incarceration, Compared with Matched Controls, in the Georgia State Prison System, 2005*

Case Inmates Controls

Characteristic Adjusted Odds
and Behavior n (%) (%) Ratio (95% CI) p value
Any male-male sex in prison 45 (66) 9 (13) 10.1 (3.0-54.9) <.01
Received tattoo in prison 40 (59) 28 (41) 13.7 (1.5-390.6) .01
Body mass index <254 kg/mZ

at entry 51 (75) 23 (34) 3.8 (1.2-15.2) .02
Black race 45 (66) 40 (59) 3.7 (1.1-16.7) .03

*Case inmates (N = 68) were male prison inmates who seroconverted to HIV while in prison; controls (N = 68) were HIV-uninfected male

prison inmates with comparable sentence lengths and time served. This study was done as exact multivariate conditional logistic regression

analysis. All values are statistically significant. CI, confidence interval.

Source: CDC, 2006b.

tant, independent contribution to the level of HIV/
AIDS in poor communities of color. The fact that
HIV-positive inmates had sex with men and women
prison staff—people who, in principle, are members of
sexual networks outside the prison—also raises the
issue of how much this indirect connection to sexual
networks in the general community contributes to rates

of HIV beyond the prison walls.

MODELING HIV RATES AS A FUNCTION
OF INCARCERATION RATES

In a report published by two investigators at the
Goldman School of Public Policy at the University of
California, Berkeley, a two-stage-least-squares (TSLS)
model was used to show the dynamic relationship
between male incarceration rates and both male and
female HIV infection rates. The results suggested that
incarceration rates influence HIV infection rates.
Specifically, the authors conclude: “Our results reveal
that the higher incarceration rates among black males
over this period explain a substantial share of the ra-
cial disparity in AIDS infection between black women
and women of other racial and ethnic groups” (John-
son and Raphael, 2005, p. 1).

As is the case with research that uses modeling
techniques to study casual relationships between two
or more factors, Johnson and Raphael acknowledge
the degree to which certain assumptions have to be
made in the creation of such models. The data sup-
porting model assumptions are extremely important,
and in this exercise the authors concede that avail-

able data vary in precision. The major weakness at the
time this study was undertaken was the lack of con-
crete evidence that elevated rates of HIV transmission
occurred while individuals were incarcerated.

Such transmission would be affected, they assert,
by tattooing, drug use, and high-risk sexual activity. In
the Georgia Prison study, all of these behaviors were
reported by cases as well as controls, with the self-
reported rates of having “received a tattoo in prison”
emerging as a particularly significant risk factor for
seroconversion in prison. Hence, a significant element
of the model receives significant support from these
findings.

The Johnson-Raphael model, however, is only par-
tially dependent on the assumption that the disparity
between black and white HIV infection rates is a func-
tion of in-prison HIV risk behavior. The authors’ major
focus was to test the degree to which “sexual relation-
ship markets”—that is, the manner in which members
of sexually active groups form and break up sexual re-
lationships—are influenced by rates of incarceration.

Of particular importance are the effects of in-
carceration on the total lifetime number of sex
partners and the likelihood of concurrent sexual
relationships. The rates at which new relationships
form and dissolve impacts the lifetime number of
sexual partners at any given age, which affects the
risk of sexual contact with an infected person. ...
The dynamics of prison entry and exit, coupled
with a large increase in incarceration rates for men,
are likely to impact the rate at which existing sex-
ual relationships dissolve and form. (Johnson and
Raphael, 2005, p. 11)
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In addition to affecting the rate at which concur-
rent sexual relationships form and break up, there is
evidence that the loss of a significant number of men
to jails and prisons affects the degree to which women
will insist on condom use and other safe sexual be-
haviors on the part of their sexual partners (Sampson,
1995). Finally, the impact of missing fathers on fam-
ilies in general, but particularly on their children, is
also considerable, given that one of the most impor-
tant predictors for being imprisoned as a juvenile or as
an adult is being a member of a family in which one
or more members has done time.

For example, for children whose parents are im-
prisoned, feelings of shame, humiliation, and a loss
of social status may result (Clear, 1996). Children
begin to act out in school or distrust authority fig-
ures, who represent the people who removed the
parent from the home. Lowered economic circum-
stances in families experiencing imprisonment
also lead to greater housing relocation, resulting in
less cohesive neighborhoods. In far too many cases,
these children come to represent the next genera-
tion of offenders. (Mauer, 1999, p. 185)

CONCLUSIONS

The disparity in HIV infection rates among poor com-
munities of color is increasingly driven by the impact
of incarceration on individuals and families in these
communities. More importantly, there is evidence
that prisons have an even greater impact on the levels
of disadvantage in these communities because so many
ex-inmates return to neighborhoods that cannot house
them, employ them, or care for their illnesses. HIV in-
fection, therefore, is simply one manifestation of this
process of prison-mediated community destabilization.

HIV/AIDS research in the United States has often
identified poverty, race and racism, and a host of other
intractable features of daily life as significant contrib-
utors to the transmission of HIV infection. Clearly,
these factors do indeed play a significant role. One is
often at a loss to determine where, how, and under
what circumstances public health and medical pro-
fessionals and policy specialists can intervene to com-
bat such enormously complicated forces as poverty or
racism. Nonetheless, in discussing the role of the
prison-industrial complex on HIV/AIDS in particular
and on community destabilization in general, I be-

lieve it is possible to envision structural interventions
that will dramatically affect the dynamics of epidemic
transmission described in this chapter.

Blankenship and colleagues (2005) list three areas
where interventions can have an impact:

1. Interventions aimed at reducing the likelihood
of involvement with the corrections system

2. Interventions aimed at reducing the risks asso-
ciated with incarceration and supervision

3. Interventions aimed at easing the burden of
re-entry

Interventions Aimed at Reducing
the Likelihood of Involvement
with the Corrections System

As noted earlier, the War on Drugs and the War on
Crime have had an enormous impact on increasing
rates of incarceration in the United States (Mauer,
1999; Golembeski and Fullilove, 2005). The length of
incarceration as a result of violation of drug laws and
the likelihood that an offender will go to jail vary sig-
nificantly by state and municipality. The type of drug,
the amount possessed and/or sold, and a host of other
factors are often weighed in sentencing and parole
decisions. Truth in Sentencing laws also determine
how much of a mandatory sentence will be served. All
of these factors affect how many people are sent to
prison and the number who remain there for a given
period of time (Sentencing Project, 2006b). Reducing
the length of time served for a first offense, using
“drug courts” as a means of dealing with first offend-
ers, and repealing laws, such as syringe posses-
sion laws, that add people to the jails and years onto
their sentenced are appropriate targets for legislative
interventions.

Interventions Aimed at Reducing Risks
Associated with Incarceration
and Supervision

The editorial note accompanying the CDC study of
HIV transmission in Georgia prisons acknowledges
the existence of HIV sexual risk behavior in prisons:
“Sex among inmates occurs, and laws or policies pro-
hibiting sex among inmates have been difficult to im-
plement or enforce” (CDC, 2006b, p. 423). Because
the distribution of condoms is prohibited in all but
a few corrections facilities, the study recommends



the following: “Departments of corrections with ex-
isting condom distribution programs should evaluate
these programs to assess their effectiveness; depart-
ments of corrections without condom distribution
programs should assess relevant state laws, poli-
cies, and circumstances to determine the feasibility
and benefits and risks of implementing such pro-
grams” (CDC, 2006b, p. 425).

The editorial note also recommends that the CDC
be on record as recommending that HIV testing, ed-
ucation, prevention, and access to treatment be avail-
able toall populations, including inmates. Importantly,
the note urges that postrelease discharge planning
and the provision of links to medical services for
those who leave prison HIV infected be made avail-
able. Such actions and policies would, quite obvi-
ously, reduce much of the HIV risk associated with
incarceration.

Interventions Aimed at Easing
the Burden of Re-entry

At the outset of this chapter, it was noted that prisons
increasingly hold members of poor communities who
are both undereducated and unemployed (Mauer,
1999; Golembeski and Fullilove, 2005). The provi-
sion of employment training programs, drug treat-
ment programs, and programs designed to increase
the educational achievement of many inmates would
dramatically improve their ability to function in so-
ciety upon release. Legislative reforms aimed at re-
storing the rights of inmates to petition and, ulti-
mately, obtain the right to vote and qualify for student
loans and government-sponsored housing would also
reverse some of the damage done to inmates and to
the families and communities that must house and
support ex-inmates upon their release.

One obvious benefit would quite probably be a
reduction in the number of ex-inmates who become
homeless soon after being released from jail or prison
and reductions in the number of recidivists who re-
turn to prison because committing crimes is perceived
to be the only viable option for survival.

FINAL THOUGHTS

Although jails and prisons are not the causes of the
HIV epidemic in poor communities of color, they con-
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tribute enormously to making the epidemic and its
impact worse.

Structural reforms aimed at changing the role of
prisons in the lives of so many poor communities of
color are not only within our collective grasp but often
involve actions that will prove to be cost-effective in the
long run because they may reduce expenditures related
to HIV health care. The costs associated with failing to
care for HIV-infected, homeless former inmates, many
of whom are treated in hospital emergency depart-
ments when their HIV disease is significantly ad-
vanced, represent just one way in which prisons and
the HIV epidemic are slowly but surely ruining the
U.S. health care system. The issue is less whether such
an impact is reasonable to predict, rather whether as a
nation we have the will to do what is so obviously
necessary to control the ravages of HIV/AIDS.
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Chapter 6

A Biopsychosocial Approach
to Psychiatric Consultation

in Persons with HIV and AIDS

Mary Ann Cohen and David Chao

All severe and complex medical illnesses have psycho-
social and psychological aspects and meanings, and
may have associated psychiatric diagnoses. Every pa-
tient with a severe and complex medical illness re-
ferred for psychiatric evaluation deserves a thorough
and comprehensive biopsychosocial assessment. For
persons with HIV and AIDS, a thorough and com-
prehensive assessment has far-reaching implications
not only for competent and coordinated care but also
for adherence to medical treatment and risk reduc-
tion, as well as public health. Psychiatric disorders are
associated with inadequate adherence to risk reduc-
tion, medical care, and antiretroviral therapy. While
adherence to medical care for most medical illnesses
has major meaning to patients, loved ones, and fami-
lies, adherence to medical care for HIV and AIDS has
major implications for reduction of HIV transmission
and prevention of emergence of drugresistant HIV
viral strains. Most persons with HIV and AIDS have
psychiatric disorders (Stoff et al., 2004) and can ben-
efit from psychiatric consultation and care. The rates
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of HIV infection are also higher among persons with
serious mental illness (Blank et al., 2002).

In 1967 Lipowski provided a classification of
commonly encountered problems at the medical-
psychiatric interface that is still relevant to AIDS psy-
chiatry today. These problems (with a modification of
the fifth item, discussed in Chapter 1 of this book)
include psychiatric presentation of medical illness, psy-
chiatric complications of medical illnesses or treat-
ments, psychological response to medical illness or
treatments, medical presentation of psychiatric illness
or treatments, and comorbid medical and psychiatric
illness. These five problems have been illustrated with
case vignettesin Chapter 1. Some persons with HIV and
AIDS have no psychiatric disorder, while others have
a multiplicity of complex psychiatric disorders that are
responses to illness or treatments or are associated with
HIV/AIDS (such as HIV-associated dementia) or co-
morbid medical illnesses and treatments (such as hep-
atitis C, cirrhosis, or HIV nephropathy and end-stage
renal disease). Persons with HIV and AIDS may also
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have comorbid psychiatric disorders that are co-
occurring and may be unrelated to HIV (such as schizo-
phrenia or bipolar disorder). The complexity of AIDS
psychiatric consultation is illustrated in an article
(Freedman etal., 1994) with the title “Depression, HIV
Dementia, Delirium, Posttraumatic Stress Disorder
(or All of the Above).”

Comprehensive psychiatric evaluations can pro-
vide diagnoses, inform treatment, and mitigate an-
guish, distress, depression, anxiety, and substance use
in persons with HIV and AIDS. Furthermore, thor-
ough and comprehensive assessment is crucial because
HIV has an affinity for brain and neural tissue and can
cause central nervous system (CNS) complications
even in healthy seropositive individuals. These com-
plications are described in Chapters 10, 17, and 19 of
this book. Because of potential CNS complications
as well as the multiplicity of other severe and com-
plex medical illnesses in persons with HIV and AIDS
(Huang et al., 2006), every person who is referred for
a psychiatric consultation needs a full biopsychoso-
cial evaluation. In this chapter, we provide a basic ap-
proach to persons with HIV and AIDS who are re-
ferred to an AIDS psychiatrist and a template for a
comprehensive psychiatric evaluation. Neuropsycho-
logical evaluation can be a valuable adjunct in some
persons with HIV and AIDS and is covered in
Chapter 7.

SETTINGS FOR AIDS PSYCHIATRIC
CONSULTATIONS

Psychiatric consultations are requested in inpatient
and ambulatory divisions of acute care facilities and
in chronic or long-term care facilities. Consultations
may also be requested in other settings including the
home care setting, the settings of marginal housing
(such as shelters and single room occupancy transi-
tional housing), correctional facilities, and in home-
less outreach contexts. The complexities of the many
special settings where persons with AIDS may be eval-
uated are covered in Chapter 31 as well as in Chapter
5, where correctional facility settings are addressed in
further detail. Recently published textbooks of psy-
chosomatic medicine (Stern et al., 2004; Levenson,
2005) cover psychiatric assessment of patients in the
general-care acute medical setting but do not address
specifics of psychiatric evaluation in the ambulatory
setting. Since AIDS is now regarded as a chronic se-

vere illness, most persons with HIV and AIDS are seen
in outpatient settings, clinics, private offices, and other
ambulatory care facilities.

As the medical care of persons with HIV and AIDS
has shifted to the ambulatory setting, the psychiatric
care for persons with HIV and AIDS has shifted as well,
particularly in urban areas where mental health pro-
fessionals are readily available in academic medical
centers. Many models of mental health care delivery
are used in the ambulatory setting. There is no clear
evidence base to determine the best practice model,
but many patients and clinicians are most satisfied
with a colocated model of care that is based in the am-
bulatory HIV setting. Both inpatient and ambulatory
evaluations will be presented in these assessments.

COMPREHENSIVE PSYCHOSOCIAL
AND PSYCHIATRIC CONSULTATIONS

Outpatient Consultations

A colocated AIDS psychiatry team can provide on-site
psychiatric evaluations and consultations as well as
follow-up psychiatric care. Since attending a psychi-
atric clinic and an AIDS clinic may be perceived by
some patients as doubly stigmatizing, persons with
HIV and AIDS are sometimes relieved to learn that
psychiatric care is a routine part of their comprehen-
sive HIV care or HIV prenatal care and may find it
more acceptable than having to be seen in a psychi-
atric outpatient setting. In the setting of the HIV clinic,
a consultation may be requested by the primary HIV
clinician directly through personal contact, by tele-
phone contact, or by written request. The HIV clini-
cian may indirectly request a consultation through
another member of the team, often a social worker or
other clinician.

Process of Psychiatric
Outpatient Consultation

The consultation begins with a discussion between the
HIV clinician and AIDS psychiatrist to determine the
reason for the psychiatric referral, the expectations of
the consultee, the urgency of the referral (manifest
content of the consultation), and some of the feelings
that the patient has engendered in consultee (latent
content of the consultation). During this discussion,
the HIV clinician can provide a summary of the
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patient’s medical history and current condition as well
as what medications are being prescribed for the pa-
tient. The psychiatrist can review the medical record
in further detail. Ideally, if the patient is in the clinic
for a scheduled visit with the HIV clinician when
the AIDS psychiatrist is available, an introduction by
the HIV clinician may prove invaluable and demon-
strate the level of coordination of care being offered to
the patient. The AIDS psychiatrist can be introduced
as an integral member of the multidisciplinary team
providing ongoing patient care. The HIV clinician
can then discuss his or her concerns about the patient
and the reasons for the psychiatric consultation. This
open discussion by a sensitive and caring clinician
with the psychiatric consultant in the presence of the
patient can lead to better acceptance of the referral
and set the stage for a continued collaborative rela-
tionship. It also serves to diminish anxiety in the pa-
tient and perhaps even serves to dispel or at least miti-
gate frightening myths about psychiatrists and mental
health care. It is especially encouraging if the primary
provider can discuss the need for the consultation as
a means of providing him or her with help in better
understanding and caring for the patient. The consul-
tation is scheduled and the consulting AIDS psychi-
atrist reviews the chart to familiarize himself or herself
with the patient’s history and medical condition.

Comprehensive Outpatient
Psychiatric Consultation

When the patient arrives for the first visit, the AIDS
psychiatrist can set the tone for a nonjudgmental eval-
uation by starting with an introduction that is sensitive
to the patient’s potential anxiety surrounding the en-
counter. Suggestions for such an introduction include
greeting and shaking hands. Shaking hands is espe-
cially important for persons with HIV and AIDS who
are exquisitely sensitive to others’ fears of contagion and
may be reassured by a warm handshake. The intro-
duction includes the AIDS psychiatrist addressing the
patient by his or her title and last name (Mr. A), stating
his or her title and last name (Dr. P), and accompa-
nying the patient from the waiting area into the psy-
chiatric consulting room. After closing the door to es-
tablish privacy and providing for appropriate seating
and comfort, the psychiatrist asks the patient “How
are you feeling today?” After listening to the response
and following leads if applicable, the psychiatrist then
describes the reason for the consultation. “Dr. M asked

me to evaluate you for depression. Did she tell you that
she was asking me to see you? How do you feel about
seeing a psychiatrist?” This may provide an opportu-
nity to ask Mr. A if he has ever seen a psychiatrist or
had contact with the mental health system in the past.

During the process of the introduction, the psychi-
atrist can begin to assess the patient through careful
observation. Specific observations are described in de-
tail below under the section on general appearance,
manner, and attitude but should begin at the first
moment of the encounter.

Chief Complaint and History
of Present Illness

The psychiatrist elicits the patient’s chief complaint in
his or her own words and follows with the history of the
present illness, including the onset, course, progres-
sion, and medications if any, along with the current
medical and psychiatric symptoms and illness chro-
nology. It is important for establishment of rapport
to allow the patient to tell the story of the illness in his
or her words with minimal interruption or intrusion
except for occasional redirection. Although the psy-
chiatrist may wish to have a thorough review of the
history in chronological order, it is better to allow the
patient to provide the story and for the psychiatrist to
reconstruct the chronology by asking questions if the
history is unclear. Allowing the patient to tell his or her
story enables the psychiatrist to observe for cognitive
impairment and to determine whether the patient is
an accurate historian. Hearing the history of present
illness recounted as a story often provides more infor-
mation about remote and recent memory than does
routine questioning. Following leads is more useful
than proceeding on a set course of history-taking that
may serve to derail an anxious patient. A compre-
hensive psychiatric assessment of a person with HIV or
AIDS would not be complete without a determination
of the patient’s understanding of his or her illness and
its treatments (Cohen 1986, 1987, 1992; Cohen and
Weisman 1988; Cohen and Alfonso 1998, 2004).

Past History

Although there is no special set order, the rest of the
history-taking process should follow leads, if possible,
and should proceed from less anxiety-provoking to
more anxiety-provoking issues. The demographic in-
formation and current life situation may be easy for
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some individuals to start with and may enable the pa-
tient to become comfortable and used to the new set-
ting and start to develop a connection while discussing
these somewhat less charged issues. It is especially im-
portant to learn early on about the patient’s occupation
or former occupation (if any) and about the patient’s
family structure and whether or not the patient has a
partner, children, or grandchildren. Expression of in-
terest in the patient’s occupational and family history
can help the patient feel a sense of the psychiatrist’s per-
sonal interest and perceive that the psychiatrist is think-
ing about him or her as not just a patient, symptom, or
illness, but as a person in the context of family, society,
and community.

Medical History

The general health and medical history should include
information about medical illnesses and symptoms,
hospitalizations, surgery, traumatic injuries as well as
medications and other treatments. It is also helpful to
determine whether the patient is consulting clinicians
other than the primary HIV referring clinician and, if
so, whether other medications are being prescribed.
Complementary and alternative healing modalities
should be explored in a nonjudgmental manner. Ad-
ditionally, information about nutrition and exercise
can be addressed.

Specifics about HIV medical history include how
and when the patient first learned about his or her
serostatus, current and nadir CD4 counts if known,
viral load, course and responses to illness, and treat-
ments and responses to treatments. If the patient is
known to have hepatitis C, history of course, treat-
ments, and results are also relevant. Review of labo-
ratory data, X-rays and other imaging studies, and other
ancillary data through discussion with the primary phy-
sician and/or by a review of the medical record is a
necessary part of the psychiatric consultation.

Early Childhood, Developmental, Social,
and Family History

Once again, it is helpful to begin with the less affect-
laden material, such as age, date of birth, and place of
birth. Open-ended questions such as “What was it like
for you growing up?” and “Who was in your family
when you were growing up?” may be ways to begin.
Exploration of relationships with parents, siblings,

and other family members as well as discussions about
parental drug and alcohol use can follow. Family his-
tory also includes information about illness patterns,
particularly psychiatric illnesses such as bipolar disor-
der or schizophrenia. History and chronology of early
childhood losses are highly significant and deserve
careful interest and documentation. Educational his-
tory includes the following questions and is rele-
vant in determination of current level of intellec-
tual and occupational function: (1) “How far did you
go in school?” (2) “How did you do in school?” (3)
“What was school like for you?” (4) “Were there any
problems with learning?”

A thorough housing history includes questions
about where the patient lives, whether the patient lives
alone or with others, and whether the patient is home-
less or marginally housed. Specific information about
housing includes whether the patient is in his or her
own apartment or home, if the patient is comfortable
and has space, privacy, an elevator if mobility is com-
promised, heat, and hot water, and if the home is free
of rodents or other pests. Persons who live in marginal
housing, in shelters, or on the street may feel embar-
rassed to discuss these issues and may not disclose this
information as a result.

Family history includes information about family
of originas well as relational history with partners. Since
itis hard to suffer an illness in silence, it is important to
ask whether the patient has disclosed his or her sero-
status to anyone in the family or to any partners. Dis-
closure may be easier for some patients and difficult to
near impossible for other patients. The multidimen-
sional determinants in considerations of disclosure
include relational, psychological, social, cultural, spir-
itual, and political factors. Fear of disclosure to aged
parents is often used as a reason for not telling any
family member about serostatus.

Ages and health status of parents or dates and causes
of death along with number, ages, and health of sib-
lings are relevant. History of medical or mental ill-
nesses and impact on the patient are also significant.
Relational history includes information about past and
current partners and whether the patient is in a rela-
tionship. Allowing the patient to discuss the relation-
ship is important. Such discussions should include
questions about disclosure of serostatus to his or her
intimate partner. It is important to ask for the number,
names, ages, health, and whereabouts of children, if
any, along with the status of the parent—child rela-
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tionship. The complex issues of whether and when to
disclose to children are relevant. Dialogue about dis-
closure can begin during history-taking.

Occupational History

Occupational history is an important determinant of
level of function. An individual who never worked
may or may not feel distressed by being too ill to work.
However, for individuals who have worked and who
took pride in their career, the inability to work can be
devastating and may be a significant contributor to a
sense of loss or distress. It is important to ask questions
about occupation in a way that is sensitive to the in-
dividual’s current condition. If someone is bed-bound
and near the end of life, it is helpful to acknowledge
clearly that you recognize that the patient is no longer
able to work but may have worked in the past. Simi-
larly, in the ambulatory setting it is best not to make
assumptions and to elicit information about occupa-
tion in a sensitive and compassionate manner. It is also
important to be able to use the information in sub-
sequent visits and to record it clearly in the medical
record so that the information is available to other
members of the team. A former home attendant, pro-
fessional musician, foreman, teacher, nurse, or super-
intendentmay take considerable pride in his or her hard
work. For those individuals who are still able to work
this can be a source of validation and meaning for
some and a source of stress and fatigue for others.

Trauma History and Response
to Trauma History

History of early childhood and other trauma is not easy
to obtain. Trauma may be accompanied by amnesia,
regardless of whether traumatic brain injury was in-
volved. Trauma may also be followed by intense re-
pression of horrific events. Some patients may refuse
to talk about painful experiences whether distant or
recent, particularly on a first encounter with the psy-
chiatrist. Furthermore, if there is a history of trauma
and such trauma was perpetrated by a parent or other
close relative, this absolute violation and betrayal leads
to loss of the most significant paradigm and basis for
future development of trusting relationships. Hence,
the patient may find it difficult to trust physicians and
other health professionals who may represent those
very figures of parental authority. A brief, supportive

statement validating the difficulty of talking about
early trauma may serve to mitigate discomfort. Addi-
tional reassurance that it is normal for persons who
have experienced early-childhood abuse or neglect to
have problems with trust can also be comforting.

If the patient is willing to discuss the painful ex-
periences, it is helpful to ask direct and closed-ended
questions unless the patient proceeds to tell the story
in his or her own words. The patient may, in fact, feel
relieved to be able to talk about these secrets after
many decades. Questions may include those about
physical and emotional abuse as well as neglect. Ask-
ing about being a witness to physical or threatened
violence on a repeated basis or seeing one parent try-
ing to hurt or kill the other parent may be relieving
to the patient who has not been able to tell anyone
about it because of threats or fear of reprisals. Specific
questions about sexual abuse should elicit informa-
tion about unwanted touching, molesting, or fondling
as well as penetration, intercourse, and rape. It is also
important to determine the dates of the traumatic
events wherever possible. Later trauma such as rape,
life-threatening robbery, kidnapping, or the witnessing
of trauma, including combatrelated trauma, can be
explored in detail as well. Finally, head trauma, of-
ten accompanied by amnesia, should be specifically
addressed.

A history of trauma is significant in evaluating for
trauma sequelae including dissociative phenomena,
hyperarousal, depression, eating disorders, substance
use disorders, psychiatric disorders (especially posttrau-
matic stress disorder), domestic violence, and com-
mercial sex work. Specific questions about posttrau-
matic stress disorder include those about dissociation,
intrusive thoughts, flashbacks, nightmares, easy star-
tle, hypervigilance, insomnia, and a sense of a fore-
shortened future.

Sexual History

Persons with HIV and AIDS have sexual needs as well
as needs for companionship, tenderness, love, and ro-
mance. Many individuals are extremely uncomfort-
able discussing sexual feelings and may sufferin silence
with problems of arousal, pain, or excitement. Some
persons find it difficult to ask a partner to use a con-
dom. Men and women with HIV and AIDS have a high
prevalence of alcohol and other drug use and some
may continue substance use and associated HIV risk
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behaviors such as sharing of needles and exchange of
sex for drugs or money. The AIDS psychiatrist needs

Psychiatric History

to be comfortable with taking a sexual history and as  Persons with HIV and AIDS have a high prevalence of

well as drug and alcohol histories. Suggestions for  psychiatric disorders, although some persons with HIV
taking a sexual history are summarized in Table 6.1.  and AIDS have no psychiatric disorders while others

TABLE 6.1. Sexual History-Taking

Setting the Tone

L.

Often people with chronic medical illness experience problems with their sexual function. What is
your sexual function like since you have been ill?

. How is your sexual function since you have been physically ill compared with that when you were healthy?
. Often people with psychiatric illness such as depression experience problems with their sexual

function. What is your sexual function like since you have been ill?

. How is your sexual function since you have been depressed (or had another psychiatric illness)

compared with that when you were healthy?

. Often people who need to take medications experience problems with their sexual function. What is

your sexual function like since you have been on (the medication)?

. How is your sexual function since you have been on (the medication) compared with that before

starting on (the medication)?

Sexual Experience

7.

8.

9.
10.
11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21
22.
23.

When did you have your first period?

What was the experience of having your first period like for you?

When did you have your first ejaculation?

What was the experience of having your first ejaculation like for you?
How has your period changed over the years?

How have the changes in your hormones affected your sexual function?
How enjoyable is sex for you?

How enjoyable is masturbation for you?

Do you have (a) sexual partner(s)?

Are you sexually active?

What is the frequency of your sexual activity?

Have you noticed a change in the frequency of your sexual activity?
How do your religious beliefs affect your sexuality?

How do your cultural beliefs affect your sexuality?

Which of your sexual practices do you associate with feelings of shame?
Which of your sexual practices do you associate with feelings of anxiety?
Which of your sexual practices do you associate with feelings of unhappiness?

Safe and Unsafe Sex

24.

25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.

What methods are you using to prevent yourself from getting sexually transmitted infections
(herpes, gonorrhea, syphilis) or HIV infection? How many sexual partners do you have?

How many sexual partners have you had?

How has your number of sexual partners changed over time?

What kind of barrier contraception are you using?

What kind of spermicidal preparation are you using?

What lubricants do you use during sexual intercourse?

Are you aware that petroleum-based lubricants (Vaseline and others) can cause leakage of condoms?

How do you put a condom on?

At what point during intercourse do you put on a condom?

How do you ensure that there is no air bubble trapped inside the condom?

While wearing a condom, how do you ensure that there is no leakage during intercourse?

How do you ensure that there is no leakage upon condom removal?
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may have a multiplicity of serious and often inca-
pacitating psychiatric illnesses. Persons with HIV and
AIDS are at especially high risk for cognitive disorders,
affective disorders, substance use disorders, and post-
traumatic stress disorder. There is also an association
between serious mental illness and HIV-related ill-
ness, documented in a large study of treated Medicaid
recipients. In this study, Blank and colleagues (2002)
found a high HIV seroprevalence rate among treated
Medicaid recipients with serious mental illness. They
found that the HIV seroprevalence rate was four times
higher among persons with schizophrenia and five
times higher among persons with mood disorder than
for persons without serious mental illness. They esti-
mate that the untreated rates may be 10 to 20 times
higher for persons with serious mental illness than for
persons without serious mental illness.

The prevalence of psychiatric disorders in persons
with HIV and AIDS is discussed in depth in Chapter 4
and a comprehensive approach to each of the most
prevalent psychiatric disorders is presented in Chap-
ters 8 through 13 of this book.

A comprehensive assessment of prior psychiatric
symptoms, a history of psychiatric disorders, and a his-
tory of treatment for psychiatric illness include a his-
tory of inpatient and outpatient treatment, types of
treatment, course of illness, and current involvement
in psychiatric care. It is important to ascertain whether
the patient is still in the care of other mental health
clinicians and to obtain permission to contact the
treating mental health clinician if appropriate. A full
review of both current psychotropic medications and
those previously prescribed is important. Since there is
a high prevalence of mood disorders in persons with
HIV and AIDS, a history of episodes of depression and
mania should be elicited. Because there is a high prev-
alence of substance use disorders and suicidal ideation
among persons with HIV and AIDS, these histories
will be delineated separately. Both of these topics are
explored in depth in other chapters in this book; sui-
cide is covered in Chapter 18 and substance use dis-
order is covered in Chapter 8.

Suicide History-Taking

There is no treatment for suicide, only prevention and
education. To evaluate for suicide risk in vulnerable
persons with HIV and AIDS, AIDS psychiatrists and
other clinicians need to be able to take a suicide his-
tory, recognize and ensure that depression and other

TABLE 6.2. Risk Factors for Suicide

. Hopelessness

. Impulsivity

. Substance use disorder

. Previous suicide attempts
. Recent illness

V1w N

[*))

. Recent hospitalization
. Living alone

. Inexpressible grief

. Depression

O o -1

psychiatric disorders are treated, determine risk fac-
tors and etiologies, and ultimately help to resolve the
suicidal crisis. Psychiatrists need to feel comfortable
with taking a suicide history and discussing suicide in
depth with a person with HIV and AIDS. This dis-
cussion entails the establishment of a trusting rela-
tionship, discussion of suicide and death in relation to
both the illness and the individual’s philosophies and
religious beliefs, and awareness of the value of con-
tinuity of care and reassurance that the patient will
not be abandoned (Cohen, 1992). No suicidal patient
ever gets the idea for suicide from talking openly about
suicide. Persons who are suicidal are able to admit to
suicidal ideation and even to plans for suicide. They
are also able to discuss prior attempts as well as pre-
cipitants. From these discussions, risk factors for the
patient can be determined and crisis intervention
initiated. Risk factors for suicide are summarized in
Table 6.2 and suicide history-taking is summarized in
Table 6.3.

Far from harming the suicidal individual with HIV
and AIDS, being able to speak openly about suicidal

TABLE 6.3. Suicide History-Taking

. Have you ever thought about killing yourself?

. What specifically made you think of suicide?

. Have you ever tried to commit suicide?

. What precipitated your previous attempt or attempts?

. How did you try to kill yourself?

. When did you try to kill yourself?

. Do you know anyone in your family or outside
your family who committed suicide?

8. Do you feel like killing yourself now?

9. What would you accomplish?

10. Do you plan to rejoin someone you lost?

11. Who would miss you?

12. What would you miss?

13. Do you have any specific plans?

14. What are they?

~1 O\ V1w N
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thoughts and feelings is highly cathartic. Thoughts of
suicide while providing some measure of consolation
and control may also be frightening, distressing, and
painful. Sharing suicidal feelings with an empathic
listener is not only relieving but may also provide the
patient with a new perspective. To resolve a suicidal
crisis, it is important to reestablish bonds, provide the
patient with a supportive network of family, loved ones,
friends, and caregivers, and identify and treat psychi-
atric disorders. Crisis intervention, networking, and
ongoing psychiatric care may help prevent suicide.

Drug History-Taking

It is important to be able to take a complete history of
substance use for each individual with HIV or AIDS
who is referred for psychiatric consultation. Patients
are often reluctant to discuss drug addiction and may
see their addiction as so much a part of their every-
day lives that it is not even given a second thought.
This can be as true for a business executive who has a
three-martini lunch and continues to drink during
and after dinner on a daily basis as it is for a chronic
heroin-, cocaine-, or sedative-hypnotic-addicted indi-
vidual. Furthermore, defensiveness and denial may
need to be understood as concomitants of addictive
disorders. For each individual, it is important to obtain
a history of the chronology of the substance use from
the first use to the last. An extremely benevolent and
nonjudgmental approach is essential to help diminish
defensiveness. An important part of the history-taking
is to be able to ask questions that are ego supportive.
Addiction history can be obtained after learning about
crises, traumas, and losses and later determining if
substances may have been used to console or self-
medicate at the times of crisis, loss, or trauma. Using
“how,” “when,” and “what” questions generally is use-
ful and can facilitate history-taking and help to avoid
the potential blaming aspects of “why” questions. Spe-
cific questions for substance use history-taking are
summarized in Table 6.4.

The comprehensive and thorough history-taking of
substance use can provide information of significance
to all members of the treatment team. It is vital to
understand what drugs will be induced or inhibited by
such substances as heroin or methadone, for example.
Drugs that induce isoenzyme cytochrome P4503A4
may lead to lowering opioid levels, resulting in a need
for increased heroin use or an increase in the dose of
methadone to obtain the same serum levels as before

enzyme induction. If the patient is on an antiretrovi-
ral, the patient may stop taking the medication be-
cause he or she is feeling uncomfortable symptoms of
opioid withdrawal. Other drug-drug interactions, in-
cluding those with psychotropic medication, are also
significant. A patient with comorbid HIV and hepati-
tis C who stops all alcohol use during interferon treat-
ment and eagerly resumes daily use after successful
treatment and eradication of hepatitis C virus puts his
or her hepatic function in jeopardy once again. For
individuals who have unprotected sexual encounters
in the context of alcohol or drug use, history-taking
has public health implications. For individuals ex-
posed to drug- or alcohol-related domestic violence,
the implications are both tragic and obvious. Hence,
for medical, psychological, and social reasons, a com-
prehensive drug history is essential in persons with
HIV and AIDS.

Inpatient General Care Consultations

For patients who are not known to the facility, it is
important to obtain as much information as is possible
from members of the medical, surgical, obstetric, or
other team providing care for the patient. A review of
the chart, laboratory data, and a list of current medi-
cations should be assessed. Clinicians should ascer-
tain the correct name and room number, and check to
be certain that the patient fits the description and that
his or her identification bracelet matches the name of
the patient referred. This is especially important be-
cause of the confidential nature of HIV illness. Spe-
cific recommendations for history-taking in the inpa-
tient general care setting are summarized in Table 6.5.

PSYCHIATRIC EXAMINATION

The complete psychiatric assessment of a person with
HIV and AIDS includes an evaluation of all the
ego functions listed below as part of the examination.
Every patient deserves the full baseline cognitive
assessment suggested below, since early cognitive
changes may be very subtle. A patient may have no
evidence of disorientation to person, place, or time,
may be able to register and recall, and may not have a
subjective awareness of any cognitive difficulty even
though executive dysfunction may appear in a clock
drawing and preclinical findings may be indicated in
constructional apraxia on three-dimensional cube or
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TABLE 6.4. Substance Use History-Taking

1. Many people who are ill may use drugs or alcohol to get through difficult times.
What have you used to get through these times?

2. Specifically ask about all drugs by name and street name:

Alcohol
Heroin—dope, smack, horse
Cocaine—crack, freebase

Cannabis—marijuana, weed, dope, pot, joints

Sedative-hypnotics—primarily benzodiazepines such as alprazolam, Xanax, or sticks

Hallucinogens
Lysergic acid dethylamide, LSD, or acid
Psilocybin or mushrooms

Methamphetamine or speed, ice, crystal meth, crank
Dimethoxymethylamphetamine or DOM, STP
Methylenedioxymethamphetamine or MDMA, Ecstasy, X, XTC
Ketamine or K, special K, Ket, super K, vitamin K
Gamma-hydroxybutyric acid or GHB, liquid E, Georgia Home Boy

Phencylcidine—angel dust

3. Precipitants

a. What led to your first trying (the specific substance or substances) ?

b. What was your reaction to it?
c. How were you able to get it?

d. What effect did it have on the problem, crisis, or trauma in your life?

4. Chronology
. When did you first use ?
. What happened after that?

. How did using
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When did you last use?

5. Amounts, routes, and access

. What other drugs or alcohol did you use?
effect your school, work, and relationships?
. What kind of trouble did you get into?

a. What is the most you can hold or use in a day?

b. How do you take it?

Intravenous—with or without sharing of needles or works

Insufflation or snorting
Smoking

Subcutaneous or skin-popping
Oral

c. What illegal means did you need to resort to in order to get it?

Exchange of sex for drugs
Selling drugs

Selling belongings
Selling family belongings
Robbery, violent crime

6. Course, stage of change, and treatments

Bender-Gestalt drawings. Early-stage dementia may
be indicated on formal testing in the comprehensive
assessment described. In addition to cognitive disor-
ders, a comprehensive psychiatric examination will
provide evidence of any other psychiatric disorders. It
will help inform decisions on the patient’s ability to
adhere to care, as well as lead to psychiatric treatment
to alleviate distress and suffering and decrease mor-

bidity and mortality associated with nonadherence to
care.

As with history-taking, there is no set order for the
psychiatric examination. The least challenging and
affect-laden areas should be addressed first and the
more complex and difficult oneslast. Many of the func-
tions being evaluated will have been observed dur-
ing the process of meeting the patient and taking the
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TABLE 6.5. Recommendations for History-Taking on Inpatient General Care

1. Knock on the door of the room even if it is open, and await a response.

2. Ascertain the patient’s identity verbally and also with identification bracelet while beginning
introductions.

3. Introduction by name and title: “Good morning Ms. B, I am Dr. P and I am a psychiatrist
(while shaking hands).

4. Establish privacy by using the privacy curtains or door of the room.

5. Sit down near the bedside, preferably at the same level as the patient if possible.

6. Attend to distractions with patient’s permission.

7. If the television is on at high volume, ask to turn it down.

8. If visitors are present, determine whether to proceed with the interview, request time alone,
or reschedule after the visitors leave. Visits by partners, family members, or friends are especially
important to persons with HIV and AIDS who, in addition to feeling isolated and alone as
with any severe illness, are extremely sensitive to rejection and discrimination and may place
a higher value on the presence of visitors.

9. Attend to comfort and address pain or other urgent issues.

. Obstacles to communication

a. The sleeping patient
Since sleep disturbances are prevalent in persons with HIV and AIDS, consider allowing
the patient to rest, and come back later.
One may attempt to arouse the patient and obtain permission to proceed with the introduction
and interview with appropriate apology for disturbing his or her sleep.
b. Pain
Address pain issues with the primary nurse or physician.
c. Nausea or vomiting
Provide an emesis basin and report to primary nurse.
d. Need for bedpan or assistance to the bedside commode
Provide bedpan if available or contact nursing assistant.
e. Sensory deficits
¢ Visual impairment
Describe what you are doing and what is happening and be certain not to touch the patient
before fully explaining that you would like to shake hands in greeting and who and
where you are.
¢ Hearing impairment
Ascertain that hearing aids are in place or obtain amplifiers.
Use lip reading if possible.
Speak slowly, loudly, and clearly and on the side of the ear with the better hearing.
f. Obtain interpreters if there is a language barrier.
g. Communication barriers: endotracheal tube, tracheostomy, or ventilator
Use a clipboard, paper, and pen to enable the patient to write responses to simple questions
if possible.
Make use of a communication board if writing is not feasible because of paralysis
or paresis.
If these measures are not possible, use closed-ended questions with a code such as head-nodding,
blinking (1 blink designates “yes” and 2 blinks designates “no”), or finger squeezing
(1 squeeze means “yes” and 2 squeezes means “no”).

history. However, time has to be set aside to complete
a full evaluation of the patient’s ego functions and
current presentation, including assessment for de-
pression, anxiety, psychosis, suicidality, dangerousness
to others, and cognition. The setting of the consulta-
tion is meaningful, with a higher prevalence of delir-
ium to be anticipated in acute general-care units and
especially intensive care units, and a higher preva-

lence of HIV-associated dementia can be expected in
the nursing home or long-term care facility settings.

General Appearance, Manner, and Attitude

The psychiatrist can observe for signs of medical or
psychiatric illnesses: mobility, gait, abnormal move-
ments, general appearance, grooming, appropriateness
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and neatness of attire, responsiveness, cooperation, and
ability to maintain eye contact. Observation for psycho-
motor retardation (slowing) or agitation can be help-
ful. The psychiatrist can listen carefully for rate, qual-
ity, tone, audibility, modulation, and form of speech,
including evidence of prosody, aphasias, or dysphasias.
Additionally, observation of skin for icterus, pallor, cy-
anosis, edema, rashes, or other lesions can be helpful.
The psychiatrist should also evaluate whether the pa-
tient appears healthy or ill, robust or cachectic, with
signs of wasting and protein energy undernutri-
tion. Obvious signs of specific medical illness or organ
impairment include seizures, involuntary movements,
tremors, paresis, paralysis, facial droop or asymmetry,
exophthalmos, neck fullness, spider angiomata, asci-
tes, anascarca, dyspnea, clubbing, and pedal edema.
The psychiatrist can look for signs of delirium such as
fluctuating levels of consciousness, mood, and behav-
ior and falling asleep during the evaluation. Similarly,
delirium related to intoxication or withdrawal can be
observed with signs of slurred speech, “nodding out,”
flattening of the nasal cartilage (due to cocaine in-
sufflation), tremulousness, pinpoint pupils (from use
of opioids), dilated pupils (from opioid withdrawal or
PCP), tracks and abscesses from injection drug use,
and skin lesions indicative of subcutaneous drug use.
Finally, the psychiatrist can look for signs of side ef-
fects of medications such as lipodystrophy from anti-
retroviral medications or orobuccolingual movements
(tardive dyskinesia) from psychotropic medications.

It is also important to determine whether the pa-
tient appears his or her stated age and, if the patient is
working, whether he or she is appropriately attired for
the occupation. Observing for relational ability, eye
contact, handshake, and ability to engage is also sig-
nificant. The patient’s cooperativeness, hostility, de-
pression, anxiety, and fear should be noted.

Affectivity and Mood

Observation of affect includes attention to euthymia,
depression, anxiety, elation, irritability, hostility, ex-
pansiveness, and constriction or fullness of range. Af-
fectivity is a somewhat objective assessment by the
clinician, while mood is more subjective and reflects
the patient’s assessment of how he or she feels. Moods
can be sad, tearful, anxious, angry, or suspicious. Sui-
cidal ideas or intentions as well as plans or thoughts
should be explored. Violent or homicidal ideas or
plans need to be discussed.

Thought Content and Mental Trend

Delusions, ideas of reference, flight of ideas, tangen-
tiality, preoccupation, paranoid ideation, and expan-
siveness are important to assess. Specific well-formed
and systematic delusions or grandiose ideas as well as
general suspiciousness and guarding are indicative of
underlying psychotic processes.

Perception

The patient should be asked about perceptions in a
supportive manner that does not create defensiveness.
Asking whether the patient “ever sees shadows” or feels
that his or her “mind may be playing tricks” may be
helpful. Specific questions to determine the presence
of auditory, visual, olfactory, or tactile (coenesthetic)
hallucinations and formication are necessary. Visual
hallucinations include those of colorful, frightening,
Lilliputian, and specific people either alive or de-
ceased. Observation for signs that the patient is re-
sponding to internal stimuli should be documented.

Cognition

This is a crucial part of the evaluation and needs to be
done in a systematic and comprehensive and non-
threatening manner. The initial aspects have to do
with observation as described above in the section on
general appearance, manner,andattitude, observingfor
level of alertness, consciousness, confusion, fluctua-
tion, somnolence, or stupor. Careful observation may
reveal perseveration on words, numbers, or actions.
Perseveration may be evident in the absence of hear-
ing impairment when the patient responds to a prior
question more than one time as if he or she had not
heard the following question. Specific questions as to
orientation can be approached in an ego-supportive
manner and can be asked as part of the routine.
Memory is best tested by observing the patient’s ability
to provide his or her medical history in an organized
manner and asking direct and specific questions about
onset, course, and treatments. If a patient spontane-
ously reveals that memory is a problem, this lead can
be followed with a statement such as “Let’s see how
your memory is working now.” This can provide a
smooth transition into a formal assessment of cogni-
tive abilities. Memory is tested with evaluation of re-
mote, recent, registration, and recall memory (the four
“Rs of memory). Asking the patient to repeat the four
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words “hat,” “car,” “tree,” and “twenty-six” from a cog-
nitive screening device (Jacobs et al., 1977) and then
recall them again 5 minutes later provides a test for
registration and 5-minute recall. Drawings can help in
the assessment of visuospatial function as well as for
perseveration and fine hand tremor. The copying of
Bender-Gestalt drawings and a three-dimensional
cube assesses for constructional apraxia, as does a clock
drawing (Bender, 1938; Lyketsos et al., 2004). Clock
drawing is especially helpful in assessing executive
function and planning as well as constructional apraxia
and hemineglect. Irregular spacing of clock numbers
with some too close together or too far apart is indic-
ative of executive dysfunction with difficulty in plan-
ning. Left hemineglect may be associated with a lesion
in the right parietal lobe.

Repetition of numbers indicates perseveration. The
patient should be asked to draw the face of a clock,
starting with a circle and placing the numbers on the
face. The patient should then be asked to draw the
hands to represent a time of 10 after 11 on the clock
drawing to assess ability to change mental sets. Fur-
ther testing for abstract thinking with similarities and
proverb interpretation as well as interpretation of cur-
rent events is helpful. Intellectual function should be
assessed in relation to educational and occupational
levels and can be tested by observing vocabulary us-
age, comprehension level, and reasoning. To assess for
concentration, calculation, and spelling the patient
can be asked to subtract serial 7’s or 3’s and spell the
word “world” both forward and backward. Asking the
patient about their understanding of their illness can
provide an assessment of insight and judgment as well
as abstract thinking.

CONCLUSIONS

A biopsychosocial approach to psychiatric consulta-
tion can provide a way to get to know the patient in the
context of family, society, and community. This ap-
proach is a valuable asset to the comprehensive care of
a person with HIV and AIDS.
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Chapter 7

Neuropsychological Evaluation

Elizabeth Ryan and Desiree Byrd

Neuropsychological assessment can be an impor-
tant part of the care of persons with HIV. The
neuropsychological evaluation assesses a patient’s
cognitive abilities, emotional functioning (i.e., pres-
ence of mood disorders, personality functioning),
and functional ability complaints (i.e., diffculty per-
forming daily living activities). Patients who may
need assistance with daily living or who could ben-
efit from cognitive remediation can be identified
through the neuropsychological exam. This chapter
provides an overview of issues germane to the neuro-
psychological assessment of HIV patients, including
when to refer a patient for evaluation, the recom-
mended cognitive tests, and current neurocognitive
diagnostic algorithms. Given the changing demo-
graphics of the HIV/AIDS epidemic, we emphasize
the salient issues in the assessment of diverse eth-
nic populations. We also highlight the neuropsychol-
ogy of an emerging comorbid condition in HIV—
hepatitis C.

73

NEUROPSYCHOLOGY

Neuropsychology is the subspecialty of psychology that
studies the behavioral manifestations of brain dysfunc-
tion through the use of tests of cognitive and emotional
functioning. Neuropsychology is grounded in psycho-
metric theory, and testselection is based on a test’s dem-
onstrated reliability and validity for the population
being assessed. Screening instruments (e.g., bedside
mental status exams, clock drawing tests) can be useful
in the detection of general cognitive impairment but
lack the specificity and normative data to be used in iso-
lation. Other than detecting frank impairment, they
are not limited in characterizing a patient’s cognitive
status. Therefore, these types of assessments are gen-
erally not endorsed by neuropsychologists, who prefer
using well-validated tests. For instance, although the
Mental Alternation Test (Jones et al., 1993), a bed-
side test, has been validated with 62 inpatients in
the pre-HAART era, we caution against using this
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test in isolation, given the changing demographics of
seropositive individuals in the HAART era. The Men-
tal Alteration Test requires the patient to say the al-
phabet and ultimately verbally alternate between
numbers and the alphabet in sequence (i.e., 1-A, 2-B,
3-C...). Because ethnic minority patients and those
from low socioeconomic backgrounds are more likely
to have had poor-quality education despite adequate
years of education, some members may be less facile
with the alphabet. For instance, among a HAART era
cohort of predominantly ethnic minority seropositive
individuals (17% Caucasian), we found that 44%
could not write the alphabet flawlessly, despite having
a mean education of 11.9 years (Ryan et al., 2005).
Thus, individuals who perform less than 15 alterations
in 30 seconds, the required cutoff on the Mental Al-
teration Test, may not be cognitively impaired but
may have low literacy skills.

REFERRING PATIENTS FOR
A NEUROPSYCHOLOGICAL EVALUATION

Although not part of the routine medical care of per-
sons with HIV and AIDS, neuropsychological assess-
ment can provide useful clinical information. The
reasons for a neuropsychological evaluation referral
may include the following: to obtain prognosis, to di-
agnose HIV-associated neurocognitive impairment, to
screen for cognitive impairment that may affect medi-
cation adherence, and to identify the best antire-
troviral treatment. Currently it can be less clear which
patients require an evaluation, as the relation between
cerebrospinal RNA and cognitive impairment ob-
served in the pre-HAART era no longer holds in the
HAART era (McArthur, 2004). However, periodic
screening of a patient’s mental status is good practice,
and patients who exhibit a decrement should be re-
ferred for a neuropsychological evaluation. Periodic
monitoring of mental status is especially important for
patients who have been unable to achieve or sustain
viral suppression, because in the HAART era, such pa-
tients who have cognitive impairment are at increased
risk for mortality (Tozzi et al., 2005).
Understandably, practitioners often refer patients
when they have complaints. However, a seropositive pa-
tient who complains of cognitive difficulty may or may
not require a neuropsychological evaluation. Cogni-
tive complaints among persons with HIV are often as-
sociated with depression (Moore et al., 1997; Rourke

etal., 1999a). Among seropositive individuals, endorse-
ment of clinical symptoms (i.e., misplacing items like
keys, difficulty driving, reading comprehension prob-
lems) was associated with depression and anxiety and
not neuropsychological impairment; successful treat-
ment of depression alleviated cognitive complaints
(Claypoole et al., 1998). Thus, ruling out a mood
disorder is particularly important when a patient has
cognitive complaints. If a mood disorder exists and
cognitive complaints persist despite successful treat-
ment of the disorder, a neuropsychological evaluation
is reccommended.

In contrast to the overreporting of symptoms among
depressed patients, HIV-seropositive patients with bona
fide cognitive impairment may be less aware of their
cognitive difficulties (Moore et al., 1997, Rourke et al.,
1999b). HIV-seropositive patients with frontal-executive
disturbance have few subjective memory complaints,
but neuropsychological testing has revealed that in ad-
dition to conceptual problem-solving deficits, these
patients also have memory deficits. Clinicians need to
be aware that these patients will be less accurate in their
self-appraisals of cognitive functioning, thus complaints
from a collateral source (i.e., significant other, social
worker, family member) warrant a neuropsychological
evaluation referral.

NEUROPSYCHOLOGICAL BATTERY
CONSIDERATIONS

Neuropsychological assessment of the HIV patient
targets subcortically mediated cognitive processes (psy-
chomotor speed, attention/working memory, learning
and memory, and executive functioning). Below we
review the important cognitive domains to assess in the
presence of HIV and recommend tests to be used in the
assessment. As important as the tests used are, the nor-
mative databases used with the tests are even more cru-
cial because they determine impairment. With HIV
currently affecting growing numbers of ethnic minor-
ities (CDC, 2004), the cognitive assessment of HIV-
seropositive individuals has become more challenging.

Most neuropsychological tests have been normed
on primarily Caucasian samples; significant per-
formance differences exist even with neurologically
healthy ethnic minorities (compared to Caucasians).
Thus it is important to consider culture-related fac-
tors in the selection of measures, test performance,
and the interpretation of test results. For instance, if



the selected battery does not include measures that
have been validated with ethnic minority populations
or measures that do not have appropriate normative
data, the clinician risks an invalid assessment. Evalu-
ations with ethnic minority HIV-seropositive persons
may require the clinician to alter the standard battery
and substitute or supplement it with measures more
appropriate for use with certain ethnic minority
groups, especially those with limited English profi-
ciency or poor educational backgrounds.

The administration of neuropsychological tests fol-
lows standardized procedures. However, sensitivity to
the subtle nuances of cross-cultural interactions with
minority clients (e.g., level of formality, comfort and
confidence with testing, eye contact, increased im-
portance of rapport) will enhance the evaluation and
elicit better test performance. One of the primary chal-
lenges encountered with test administration among
diverse populations is the assessment of non-native
English speakers.

Assessment of patients with limited English pro-
ficiency is an especially difficult task, given the lan-
guage dependence of neuropsychological measures.
A practical, though often overlooked, first step to as-
sessment with these patients is the collection of a lan-
guage history (i.e., proficiency in English and native
language, language preference at home, age at first
English instruction, and language preference for the
assessment). Neuropsychologists who are asked to as-
sess patients who speak an unfamiliar language should
first seek and refer patients to colleagues who share the
language of the client. When a language-appropriate
referral is not available, the use of interpreters may be
unavoidable. In such cases, the identification of in-
terpreters with professional training is optimal (e.g.,
trained psychometrists, court interpreters; Artiola i
Fortuny and Mullaney, 1998). Clinicians working
with Hispanic seropositive clients can refer to the work
of Llorente and colleagues (2001) for a comprehen-
sive list of measures and normative samples useful for
neuropsychological assessment in this group.

SUGGESTED NEUROPSYCHOLOGICAL
BATTERY

Screening for Cognitive Impairment

The HIV Dementia Scale (HDS) (Power et al., 1995)
was designed as a brief screening measure to detect
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HIV-related cognitive dysfunction. Its four subtests
assess delayed recall (recall of four words after a 5-
minute delay), psychomotor speed (timed written al-
phabet), constructional praxis (timed cube copy), and
behavioral inhibition (antisaccadic errors). Recently
the HDS has been shown to be an inadequate screener
with ethnically diverse cohorts (Smith et al., 2003;
Richardson et al., 2005). The HDS scores have been
shown to be related to education and ethnicity (Chil-
ders et al., 2002) and do not take into account collat-
eral risk factors for poor neuropsychological perfor-
mance (i.e., low education) or cognitive impairment
(i.e. substance use, psychiatric disorder) that may
confound the scores of disenfranchised individuals.
The use of a short battery of tests including the
Hopkins Verbal Learning Test-Revised (HVLT-R; the
Total Recall index) and the Grooved Pegboard Test
(the nondominant hand score) or the HVLT-R Total
Recall Index and WAIS-III Digit Symbol (all discussed
below) has been found to be more accurate than the
HDS in determining impairment (Carey et al., 2004).
Alternatively, combining the Modified HDS (M-HDS)
(which excludes the antisaccade portion of the test)
with the Grooved Pegboard nondominant hand score
in a scoring algorithm (Davis et al., 2002) yielded a
sensitivity equivalent to the short battery that Carey
and colleagues recommend and may be easier for a
non-neuropsychologist to administer. The short battery
proposed by Carey et al. has the advantage of having
ethnically corrected norms for Grooved Pegboard non-
dominant (Heaton et al., 2004a) and the WAIS-III Digit
Symbol test (Tulsky and Price, 2002) and thus may be
superior for ethnically diverse clinical populations.

Premorbid Assessment

Estimation of premorbid intellectual functioning is
an essential part of interpreting neuropsychological
performance following traumatic brain injury and
disease-induced brain dysfunction such as HIV illness
with brain involvement. Clinical prediction of the pre-
sence or degree of HIV illness—induced impairment
relies on premorbid estimators, because it is rare that
a prior neuropsychological assessment exists. Various
premorbid estimation methods have been studied in
neuropsychology, including the “best performance”
method (which uses the patient’s highest test score in
the test battery), the use of actuarial or demographic
regression formulas, and measurement of cognitive
functions assumed to be resistant to disease or injury.
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The latter method includes use of tests of reading to
predict premorbid functioning. Use of reading level as
a premorbid indicator is predicated on the strong cor-
relation of reading with IQ in the general population,
its supposed greater resistance to dementia, and its
purported reliance on previous knowledge rather than
on current cognitive functioning. Reading tests such
as the WRAT-4 Reading test (Wilkinson and Robert-
son, 2006) are commonly used to estimate premorbid
functioning in neuropsychology. An important caveat
about reading tests is that nationally, ethnic minority
populations are overrepresented at the lowest literacy
levels (Kirsch et al., 2002) because of disparities in the
quality of education they receive. Given that the
HIV epidemic has increasing ethnic minority repre-
sentation, reading tests should be used with caution, as
reading levels may underestimate neuropsychological
performance in ethnic minorities (Manly et al., 2002;
Ryan etal., 2005). Nonverbal tests of intellectual func-
tioning such as the General Ability Measure for Adults
(GAMA) (Naglieri and Bardos, 1997) may be better
premorbid estimators for HIV patients with low liter-
acy, as HIV is not known to affect visual spatial func-
tioning (Ryan et al., 2006).

In summary, it is essential that a premorbid index
not overestimate or underestimate functioning, as this
will jeopardize interpretations about the degree or
even existence of HIV-related cognitive impairment.
If an adequate premorbid estimate cannot be obtained
because of a patient’s low level of education, poor qual-
ity of education, and/or different cultural background,
it will be difficult to determine whether the observed
performance represents a decline. It may be necessary
to follow the patient over time to determine whether
the patient is stable or not.

Psychomotor Functioning

HIV has a predilection for the basal ganglia (Berger
and Arendt, 2000; von Giessen et al., 2001), which
plays a pivotal role in control of movement. Psycho-
motor slowing (i.e., minor motor deficits) predicts HIV-
associated dementia, AIDS, and death (Arendt et al.,
1994; Sacktor et al., 1996) but can be ameliorated by
HAART (Ferrando et al., 1998; Sacktor et al., 2001).
Psychomotor slowing is so central to HIV that it ap-
pears to be the underlying cause of the various cog-
nitive deficits in HIV (Becker and Salthouse, 1999).
Psychomotor functioning can be assessed by vari-
ous tests. The Grooved Pegboard Test (Klgve, 1963),

which assesses psychomotor speed and fine motor
control, is sensitive to HIV (Selnes et al., 1995). The
score is the total time (in seconds) required to place 25
keyed pegsina 5 x 5 array of slotted holes. Normative
data are available for African Americans (Heaton et al.,
2004a). Psychomotor speed can also be assessed with
the Symbol Digit Modalities Test (Smith, 1982) and/
or the Digit Symbol Test (Wechsler, 1997). These tests
require the patient to substitute numbers for symbols
(orvice versa) according to a fixed key. The score is the
total number of correct items completed in a time
limit. The Digit Symbol Test (Wechsler, 1997) also
has demographically corrected norms suitable for use
with ethnically diverse patient populations (Tulsky
and Price, 2002).

Attention and Working Memory

Working memory involves the temporary storage and
rehearsal of information; an example of working mem-
ory would be memorizing a phone number without
writing it down. HIV infection is associated with dec-
rements in working memory (Wood et al., 1998; Hin-
kin et al., 2002b), which may contribute to other
HIV-associated neuropsychological deficits. Working
memory can be measured by tests such as Letter Num-
ber Sequencing (Wechsler, 1997), in which patients
order increasingly longer strings of auditorily pre-
sented letters and numbers, and the Paced Auditory
Serial Addition Task (PASAT) (Diehr et al., 2003),
which involves adding numbers presented audito-
rily. Both of these tests have demographically adjusted
norms.

Learning and Memory

HIV patients exhibit a subcortical pattern of mem-
ory deficit with poor leaning and recall of word lists
(White et al., 1997) in the absence of rapid forgetting,
as seen in cortical dementias. They tend to exhibit a
deficitin retrieval, and their memory can be facilitated
by presenting them with information in a recognition
format rather than asking them to freely recall stimuli.
The California Verbal Learning Test-II (CVLT-II)
(Delis et al., 2000) is a test of verbal learning and
memory that requires the subject to learn a word list
over the course of multiple trials and recall it imme-
diately and after a delay. The Hopkins Verbal Learning
Test (HVLT-R) is a similar test but has less extensive
norms.



Executive Functioning

Executive functioning refers to various interrelated
abilities that allow for control over thought and be-
havior in the service of goal-directed activity, problem
solving, and flexible shifting of actions to meet task
demands. HIV affects frontostriatal dysfunction and
thus, on tests of executive functioning, HIV-positive
patients often show impairment (Heaton et al., 1995;
Hinkin et al., 1999). Tests of executive functioning
include the Wisconsin Card Sorting Test (Kongs et al.,
2000), which assesses hypothesis testing, and the Trail
Making Test Part B (Reitan and Wolfson, 1985),
which requires the patient to consecutively connect
numbers and letters, alternating between the two se-
quences. Norms for African Americans are available
for Trail Making Test Part B (Heaton et al., 2004a).

Functional Assessment and Impact

Assessment of a patient’s level of everyday functioning
is also an important aspect of the neuropsychological
evaluation. Typically, functional ability is measured
by self- and significant-other reports. Self-reports are
used because most objective measures of everyday
functioning are laboratory based and are not com-
mercially available like neuropsychological tests are.
HIV neuropsychological deficits are associated with
complaints about not being able to perform instru-
mental activities of daily living and vocational func-
tioning (Heaton et al., 1994b; Albert et al., 1995),
worse everyday functioning on laboratory-based mea-
sures (i.e., shopping, cooking, financial management)
(Heaton et al., 2004b), impaired driving ability
(Marcotte et al., 2004), increased unemployment (van
Gorp et al,, 1999; Rabkin et al., 2004), and worse
performance on standardized work samples (Heaton
et al., 1996). Of particular importance to clinicians is
information abouta patient’s ability to effectively man-
age his or her medications. Seropositive individuals
with impairments in memory, executive function, and
psychomotor skills have been found to have significant
difficulties on medication management ability and
adherence tasks (Hinkin et al., 2002a; Albert et al.,
2003). Medication management ability is assessed by
means of a laboratory task, the Medication Man-
agement Test (Albert et al., 1999), which measures
the ability to interpret prescription label information
and dispense medication, or by use of the Medication
Event Monitoring System (MEMS) (Hinkin et al.,
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2002a), in which a computer chip embedded in
the top of the pill bottle automatically records the
date, time, and duration of pill bottle opening. While
these medication management assessment techniques
are not part of a traditional neuropsychological battery,
patients with neuropsychological deficits and their sig-
nificant others or caregivers should be asked about
their (or the patient’s) medication adherence. The
Instrumental Activities of Daily Living Scale (Lawton
and Brody, 1969) can be used to assess complaints
about the inability to accomplish instrumental activ-
ities of daily living. This scale assesses the ability to
perform tasks such as preparing meals, managing fi-
nances, and taking medications properly. For patients
with functional impairments, visiting nurse service, a
home health aide, or an occupational therapy refer-
ral may be appropriate. For patients with cognitive
impairments who drive, a driving evaluation is re-
commended.

INTERPRETATION AND DIAGNOSES

The interpretation of neuropsychological test results is
the most decisive stage in the assessment process. It is
at this point that clinicians use available evidence to
determine whether a patient’s pattern of performance
is impaired and whether the observed impairment is
due to HIV or other contributing factors. In the assess-
ment of ethnic minority persons with HIV and AIDS,
the task of test score interpretation is complicated by a
number of factors, among them being the dispropor-
tionate presence of confounding conditions (e.g., low
quality of education, medical illness) and inappropri-
ate normative data. Interpretation difficulties jeopar-
dize the accuracy of the final diagnosis (Manly and
Jacobs, 2002a).

Two major diagnostic systems exist to categorize
HIV neurocognitive disorders. Whilea thorough review
of the evolution of these diagnostic systems is beyond
the scope of this chapter, a brief discussion of the two
systems and their interaction with ethnic minority
status is presented below.

American Academy of Neurology AIDS Task
Force Algorithm and Dana Modification

The most widely accepted rubric for understanding
neurocognitive impairment in HIV is the diagnostic
criteria established in 1991 by the American Academy
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of Neurology’s (AAN) AIDS task force (AAN, 1991).
The AAN criteria functioned to standardize and ob-
jectify a rating system for HIV-associated dementia
(HAD) and HIV-associated minor cognitive motor
disorder (MCMD). Please refer to Chapter 10 of this
book for a more extensive discussion of these issues. In
general, AAN criteria require impaired cognition in at
least two domains (each of which may be represented
by a single test), neurological abnormalities or decline
in motivation, behavior, or emotional control, and
related impairment in functional status. These criteria
were further refined and operationalized by the Dana
consortium (1996). Importantly, both the Dana mod-
ification and the AAN criteria require the use of age-
and education-corrected normative data when inter-
preting neuropsychological data. This recommenda-
tion is very important and should not be overlooked.
Without the proper matching of demographic char-
acteristics between patients and the normative data
used to interpret test results, HIV-seropositive patients,
particularly ethnic minorities and those with low lev-
els of education, are at significant risk for misdiagnoses
(Ryan et al., 2005). A major critique of the AAN di-
agnostic system is the low threshold for neuropsycho-
logical impairment and lack of adequate consider-
ation of confounding conditions (i.e., lower quality of
education, medical illnesses).

Clinical Ratings Method

A clinical ratings approach to evaluating neuropsycho-
logical impairment in patients with HIV was devel-
oped by the HIV Neurobehavioral Research Center
(Heaton et al., 1994a). In this approach, test perfor-
mances from a large battery of tests are grouped into
cognitive domains (i.e., psychomotor functioning, at-
tention and working memory); scores are then trans-
formed into age-, education-, and, where appropriate,
ethnicity-corrected standardized scores. Subsequently,
clinical ratings are assigned to each cognitive domain
by means of a scaled score ranging from 1 (above av-
erage) to 9 (severely impaired). A global score is then
calculated based on review of domain ratings, with
greater weight afforded to impaired domains and con-
siderable leeway granted to premorbid level of func-
tioning. Therefore, significant cognitive dysfunction is
necessary before a person is labeled with generalized
cognitive impairment. Finally, to meet criteria for an
HIV-associated neurocognitive disorder, the patient
must demonstrate neuropsychological impairment in

at least two domains and functional impairment in
activities of daily living. Though limited in use, this
method has proven to have adequate interrater reli-
ability (Woods et al., 2004). Unlike the AAN method
or its Dana modification, the clinical ratings method
does not require motor, neurological, or emotional im-
pairment for the diagnosis of HAD or MCMD.

Few studies exist that rigorously compare different
ratings systems for HIV-associated neurocognitive dis-
orders. Our laboratory recently compared the Dana
modification of the AAN and clinical ratings systems
for estimating prevalence of neurocognitive disor-
ders in a sample of urban, ethnic minority seropositive
adults. Neuropsychological data from 254 seroposi-
tive adults (44% African American, 32% Hispanic,
and 24% Caucasian) from the Manhattan HIV Brain
Bank (http:/www.hivbrainbanks.org; Morgello et al.,
2001) were reviewed. From a consensus meeting, all
patients received a diagnosis of HAD, MCMD, or
neuropsychological impairment due to other causes
(NPI-O). Though not a formal diagnostic category of
the AAN system, labels of NPI-O were assigned to
patients with significant confounds (i.e., head trauma,
low premorbid functioning) within both systems. Us-
ing the Dana modification of the AAN system, ethnic
minorities were significantly more likely than Cau-
casians to be diagnosed with HIV-associated neuro-
cognitive impairment (86% vs. 64%; y=11.2,
p=.001). The clinical ratings method did not gen-
erate ethnic disparities and resulted in comparable
rates of HAD and MCMD among ethnic minority
and Caucasian patients (35% vs. 30%; p > .05). Both
methods, however, yielded a high rate of NPI-O di-
agnoses (AAN =37%, CR=46%). These results sug-
gest that the AAN method may be overly sensitive
and lack specificity in identifying neuropsychological
impairment in urban, ethnically diverse seropositive
populations, resulting in potentially inflated estimates
of HIV-associated neurocognitive disorders. A high
prevalence of non-HIV neuropsychological impair-
ment was observed across systems, especially among
ethnic minorities. Diagnoses of NPI-O occurred pri-
marily among patients with low levels of education;
this group presents a major diagnostic challenge and
highlights the need for improved diagnostic tools for
seropositive cohorts with multiple confounding char-
acteristics. These data also underscore the importance
of consideration of ethnicity in the conceptualization
of HIV neurocognitive disorders. Without proper ex-
amination of the validity of diagnostic systems in
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different ethnic groups, estimates of the prevalence
and incidence of these disorders risk serious misrep-
resentation.

The most detrimental consequences of not care-
fully considering cultural background in the con-
ceptualization of HIV-associated neurocognitive im-
pairment are misdiagnosis and mismanagement of
neurocognitive disorders. It is possible that the test
performance of neurologically healthy ethnic minor-
ity seropositive individuals will be so influenced by
their cultural experience that their scores will be clas-
sified as impaired when, in fact, no central nervous
system (CNS) disease process is present (Manly et al.,
1998). When misdiagnoses occur in clinical settings,
the potential ramifications for the patient can be daun-
ting and include unnecessary pharmacologic interven-
tion, diagnostic referrals, and psychological distress.
The implications of systematic misdiagnoses that oc-
cur in the context of research settings are equally
harmful, as failure to consider culture in the inter-
pretation of ethnic group performance differences can
lead scientists to make erroneous conclusions regard-
ing the prevalence of HIV-associated cognitive disor-
ders by ethnicity, as our data indicate.

Our laboratory’s experience with the assessment
of culturally diverse seropositive cohorts with poor-
quality education has taught us that assessment for this
group is best aided by thorough review of possible
confounding factors, use of measures to better estimate
premorbid cognitive functioning (rather than relying
solely on the patient’s education level), applying the
use of the “best available” demographically corrected
normative data and, most importantly, the use of lon-
gitudinal assessments (e.g., annual, biannual evalua-
tions) to detect performance decrement. Indeed, lon-
gitudinal assessments allow the clinician to compare
current performance with past performance, a reliable
method for detecting progression. In the absence of
better assessment tools and normative data, this tech-
nique is likely to yield the most accurate diagnostic
data.

HEPATITIS C COMORBIDITY

In developed countries, HAART has largely trans-
formed HIV/AIDS from a fatal to a chronic illness,
thus allowing the emergence of significant comorbi-
dities that may affect CNS function. Hepatitis C virus
(HCV) infection is a prevalent comorbidity in HIV
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patients, especially among intravenous drug users,
so we will focus primarily on this comorbidity and
its cognitive effects. HCV has been shown to cause
neuropsychological deficits among HIV- and HCV-
positive individuals. Among advanced seropositive
participants of the Manhattan HIV Brain Bank, HIV-
and HCV-positive coinfected patients were more
likely to receive a diagnosis of HIV-associated demen-
tia and have greater impairment in executive function-
ing (Ryan et al., 2004). These cognitive differences
were associated with HCV serology but did not cor-
relate with indices of liver disease severity. Deficits in
learning, motor skills (Cherner et al., 2005), attention
and concentration,and psychomotorspeed (von Geisen
et al., 2004; Perry et al., 2005) among coinfected
patients have also been reported. Thus, the neuro-
psychological impairments reported among HCV pa-
tients are similar to those of HIV-infected patients,
with both diseases affecting cognitive domains sub-
served by frontal-subcortical circuits.

CONCLUSIONS

While neuropsychological evaluation is not necessary
for all seropositive individuals, it can provide infor-
mation that facilitates treatment planning for indi-
viduals who are unable to attain or sustain viral sup-
pression, who have intractable depression oracomorbid
medical illness such as hepatitis C, and whose sig-
nificant other or family member identifies functional
decrements. Appropriate selection of neuropsycho-
logical tests, normative data, and the interpretive di-
agnostic system is paramount, given the changing de-
mographics of the HIV epidemic.
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Chapter §

Substance Use Disorders—The Special
Role in HIV Transmission

Philip Bialer, Rosalind G. Hoffman,
and Jeffrey Ditzell

Injecting drug use (IDU) is a major vector of HIV
transmission in many parts of the world. (Needle et al.,
2001) While sexual transmission of HIV predominates
in endemic areas such as sub-Saharan Africa, IDU
and commercial sex are the major transmission modes
in South and Southeast Asia, where approximately 7.4
million people are living with HIV (UNAIDS, 2005).
IDU is also the main risk behavior in Latin America
(HIV prevalence 1.8 million) and Eastern Europe
and Central Asia (HIV prevalence 1.6 million; UN-
AIDS, 2005). Approximately 27% of the cumulative
adult cases of HIV/AIDS in the United States are
due to IDU (CDC, 2005). Heterosexual exposure to
HIV in the United States most often involves sexual
contact with injection drug users (IDUs). When taking
this into account along with the category of men who
have sex with men and are exposed to IDU, the pro-
portion of HIV/AIDS associated with IDU approaches
50%. In addition, there is a high prevalence of non-
injecting drug use among gay and bisexual men (Fer-
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rando et al., 1998) that is associated with high-risk sex
behavior and seroconversion (Chesney et al., 1998;
Woody et al., 1999; Venable et al., 2004). Finally, the
potential impact of substance use on HIV progression
and neuropsychological functioning gives the subject
of substance use disorders (SUDs) very special prom-
inence in HIV/AIDS psychiatry.

Hepatitis C virus (HCV) coinfection has also be-
come a major problem among those with HIV. Of
persons injecting drugs for at least 5 years, 60% to 80%
are infected with HCV (CDC, 2002). In China, 95%
of HIV-positive heroin users were also infected with
HCV (Garten et al., 2005). The sharing of contami-
nated needles can lead to multiple medical problems
including skin infections, endocarditis, septicemia,
and pulmonary emboli.

One large-scale U.S. study found that 61.4% of
adults under care for HIV had used mental health
or substance abuse services (Burnham et al., 2001).
The drugs most commonly used in the past year
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TABLE 8.1. Substance Use Disorders: DSM IV Criteria

Substance Abuse

Substance Dependence

A maladaptive pattern of substance use leading to clinically
significant impairment or distress as manifested by one (or
more) of the following:

* Failure to meet obligations at work, school, or home
Recurrent use in hazardous situations

Use despite legal consequences (e.g., arrests for driv-
ing under the influence)

Continued use despite recurrent social or interperso-
nal problems

A maladaptive pattern of substance use leading to clinically
significant impairment or distress as manifested by three (or
more) of the following:

Tolerance

Withdrawal

Larger amounts or over greater period than intended
Unsuccessful efforts to cut down

Most time spent in addiction (i.e, activities needed to
obtain, use, or recover from the substance)
Important social, occupational, or recreational activ-
ities given up

Use despite knowledge of persistent or recurrent med-
ical (e.g., cirrhosis) or psychological (e.g. depression)
problems

by this sample were cocaine (62%), analgesics
(42%), sedatives (38%), amphetamines (28%), heroin
(24%), inhalants (14%), hallucinogens (6%), and mar-
jjuana (64%).

TERMINOLOGY AND DEFINITIONS

Clinicians treating patients with HIV/AIDS must
have a good working knowledge of SUDs, since most
of their patients will have a current or lifetime history
of at least one such disorder. Using Diagnostic and
Statistical Manual of Mental Disorders, fourth edition
(DSM 1V; American Psychiatric Association, 1994)
terminology, SUDs can be divided into three basic
categories: substance abuse, substance dependence,
and substance-induced disorders. The criteria for
abuse and dependence are listed in Table 8.1. Toler-
ance refers to an acquired decrease in the effect of a
substance usually manifested by a need for increased
amounts of the substance to achieve the desired effect.
Withdrawal is a substance-specific group of signs and
symptoms that follows the abrupt discontinuation,
reduction, or antagonistic blockage of a substance. It
should be noted that tolerance and physical depen-
dence evidenced by withdrawal symptoms are not suf-
ficient in and of themselves to warrant a diagnosis of
substance dependence. Rather, substance dependence
should be recognized as a cluster of cognitive, behav-
ioral, and physiological symptoms indicating that a
person is continuing to use a substance despite having
clinically significant substance-related problems (Cami

and Farre, 2003). The substance-induced disorders are
listed in Table 8.2.

INITIAL EVALUATION OF THE PATIENT
WITH SUBSTANCE USE DISORDERS

Obtaining a substance use history is essential when
evaluating all patients with HIV/AIDS. Some clini-
cians may have negative feelings about working with
patients who exhibit self-destructive behaviors such as
substance abuse and dependence. It is important to
be aware of these feelings and realize that patients re-
spond better when a working alliance can be estab-
lished by approaching them in a nonthreatening and
nonjudgmental manner. It is also important to reas-
sure the patient that the information they provide will
be kept confidential to those outside of the treatment

TABLE 8.2. DSM IV Substance-Induced Disorders

Intoxication

Withdrawal

Mood disorders (depressive or manic)
Psychosis with delusions
Psychosis with hallucinations
Anxiety

Sleep disorders

Sexual dysfunction

Delirium

Dementia

Amnestic disorders




team and be used to develop the safest possible treat-
ment plan. The clinician should ask about specific
illicit substances such as heroin, cocaine, marijuana,
and the club drugs (see below). For taking a history of
alcohol use, some clinicians have suggested the use of
the CAGE questionnaire (Ewing, 1984): 1. Can you
cut down on your drinking? 2. Are you annoyed when
asked to stop? 3. Do you feel guilty about your drink-
ing? 4. Do you need an eye-opener when you wake up
in the morning? One should also ask about sedative or
stimulant use, whether prescribed or nonprescribed,
and any dietary supplements or herbs the patient may
be taking. A substance abuse review of systems, focus-
ing on renal, cardiac, gastrointestinal, and, for HIV
patients especially, neurological symptoms, is essen-
tial. Other points of inquiry are the date the substance
was first used; patterns, amount, and frequency of use;
and routes of administration and reactions to the use.
The time of last use is important to know to determine
if the patient is suffering from a substance-induced
disorder or is at risk for withdrawal. If the patient has
had past substance use treatment it is useful to know
the response to this treatment. With the patient’s per-
mission, a urine toxicology screen should be obtained,
in addition to routine blood tests. Finally, whenever
possible, the clinician should try to obtain collat-
eral information about the patient’s substance use,
since denial is a common defense mechanism in this
population.

SUBSTANCES OF ABUSE

Opiates

Injection of heroin may be the most common, though
not the only, source of HIV transmission associated
with SUD. Opium is one of the oldest medications
known, especially for its use in the relief of pain and
diarthea. Morphine and codeine were isolated in the
early 1800s and heroin was developed as a semisyn-
thetic opium derivative and introduced into medical
practice in 1898. The mu opiate receptor is the main
one responsible for analgesia, respiratory depression,
decreased gastric motility, miosis, euphoria, and de-
pendence. These receptors appear to stimulate release
of dopamine from the ventral tegmental area into the
nucleus acumbens, the primary reward pathway of
the brain. Heroin reaches peak serum concentration
within 1 minute when taken intravenously but actu-
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ally begins crossing the blood-brain barrier within
15-20 seconds. Physical signs of acute opiate intoxi-
cation include euphoria and tranquility, sedation,
slurred speech, problems with memory and attention,
and miosis. Signs and symptoms of opioid withdrawal
can be both objective (rhinorrhea and lacrimation,
nausea and vomiting, diarrhea, piloerection, mydria-
sis, yawning, and muscle spasms) and subjective (body
aches, insomnia, craving, dysphoria, anxiety, hot and
cold flashes, and anorexia). Heroin withdrawal usually
begins within 4 to 8 hours after last use, whereas with
methadone, with its longer elimination half-life, with-
drawal may not begin until 24 to 48 hours after last use.

Early in the epidemic, heroin addiction led to a
rapid spread of HIV and HCV among IDUs in the
United States, since few addicts had access to clean
needles and syringes. The increase in the purity and
availability of heroin along with a decrease in its street
price has led to a resurgence in the use of heroin over
the past 15 years. There are 600,000 to 800,000 heroin
addicts in the United States; however, less than 20%
are currently in treatment for their addiction (Com-
munity Epidemiologic Work Group, 2000).

The prevalence of HIV appears to be much higher
among long-term heroin users who inject, compared
with those who have short-term use or other meth-
ods of use. Chitwood and colleagues (2003) found an
HIV seroprevalence rate of 25% among long-term
IDUs and a rate of 13% among new IDUs or heroin
sniffers.

Cocaine and Other Stimulants

Cocaine is an alkaloid extracted from the leaf of the
Erythroxylon coca bush. The hydrochloride salt is
water soluble and can be administered orally, intrave-
nously, or intranasally. The intravenous route of ad-
ministration has an onset of action of 10-60 seconds,
with a peak effect achieved in minutes and duration of
effect that lasts up to 1 hour. Administration of the
drug by the intranasal route has an onset of action of
up to 5 minutes, with a peak effect achieved in ap-
proximately 20 minutes. The total duration of action
by the intranasal route is 1 hour. The free-base form,
known as crack cocaine, can be heated and smoked.
This form has the quickest onset of action of 3-5
seconds, reaching its peak effect in 1 minute. (Lange
and Hillis, 2001) The quick and intense effects of crack
cocaine may potentially make it the most addictive
form of the drug.
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The effects of cocaine are mediated by blocking
the synaptic reuptake of norepinephrine and dopa-
mine, resulting in an excess of these neurotransmitters
at the postsynaptic receptor. It is by this mechanism
and the alteration of synaptic transmission that co-
caine acts as a powerful sympathomimetic agent. Me-
tabolism of cocaine occurs in the liver and its me-
tabolites are detectable in blood or urine for up to 36
hours after administration. Cardiovascular complica-
tions of cocaine use include cerebrovascular accident
(CVA), myocardial ischemia and infarct (MI), arrhy-
thmia, and sudden death (McCann and Ricuarte,
2000). Intravenous administration of any substance of
abuse increases the risk of the development of bacte-
rial endocarditis. In contrast to the other drugs, endo-
carditis secondary to intravenous cocaine use more
often affects the left-sided valves of the heart (Cham-
bers et al., 1987).

Amphetamines produce many of the same effects
as cocaine with similar routes of administration. In
contrast to cocaine, amphetamines both stimulate the
presynaptic release of dopamine and norepinephrine
and then block their reuptake. High doses of am-
phetamine release 5-hydroxytryptamine (5-HT) and
may affect serotonergic receptors. Metabolism oc-
curs in the liver, mediated predominantly by the cy-
tochrome P450 (CYP) 2D6 enzyme. As with cocaine,
amphetamines are potent sympathomimetics and
can cause MI, seizures, and CVA (Urbina and Jones,
2004).

Methamphetamine use has reached almost epi-
demic proportions among gay men in urban centers
and is often associated with risk behaviors including
sharing of needles for those who inject and unpro-
tected sexual activity. Some have suggested that met-
hamphetamines are associated with more intense sex-
ual excitement. When amphetamines are taken along
with sildenafil (Viagra), referred to as “sextasy,” this
combination allows for longer and rougher inter-
course, which may promote tears in anal mucosa
(Halkitis et al., 2001) and therefore promote HIV
transmission. Compared to nonusers, gay men who
use methamphetamine have been shown to have more
sexual partners and to be more likely to participate in
anal receptive intercourse, less likely to use condoms,
and more likely to be HIV infected (Molitor et al.,
1998; Shoptaw et al., 2002).

There is also a high prevalence of methamphet-
amine use among predominantly heterosexual men
and women in the West and Midwest. One study

looking at risk behaviors in this population found that,
compared to nonusers, the men who used metham-
phetamine had more sex partners, had more vaginal
and anal insertive intercourse, and were more likely to
give or receive money or drugs in exchange for sex
(Molitor et al., 1999). The investigators found that the
women who used methamphetamine also reported
more acts of vaginal intercourse that were not related
to prostitution. Both men and women users were less
likely to report always using a condom during sex than
were nonusers; they were also more likely to use im-
properly cleaned, used needles and syringes (Molitor
et al., 1999). These studies indicate that metham-
phetamine users may represent a special subpopula-
tion of both injecting and non-injecting drug users
that are at particular risk for contracting and spread-
ing HIV.

The mechanisms of action and toxicities for meth-
amphetamine are the same as those for other am-
phetamines mentioned above. Chronic use leads to
reduction of dopamine transporter levels and neuro-
psychological impairment. Some investigators have
suggested that methamphetamine use can enhance
neurotoxicity in HIV patients and accelerate the de-
velopment of HIV-associated dementia (Urbina and
Jones, 2004).

Alcohol and Sedatives

The lifetime prevalence of alcohol dependence in the
United States is in the range of 14.1% (Kessler et al.,
1997), while binge alcohol use and heavy alcohol use
within the past month have been reported as 22.8%
and 6.9%, respectively (SAMSHA, 2005). Even higher
rates are seen among gay men, regardless of their sero-
status (Ferrando et al., 1998; Stall et al., 2001).
Alcohol is rapidly absorbed from the duodenum
with blood alcohol concentrations of 100-200 mg%,
causing impaired motor function and judgment; con-
centrations of 200-400 mg% lead to stupor and coma.
Alcohol activates GABA receptors, inhibits NMDA
receptors, and has additional effects on 5-HT3, nico-
tinic, and opioid receptors. It is metabolized by al-
cohol dehyrogenase at a constant rate of 100 mg/kg/
hour. Medical complications of alcohol dependence
are listed in Table 8.3. Problems such as anemia, pe-
ripheral neuropathy, and dementia are of particular
concern in HIV patients, who are already predisposed
to these complications. More importantly, alcohol-
induced liver disease may be worse in those coinfected



TABLE 8.3. Medical Complications of Alcohol Abuse
and Dependence

Gastritis/peptic ulcer Pancreatitis
Cirrhosis/hepatic failure Anemia

Pneumonia Malnutrition

Trauma Peripheral neuropathy
Subdural hematoma Dementia

Cardiomyopathy Wernicke-Korsakoff syndrome

with HCV, as alcoholism doubles the risk of cirrhosis
(Maillard and Sorrell, 2005).

Among HIV-positive persons, alcohol abuse leads
to additional medical complications because of re-
duced adherence to treatment. Studies among veter-
ans in care for HIV showed that binge drinkers missed
many more doses of medications on drinking days,
compared with non-binge drinkers. The study dem-
onstrated that this trend was especially strong for HIV-
positive individuals as compared with HIV-negative
individuals. The investigators concluded that HIV-
positive persons may be particularly sensitive to the
negative effects of alcohol consumption (Brathwaite
et al., 2005). Additionally, alcohol use is associated
with risky sexual behaviors and intravenous drug use,
both of which lead to higher rates of HIV transmission
(Petry, 1999; Szerlip et al., 2005). Studies abroad have
also demonstrated that alcohol intoxication is associ-
ated with sexual risk behaviors. A study in China con-
cluded that HIV/AIDS prevention and intervention
efforts should include components of alcohol use and
abuse prevention for an effective reduction in sexual

risk-taking behaviors (Lin et al., 2005).

Club Drugs

In addition to the more commonly thought-of sub-
stances of abuse, such as heroin, cocaine, and alcohol,
substances used in the context of going to parties or
clubs have taken on new significance in the HIV ep-
idemic. These drugs are often used at raves, which are
all-night parties in large spaces attended by hundreds
to thousands of teenagers and young adults dancing
to loud, repetitive electronic music (Weir, 2000).
Stimulants and hallucinogens such as LSD and 3,
4-methylenedioxymethamphetamine (MDMA), also
known as Ecstasy, are the drugs most commonly used.
Circuit parties are another venue where club drugs
are used. These are attended mostly by young to
middle-aged gay men and may be particularly prob-
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lematic in terms of HIV transmission, as the parties
often go on for several days, with drug use and sexual
activity being the primary objectives. Although some
of these parties originally began as fund-raisers for
HIV service organizations, most of these organizations
have since distanced themselves from such functions
and they have taken on independent lives of their own
through magazines and Web sites. Drugs commonly
used at circuit parties include MDMA, ketamine,
gamma-hydroxybutyric acid (GHB), methamphet-
amine, cocaine, marijuana, and alcohol (Bialer, 2002)
The club drugs that are of the most concern in rela-
tion to HIV/AIDS are MDMA, GHB, and metham-
phetamine.

Although MDMA was first synthesized in 1912, its
use among youth and gay men has increased greatly
only in recent years. One study from Seattle indicated
that 41% of gay men aged 20 to 29 years surveyed used
Ecstasy at some time in their lives (Community Epi-
demiologic Work Group, 2000). MDMA seems to
achieve its effects by flooding the brain with seroto-
nin. Similar to methamphetamine, it both stimulates
the release of serotonin and then inhibits its uptake. It
may also be taken along with sildenafil to overcome
side effects of sexual dysfunction (to promote “sex-
tasy”), and there has been increasing concern about
unsafe sexual activity associated with MDMA and an
increase in HIV transmission. Although MDMA is
considered a benign drug by many, there are now nu-
merous reports of severe toxic, sometimes fatal, reac-
tions (McCann et al., 1996). Chronic use may lead to
mood instability and cognitive impairment, which are
particular problems for people with HIV (Bolla et al.,
1998; McCann and Ricuarte, 2000; Kalant, 2001).

GHB was initially developed as an anesthetic but
was found to have too many side effects to be used
regularly. In the club scene, GHB is taken for its se-
dating and euphoric effects. It has also been used as a
date-rape drug, leading to concerns of HIV exposure
through unprotected sexual intercourse. Because of its
amnestic effects, the victim may not even know that
they have been exposed. GHB has a relatively narrow
therapeutic range; its toxic effects include seizures,
coma, and death. In addition, a severe withdrawal
syndrome among chronic users has been reported
(Bialer, 2002). Gamma-butyrolactone (GBL) and 1,4-
butanediol (1,4- BD) are precursors that can be con-
verted to GHB after ingestion. They are available in a
variety of dietary supplements for purported but un-
proven anabolic effects. Camacho etal. (2004) showed
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that 52% of their sample of HIV-positive patients re-
ported using GHB or a substance containing GHB,
but only 24% of these patients were aware of the
toxicities and addictive potential of this drug. GHB
has been approved by the U.S. Food and Drug Admin-
istration (FDA) for the treatment of cataplexy associ-
ated with narcolepsy, although its distribution is highly
restricted.

COMORBIDITY

The triple diagnosis of HIV/AIDS, SUD, and psy-
chiatric disorder has long been recognized by those
who work with this population. In the general popu-
lation, approximately 50% of people with psychiatric
disorder will meet criteria for SUD in their lifetime
(George and Krystal, 2000); 20% of non-alcoholic
substance users have a concurrent affective disorder
(Kessler et al., 1997). The lifetime prevalence of SUD
is even higher, in the range of 70%, among schizoph-
renics and those with bipolar disease.

Rates of mental disorders and SUD tend to be
higher in the HIV population than in the general
population. A large national study of HIV-infected
patients demonstrated a strong association between
SUD and being diagnosed with a mental disorder;
screening positive for a psychiatric disorder was also
associated with SUD (Bing et al., 2001). Depressive
disorders have been found in 33%-40% of HIV-
seropositive IDUs (Klinkenberg and Sacks, 2004). In
some studies, the rate of depressive disorders was
higher among male seropositive IDUs compared to
a matching seronegative sample, but the rates of de-
pression were similar among the female groups stud-
ied (Lipsitz et al., 1994; Rabkin et al., 1997). However,
in general, women with SUD tend to have a higher
rate of comorbidity, particularly posttraumatic stress
disorder.

Two major concerns for HIV patients with co-
morbid SUD and mental disorder are increased risk-
taking behavior and the disorders’ effects on treatment
adherence. Among opiate users, a current and life-
time history of any mental disorder has been associ-
ated with a higher frequency of sharing injection
equipment and less condom use (Klinkenberg and
Sacks, 2004). Compared to other patients with SUD,
schizophrenic patients have been found to be more
likely to trade sex for money and drugs. Patients with
comorbid disorders are also less likely to receive med-

ical treatment or to undergo highly active antiretro-
viral therapy (HAART; Klinkenberg and Sacks, 2004).

TREATMENT AND MANAGEMENT
OF SUBSTANCE USE DISORDERS

To address the unique needs of the HIV patient who
is addicted to substances, it is necessary to find the
balance between addiction treatment and harm re-
duction. A greater level of tolerance and flexibility is
required than might otherwise be expected in a for-
malized addiction treatment program that stresses ab-
stinence and the use of 12-step groups. This includes
tolerance of ongoing substance use during the course
of treatment.

The initial phase of addiction treatment is usually
concerned with providing safe and humane detoxifi-
cation from the substance of abuse. Benzodiazepines
are recommended as the treatment of choice in man-
agement of alcohol or sedative/hypnotic withdrawal
(Mayo-Smith, 1997), although some clinicians have
also advocated the use of anticonvulsants (Pages and
Ries, 1998; Malcolm et al., 2001). Detoxification can
generally be done at the same dosages as those for
seronegative patients until the later stages of HIV ill-
ness, when lower doses may be necessary.

Methadone detoxification is the preferred method
of managing opioid withdrawal. Schedules using bu-
prenorphine and/or clonidine for opioid detoxifica-
tion are also available (NIH Consensus Development
Conference, 1998). Detoxification from cocaine and
stimulants is not done pharmacologically.

After medical stabilization and detoxification, the
goals of treatment should include maintenance of
abstinence when possible and rapid treatment of re-
lapse. Substance abuse treatment is usually provided
on an outpatient basis, though treatment communi-
ties afford a higher level of care for those with a more
severe and refractory SUD. Adjunctive anticraving
agents may be used by HIV-positive patients with se-
vere addictive disorders to aid in abstinence. Disulfu-
ram, acamprosate, and naltrexone have all been used
to curb alcohol craving. Methadone maintenance
therapy has been shown to be effective in managing
abstinence from opiates, and recently buprenorphine
has been approved for the office management of opi-
ate dependence.

Harm reduction is a strategy that is particularly
applicable to the addicted, HIV-positive patient (Fer-



rando and Batki, 2000). In harm reduction, many in-
dividuals in recovery will not maintain abstinence and
that treatment strategies should therefore focus on
reducing behavior that has potentially harmful con-
sequences, such as the sharing of needles or illicit
activities to pay for substance use. Sterile needle—
exchange programs have not only been effective in
decreasing risk-taking behaviors, but some studies
and meta-analyses indicate that they may have con-
tributed to a significant decrease in HIV seroconver-
sion among the IDU population (Cochrane Collab-
orative Review Group, 2004; Des Jarlais et al., 2005).

Motivational interviewing is a useful method for
managing patients with SUD (Miller and Rollnick,
1991). In this process, the practitioner assesses a pa-
tient’s readiness to change and facilitates movement
along a continuum of change (Prochaska and DiCle-
mente, 1986). One goal is to engage the patient in a
manner that creates a disparity in wants expressed by
the patient and their current reality. In this process the
clinician should try to avoid eliciting the patient’s de-
fense mechanisms through the expression of empathy,
avoid argumentation, create discrepancy, roll with the
resistance, and support and reframe the patient’s de-
sires, all of which will effectively serve to create an
environment that facilitates behavioral change.

Network therapy is an office-based treatment of
SUD advocated by Galanter and colleagues (Galanter
and Brook, 2001) that employs both psychodynamic
and cognitive-behavioral approaches. The treatment
includes a therapeutic network of non-abusing family
members, significant others, and peers who actively
participate with the therapist to provide cohesiveness
and support, undermine denial, and promote com-
pliance with treatment. Studies have demonstrated
significantly less illicit substance use among patients
receiving this treatment for cocaine and opiate abuse.
(Galanter et al., 1997, 2004)

Two meta-analyses looking at the outcomes of
psychosocial interventions upon risk-taking behavior
among IDUs showed that simply undergoing a
screening to enroll in the studies seemed to have a
beneficial effect of reducing risky behavior in both ex-
perimental and comparison groups; there were no sig-
nificant differences based on the length of time of
the interventions (Gibson et al., 1998; Semaan et al.,
2002). These studies stress the importance of includ-
ing information about HIV infection and HIV risk re-
duction and access to condoms and HIV testing along
with other components of any drug intervention pro-
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gram. For those patients with comorbid SUD and
mental disorder, successful treatment approaches stress
the integration of mental health care and substance
abuse treatment along with medical care. Patients re-
ceiving ancillary services are more likely to link up
with medical care (Klinkenberg and Sacks, 2004).

DRUG-DRUG INTERACTIONS

Potential drug—drug interactions between psychotro-
pics and HIV medications are addressed in Chapter
32 of this volume. Less is known about the specific
interactions between HIV medications and substances
of abuse.

Nevirapine and efavirenz induce the CYP 3A4
enzyme, which can increase the rate of metabolism of
methadone, sometimes causing withdrawal symptoms
among patients on maintenance therapy (Altice et al.,
1999; Pinzanni et al., 2000). Patients on regimens
including these drugs will require higher methadone
doses to prevent craving that could lead to risky drug-
injecting behaviors. Conversely, if these medications
are discontinued, the patient may be at risk for in-
creased sedation if the methadone dose is not adjusted
accordingly. Although ritonavir is a potent inhibitor of
CYP 3A4, it also induces several P450 enzymes, in-
cluding 3A4 and 2B6, which could also lead to in-
creased metabolism of methadone and withdrawal
(Gerber et al., 2001). Buprenorphine is also metabo-
lized by CYP 3A4 and may have the same interactions
as methadone. Finally, methadone has been shown to
increase zidovudine levels, potentially causing toxic
side effects.

Alcohol consumption has been shown to signifi-
cantly increase the blood serum level of abacavir
by competing for alcohol dehydrogenase (McDowell
et al., 2000); however, with chronic use, alcohol can
induce CYP 3A4 and may decrease levels of some
antiretrovirals (Caballeria, 2003). Ritonavir, and pos-
sibly other protease inhibitors, can inhibit the metab-
olism of alprazolam, which can lead to oversedation
and respiratory depression if this drug is being abused.
Inhaled marijuana has been shown to decrease the
bioavailability of indinavir and nelfinavir, although the
precise mechanism is unknown (Kosel et al., 2002).

MDMA and methamphetamine are both metab-
olized primarily by CYP 2D6. Deaths have been re-
ported among patients who took methamphetamine
while being treated with ritonavir, which is an
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inhibitor of CYP 2D6 (Hales et al., 2000). Similarly,
there have been at least two reports of deaths and near-
death experiences in patients taking ritonavir and
then ingesting MDMA (Henry and Hill, 1998; Har-
rington et al., 1999). Ketamine (Hijazi and Boulieu,
2002) and phenylcyclidine (Laurenzana and Owens,
1997) appear to be primarily metabolized by CYP 3A4
and patients should be aware of potential interactions
with antiretrovirals and other medications that in-
hibit this enzyme.

PAIN

Pain is highly prevalent among patients with HIV/
AIDS, with reports varying from 28% to 97% of pa-
tients experiencing pain, depending on the study pop-
ulation and setting. The pain can have many different
causes (Cohen and Alfonso, 2004). Studies indicate
that there is no difference in the prevalence of pain
between HIV patients with a history of IDU and non-
drug users; in general, pain is undertreated in all
AIDS patients (McCormack et al., 1993; Breitbart
et al., 1996; Larue et al., 1997). However, the treat-
ment of pain in HIV patients with a history of SUD,
particularly IDU, may be even more problematic.
Breitbart et al. (1997) found that among AIDS pa-
tients with a history of SUD, only 8% received ade-
quate analgesia compared to 20% of those without
SUD. Former drug users are often negatively stereo-
typed, and clinicians are hesitant to give opioid an-
algesics to former drug users for fear of being ma-
nipulated or fear of promoting substance abuse. The
patient may be resistant to taking analgesic medica-
tions for fear of causing a relapse. Finally, many prac-
titioners do not feel comfortable treating pain because
of their lack of knowledge about pain treatment and
inadequate knowledge of the differences between sub-
stance dependence, tolerance, and addiction. When
pain is undertreated, patients may increase the use of
their pain medications or ask for more medication.
This behavior has been characterized as “pseudoad-
diction” (Weissman and Haddox, 1980) and usually
abates once pain is adequately treated.

The assessment and treatment of pain in HIV
patients, regardless of history of SUD, should not
differ from the treatment of pain in cancer patients
and should follow the World Health Organization’s
analgesic pain ladder (Jacox et al., 1994). Two rela-
tively small open-label studies indicate that opioid

analgesics can be used safely and effectively in treat-
ing pain in HIV patients with a history of SUD, al-
though higher doses of analgesic may be required
(Kaplan et al., 2000; Newshan and Lefkowitz, 2001).
When developing a treatment plan for persons with
HIV, SUD, and chronic pain, treatment goals should
be overtly addressed, limits set with a treatment con-
tract if necessary, and a single provider should write
all pain medication prescriptions (Swica and Breit-
bart, 2002). Some clinicians have suggested the use
of methadone for opioid analgesia (Cruciani and
Coggins, 2002). Patients in methadone maintenance
should be given their usual dose in the morning and
then receive additional methadone for analgesia in
three or four divided doses. Opioid analgesics should
be given around the clock. Maintaining an open line
of communication with the patient’s maintenance
program is essential. We recommend including ad-
juvant medications and nonpharmacologic modalities
in the plan and using a multidisciplinary approach to
address the psychosocial problems. The need for high
doses of medication to control pain is not in and of
itself a sign of misuse. More useful indicators of mis-
use are noncompliance with the treatment plan, any
indications of loss of control with the medications, or
indications of alcohol abuse or use of street drugs.
Patients on agonist therapy will require higher anal-
gesic doses due to cross-tolerance with the mainte-
nance medication and probable increased pain sen-

sitivity (Alford et al., 2006).
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Chapter 9

Mood Disorders

Harold W. Goforth, Mary Ann Cohen,
and James Murrough

Mood disorders have complex synergistic and cata-
Iytic interactions with HIV infection. They are sig-
nificant factors in nonadherence to risk reduction and
to medical care. Mood disorders associated with HIV
include illness- and treatment-related depression and
mania, responses to diagnoses of HIV, and comorbid
primary mood disorders such as major depressive
disorder and bipolar disorder. While persons with
HIV and AIDS may have potentially no or multiple
psychiatric disorders, alterations in mood are frequent
concomitants of HIV infection. They have a profound
impact on quality of life, level of distress and suffering,
as well as direct and indirect effects on morbidity,
treatment adherence, and mortality. In this chapter
we will describe the significance of each of the mood
disorders and their impact on the lives of persons with
HIV and AIDS and on their families and caregivers.
More detailed discussions of the epidemiology and
prevalence of mood disorders are found in Chapter 4.
Distress is further examined in Chapter 14, insomnia
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in Chapter 15, endocrinopathies in Chapter 35, and
suicide in Chapter 18.

MOOD DISORDERS AS RESPONSES
TO HIV DIAGNOSIS, ILLNESS,
AND TREATMENT

Bereavement

Persons with HIV and AIDS may experience not only
the losses of loved ones, children, partners, parents,
and friends, but also losses related to illness. While
such loss is a concomitant of many severe and chronic
illnesses such as cancer, diabetes, and neurologi-
cal illness, persons with AIDS may have all of those
illnesses as part of their illness or co-occurring with
AIDS. The young woman with AIDS who develops
cancer, the older man with AIDS who develops dia-
betes and end-stage renal disease, and the dancer with
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AIDS who is paraplegic due to HIV myelopathy may
each be dealing with bereavement in a unique man-
ner. Although far less frequent than before the potent
antiretroviral therapies, opportunistic infections such
as cytomegalovirus retinitis can lead to loss of vision,
HIV-cardiomyopathy to congestive heart failure, and
HIV-associated dementia to loss of cognitive function.
These occur primarily in persons who lack access to
care or are nonadherent to care, and who may also be
at increased risk of mood disorders. Loss and grief
with mourning and bereavement commonly follow
these tragic losses.

Few studies have adequately examined the rela-
tionship between bereavement and HIV, although at-
tention to this subject has increased over the last 5
years. Certainly, bereavement is considered a normal
reaction to an emotional loss and an expected reac-
tion to the diagnosis of HIV; however, data continue to
emerge that suggest a profound role for bereavement
in mediating HIV illness and the need to effectively
deal with bereavement issues.

A study by Kemeny and Dean (1995) investigated
the relationship between early AIDS-related bereave-
ment and subsequent changes in CD4 T-cell levels
and overall health over 3 to 4 years of follow-up. The
results indicated that those subjects who had experi-
enced an AIDS-related bereavement event showed a
more rapid loss of CD4 T cells 2 years post-bereave-
ment, possibly suggesting an ongoing effect from re-
mote bereavement reactions. The authors noted that
grief alone did not predict CD4 decline, and T-cell
reduction became apparent only in the presence of
depressive symptoms reflective of complicated be-
reavement such as self-reproach. A second study by
Kemeny and colleagues (1995) supported this initial
finding with data showing that the death of an inti-
mate partner among HIV-positive men was associated
with significant immune dysfunction relevant to HIV
progression within 1 year.

Subsequent to the results of these studies, multi-
ple intervention-based trials have validated these find-
ings and provided increasing evidence that early in-
tervention at the time of bereavement is an effective
and worthwhile strategy to optimize wellness in HIV-
infected groups. In a randomized, controlled trial,
Goodkin and colleagues (1999) examined the impact
of a semistructured bereavement support group on
homosexual men who suffered loss of a close friend or
intimate partner to AIDS within the prior 6 months,
and found that brief group intervention significantly

reduced overall distress and accelerated grief reduc-
tion. Similar results of improvement in health-related
quality of life and grief reduction have been provided
by at least two other studies by Sikkema and colleagues
(2004, 2005).

One of the most comprehensive studies examin-
ing the impact of bereavement intervention on the
course of HIV and AIDS (Goodkin et al., 2001) in-
cluded outcome measures for psychological distress
as well as biological markers including viral load and
CD4 count. Patients receiving group intervention
had a decrease in viral load that was significant even
when controlled for the presence of antiviral thera-
pies, prophylactic therapies against secondary infec-
tions, CD4 count, viral load, and CDC clinical dis-
ease stage (Goodkin et al., 2001). Importantly, this
study demonstrated that early psychological interven-
tion for bereavement may not only improve the
quality of life in HIV patients but also directly impact
the course of HIV disease.

Persons with HIV experience loss in many different
ways over the course of their illness, including loss of
friends, primary support networks, and physical in-
tegrity, and the continuing social stigmata of HIV and
AIDS. Unfortunately for many, the loss of family
and friends may occur at a time when they are most
needed, which may further compound the loss of oc-
cupational and recreational capabilities across the
course of the disease through both social isolation
and physical impairment. Importantly, though, stud-
ies have demonstrated that group interventions de-
signed to target maladaptive bereavement processes
not only counter psychological distress and improve
health-related quality of life but also may have a direct
impact on HIV illness progression.

Adjustment Disorder
with Depressive Features

Adjustment disorders are defined as brief, maladaptive
reactions to significant psychosocial stressors within
3 months of the stressor’s onset (DSM-IV-TR; Amer-
ican Psychiatric Association, 2000). The prevalence of
these disorders is estimated to be between 2% and
8% of the general population, with women diagnosed
twice as often as men. No systematic study has yet
adequately addressed the epidemiology of adjustment
disorders in an HIV-AIDS population due to a variety
of logistical factors including the time-limited dura-
tion of the diagnosis, although one study noted that



adjustment disorder was the most common Axis I dis-
order in a group of HIV patients (O’Dowd etal., 1991).

The clinical picture of adjustment disorders can
be varied, and subtypes exist for depressed, anxious,
conduct disturbance, and mixed subtypes. However,
while adjustment disorder is by definition a time-
limited diagnosis that gives way to resolution of the
psychosocial stressor or a new level of adaptation, it
can also be associated with severe reactions, including
suicidality. Adjustment disorders may be a frequent
concomitant of HIV testing, and present with either
negative or positive test results. While the conse-
quences of receiving a positive HIV serology may be
more obvious and may provoke both acute anxiety
and depressive features, it is equally important to note
that a negative serology in some individuals has prom-
pted near euphoria with accompanying disturbances
of conduct characterized by paradoxical celebratory
actions such as promiscuous sexual encounters and
substance abuse (Makulowich, 1997).

Treisman and colleagues (1998) have cautioned
against dismissing depressive symptoms in a person
with HIV as a variant of a normal reaction to a pro-
gressive and fatal illness. While many patients diag-
nosed with HIV enter a transient period of demoral-
ization and sadness related to normal bereavement
and loss, most gradually recover and are able to con-
tinue life in a meaningful fashion.

Leserman and colleagues (2002) documented the
impact of psychosocial factors such as stressful life
events, depressive symptoms, and lack of social sup-
port on HIV illness progression, but these studies have
not been limited to the diagnosis of adjustment dis-
order. Therefore, while providing valuable inferential
information on the role of adjustment disorder, they
are limited to subjects with more profound depres-
sive illness as well as chronic time spans extending
beyond the 3-month diagnostic limit (Evans et al.,
1997; Leserman et al., 1999, 2000, 2002).

Ideally, adjustment disorders should be treated
conservatively with supportive and other appropriate
forms of psychotherapy. A psychoeducational appro-
ach should be used to dispel misconceptions and in-
crease or sustain healthy behavior as well as bolster
existing psychological support. Identification of ele-
ments over which the patient has control can help the
patient have a sense of empowerment and maintain
an internal locus of control. Medications should likely
be reserved as augmentation strategies rather than as a
primary treatment modality.

MOOD DISORDERS 99

MAJOR DEPRESSIVE DISORDER AND
MOOD DISORDERS WITH DEPRESSIVE
FEATURES DUE TO HIV AND AIDS

Depressive illness is a major cause of distress in pa-
tients with HIV and AIDS, and has a severe impact
on the quality of life and on medication adherence.
Depression is a debilitating condition; its symptoms
include sadness, pessimism, anhedonia, guilt, and sui-
cidality in addition to neurovegetative changes such
as impaired sleep and appetite. These latter signs can
often be confused with the primary illness, as HIV and
AIDS often produce fatigue, anorexia, and wasting
syndromes, making the diagnosis of depression chal-
lenging in this patient group. Additionally, somatic
symptoms of depression may be confused with oppor-
tunistic infections, further complicating the differen-
tial diagnosis and increasing utilization of physicians’
time and services.

Major depressive disorder is frequently underdi-
agnosed and undertreated (Evans et al., 1996-97) in
persons with HIV and AIDS. Depression in HIV can
be either primary or secondary in nature. When de-
pression develops during the course of HIV infection,
it is described typically as a mood disorder due to a
medical condition if it is etiologically related to HIV
infection, opportunistic disease, antiviral treatments,
or comorbid medical conditions. When a person with
HIV or AIDS has a longstanding history of depression
and/or family history of depression or bipolar disorder,
however, it is more likely that the diagnosis of major
depressive disorder would be supported.

Secondary Depression

Common aspects of HIV illness that directly impact
the emergence of depressive symptoms include endo-
crine abnormalities, opportunistic disease, nutritional
states, comorbid illness, and medication effect. Signif-
icant factors and causes of secondary depression are
summarized in Table 9.1.

Itis unclear what impact HIV progression and stage
have on the development of depressive symptoms, and
studies have varied in their results. Rabkin identified
a cohort of intravenous drug users including 69 sero-
positive men, 52 seronegative men, 36 scropositive
women, and 30 seronegative women who were fol-
lowed over 3 years. The group that appeared most pro-
tected against depressive illness was the seronegative
men (15%), whereas seropositive men and seronegative



100 PSYCHIATRIC DISORDERS AND HIV INFECTION

TABLE 9.1. Significant Factors and Causes of Second-
ary Depression in HIV and AIDS

Psychiatric Disorders

Substance Use Disorders
Cocaine-induced mood disorder
Sedative-hypnotic-induced mood disorder
Alcohol-induced mood disorder
HIV-associated dementia

Medical Illness

Infections

Hepatitis C

HIV-induced mood disorder

HIV-associated nephropathy and end-stage renal discase
Cirrhosis of the liver

Endorcrine Disorders
Hypothyroidism
Diabetes mellitus
Hypotestosteronism
Adrenal insufficiency

Medications

women appeared to be at increased risk (30%). Rabkin
and her team were able to correlate the degree of
mood decline over time with CD4 T-cell count
(Rabkin et al., 1997), suggesting that HIV infection
increases the risk of depression among both men and
women. Similarly, a more recent study by Creuss and
colleagues (2005) encouragingly found that natural
killer (NK) cell activity increased in HIV-seropositive
individuals with resolution of depressive illness.
Highly active antiretroviral therapy (HAART) has
revolutionized the treatment of HIV and has led to
increased quality of life and longer lives for those
affected. However, HAART-related medications are
highly toxic and can produce neurobehavioral distur-
bances and changes. The most commonly accepted
antiviral agent for producing such changes is efavirenz;
its effects can include symptoms of depression with
suicidal ideation, cognitive changes, headache, dizzi-
ness, insomnia, and nightmares. Its neuropsychiatric
profile has been shown to be related to blood levels
(Gutierrez et al., 2005), but the neurobehavioral symp-
toms appear to abate gradually as patients continue to
receive the agent over time (Clifford et al., 2005).
Hepatitis C virus (HCV) coinfection among HIV-
infected populations is problematic and poses a un-
ique set of challenges for the practitioner. Increasing
evidence points to a process of neural invasion by

HCV with neurocognitive effects similar to those of
HIV, but without the associated end-stage dementia
(Laskus et al., 2005). Prevalence studies have estima-
ted the 1-month rate of depression in HCV-infected
individuals at 28% (Golden et al., 2005), but it is clear
that treatment of HCV with interferon-based thera-
pies dramatically increases the risk of depressive symp-
toms to near 80% (Laguno et al., 2004; Reichenberg
et al., 2005; Scalori et al., 2005). These effects on
mood, increased fatigue, and worsened quality of life
are even greater in patients with concurrent, advanced
HIV disease (Ryan et al., 2004), and appear likely to
be due to a variety of factors, including biological and
sociodemographic ones (Braitstein et al., 2005).

Multiple studies have explored the role of antide-
pressant treatment to minimize the increased physical
and psychological burden associated with interferon
therapy, and it appears that selective serotonin reup-
take inhibitors show considerable promise in pre-
venting and minimizing interferon-related symptoms
(Musselman et al., 2001) in persons with metastatic
malignant melanoma. However, a case series describ-
ing psychosis in response to interferon in persons
with comorbid HIV and HCV indicates that antipsy-
chotic medications and mood stabilizers may be of
more benefit with or without antidepressant medica-
tion (Hoffman et al., 2003).

Secondary Mania

Secondary manic syndromes due to late-stage dis-
ease are not common but can have disastrous conse-
quences for the patient when they do occur. In a chart
review, Lyketsos and colleagues (1993) reported that
manic syndromes affected approximately 8% of the
examined population across a 17-month period. These
patients were less likely to have a family history of bi-
polar disorder but more likely to have concurrent de-
mentia than patients with manic episodes early in the
non-AIDS stage of their disease. This link has been
substantiated by other retrospective and small case—
control studies (Kieburtz etal., 1991; Mijch etal., 1999).
Ellen and colleagues (1999) identified mania in 1.2%
of HIV-seropositive patients and in 4.3% of those with
AIDS-defining illness, findings suggestive of increased
rates during the course of disease progression.
Opportunistic infections such as cryptococcal men-
ingitis serve as one of the more common reasons for
secondary mania, and any presentation of mania in
immunocompromised individuals requires this in the



differential diagnosis (Thienhaus and Khosla, 1984;
Johannesen and Wilson, 1988). Secondary mania may
also be linked to medications such as zidovudine (Max-
well et al., 1988) or didanosine (Brouillette et al.,
1994) among the antiretroviral agents, and clarithro-
mycin (Nightingale etal., 1995) or ethambutol (Pickles
and Spelman, 1996) in the setting of Mycobacterium
avium complex (MAC) prophylaxis in individuals with
AIDS. In addition, there is a case report of mania with
anirritable and expansive presentation due to efavirenz
overdose, which resolved within 48 hours after treat-
ment with low-dose risperidone (Blanch et al., 2001).

Treatment is directed toward both symptom con-
trol and treatment of the underlying disease, since
mania most commonly presents in advanced illness.
It is possible that once the viral load is below detect-
able levels, secondary mania may be less likely to re-
cur, in contrast to idiopathic bipolar affective dis-
order (Cohen and Alfonso, 2004). Thus, while HIV
medications have been sporadically reported as caus-
ative agents for mania, they play a pivotal and life-
saving role in the treatment of this disease and may
actually demonstrate a protective effect against mania
in late-stage HIV disease (Mijch et al., 1999).

CONCOMITANT MOOD DISORDERS

Major Depressive Disorder

Major depression is one of the most common mood
disorders in HIV-seropositive individuals, and it was
the earliest reported mood disturbance of HIV. Rates
of depression in HIV have varied widely across studies
due to differing sample populations, which are diffi-
cult to compare as they share little else in common
other than their HIV serostatus. The landmark HIV
Cost and Services Utilization Study (HCSUS) iden-
tified high rates of drug use (50%), major depression
(36%), anxiety disorder (16%), and heavy drinking
(12%) among a large representative sample of adults
receiving care for HIV in early 1996 (Bing et al., 2001;
Galvan et al., 2002). The HCSUS study remains the
most well-designed and comprehensive study of the
prevalence of psychiatric disorders in an HIV-infected
population, although other studies provide snapshots
of the high rates of comorbid psychiatric disease in
this population (Winiarski et al., 2005). Depression
is the most common reason for psychiatric referral
among HIV-infected patients (Seth et al., 1991), and
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rates of major depression range from 8% to 67%
(Acuff et al., 1999); however, up to 85% of HIV-
seropositive individuals report the prevalence of some
depressive symptoms (Tate et al., 2003) that may not
reach diagnostic threshold for a major depressive dis-
order diagnosis. Examples would include minor de-
pressions and dysthymia. This may especially be true
when taking into account the prevalence of depres-
sion in other medical illnesses that are comorbid with
HIV, including HCV, end-stage renal disease, dia-
betes mellitus, and other endocrinopathies. Indeed,
the impact of HIV disease on mental health was illus-
trated by a meta-analysis by Ciesla and Roberts (2001),
who found that HIV-infected patients were almost
twice as likely to be diagnosed with major depressive
illness, irregardless of the symptomatic status of their
HIVdisease. Theprevalenceand epidemiology ofmood
disorders are covered more extensively in Chapter 4
of this text.

The early recognition and treatment of serious
psychiatric mood disorders such as depression can both
alleviate sufferingand preventsuicide, covered in more
detail in Chapter 18 of this volume. Clinicians need
to be aware of particular times during the course of
HIV-related illness when individuals may be more
vulnerable to suicide as well as psychiatric disorders
and other precipitants that may lead to a suicidal crisis.

The pharmacological treatment of depressive ill-
ness in persons with HIV and AIDS is guided by both
data supporting the direct efficacy of a particular anti-
depressant and consideration of the adverse-event
profile of the agent. Multiple studies of depression
have demonstrated that effective treatment not only
reduces depressive symptoms but also improves asso-
ciated quality of life. Importantly, recent evidence has
begun to emerge that treatment and resolution of
major depression are associated with immune status
in HIV patients, which has provided new impetus
to the accurate diagnosis and treatment of mood
disorders in this population. While multiple studies
have supported the efficacy of using antidepressants
as a primary therapy for depressive illness in HIV-
seropositive patients, little comparison data exist be-
tween antidepressants. These topics will be considered
in further detail in Chapter 32.

Tricyclic and selective serotonin reuptake inhibi-
tor (SSRI) antidepressants are metabolized through
a variety of P450 pathways including 2D6, 1A2,
3A4, and 2C. The oldest SSRI, fluoxetine, is a potent
inhibitor of 2D6 and 3A4, and has an extended
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elimination half-life of approximately 6 weeks when
considered with its potent metabolite norfluoxetine.
Sertraline, citalopram, and escitalopram have few po-
tential drug—drug interactions, but all can have gastro-
intestinal side effects including nausea, vomiting, and
diarrhea, as well as sleep alterations, weight changes,
sexual dysfunction, and extrapyramidal effects such as
a high-frequency, low-amplitude tremor. The tricy-
clics produce significant anticholinergic effects and
may induce delirium, cognitive slowing, urinary reten-
tion, dry mouth, and orthostasis; these are not recom-
mended for routine use in this vulnerable population.
Similarly, monoamine oxidase inhibitors are not re-
commended for patients with HIV and AIDS. This
class of medications poses an extraordinary risk, since
persons with HIV and AIDS are often on complex and
frequently changing drug regimens and also have the
concurrent risk of hypertensive crisis if exposed to cer-
tain foods or other medications. These include epi-
nephrine for asthma or meperidine for prevention of
rigors from amphotericin B treatment of cryptococcal
meningitis or other fungal infections (Cohen and
Jacobson, 2000). Psychotherapeutic intervention can
have a profound impact on the severity of depressive
illness, and multiple studies have supported the efh-
cacy of cognitive-behavioral therapy in treating major
depressive illness and reducing the risk of relapse
(Hollon et al., 2005), increasing adherence to HAART
therapy (Parsons et al., 2005), and having a possible
protective effect on the immune system for up to 1 year
after completing therapy (Carrico et al., 2005). Im-
portantly, it has been offered in a group therapy model
to HIV-infected patients with good success (Blanch
et al., 2002).

Similarly, interpersonal therapy (IPT) has demon-
strated efficacy in treating major depressive illness in
HIV disease (Markowitz et al., 1992, 1995), and IPT
may offer advantages to patients who have been re-
cently diagnosed with HIV/AIDS or have recently pro-
gressed in their disease severity. IPT is notable for its
brevity and can successfully focus on the common
problems encountered in HIV disease, including grief,
changes of life after disease diagnosis, role identity
during times of illness progression, interpersonal dis-
putes related to family strife surrounding diagnosis,
issues of homosexuality or drug abuse, and support of
existing coping strategies.

Other psychotherapeutic modalities include psy-
chodynamic therapy (brief and extended) as well as
supportive therapy, which can work to maximize

existing coping strategies in times of heightened stress
or turmoil. The role of support groups and other psy-
chosocial interventions within the larger context of
psychotherapeutic strategies cannot be underestimated,
these will be addressed in more detail in Chapter 27.

Bipolar Disorder

As noted in the chapter segment on depression, HIV-
seropositive individuals are at an increased risk of
developing mood disorders across the spectrum of
their disease as compared to the general population.
Mania can occur at any point along the course of HIV
illness, but the occurrence generally clusters into two
categories: (a) a preexisting bipolar disorder that pre-
dated HIV seroconversion or is not directly related to
the disease, which can occur at any point during the
course of the disease; and (b) the late-stage manic
syndrome that occurs most commonly but not ex-
clusively in the context of HIV dementia (Lyketsos
et al,, 1997; Treisman et al., 1998). Primary bipolar
disorder is more likely to appear consistent with the
usual course of the illness, including euphoric mood,
expansiveness, and signs or symptoms of poor judg-
ment. In addition, the presence of a family history of
bipolar disorder is more common in this category, and
it is less likely to be associated with a preexisting con-
dition. AIDS mania, though, has been noted to be as-
sociated with marked cognitive deficits, a pronounced
irritable mood, and greater severity coupled with a
rather dismal prognosis (Lyketsos et al., 1993, 1997).

It is has yet to be determined whether there is an
increased risk of primary bipolar affective disorder
type I in HIV patients, but a few studies have reported
an increased prevalence of bipolar type II disease,
cyclothymia, and hyperthymic personalities in HIV-
positive patients (Perretta et al., 1998). Large-scale
epidemiologic studies are required to better define the
incidence and prevalence of primary bipolar illness
across the spectrum of HIV illness; this topic is further
addressed in Chapter 4.

The choice of an effective mood stabilizer in
treating patients with bipolar disorder and concurrent
HIV disease is complex, and is based both on available
supporting evidence of primary efficacy and the po-
tential for pharmacological interactions and potential
adverse events. At the time of the writing of this chap-
ter, four mood stabilizers had been approved by the
U.S. Food and Drug Administration (FDA) for the
treatment of primary bipolar disorder, and of these



four agents, three were anticonvulsants—carbamaze-
pine, valproate, lamotrigine, and lithium. There are
no data comparing the efficacy of these agents to each
other in treating and maintaining bipolar disorder in
HIV-infected patients, and there is a dearth of evi-
dence on even the use of any one agent in HIV disease.

The use of carbamazepine is complicated by its
induction of the P450-3A4 isozyme, through which
protease inhibitors are often metabolized, which may
result in subtherapeutic serum concentrations of an-
tiviral agents and the development of viral resistance
(Hugen etal., 2000). This is phenomenon particularly
troubling, given that resistance to protease inhibitors
commonly occurs across the entire class of medica-
tions rather than being limited to a single agent (Barry
et al., 1997). Carbamazepine also carries significant
risk of anticholinergic delirium, which is especially
problematic in individuals suffering from an under-
lying dementing process such as late-stage AIDS.
Therefore, at this time, carbamazepine cannot be rec-
ommended as a first-line agent for the treatment of
bipolar disorder in an HIV population.

The use of valproate derivatives, including di-
valproex, is a standard first-line therapy in idiopathic
bipolar disorder, and may have relative advantages in
the management of atypical bipolar disorder over lith-
ium and atypical antipsychotics in patients with HIV
illness (Halman et al., 1993) such as a low potential
for medication interaction via cytochrome P450 iso-
zymes (Ketter et al., 1999; Ethell et al., 2003). Its use
in patients on HAART is complicated, however, by
the potential for multiple drug—drug interactions via
non-P450 mechanisms as well as the potential for
extrapyramidal reactions in this population. Valproate
has also been associated with thrombocytopenia, he-
patic dysfunction, and pancreatitis, which are adverse
events that overlap significantly with those associated
with antiretroviral therapies (RachBeisel and Wein-
traub, 1997). The complexities of these issues will be
further explored in Chapter 32.

Valproate in patients with hepatitis C coinfection
deserves special caution (Felker et al., 2003), how-
ever, as cases of hepatic failure and hyperammonemic
encephalopathy have been documented with valpro-
ate use even in otherwise healthy adults (Konig et al.,
1994). The implications of these findings are espe-
cially pertinent for HIV-seropositive intravenous drug
users, whose incidence of comorbid HCV is greater
than 90%. Persons with HIV/HCV coinfection are es-
pecially vulnerable to hepatic complications because
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of the typically more rapid progression of their disease
due to the combined, synergistic effect of HIV and
HCV (Brau, 2005).

Lamotrigine is approved by the FDA for mainte-
nance treatment of primary bipolar disorder, but stud-
ies examining its use in secondary mania have not
been performed, and its relatively long titration period
prevents its use to control acute episodes. Lamotrigine
is not significantly protein bound, and its metabolism
occurs primarily through beta-oxidation with minimal
effect on the cytochrome P450 system, making it ad-
vantageous when used concurrently with protease
inhibitors. It also has significant efficacy in the treat-
ment of painful HIV-associated neuropathy, as dem-
onstrated by Simpson and colleagues (2003) in a
randomized, placebo-controlled, double-blind study.
However, to date it remains an uncommon agent for
treating HIV-associated mania because of concern
over potential interaction with the antiretrovirals and
the required slow titration schedule.

All atypical antipsychotics have been approved by
the FDA for the acute treatment of manic states as-
sociated with primary bipolar disorder, and many have
secured maintenance indications for primary bipolar
as well (Tohen et al., 2000, 2004; Yatham et al., 2003;
Bowden et al., 2005; McIntyre et al., 2005; Potkin
etal., 2005; Smulevich et al., 2005; Vieta et al., 2005;
Sachs et al., 2006). However, no controlled trials of
any atypical antipsychotic medication have been per-
formed for either HIV-associated mania or primary
bipolar disorder in HIV-seropositive patients.

The use of risperidone in HIV-related psychosis
including AIDS-associated (secondary) mania is sup-
ported by a case series by Singh and colleagues (1997).
However, experience dictates considerable caution
when using this agent, as it can provoke severe extra-
pyramidal reactions, including opisthotonus in our
experience. The use of atypical agents is complicated
further in HIV patients by the extensive P450 me-
tabolism required of these agents (Meyer et al., 1998),
exemplified by a single-dose pharmacokinetic study of
olanzapine and ritonavir in healthy volunteers. The
study’s authors found that concurrent administration
effectively reduced the mean halflife of olanzapine
from 32 hours to 16 hours (Penzak et al., 2002). This
suggests that patients concurrently receiving ritonavir
and olanzapine may ultimately require higher doses
to achieve similar therapeutic benefit. Little data exist
to date regarding other atypical antipsychotic agents
in the treatment of HIV patients.
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Lithium has been a mainstay of mania treatment,
and is the oldest and best characterized mood stabi-
lizer. Its use in HIV and AIDS patients, however, is
commonly precluded because of its expansive list of
adverse events. The major problem with lithium in
treating AIDS patients is the unpredictable fluctua-
tions in serum blood levels due to a variety of mech-
anisms, making toxicity an ever-present consideration.
Shifts in electrolyte balance via sweating, vomiting,
diarrhea, or metabolic alkalosis can lead to dangerous
elevated lithium levels, as can failure to adequately
excrete the drug due to renal impairment from HIV-
related nephropathy and heroin nephropathy. Thus,
the use of lithium in persons with HIV or AIDS should
be exercised with extreme caution (Cohen and Jacob-
son, 2000).

ADHERENCE DATA

HIV-related hospitalizations and deaths are influ-
enced heavily by nonadherence to prescribed antiviral
regimens (Riley etal., 2005; Sabin etal., 2006). Mental
illness and drug abuse have been demonstrated in the
developed world to be a significant barrier to adher-
ence (Giordano et al.,, 2005). Depression appears to
be an independent risk factor for nonadherence to
HAART regimens in particular (Singh et al., 1996;
Gordillo et al., 1999; Tuldra et al., 1999; Wagner
et al., 2001; Starace et al., 2002; van Servellen et al.,
2002; Carrieri et al., 2003; Ammassari et al., 2004;
Gonzalez et al., 2004), and may be even more strongly
associated with nonadherence than with chronic psy-
chotic mental illness (Walkup et al., 2004). However,
treatment for depression is associated with both effi-
cacy and improved quality of life (Cruess et al., 2003;
Himelhoch and Medoff, 2005), thus depression may
be an easily modified variable to increase adherence
to HAART therapy. These issues will be discussed
more fully in Chapter 22.

CONCLUSIONS

Mood disorders in the context of HIV disease are var-
ied and encompass almost all of general adult psychi-
atry, including affective illness, psychosis, substance
abuse, psychotherapy, and advanced psychopharma-
cology. As noted in the introduction, HIV spectrum
disease has become today’s syphilitic equivalent, and

dealing effectively with HIV-associated mood disorders
forces the competent practitioner to maintain a high
degree of both medical and psychiatric knowledge.
Implications for mood disorders in HIV disease include
diminished quality of life, heightened risk for suicide,
disease progression, and increased rates of nonadher-
ence to HAART therapy. Indirectly, mood disorders
may be linked to increased antiviral resistance by virtue
of increased rates of nonadherence to HAART therapy
and an increased rate of risk-taking behavior including
substance abuse.

Treatment of these disorders requires not only
a thorough understanding of complicated psychody-
namic issues but also a strong basis in advanced psy-
chopharmacology. Medication choice may be dic-
tated by such factors as treatment of comorbid disease,
effect on viral activity, and risk of interactions with
antiviral agents, as well as guided by data regarding its
primary efficacy in HIV disease. Careful choice must
be given to all these issues when implementing ther-
apy for this complicated and atrisk group of individ-
uals, and referral to a comprehensive HIV-AIDS
center or an HIV-AIDS psychiatrist should remain a
viable option for practitioners during these patients’
treatment course. Effective treatment offers persons
with HIV and AIDS the incalculable advantages of
improved quality of life and improved survival in the
context of an often devastating illness.
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Chapter 10

HIV-Associated

Neurocognitive Disorders

Stephen |. Ferrando
and Constantine G. Lyketsos

Since the beginning of the HIV epidemic, the neuro-
cognitive manifestations of the infection have been
widely recognized. HIV infection is associated with a
range of cognitive and behavioral symptoms that be-
come more frequent and severe as the immune system
declines and symptomatic illness and AIDS ensue. In
order to approach the neuropsychiatric evaluation
and treatment of the HIV patient, it is critical that the
clinician develop a working understanding of central
nervous system (CNS) manifestations of HIV disease,
including HIV-associated neurocognitive disorders.
The clinical and neuropathological manifestations
of the AIDS dementia complex (ADC) were described
in two classical papers by Navia and colleagues in
1986 (Navia et al., 1986a, 1986b). These authors de-
scribed what came to be known as the ADC triad of
cognitive, motor, and behavioral symptoms that oc-
curred in nearly one-fourth of AIDS patients and was
often progressive to severe dementia. In autopsy spec-
imens of patients with the disorder, the authors de-
scribed characteristic changes in the white matter and

subcortical structures, including diffuse white matter
pallor and rarefaction, and lymphocyte and macro-
phage infiltration (signs of inflammation). In most
cases, these changes correlated well with the clinical
manifestations of the disorder. See Chapter 19 for a
thorough review of the neuropathology of HIV.

In response to work in this area during the first
10 years of the epidemic, the American Academy of
Neurology (AAN) published in 1991 diagnostic cri-
teria for two HIV-associated CNS disorders: HIV-
associated minor cognitive motor disorder (MCMD)
and HIV-associated dementia (HAD, known previ-
ously as ADC) (American Academy of Neurology
AIDS Task Force, 1991). These criteria contained the
classical triad of clinical symptoms and stipulated that
the symptoms must cause everyday functional impair-
ment in order to make a diagnosis. In the years prior
to the advent of highly active combination antiretrovi-
ral therapy (HAART), the criteria were modified and
validated in longitudinal studies (Dana Consortium
on Therapy for HIV Dementia and Related Cognitive
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Disorders, 1996). These disorders were found to pre-
dict shorter survival, even after statistically controlling
for other HIV illness markers (Sacktor et al., 1996;
Wilkie et al., 1998).

The landscape changed with the advent and wide-
spread use of HAART in the mid-1990s. The incidence
of HAD has declined (Sacktor et al., 2001a), but,
since patients live longer, these disorders may have a
stable or increasing prevalence. Further, milder forms
of impairment persist in a substantial proportion of
patients (Ferrando et al., 1998; Starace et al., 2002),
with higher levels of immune functioning (Dore et al.,
1999), and the course is highly variable, including
fluctuation over time, progression, or even regression
of the symptoms. Motor manifestations, while conti-
nuing to occur in some cases, are less frequent. Finally,
comorbid and differential diagnostic considerations
for the cause of these disturbances have shifted away
from opportunistic infections toward entities such as
substance abuse, hepatitis C coinfection, and the neu-
ropsychiatric and metabolic side effects of antiretro-
viral medications. To account for these shifts, the
diagnostic criteria for HIV-associated neurocognitive
disorders are undergoing revision.

This chapter provides an overview of the diagnostic
criteria, differential diagnosis, assessment, and treat-
ment of the HIV-associated neurocognitive disorders.
See Chapters 7 and 19 for review of neuropsycholo-
gical assessment and HIV neuropathology.

CLINICAL MANIFESTATIONS
AND DIAGNOSTIC CRITERIA

Neuropsychological deficits in HIV-associated neuro-
cognitive disorders reflect underlying subcortical-
frontal pathology (see Chapter 19 for a full discussion
of neuropsychological deficits in HIV infection).
Briefly, impairments are seen in the areas of attention,
concentration, psychomotor processing speed, speed
of information processing, executive function (abstrac-
tion, divided attention, shifting cognitive sets, response
inhibition), and verbal memory (particularly retrieval
of stored information) (Heaton etal., 1995). Disorders
of language, visuospatial abilities, and praxis generally
occur in later-stage dementia. Associated neuropsy-
chiatric symptoms include apathy, depression, mania,
and psychosis.

In considering the diagnosis of an HIV-associated
neurocognitive disorder, it is important to remember

that there is a range in the number and severity of
neuropsychological deficits and thatsome patients may
have abnormal neuropsychological test scores but no
functional impairment. This “asymptomatic neuropsy-
chological impairment” cannot be applied to make a
diagnosis of a neurocognitive disorder. Further, it is
important to remember that in the context of HIV
infection, there is a broad differential diagnosis for
neuropsychological test abnormalities, and other eti-
ologies must be ruled out to make a diagnosis of an
HIV-associated neurocognitive disorder (see below).

Table 10.1 contains the 1991 AAN diagnostic cri-
teria for HIV-associated minor cognitive motor disor-
der (MCMD) and HIV-associated dementia (HAD).
Note that diagnostic criteria for both disorders are
based primarily on severity of neuropsychological test
impairment and on degree of functional impairment,
with the disorders differing according to levels of se-
verity in these domains. In addition, neuropsychiatric
and motor symptoms are emphasized in making the
diagnosis of HAD.

As mentioned previously, the diagnostic criteria
for HIV-associated neurocognitive disorders are being
modified (Forstein et al., 2006), for several reasons.
First is the recognition that asymptomatic cognitive
impairment, even when not associated with functional
impairment, is a risk factor for subsequent functional
decline. Second is the recognition of the primacy of
cognitive symptoms relative to the motor and neuro-
psychiatric symptoms. Third is the need to precisely
specify the neurocognitive domains to be tested and
the degree of impairment needed to qualify for a di-
agnosis of neurocognitive disorder. Finally, the course
of the neurocognitive disorder varies, thus allowing
for course specifiers. Figure 10.1 depicts suggested
modified diagnostic criteria for the HIV-associated
neurocognitive disorders. Publication of these modi-
fied criteria is forthcoming.

EPIDEMIOLOGY

The incidence of MCMD and HAD in the HAART
era has not been precisely estimated. Prior to 1991, the
incidence of HAD within 2 years of AIDS diagnosis
was 7% per year (McArthur, 1994). Since the advent
of HAART, the overall incidence of HIV-associated
dementia has declined. A study of the incidence of
CNS complications of HIV in the Multicenter AIDS
Cohort (MACS) from 1990 through 1997 documented
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TABLE 10.1. American Academy of Neurology Criteria
for HIV-Associated Neurocognitive Disorders

HIV-1-Associated Dementia (HAD)*

Criteria for 1 and 2 must be met:

1. Scores 1 standard deviation (SD) below age- and edu-
cation-adjusted norms on two of eight neuropsycholo-
gical tests or 2 SD below the norms on one of eight tests

2. Requires assistance or has difficulty (due to either
physical or cognitive deficit) in at least one of the
following instrumental activities of daily living:
Using the telephone
Handling money
Taking medication
Performing light housekeeping
Doing laundry
Preparing meals
Shopping for groceries
Getting to places out of walking distance

and must meet either 1 or 2 of the following:

1. Any impairment in the following: lower extremity
strength, coordination, finger tapping, alternating hand
movements, leg agility, or performance on grooved
pegboard 2 SDs below mean (dominant hand)

2. Self-reported frequent depression that interferes
with function, loss of interest in usual activities or
emotional lability, or irritability

Staging of HAD: mild, moderate or severe, based on degree
of functional deficit

HIV-Associated Minor Cognitive/Motor Disorder (MCMD)*

Does not meet criteria for HAD and meets 1 and 2 of the
following:
1. Deficit in at least two of the following:
Mental slowing: digit symbol at least 1 SD below
age- and education-adjusted norms
Memory: Rey Auditory Verbal Learning Test
(total) at least 1 SD below norms
Motor dysfunction: any impairment in finger
tapping, or pronation or supination
Incoordination: mild impairment in gait or clumsiness
Emotional lability, or apathy or withdrawal

and

2. Deficit in at least one of the role function
measures attributed in part to cognitive function:
Need for frequent rests
Cut down on amount of time in activities
Accomplish less than desired
Cannot perform activities as carefully as one

would like

Limited in work or activities
Difficulty performing activities
Require special assistance to perform activities

*Symptoms should not be exclusively caused by other etiologies, i.e.,
CNS opportunistic infections, systemic disease, substance abuse.

Source: Adapted from American Academy of Neurology AIDS Task
Force, 1991.

a decline in probable or possible HAD from 30 cases
per 1000 person-years to 17 per 1000 person-years
(Sacktor et al., 2001a). CNS opportunistic infections
including toxoplasmosis, cryptococcal meningitis, and
lymphoma declined similarly during this time period.
Researchers from Australia found a similar decline in
CNS AIDS-defining illnesses (ADIs) between 1992
and 1997 (Dore et al., 1999). However, over this time
period, they found that HAD comprised a greater
proportion of new-onset ADIs, rising from 4.4% in
1992 to 6.5% in 1997. Further, the average CD4
count of patients with HAD increased from 70 cells/pl
to 170 cells/pl during this time period. This relative
rise in the proportion of ADIs that are HAD may be
due to variable CNS penetration of antiretroviral
medications. Thus, while HIV patients taking HAART
may have enhanced immune function and survive
longer without HIV-associated cognitive decline, the
prevalence of all-cause dementia in HIV-infected pa-
tients likely has remained stable or increased.

DIFFERENTIAL DIAGNOSIS

Differential diagnosis is paramount in evaluating neu-
rocognitive symptoms in HIV/AIDS medical inpa-
tients, especially when investigating for medical and
neuropsychiatric etiological factors related to HIV ill-
ness and its treatment. Table 10.2 lists the major dif-
ferential diagnostic considerations.

Multiple studies have indicated that 60%-70% of
patients with HIV infection have one or more psychi-
atric disorders prior to contracting HIV illness (Perry
et al., 1990; Williams et al., 1991; Lyketsos et al.,
1995). Patients with Axis I disorders, including depres-
sion, bipolar disorder, schizophrenia, and substance
abuse, may present with cognitive complaints or im-
pairment. Substance intoxication and/or withdrawal
are also common causes of cognitive impairment, par-
ticularly delirium. CNS opportunistic illnesses (Ols)
and cancers can also present with a wide range of
cognitive and neuropsychiatric symptoms, most often
in the context of delirium, as a result of both focal and
generalized neuropathological processes. Table 10.3
lists the major CNS Ols, their major symptom pre-
sentation, and diagnostic workup.

Hepatitis C infection, independent of HIV coin-
fection and interferon/ribavirin therapy, is character-
ized by multiple neuropsychiatric complaints, most
frequently fatigue (up to 97% of patients), depression
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FIGURE 10.1. Schematic depiction of proposed modified criteria for
HIV-associated neurocognitive disorders. NP, neuropsychological;
SD, standard deviation. Forstein M et al., 2006.

(up to 25% of patients meet criteria for a current de-
pressive disorder and up to 70% have elevated scores
on depression rating scales), and cognitive dysfunction
(up to 82% impairment on some measures) (Crone
and Gabriel, 2003). Compared to patients with HIV
alone, patients with comorbid HIV and hepatitis C are
more likely to have disturbances in executive function
and dementia (Ryan et al., 2004). The pattern of cog-
nitive impairment associated with hepatitis C is sim-
ilar to that of HIV. Patients with mild liver disease
tend to have impairment in attention and concentra-
tion, and patients with more severe liver fibrosis have
problems with learning, psychomotor speed, and
cognitive flexibility. Patients with end-stage liver dis-
ease and cirrhosis experience superimposed delirium
(“hepatic encephalopathy”). Combination pegylated
interferon alpha 2a and ribavirin treatment for hepa-
titis C is well known to be a cause of dysphoria, suicidal
ideation, anxiety, sleep disturbance, fatigue, mania,
psychosis, confusion, and cognitive dysfunction (Crone
and Gabriel, 2003).

Several antiretroviral and other medications used
in the context of HIV have been associated with neu-
ropsychiatric side effects. These include zidovudine
(Maxwell et al., 1998), didanosine (Brouillett et al.,
1994), abacavir (Foster et al., 2004), nevirapine (Mor-
lese et al. 2002), efavirenz (Bartlett and Ferrando,
2004), interferon alpha 2a (Crone and Gabriel, 2003),
and clarithromycin (Colebundersand Florence, 2002).
Most of these effects are infrequent and causal rela-
tionships linking them to the medications have been
difficult to discern (Johnson et al., 2003). The most
widespread clinical concern has been generated by

reports of sudden-onset depression and suicidal idea-
tion after treatment with interferon alpha 2a (discus-
sed above) and/or efavirenz. Early reports suggested
that efavirenz may be associated with at least tran-
sient neuropsychiatric side effects in excess of 50% of
patients (Staszewski et al., 1999). Reported effects are
protean and include depression, suicidal ideation, vivid
nightmares, anxiety, insomnia, psychosis, cognitive dys-
function, and antisocial behavior (Bartlett and Fer-
rando, 2004). Some, but not all, reports suggest that
patients with a prior history of substance use or other
psychiatric disorders are at greater risk for the neuropsy-
chiatric side effects of efavirenz (Bartlett and Ferrando,

TABLE 10.2. Differential Diagnosis of HIV-Associated
Neurocognitive Disorders

* Delirium (from multiple possible etiologies, often
superimposed on underlying neurocognitive disorder)
Primary or comorbid psychiatric disorder

(e.g., depression)

Primary or comorbid neurodegenerative disorder

(e.g., Alzheimer disease, vascular dementia)

CNS opportunistic illnesses and cancers (e.g.,
cytomegalovirus or herpes simplex encephalitis,
progressive multifocal leukoencephalopathy)
Substance intoxication and/or withdrawal
Neuropsychiatric complications of hepatitis C and its

treatments
Neuropsychiatric side effects of HIV medications

Metabolic complications of HIV medications (e.g.,
diabetes, cerebrovascular and cardiovascular disease)

Drug interactions
Endocrinological abnormalities (e.g., hypogonadism,
adrenal insufficiency)




TABLE 10.3. Opportunistic Illnesses of the Central Nervous System in AIDS

Opportunistic Lumbar
Illness CD4 Signs Focal CT/MRI Puncture
Toxoplasmosis <100 Fever Y Ring-enhancing lesions T. gondii antibody or PCR
Delirium Basal ganglia High specificity or low sensitivity
Headache Gray-white junction
Seizures
Cytomegalovirus <50 Delirium N Ventricular enlargement CMV PCR
Infections found at diagnosis: (Y) Variable specificity
Retina or sensitivity
Blood Inclreased periventricular Elevated protein
Adrenalgland signal (T2 image) level, pleocytosis,
GI tract hypoglycorrhachia
Cryptococcal meningitis <100 Fever N Nonspecific C. neoformans,
Delirium Y India ink, latex
Not universally seen {10%} agglutination or PCR
Increase in ICP (50%) High specificity
Seizures or sensitivity
Progressive multifocal <100 Mono or Hemiparesis Y Attenuated signal/ JCV PCR
leukoencephalopathy Dysarthria non-enhancing High specificity
Gait disturbance (T2 images) or sensitivity
Sensory deficit Periventricular white matter
Progressive dementia Other areas:
Occasional Gray matter
Visual loss Brain stem Other routine CSF studies
Seizures Cerebellum not generally diagnostic
Spinal cord
Central nervous system <100 Afebrile Y Lesions: EBV PCR
neoplasms/lymphoma Delirium Hypodense or patchy High specificity

Seizures 10%
Increased ICP

Nodular enhancing
SPECT thallium:
Differentiates from
toxoplasmosis

or sensitivity

Other routine CSF
evaluation not useful

CMYV, cytomegalovirus; CSF, cerebrospinal fluid; EBV, Epstein-Barr virus; ICP, intracranial pressure; JCV, Jakob Creutzfelt virus; PCR, polymerase chain reaction; SPECT, single photon emission computed

tomography.
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2004). In contrast to early and uncontrolled reports,
the only prospective study (Bartlett and Ferrando,
2004) found that vivid dreams and vestibular dys-
function symptoms were significantly more frequent
among patients treated with an efavirenz-based regi-
men than those treated with a triple nucleoside regi-
men. These symptoms were primarily seen in week 1
and resolved thereafter (Clifford et al., 2005). Efavir-
enz treatment was in fact associated with overall im-
provement in neuropsychological performance.
Drug interactions between antiretroviral and psy-
chotropic medications, covered extensively in Chap-
ter 32, are an important aspect of differential diagnosis
and treatment in evaluating and treating cognitive
dysfunction. Clinically significant drug interactions
are more often seen in acute care settings because of
medical illness severity, prior substance abuse, the
likelihood of multiple medications being initiated si-
multaneously, changes in volume of distribution or
protein binding, and hepatic or renal impairment.
Patients with HIV or AIDS often experience endo-
crinological derangements that may produce cognitive
and behavioral symptoms. These include clinical and
subclinical hypothyroidism (Beltran et al., 2003), hy-
pogonadism (Mylonakis et al., 2001), adrenal insuffi-
ciency (Mayo et al., 2002), and Grave’s disease (auto-
immune thyroiditis) (Chen et al., 2005). Multiple
etiological mechanisms have been hypothesized, in-
cluding viral and other opportunistic infections, neo-
plastic infiltration of endocrine glands, antiretroviral
therapy, and autoimmune phenomena, including im-
mune reconstitution inflammatory syndrome (IRIS)
(Beltran et al., 2003; Chen et al., 2005). Thyroid de-
ficiency, including subclinical forms, is present in ap-
proximately 16% of HIV-infected patients (Chen et al.,
2005). Testosterone deficiency, with clinical symptoms
of hypogonadism, is present in up to 50% of men with
symptomatic HIV or AIDS and is likely to be present
with concurrent acute illness (Rabkin et al., 1999;
Mpylonakis et al., 2001). Deficiency of adrenal gluco-
corticoid production is present in up to 50% of severely
ill HIV patients (Marik et al., 2002; Mayo et al., 2002).
Similarly, deficiency in adrenal androgens, particularly
dehydroepiandrosterone (DHEA), is also common in
both HIV-infected men and women and is associated
with advanced HIV disease and loss of lean body mass
(Rabkin et al., 2000). These endocrine deficiencies
have been associated with fatigue, low mood, low li-
bido, and loss of lean body mass, symptoms that may be

ameliorated by correction of the deficiency state.
Graves disease in the acute stages presents with activa-
tion symptoms including anxiety, irritability, insomnia,
weight loss, mania, and agitation. Endocrine disorders
are covered in detail in Chapter 35 of this text.

COGNITIVE AND FUNCTIONAL
ASSESSMENT

The assessment for neurocognitive disorders presents
challenges in the HIV clinical setting. The neuropsy-
chological literature suggests that patient self-reports
of cognitive problems (“metacognitive” complaints)
are more likely to be secondary to depression or other
forms of distress than to cognitive impairment assessed
by neuropsychological tests (Hinkin etal., 1996). Thus,
when patients present with cognitive complaints, it is
first important to assess for depression, anxiety, and
other Axis [ psychiatric disorders.

Formal neuropsychological assessment, adminis-
tered by a licensed clinical neuropsychologist, is the
gold standard for assessing for HIV-associated neu-
rocognitive disorders (see Chapter 7 for a full review
of this topic). Several batteries sensitive to HIV-
associated deficits have been proposed (Butters et al.,
1990). Unfortunately, such testing is time intensive,
expensive, and not readily available in HIV clinics.
Regardless of the availability of neuropsychological
testing, a thorough psychiatric and cognitive assess-
ment, such as that suggested in Chapter 6, is an im-
portant aide in making a diagnosis of neurocogni-
tive disorder. In this context, commonly used bedside
cognitive assessments, such as the Mini Mental Status
Exam (Folstein et al., 1975), are typically insensitive
to HIV-associated deficits, since they were designed to
assess the global deficits found in cortical dementias.
The HIV Dementia Scale (HDS) was developed as
a rapid screening test to assess for HIV-associated
dementia (Power et al., 1995). The HDS assesses
psychomotor processing speed, verbal memory, con-
structional ability, and executive function (response
inhibition, set shifting) (Fig. 10.2). While it is a useful
dementia screen, its utility for assessing mild HIV-
associated cognitive deficits in the clinical setting is
limited (Smith et al., 2003). This test also exists in a
modified form (eliminating the antisaccadic subtest,
which is often difficult to administer), which has been
validated for use in both determining the presence
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MEMORY - REGISTRATION
Give 4 words to recall (dog, hat, green, peach) and 1 second to say each. Then ask the
patient to repeat all 4 after you have said them.

4 ATTENTION
Antisaccadic eye movements (20 commands): _ errors out of 20
s3errors=4;4errors=3; Serrors=2; 6 errors = 1; > 6 errors =0
6 PSYCHOMOTOR. SPEED

Ask patient to write the alphabet in uppercase letters horizontally across the page (use
back of form) and record time: seconds
=21 sec=6;21.1-24 sec = 5; 24.1-27 sec = 4; 27.1-30 sec = 3; 30.1-33 sec = 2; 33.1-

36sec=1;>36sec=10

4 MEMORY - RECALL

Ask for the 4 words from MEMORY — REGISTRATION TEST above.

Give 1 point for each correct. For words not recalled, prompt with a semantic clue as
follows: animal (dog); piece of clothing (hat); color (green); fruit (peach). Give 1/2
point for each correct word after prompting.

2 CONSTRUCTION
Copy the cube below. Record time seconds
<25sec=2;25-35sec=1;>35sec=0

FIGURE 10.2. HIV Dementia Scale. Adapted from Power et al., HIV Dementia Scale: a rapid screening test. Jour-
nal of Acquired Immune Deficiency Syndrome and Human Retrovirology 1995; 8:273-278. Used with permission.

and severity of HAD, and may be more usable clini-
cally (Davis et al., 2002).

The presence of everyday functional impairment
is necessary to diagnose HIV-associated neurocogni-
tive disorders. In patients with HIV, cognitive dysfunc-
tion has been associated with impairments in both
basic and instrumental activities of daily living (Schif-
fitto et al., 2001), poor adherence to HAART (Hinkin
etal., 2002), and reduced ability to work (Rabkin et al.,
2004a). There is no uniformly accepted or validated
measure of functional impairment in HIV infection.
Assessment should focus on instrumental activities of
daily living (IADL), functions that allow individuals
to live independently. These include shopping, cook-
ing, cleaning and laundry, using the telephone, man-
aging money, and adherence to medication (Lawton
and Brody, 1969; Albert et al., 2003). As with cogni-
tive complaints, self-reported functional impairment
correlates poorly with neuropsychological test perfor-
mance. Therefore, observations of family members,
caregivers, and clinical assessment over time are key
components of documenting functional decline.

LABORATORY TESTING

The laboratory evaluation of patients with HIV or
AIDS who have neurocognitive impairment is con-
sistent with the broad differential diagnosis and is fo-
cused on identifying potentially reversible underlying
etiologies. A thorough psychiatric evaluation, includ-
ing presenting symptoms and personal and family his-
tory of psychiatric illness and substance abuse, and a
cognitive functioning examination are essential. While
a complete medical evaluation is implicit, the psy-
chiatric consultant may suggest additional diagnostic
testing based on the clinical situation. Table 10.4 con-
tains a listing of possible diagnostic tests.

In general, the diagnostic workup should include
complete blood count with differential, CD4 lym-
phocyte count, HIV-1 viral load, serum chemistries (in-
cluding liver and renal function tests, fasting glucose
and creatine phosphokinase), chest X-ray, electrocar-
diogram, blood and urine cultures (if indicated), toxi-
cology screen, and psychotropic medication serum lev-
els(whenavailable). Based on the clinical presentation,
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TABLE 10.4. Clinical and Laboratory Evaluation of Patients with HIV and Neurocognitive

Symptoms

* Medical evaluation with screening laboratories: complete blood count, chemistry screen (including
liver and renal function tests), urinalysis, chest X-ray, electrocardiogram, blood and urine cultures

(when applicable)
CD4 lymphocyte count, HIV-1 plasma viral load

Cognitive screen (HIV Dementia Scale)

Psychiatric diagnostic interview including personal and family history

Additional laboratories when applicable: illicit drug toxicology screen, serum psychotropic drug

levels, thyroid function tests, antithyroid antibodies, vitamin B12 and B6 levels, total or bioavailable
testosterone, dehydroepiandrosterone sulfate, adrenocorticotropic stimulation test, 24-hour urine

cortisol
Evaluation for hepatitis C (including viral load)

Review of antiretroviral regimen for neuropsychiatric side effects

Review of psychotropic mediations for efficacy, neuropsychiatric side effects, drug interactions
Neuroimaging (MRI, MR spectroscopy, diffusion tensor imaging)

Lumbar puncture (including CSF HIV-1 viral load if available)

Review of antiretroviral medication for CNS penetrance

assays of thyroid function, vitamins B6 and B12, Trepo-
nema pallidum IgG and IgM, serum total and/or bio-
available testosterone, adrenocorticotropic hormone
(ACTH) stimulation, and 24-hour urinary cortisol may
be obtained.

A lumbar puncture may also be obtained, if neces-
sary, under sedation with fluoroscopic guidance. Re-
sults are often nonspecific, but important tests include
opening pressure, culture (viral, fungal, mycobacte-
rial), cell count, protein, neopterin, beta-2 microglo-
bulin, and, if available, polymerase chain reaction
(PCR) testing for cytomegalovirus, Epstein Barr vi-
rus, Jakob Creutzfelt virus, herpes simplex virus, and
HIV-1. While measurement of cerebral spinal fluid
(CSF) HIV-1 viral load is probably the best way to
monitor virologic susceptibility to and effectiveness
of HAART for neurocognitive symptoms (Ellis et al.,
1997; McArthur et al., 1997; Price et al., 1997; DiS-
tefano et al., 1998), some studies suggest that plasma
viral load measurements correlate with neurocogni-
tive symptoms (Staprans et al., 1999; Sacktor et al.,
2003).

In terms of static neuroimaging approaches, con-
trast magnetic resonance imaging (MRI) of the brain
with gadolinium is preferred over computed tomog-
raphy as it provides better visualization of subcortical
and posterior fossa structures and focal lesions; how-
ever, MRI is less feasible in agitated patients. Func-
tional brain imaging, including magnetic resonance
spectroscopy (Sacktor et al., 2005) and diffusion ten-
sor imaging (Filippi et al., 2001), may be helpful in

detecting submacroscopic functional changes associ-
ated with HIV-associated neurocognitive disorders.

TREATMENT

The availability of HAART renewed hope that there
would be effective prevention and treatment for HIV-
associated neurocognitive disturbances. However, a
problem with HAART is that different antiretrovirals
are not equivalent in their ability to penetrate the
blood-brain barrier (BBB) (Enting et al., 1998). This
fact produced concern early in the advent of HAART
that otherwise healthy individuals might develop
progressive cognitive decline and dementia and, fur-
ther, that viral resistance to these poorly penetrating
drugs might develop in the CNS and “seed” the pe-
ripheral circulation, rendering treatment ineffective.
Further, sufficient BBB penetration may be necessary
to achieve adequate HIV-1 inhibitory concentrations
in the CNS for durable antiretroviral efficacy against
neurocognitive disorders.

The nucleoside/nucleotide reverse-transcriptase in-
hibitors (NRTTs) zidovudine, stavudine, lamivudine,
and abacavir, and the non-nucleoside reverse tran-
scriptase inhibitor (NNRTTI) nevirapine penetrate the
BBB effectively (Enting et al., 1998; Ravitch and Mo-
seley, 2001). While efavirenz is highly protein bound
and only a minimal percentage of plasma concen-
tration reaches the CSF, it has been found to achieve
sufficient concentration to inhibit HIV replication
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(Tashima et al., 1999). Zidovudine monotherapy at
standard and higher doses has been shown to im-
prove neuropsychological performance and dementia
(Schmitt et al., 1988; Martin et al., 1999) and was as-
sociated with the decline in the incidence of dementia
from the late 1980s to the early 1990s. However, these
benefits of zidovudine monotherapy are temporary,
due to the emergence of viral resistance (Gulevitch
et al,, 1993). Didanosine monotherapy has also been
shown effective in improving psychomotor function.
Furthermore, the addition of stavudine to zidovudine
after a period of zidovudine monotherapy effectively
improves motor performance (Arendt et al., 2001).

The protein inhibitors (PIs), with the exception of
indinavir (Brinkman et al., 1998), have poor BBB pen-
etration, generating concern that Pl-based HAART
might not benefit CNS disease. However, HAART
regimens containing various Pls have been associated
with reductions in CSF viral load to undetectable
levels (Gisslen et al., 1997), with reversal of white
matter lesions on MRI (Filippi et al., 1998) and re-
versal of brain metabolic abnormalities on magnetic
resonance spectroscopy (Chang et al., 1999).

As previously discussed, the HAART era has seen a
dramatic decline in the incidence of HAD. Numerous
cross-sectional and longitudinal studies have docu-
mented the benefits of heterogencous HAART regi-
mens for the full range of HIV-associated neurocog-
nitive symptoms (Ferrando et al., 1998, 2003; Tozzi
et al., 1999; Sacktor et al., 1999), with the most
consistent improvements seen in psychomotor pro-
cessing speed. Some authors report that regimens
containing multiple CNS penetrating drugs are no
better in improving psychomotor processing speed
than regimens containing only one CNS-penetrating
drug (Sacktor et al., 2001b). Others have found that
HAART regimens containing three or more CSF-
penetrating antiretroviral drugs correlate with the
ability to suppress HIV RNA in CSF (DeLuca et al.,
2002; Letendre et al., 2004). Marra and colleagues
(2003) reported that HAART regimens containing
zidovudine and indinavir were superior to other reg-
imens in improving neurocognitive performance.

In addition to using antiretroviral therapy for HIV-
associated neurocognitive disorders, other neuropro-
tective and adjunctive agents are in various stages of
investigation for their potential to block aspects of
the neurotoxic immune cascade or, more modestly, to
augment important neurotransmitters, such as dopa-
mine. Neuroprotective agents studied to date include

117

pentoxifylline, a tumor necrosis factor-alpha inhib-
itor (Melton et al., 1997); nimodipine, a calcium
channel blocker (Navia et al., 1998); memantine, an
N-methyl-D-aspartate receptor antagonist (Anderson
et al., 2004); selegiline, a monoamine oxidase type B
inhibitor, antioxidant, and antiapoptotic (Dana Con-
sortium on the Therapy of HIV Dementia and Rela-
ted Cognitive Disorders, 1998); and platelet-activating
factor antagonists (Persitsky et al., 2001). The psy-
chostimulants, particularly methylphenidate and dex-
troamphetamine, which augment dopamine neuro-
transmission, have shown some promise in improving
cognitive and psychomotor impairment in advanced
HIV illness (Holmes et al., 1989).

Modafinil, a wakefulness agent, was shown to in-
crease cognitive performance in HIV-infected patients
whose primary complaint was fatigue (Rabkin et al.,
2004b). Finally, in a recent open-label study of lith-
ium 600-1200 mg/day on a background of HAART,
cognitively impaired patients experienced significant
cognitive improvement (Letendre et al., 2006). While
some of these neuroprotective and neuromodulatory
agents have shown promise in preliminary study, none
has shown the magnitude of benefit of HAART.

CONCLUSION

In the past several years, much has been learned about
the neuropathogenesis, clinical presentation, and treat-
ment of HIV-associated neurocognitive disorders. De-
spite these advancements, patients with HIV continue
to suffer from functionally significant neurocognitive
disorders. Thus, effective and well-tolerated antiretro-
viral, neuroprotective, and adjunctive treatments need
to be developed.
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Chapter 11

Anxiety Disorders

Mary Ann Cohen, Sharon M. Batista,
and Jack M. Gorman

Anxiety is a painful and ubiquitous concomitant of
most severe medical illness, and AIDS is no excep-
tion. Anxiety may be experienced as a symptom, as one
of the anxiety disorders, as a consequence of AIDS-
associated illness, or as a result of one of its treatments.
It can occur at any stage, from the realization of being
at risk, to the anxiety about a possible symptom, to the
time of HIV testing, diagnosis, disclosure, disease pro-
gression, and severe illness and dying. This chapter will
explore the complexities of anxiety as it relates to HIV
and AIDS as well as to risk reduction and medical care.

ANXIETY THROUGH THE COURSE
OF HIV AND AIDS

Persons with HIV and AIDS may experience anxiety
from the first realization of being at risk to the existen-
tial anxiety that may accompany inexorable progres-
sion of illness near the end of life. Pathologic anxi-
ety is differentiated from normal fear response in that
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it is out of proportion with respect to the environ-
mental stimulus in question, has significant inten-
sity and duration, and results in either impairment of
coping, disruption of normal function, or abnormal
behaviors (Pollack et al., 2004). The determinants of
severity of anxiety are multifactorial and are related to
social support and experience with prior stressors and
illnesses, as well as coping capacity, defensive struc-
ture, adaptive capacity, resilience, and the presence or
absence of other psychiatric disorders. In addition to
the psychological and social factors, severity and
presence of comorbid medical conditions play a sig-
nificant role in the level of anxiety experienced.

ANXIETY DISORDERS AND RISK
FOR HIV INFECTION

While there have been reports of posttraumatic stress
disorder (PTSD) in response to receipt of an HIV di-
agnosis (Kelly et al., 1998; Olley et al., 2005), Hutton



122 PSYCHIATRIC DISORDERS AND HIV INFECTION

and colleagues (2001) have proposed that PT'SD may
also have an association with risky behaviors that lead
to HIV exposure, such as commercial sex and recep-
tive anal sex. A study of 357 people infected with HIV
showed that an overwhelming percentage had been
victims of sexual assault since age 15 (68% of women
and 35% of men) and that these assault survivors re-
ported greater anxiety, depression, and symptoms of
borderline personality disorder, and were more likely
to report unprotected sexual intercourse (Kalichman
et al., 2002). Studies to date do not agree on the im-
pact of knowledge of serostatus on risk behaviors
(Iniciardi et al., 2005). A high level of anxiety may
lead to denial of awareness of risk and self-medication
with alcohol or other drugs, leading to further risk due
to disinhibition. Similarly, among persons who are de-
pendent on alcohol or other drugs, such anxiety may
lead to increased use of substances leading to dimin-
ished awareness of the possible consequences of risky
behaviors. Blumberg and Dickey (2003) surveyed
American adults with and without mental illness and
found that adults with a mental disorder were more
likely to report risk of becoming infected with HIV, to
have been tested in the past year, and to expect to be
tested in the upcoming year.

Intense anxiety may develop when a person first
recognizes that he or she is at risk for infection. A
healthy coping mechanism would be to assess the sit-
uation, explore options for testing, and consider a
change in their risky behavior. Examples of more se-
vere consequences of awareness of risk include PTSD
in response to a needle-stick with HIV-contaminated
blood (Howsepian, 1998), “AIDS-panic” as a result
of exaggerated fear of contracting HIV (O’Brien and
Hassanyeh, 1985; Brotman and Forstein, 1988), or
even obsessive-compulsive disorder (OCD) (Schech-
ter et al., 1991; Bruce and Stevens, 1992; Kraus and
Nicholson, 1996). Some level of anxiety about risky
sexual behavior may be necessary to modify highly risky
sexual practices and ensure that condoms are available
(or clean needles for injection drug use) and appro-
priate use or monogamy occurs.

Anxiety may ensue when a person develops both
an awareness of being at risk and symptoms associated
with HIV infection, such as night sweats or lymphade-
nopathy (Rundell et al., 1986). Braunstein’s (2004)
study of 40 HIV-negative and 101 HIV-positive (34
asymptomatic and 30 symptomatic patients, and 37
symptomatic patients with an AIDS diagnosis) dem-
onstrated that while the patients did not vary overall in

possession of irrational beliefs or death anxiety, the
presence of irrational beliefs and HIV-positive sero-
status strongly predicted the presence of death anxiety.
Again, if anxiety leads to adaptive behavior, the in-
dividual will obtain counseling and testing for sexu-
ally transmitted infections. Anxiety about testing may
lead to procrastination or avoidance of medical vis-
its, being tested but not returning to receive results,
or learning of HIV seropositivity without obtaining
needed health care. If knowledge of serostatus alone
carried more immediate psychological consequences,
we would expect such behavior to be protective, but
this is not known to be the case (Perry et al., 1993).
Similarly, anxiety over disease progression can be so
severe that it can prevent a person from being tested
for CD4 count or viral load or from obtaining test re-
sults for fear of having to confront feelings about
mortality. Alow CD4 count or high viral load can mean
that the patient’s HIV illness is not responsive to treat-
ment, is progressing, or is undertreated. Cohen and
colleagues (2002) found that patients with low CD4
counts or high viral loads as well as those who were
younger were more likely to be distressed when as-
sessed with the Distress Thermometer (described by
Roth et al., 1998) and were particularly more likely to
have higher anxiety or depression scores on the Hos-
pital Anxiety and Depression Scale (HADS), devel-
oped by Zigmond and Snaith (1983).

Anxiety about seropositivity may lead to both adap-
tive and maladaptive behaviors and responses. Adap-
tive responses include discussions with a partner, for-
mer partners, and trusted family members and friends.
Just as learning about any serious threat to health can
result in a need to talk, to ventilate fears, and mobilize
a system of support, so too can learning of seroposi-
tivity lead to similar needs. Persons with HIV are
understandably anxious about health and mortality.
Many feel anxious and angry over the uncertainty
surrounding their illness and treatment (Dilley et al.,
1985). There is a fine line between vigilance in moni-
toring symptoms and incapacitating anxiety that in-
terferes with function or results in relentless pursuit of
minor medical complaints. As with any severe ill-
ness, symptoms such as unexplained weakness, diz-
ziness, glandular swelling, fever, diarrhea, fatigue,
headache, or night sweats may result in anxiety until
they resolve or can be explained. Since these are
symptoms that may be ubiquitous in persons with or
without HIV infection or AIDS and are more com-
mon in persons with HIV infection, they are fre-



quently a source of anxiety. Fear of death is omni-
present, especially in late-stage AIDS, described by one
of our patients as being “like a fish always nibbling
away at my toes—and always there if [ want to notice.”
While some anxiety may help encourage patients to
seek care for complications of HIV or for symptoms
associated with antiretroviral medications, excessive
anxiety may influence patients to stop taking antiretro-
virals if such symptoms are perceived as side effects.
Anxiety over fear of progression of illness can have
painful implications, including devastating feelings
about missing important milestones such as secing a
small child grow up, seeing a teenager graduate from
high school, or enjoying the birth of a first grandchild.

For some patients, the very first symptom of HIV
infection or HIV-related illness can be overwhelming
and can shatter well-developed defenses of denial or
suppression. Similarly, disease progression and the
beginning of treatment with antiretroviral medication
can also result in anxiety. With antiretroviral ther-
apy, most HIV-positive patients are forced to confront
their infection as a chronic, slowly debilitating illness
(Tiamson, 2002). Consequences of such an illness are
end-of-life issues, such as debilitating physical illness
and subsequent loss of function (Zegans et al., 1994;
Selwyn and Forstein, 2003), loss of ability to care for
oneself, and alteration in roles within the patient’s
relationships (Farber and McDaniel, 1999). As AIDS
or AIDS-related illness progresses, anxiety about loss
of function intensifies. Inability to work can be over-
whelming to individuals whose sense of self is related
to independence and financial stability. Loss of ability
to work may also be unrelated to AIDS progression,
but rather entirely coincidental, as illustrated in the
following vignette.

Case Vignette

Ms. B is a 50-year-old woman with HIV who worked
as a home attendant until she sustained a comminuted
fracture of her elbow as well as a shoulder injury when
she fell during a job-related accident. The resultant dis-
ability prevented her from resuming her job as a home
attendant. Until that time, she had been fully indepen-
dent, hardworking, and able to support herself. She
experienced intense anxiety and distress when she was
faced with having to apply for entitlements for the first
time in her life, in addition to being dependent financially
for food and shelter.
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HIV infection leads to physical deterioration
through a wide range of infectious processes, such as
opportunistic infections, in addition to noninfectious
processes. Severe illness with opportunistic infections
during late-stage AIDS is a cause of intense anxiety.
Anxiety due to HIV-related illnesses other than oppor-
tunistic infections can also be severe and incapacita-
ting. These illnesses include pulmonary hypertension,
community acquired pneumonia, and cardiac disease,
such as HIV-cardiomyopathy or coronary artery dis-
ease (Prendergast, 2003; Eaton, 2005), and can result
in severe and overwhelming dyspnea, functional lim-
itation, and existential anxiety. Anxiety can also be
secondary to pain (Cabaj, 1996) or to side effects of
antiretroviral therapy (Moreno et al., 2003; Damsa
et al., 2005; Hawkins et al., 2005) and other medica-
tions used as prophylaxis of opportunistic infections.

Finally, in addition to the anxiety that results from
the stress of HIV-related illness, comorbid anxiety dis-
orders and anxieties related to other medical illnesses
further complicate the course of HIV and AIDS. The
psychological concomitants of comorbid medical ill-
nesses are addressed in Chapters 33 through 37.

PSYCHOIMMUNOLOGY OF ANXIETY
IN HIV INFECTION

The role of neuroendocrine pathways, namely the
hypothalamic-pituitary-adrenal axis and the sympa-
thetic adrenomedullary system, in anxiety disorders is
only partially understood. To date, studies do not agree
on the relationship between immune function and
psychological distress in persons with HIV and AIDS
(Antoni et al., 1991; Sahs et al., 1994; Kimmerling
et al., 1999; Sewell et al., 2000; Antoni, 2003; Dela-
hanty et al., 2004). One challenge of such studies is
that the physiologic effects of HIV must be distin-
guished from those attributed to anxiety. For further
details regarding the interaction between HIV, psychi-
atric illness, and the immune system, please refer to

Chapter 3.

ANXIETY DISORDERS

As a result of improved care, persons with HIV are
living longer and rather than developing solely HIV-
related complications, also develop non-HIV-related
illnesses such as cardiac disease, hypertension, diabetes
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mellitus, osteoarthritis, cancer, pulmonary hyperten-
sion, and chronic obstructive pulmonary disease. Sym-
ptoms of fatigue, insomnia, and pruritus may occur in
the absence of specific medical or psychiatric path-
ology. Fatigue is a particularly disabling symptom that
is not associated with advanced HIV disease or the use
of highly active antiretroviral therapy (HAART) but
rather with psychological distress (Henderson et al.,
2005). Anxiety related to these symptoms as well as to
life stresses can be devastating. Added to these com-
monly encountered sources of anxiety is the diagnosis
of AIDS itself as well as some of its symptoms such
as memory impairment, diarrhea, incontinence, and
even cachexia.

In reviewing the specific anxiety disorders com-
monly seen in persons with HIV and AIDS, it is im-
portant to recognize that these are often superimposed
on the anxiety that is experienced in the general pop-
ulation and commonly in the population with chronic
symptomatic medical illness (Wells et al., 1988, 1989).
Earlier in the epidemic, it was unclear whether the
prevalence of anxiety disorders in HIV-positive pa-
tients exceeded that of persons without HIV infection
(Fell etal., 1993; Dew et al., 1997), but recently it has
been shown that HIV-positive persons do suffer from
anxiety symptoms (Sewell et al., 2000) and anxiety dis-
orders at increased rates (Morrison et al., 2002). The
lifetime prevalence of anxiety disorders in the general
population is about 25% (Kessler et al., 1994, 2005)
and is an especially common complaint in the ambu-
latory medical setting (Schurman et al., 1985; Spitzer
etal., 1999). The prevalence of anxiety in the waiting
room population of an urban HIV clinic was 70%
(Cohen et al., 2001). Given that anxiety disorders in
HIV patients can masquerade as physical illness
(Pollack et al., 2004), when evaluating a patient for
diagnosis and treatment of an anxiety disorder it is
important to be cognizant of the potential for organic
etiology of such pathologic behavior. Upon initial eval-
uation, a thorough medical history, physical exam, and
appropriate basic screening tests (EKG, CBC, thy-
roid function test, blood chemistry, urinalysis, RPR/
VDRL, urine toxicology) should be performed to aid
in diagnosis and to rule out contributing medical ill-
ness (Basu et al., 2005). Rarely, endocrine dysfunc-
tion, cardiovascular illness, or drug intoxication or
withdrawal may be mistaken for an anxiety disorder
(Pollack et al., 2004). In addition to neuropsychiatric
disease secondary to HIV infection, those with anxiety
due to an organic etiology often suffer from alcohol,

benzodiazepine, and stimulant dependence, which
may resultin confusion regarding symptomatology and
affect treatment efficacy (Batki, 1990). The possibility
of this scenario makes it especially important to inves-
tigate substance use and medication history, includ-
ing both prescribed and over-the-counter or herbal
medications.

Generalized Anxiety Disorder

Persons suffering from chronic illness and comorbid
anxiety disorders have been shown to exhibitlower lev-
els of function than those without anxiety disorders or
those with comorbid depressive disorders, especially
with respect to physical function, emotional health
problems, social function, pain, fatigue or energy, emo-
tional well-being, and health perception (Sherbourne
et al., 1996). Anxiety and depression are prevalent in
HIV-infected populations regardless of symptom sta-
tus or HAART (Sewell et al., 2000; Lambert et al.,
2005). HIV-positive women have been shown to have
significantly higher anxiety symptom scores than HIV-
negative women (Morrison et al., 2002). In contrast,
there were no significant differences in the prevalence
of anxiety in gay men with HIV and AIDS and HIV-
negative gay men (Sewell et al., 2000). However, gay
men who were HIV-negative or HIV-positive (with or
without progression to AIDS) reported more anxiety
symptoms and stress in comparison to the general
population (Sewell et al., 2000).

While anxiety is a common ailment, it is still nec-
essary to screen patients for symptoms of distress. In
doing so, a full psychiatric evaluation is not always
necessary to identify a pathologic anxious behavior or
feelings, although there is no agreement on which
screening tools to employ (Savard et al., 1998; Krefetz
et al., 2004).

Posttraumatic Stress Disorder

The relationship between PTSD and HIV infection is
complex; many researchers agree that there is a high
rate of comorbidity between these two illnesses. The
prevalence of PTSD in persons with HIV and AIDS
ranges from 30% (Kelly et al., 1998) to 42% (Cohen
et al., 2002) and is significantly correlated with the
number of traumatic life events that the individual
has experienced (Martinez et al., 2002). The severity
of HIV-related PTSD symptoms is associated with
a greater number of HIV-related physical symptoms,



extensive history of pre-HIV trauma, decreased social
support, increased perception of stigma, and negative
life events (Katz and Nevid, 2005). In a study of 64
HIV-positive people, it was found that acute stress
reactions (as defined by the DSM-IV definition of
acute stress disorder) to recent events were signifi-
cantly positively correlated with PTSD symptoms re-
lated to prior trauma but did not differ based on
gender, AIDS status, or whether the patient had re-
ceived group therapy (Koopman et al., 2002).

Posttraumatic stress disorder is often a concomitant
of other psychiatric disorders as well as medical dis-
orders, and HIV/AIDS is no exception. Olley and
colleagues (2005) performed a study of 149 recently
diagnosed South African persons with HIV/AIDS in
which they found that other psychiatric conditions
were likely to be associated with PT'SD, such as major
depressive disorder, suicidality, and social anxiety dis-
order. In this study, it was found that persons with
PTSD and HIV did not differ demographically from
those without PTSD. Olley and colleagues reported
significant work impairment, as well as higher rates of
alcohol use among persons with PTSD. Posttraumatic
stress disorder has also been noted to have an associ-
ation with pain (Smith et al., 2002; Tsao et al., 2004)
and depressive symptoms (Sledjeski et al., 2005).
Treatment of patients with multiple comorbidities is
challenging, especially if the patient is nonadherent to
either psychiatric or medical therapies, although
it has been shown that therapies can be successfully
tailored to the individual provided that the patient’s
barriers to care are identified and addressed in a com-
passionate manner (Batki et al., 1988, Treisman et al.,
2001; Ricart et al., 2002). Case reports (Cohen
et al., 2001; Ricart et al., 2002) and studies (Hutton
et al., 2001; Sledjeski et al., 2005) have indicated a
correlation between early childhood-induced PTSD
and nonadherence to risk reduction and medical care
in persons with HIV and AIDS. In comparison to de-
pressed persons with lower CD4 counts, persons with
greater PT'SD symptoms are more likely to adhere to
HAART regimens.

Antiretroviral medications, namely efavirenz and
zidovudine, have been postulated to be responsible
for recurrence or exacerbation of PTSD symptoms in
a small number of patients (Moreno et al., 2003;
Damsa et al., 2005). While unusual, such case reports
are significant because they show that even medica-
tions used to treat HIV infection can have psychiatric
consequences.
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Posttraumatic stress disorder is prevalent among
persons with HIV and AIDS, results in considerable
distress, and may contribute significantly to nonad-
herence to risk reduction and medical care. The rec-
ognition and treatment of PTSD may improve not
only quality of life but also overall health and well-
being of persons with HIV/AIDS.

Panic Disorder

There are few reports or studies regarding panic dis-
order in HIV patients. Earlier in the HIV epidemic
the mortality of HIV infection was extremely high be-
cause of a lack of treatment options and lack of sup-
port systems for victims. Summers and colleagues
(1995) conducted a study between 1989 and 1993,
when HAART was just being developed, and found
that there was an increased incidence of major depres-
sion and panic disorder among those with unresolved
grief. Panic disorder also has a strong association with
pain in HIV patients (Tsao et al., 2004).

Obsessive-Compulsive Disorder

Obsessive-compulsive disorder is known to occur in
conjunction with HIV infection (Schechter et al.,
1991; Bruce and Stevens, 1992; Kraus and Nicholson,
1996; Cohen, 1998), but no studies exist to date.

Specific Phobias

There are several reports of AIDS-specific phobias
(Freed, 1983; Jacob et al., 1987; Brotman and For-
stein, 1988). Rapaport and Braff (1985) described a
paranoid schizophrenic patient who experienced de-
lusions about AIDS as a component of his “homosex-
ual panic,” which consisted of persecutory delusions
that others believed he was gay.

There are also several case reports describing pa-
tients with an irrational fear or belief that they have
AIDS despite medical evidence that they are HIV neg-
ative (Miller et al., 1986; Jacob et al., 1987; Brotman
and Forstein, 1988; Kausch, 2004). On the basis of
this limited quantity of case reports, it appears that
illness-related phobias have some qualities in common
with OCD (Logsdail et al., 1991), such as pervasive
preoccupations, ritualisticbehaviors,andanunfounded
fear that is resistant to reassurance. The morbidity of
this disorder is tremendous: many of these patients
attempt or complete suicide at a rate higher than
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would be predicted by their lifestyle alone (Vuorio
etal., 1990). In the early 1980s, it was particularly dif-
ficult to reassure such patients, given that a test to de-
tect HIV was not available until several years into the
epidemic. Miller and colleagues (1985) describe one
such patient, later diagnosed with chronic anxiety,
who presented with various ailments that he attributed
to AIDS but that were differentiated from symptom-
atic HIV disease by a knowledgeable clinician.

TREATMENT

Treatment of anxiety disorders in HIV-positive pa-
tients follows guidelines similar to those for treating
persons with other chronic medical illnesses, with par-
ticular attention to medication dosing, metabolism,
potential for drug interactions, and potential for side
effects (Farber and McDaniel, 2002). This will be
discussed further in Chapter 32. While the DSM-IV
guidelines prove helpful in diagnosing specific disor-
ders, it is generally more appropriate to treat the anx-
iety on the basis of a patient’s symptoms and symptom
severity. To minimize adverse effects, medications
should be started at low doses and titrated up slowly to
the desired effect. Side effect profiles should also be
taken into account.

Generalized Anxiety Disorder

Psychotherapy is an excellent first-line therapy for pa-
tients suffering from mild anxiety symptoms or can be
used in combination with medication for those in
need of more immediate relief or those suffering from
more severe symptoms. Psychotherapeutic treatments
have been shown to be effective in alleviating the dis-
tress of patients suffering from anxiety disorders. A
therapeutic modality should be chosen that takes into
account a patient’s physical and psychological symp-
tomatology, social supports, stressors, prior therapy or
medication experience, ability to cope, cultural or re-
ligious background, and goals (Zegans et al., 1994).
Numerous studies have demonstrated the overall ben-
efits of group therapy as an intervention that amelio-
rates symptoms of depression, anxiety, and distress, and
enhances coping in patients suffering from chronic
illnesses, including HIV (Mulder et al., 1994; Sher-
man et al., 2004). Cognitive-behavioral stress manage-
ment has been shown to result in significant stress
reduction (Antoni et al., 2000; Cruess et al., 2000b) as

well as decreased mood disturbance and anxious
mood (Cruess et al., 2000a) in HIV-positive patients.
A similar study demonstrated that behavioral stress
management techniques such as self-induced relaxa-
tion using progressive muscle relaxation, electromyo-
graphic (EMG) biofeedback, self-hypnosis, and med-
itation resulted in improvement in anxiety, mood, and
self-esteem (Taylor, 1995). Lutgendorf and colleagues
(1998) also observed improvement in cognitive cop-
ing strategies, namely positive reframing and accep-
tance in addition to improvements in social supports.

Selective serotonin reuptake inhibitors (SSRIs) are
useful as first-line therapy for treating chronic anxiety
disorders (Ferrando and Wapenyi, 2002, Pollack et al.,
2004), although benzodiazepines are most frequently
used (Cabaj, 1996). Benzodiazepines are especially
useful as an adjunctto SSRIs for those who cannot wait
for several weeks while an SSRI is titrated to an effec-
tive dose, or for those patients who require acute relief
of distressing symptoms such as panic. Many clinicians
are wary of using benzodiazepines because they have
potential for abuse and dependence in patients with
substance abuse history (Fernandez and Levy, 1994;
Ferrando and Wapenyi, 2002; Douaihy et al., 2003)
and if used chronically put the patient at risk for with-
drawal symptoms when the medication is stopped. An
alternative is buspirone, which is a nonbenzodiaze-
pine agent shown to be useful in the treatment of
generalized anxiety. Compared to benzodiazepines,
buspirone has a relatively low risk of excessive seda-
tion (Ferrando and Wapenyi, 2002), low risk of drug
interactions (McDaniel et al., 2000), low potential for
abuse (Ferrando and Wapenyi, 2002), but has been
reported to induce psychosis in an HIV-positive man
(Trachman, 1992). It is primarily used as a second-
line agent, for long-term relief, or prophylaxis of anx-
iety symptoms. For rapid anxiolysis, Ferrando and
Wapenyi (2002) comment that alternatives to bus-
pirone include antihistamines such as diphenhydr-
amine, hydroxyzine, sedating tricyclic antidepressants,
and trazodone.

AIDS Phobia and OCD

One challenge in treating patients with phobias as well
as OCD is that such patients are highly hesitant to
refrain from engaging in rituals. In light of infection
control practices, it can be difficult to avoid compul-
sive washing and cleaning behaviors (Bruce and
Stevens, 1992). Case reports are the only current



evidence of treatment of AIDS phobia or OCD.
Jenike and Pato (1986) reported on a patient with
irrational and persistent fear of HIV infection, suc-
cessfully treated with imipramine. Five of the seven
patients discussed by Logsdail and colleagues (1991)
achieved both reduction of fears and improved social
functioning with 7 to 10 sessions of exposure-based
treatment that included response prevention follow-
ing a model similar to that for treatment of individu-
als suffering from OCD. There is a dearth of clini-
cal trials on treatment of HIV/AIDS-related OCD.
McDaniel and Johnson (1995) successfully treated
two patients with fluoxetine.

Panic Disorder

Standard therapy for panic disorders consists of med-
ication to relieve and prevent symptoms (tricyclic an-
tidepressants [TCAs], SSRIs, monoamine oxidase in-
hibitors [MAOIs], serotonin-norepinephrine reuptake
inhibitors [SNRIs], benzodiazepines, with or with-
out the addition of beta-adrenergic antagonists to
modify some of the physiologic symptoms of panic
disorder) as well as possible augmentation of therapy
with psychotherapeutic modalities such as cognitive-
behavioral therapy. Fernandez and Levy (1991, 1994)
prefer to treat HIV patients suffering from either panic
disorder or delusions with anxious features with neu-
roleptics instead of benzodiazepines because the lat-
ter drug class is behaviorally disinhibiting. It should
be noted that beta-adrenergic antagonists are not ef-
fective when used alone, are contraindicated in pa-
tients who abuse cocaine, and may also cause depres-
sion, fatigue, and sexual dysfunction.

Posttraumatic Stress Disorder

The literature regarding treatment of PTSD in HIV-
infected persons is limited. In the general population, it
has been demonstrated that antidepressant medica-
tions, particularly SSRIs, are excellent first-line phar-
macotherapy for PTSD (Cooper et al., 2005). Cohen
and colleagues (2001) have reported three cases in
which patients responded well to weekly psychody-
namic psychotherapy in addition to outreach via tele-
phone. In agreement with this, Ricart and colleagues
(2002) demonstrated that one of the more important
aspects of care for a patient with PTSD is establishment
of a therapeutic alliance with the patient in an ego-
supportive manner: the patient feels cared for, is able to
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trust his or her caretakers, and so is able to form at-
tachments to both the individual caretakers as well as to
the clinic or hospital itself. Forming such an attach-
ment is instrumental in working toward adherence to
psychiatric and medical therapies, especially given that
persons suffering from PTSD often experience diffi-
culty in forming trusting relationships because of past
violations of their trust and the symptoms of their ill-
ness. Medications are also useful for treating HIV-
infected persons with PTSD; two of the patients in the
Cohen et al. (2001) study noted improved symptoms
with combinations of medications such as citalopram,
gabapentin, and/or hydroxyzine. It is promising that
recent studies of non-HIV-infected individuals have
demonstrated the utility of cognitive-behavioral ther-
apy in the treatment of patients suffering from PTSD
complicated by substance use disorder (Cohen and
Hien, 2006) as well as that of psychosocial interventions
such as eye movement desensitization and reprocess-
ing (Rothbaum et al., 2005). Further information on
the psychopharmacology of PTSD can be found in
Chapters 27 and 32 of this text.

SUMMARY

Anxiety is a concomitant to all severe illness and is
significant among persons with HIV and AIDS. The
recognition and treatment of anxiety throughout the
course of HIV, from time of awareness of risk to end-
stage illness, can help reduce suffering and improve
adherence to risk reduction and medical care.
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Chapter 12

Psychotic Disorders and Severe
Mental Illness

Julia Skapik, Alexander Thompson,
Andrew Angelino, and Glenn Treisman

Since HIV/AIDS became a chronic illness in the
United States, its prevalence has remained high, af-
fecting an estimated 0.6% of the adult population
(UNAIDS, 2006). In the population of individuals
with known mental illnesses the prevalence is far
higher, with a review of studies finding a mean HIV
prevalence of 7.8% among people with mental illness,
while the prevalence in the general population at
that time was 0.4% (Cournos and McKinnon, 1997).
Given the increased rates of HIV among people with
mental illness, it is justified to recognize that HIV/
AIDS is an epidemic in this population. Persons with
mental illness and HIV/AIDS are at high risk to have
poor outcomes because of lack of access to health
care, poor social and financial support, cognitive lim-
itations, difficult environmental factors, and vulner-
ability to high risk behaviors. Compared with HIV
positive individuals without mental illness, persons
with mental illness receive their HIV diagnoses later,
are less likely to receive treatment, less likely to benefit
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from treatment, and more likely to experience mor-
bidity and mortality.

Delays in HIV treatment for persons with HIV and
mental illness may be due to concerns about inade-
quate adherence and emergence of viral resistance, a
sense of futility about outcomes, and patients” lack of
cooperation and adherence to treatment recommen-
dations. Although persons with HIV and chronic men-
tal illness are less likely to be treated with antiretro-
viral therapy, (Fairfield et al., 1999), they may be the
patients most immediately in need of treatment. In-
variably, substance abuse, which is present in at least
half of most samples with severe mental illness, is seen
as complicating and worsening treatment outcomes
and disease progression.

The treatment of mental illness with HIV coin-
fection requires greater attention, more resources, and
a multidisciplinary setting. This approach results in
better outcomes and reduced cost. Medical comor-
bidities are common among people with mental
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illness, including HIV/AIDS (McDaniel et al., 1997;
McKinnon et al., 2002; Green et al., 2003). Persons
with mental illness and HIV/AIDS often frustrate
their HIV clinicians who may not have adequate train-
ing to treat the comorbid mental conditions. Primary
HIV providers may find it difficult to provide ade-
quate medical treatment for persons with HIV and se-
vere mental illness. Psychiatric treatment provided
collaboratively in the medical setting results in better
medical outcomes and improved patient-provider
relationships (Murphy et al., 2004).

The cost of untreated psychiatric illness includes
disability, increased medical expenditure, and socie-
tal costs such as crime and increased transmission of
communicable diseases such as HIV and hepatitis B
and C. The potential benefits of preventing crime and
HIV transmission, and reducing disability far outweigh
the added costs of treatment. The addition of psychi-
atric services to existing HIV/AIDS clinics can cost as
little as a few hundred dollars per week and can prevent
emergence of multidrug-resistant viral strains through
improved adherence, decrease HIV transmission by
reduction in risk behaviors, and decrease disability in
patients.

The most compelling reason to provide adequate
and comprehensive treatment for HIV/AIDS and
mental illness is that it is the right thing to do. Patients
in successful treatment have a better quality of life, can
better care for themselves, and participate in family
and community life. As such, the goals for HIV/AIDS
clinics and clinicians should be to improve quality of
life by providing support, changing damaging beliefs,
and reducing harmful behavior; improve medical ther-
apy by enabling patients to participate and tolerate
treatment; and decrease risk of transmission of HIV to
others through behavior modification and decreased
viral loads.

TREATMENT OF PSYCHIATRIC
DISORDERS IN THE CONTEXT OF HIV

Specific considerations should be given to patients with
HIV and severe, chronic mental illness. Approximately
2.6% of persons in the United States meet the criteria
(based on duration, disability, and diagnosis) for se-
vere mental illness (SMI) in a given year (Kessler etal.,
1996). Most individuals with SMI have schizophre-
nia, bipolar disorder, and major depressive disorder

(MDD), requiring extended or frequent hospitaliza-
tions (Regier et al., 1990). Schizophrenia and bipolar
disorder impair a person’s ability to perceive HIV risk,
modify behavior, and participate in treatment. Ade-
quate consideration and treatment of the specific
symptoms in individual patients will maximize their
adherence to a comprehensive treatment plan.

SEVERE MENTAL ILLNESS AND HIV RISK

Chronically mental ill patients have an increased risk
of acquiring HIV through practicing risky sexual be-
haviors, abusing substances, and taking part in social
networks that have a higher prevalence of HIV. In-
dividuals with mental illness have variable knowledge
of HIV risks and safer sex practices, with a diagnosis of
schizophrenia being a specific predictor of having poor
knowledge of such risks and practices. More impor-
tantly, increased knowledge of HIV risk behaviors does
not translate to less risk behaviors on the part of indi-
viduals with mental illness. In fact, some studies have
found that mentally ill individuals who practice risky
behaviors had greater knowledge of HIV risks than
those who did not (Chuang and Atkinson, 1996,
McKinnon etal., 1996). Risk behaviors more common
among psychiatric patients include multiple partners,
partners with known HIV-positive status, substance
use during sex, trading sex for money, drugs, or hous-
ing, and lack of condom use (Treisman and Angelino,
2004). Interestingly, compared to individuals with
substance abuse alone, patients with severe mental
illness and substance abuse have similar numbers of
sexual partners and rates of unprotected oral, anal,
and vaginal sex, but significantly increased rates of
very high—risk behaviors, such as trading sex for money
or gifts, being forced to have sex, having sex with in-
travenous drug users and persons with known HIV-
positive status, and sharing needles (Dausey and
Desai, 2003). Coercive sexual behavior and physical
violence in particular have been shown to be frequent
among chronically mental ill patients (Carey et al.,
1997; Lamb, 1982). Many individuals with mental
illness have unstable housing and finances, making
access to condoms and clean works more difficult
(McKinnon et al., 2002; Drake and Wallach, 1989).

Many providers use counseling about risk as the
primary means of HIV prevention. Data on psychiat-
ric patients indicate that, at baseline, persons with



PSYCHOTIC DISORDERS AND SEVERE MENTAL ILLNESS 133

mental illness have more difficulty with behavior self-
modification and furthermore, better knowledge of
HIV prevention does not translate to behavior change
(Carey etal., 1997). Thus, the HIV clinician and clinic
need to provide knowledge as well as active interven-
tions to facilitate behavior change. It is important to
cover beliefs related to HIV risk, means of improving
sexual or drug paraphernalia hygiene, negotiation of
condom use, recognition of vulnerable emotional
states, ways of avoiding risky behaviors, and sexual
empowerment. Thorough screening must be done to
identify individual risk factors. Patients with mental
illness consistently underestimate the risk of their own
behaviors (Carey etal., 1997). Helping patients to find
other financial support or substance abuse treatment
is critical to reduce the exchange of sex for money or
drugs. Screening and treatment for victims of sexual
abuse and assault should be addressed, since in one
group of psychiatric outpatients, 13% reported being
pressured for sex and 14% reported being coerced or
forced into sex in the past year (Carey et al., 1997).
Same-sex partnerships should be discussed in all set-
tings, as some subgroups of mentally ill individuals
have been shown to have increased rates of same-sex
activity, particularly men (McKinnon et al., 2002).

Psychiatric treatment is especially important for
individuals with psychosis, as there is a strong corre-
lation between positive symptoms and high-risk be-
haviors. Successful reduction of positive symptoms of
schizophrenia leads to a reduction in risk behaviors.
Antidepressant therapy can be helpful, as individuals
with depression may also engage in risky behavior be-
cause of a sense of hopelessness. It is critical that pa-
tients set goals toward healthy partnerships, and discuss
what a healthy relationship entails, as many patients
may never have experienced a stable romantic rela-
tionship. Having positive goals toward loving rela-
tionships also helps patients maintain a positive focus
and appeals to reward-seeking extroverts; HIV risk
counseling often focuses solely on risks and thus ap-
peals less to extroverts who are less risk avoidant. Al-
though HIV risk counseling can produce significant
reductions in risk behavior after fewer than 10 treat-
ment sessions (McKinnon etal., 2002), the practice of
risk reduction fades over time, thus sessions that help
maintain risk reduction may help to sustain subse-
quent benefits.

The importance of substance abuse treatment in
the care of mentally ill patients with HIV/AIDS can-

not be emphasized enough. To maximize risk reduc-
tion, substance abuse should be addressed in all set-
tings, including behavioral interventions, support for
maintaining risk reduction, and medical and psy-
chiatric appointments with health care profession-
als. Numerous studies have shown that patients with
schizophrenia and other chronic mental illnesses have
high rates of substance abuse, generally ranging from
40%-75% depending on the substances considered
and method of ascertainment (Regier et al., 1990;
Test et al., 1989; Miller and Tannenbaum, 1989;
Toner et al., 1992; Caton et al., 1989; Horwath et al.,
1996).

Various explanations have been given for the use
of substances by psychiatric patients, one being that
mentally ill patients self-medicate with substances in
an attempt to alleviate symptoms or ameliorate side
effects of medicines (Dixon et al., 1991; Test et al.,
1989; Lamb, 1982; Mueser et al., 1990). Another
theory is that chronically ill patients have disruptions
of social functioning and use substances as a means of
connecting with others (Alterman et al., 1982), which
has been supported by interviews with SMI patients
that showed 44.4% of substance abusers cited “some-
thing to do with friends” as a reason for their substance
abuse (Test et al., 1989). Although these explanations
help clinicians treat dually diagnosed patients, the
fact remains that patients with severe mental illnesses
use substances frequently and should be considered at
greater risk for HIV.

Substance abuse affects every aspect of HIV/AIDS
treatment. It worsens prognosis and compliance, in-
terferes with the creation and maintenance of healthy
social relationships, increases risk behaviors, and de-
creases judgment and insight (Drake and Wallach,
1989; McKinnon et al., 2002). Studies have shown
that substance abuse or dependence concurrent with
HIV/AIDS is associated with a more severe course of
illness and poor medication compliance (RachBeisel
et al.,, 1999). Thus substance abuse, by worsening
psychiatric disorders, may cause more symptoms or
worsen one’s coping ability and lead to increased
high-risk behavior. Intravenous drug use (IVDU) must
be addressed, as any lifetime IVDU increases the risk
of HIV infection from two- to ten-fold (Horwath et al.,
1996). Five to 26 percent of psychiatric patients re-
port prior injection and 1%-8% report IVDU in the
past 3-12 months (Susser et al., 1996; Carey et al,,
1997; Rosenberg et al., 2001). It is critical to inquire
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about IVDU at all visits, as VDU among people with
severe mental illness is often intermittent (McKinnon
etal., 2002; Horwath et al., 1996). People with mental
illness are more likely to be part of social networks that
include intravenous drug users, increasing the risk of
sexual transmission as well as IVDU-related infection.
Although abstinence from mood- or cognitive-
altering substances is often considered the ideal,
agonist-based therapies may provide a particularly
effective form of treatment for opiate users. Metha-
done maintenance therapy is highly useful in the
management of opiate addiction among the chroni-
cally mentally ill. Adherence to a methadone program
has been shown to decrease HIV risk behavior (Wong
et al., 2003); it removes individuals from high-risk
behaviors and environments while reducing motiva-
tion to seek IVDU in the community. It also keeps the
individual actively participating in a treatment com-
munity. Individuals on methadone maintenance ther-
apy demonstrate better adherence to highly active
antiretroviral therapy (HAART), which decreases the
overall cost of health care (Sambamoorthi et al.,
2000). Methadone can be used by providers to give
positive reinforcement for desired behaviors, such as
rewarding a patient with take-home methadone after
several months of negative toxicology screens. Meth-
adone maintenance decreases drug-related morbidity
and mortality and crime and improves patient func-
tion, leading to improved ability to participate in care.
For patients who have failed abstinence-based treat-
ment or are unwil]ing to attempt opiate cessation,
methadone is a useful adjunct to HIV treatment.
Although IVDU often receives more attention in
addressing HIV risk and care from providers, all forms
of substance abuse contribute to risk and patient level
of function. Alcohol, cocaine, and methamphetamine
abuse are particularly important to address in HIV
treatment, as their use is associated with high-risk
sexual behaviors (McKinnon et al., 2002). Most im-
portantly, substance abuse stands between the goals of
HIV treatment and helping the patient with chronic
mental illness as it demoralizes patients, prevents
them from achieving stable living situations, work,
and healthy relationships, and increases the severity of
underlying psychiatric illness. Without the ability to
achieve consistency and stability in life, patients have
little opportunity to achieve consistent treatment
adherence and improved functional outcome. Sub-
stance abuse among individuals with chronic mental
illness is widespread, leads to practice of HIV risk be-

haviors, and is a poor prognostic factor for psychiatric
treatment as well as HIV treatment.

Schizophrenia

Schizophrenia has a worldwide prevalence of about
1%. It is a lifelong disorder that usually has an onset in
the teens and 20s for men and in the 20s and 30s for
women, occurring with roughly equal prevalence in
both sexes. Schizophrenia is a chronic condition that
may be described as a disease of executive function,
the ability to plan and carry out complex tasks using
adaptability to internal and environmental cues. The
essential deficit is the inability to plan and carry out
complex tasks that require the ability to respond ap-
propriately to certain variables, such as understanding
and using social cues and organizing goal-directed
behavior. As such, this disorganization interferes with
treatment of medical conditions like HIV and the abil-
ity to manage risks and modify behaviors. Patients are
thus predisposed to chaotic, unstable life situations
and are vulnerable to sexual abuse, substance use, and
dysfunctional relationships.

Schizophrenia is characterized by both positive and
negative features. The more chronic and disabling
negative features are often the least well understood
by medical providers, and yet may most profoundly
influence the relationship with the provider. These
features were originally described by Bleuler in 1911,

WA

and are often referred to as the four “A’s” of schizo-
phrenia: flattened affect (a decrease in both expressed
and experienced emotions), ambivalence, autism (an
inability to make meaningful emotional connections
with others), and loose associations. These features
impede the ability of patients to “connect” with pro-
viders. They make patients ambivalent about all ele-
ments of treatment and make it hard for patients to
engage with their providers.

The “positive” features include episodes of psycho-
sis in which patients develop hallucinations (usually
auditory), delusions (often paranoid and bizarre), and
disordered thinking. These intrusive experiences are
often disturbing and can lead to unpredictable and
bizarre behavior that alienates patients from others
and may be dangerous to the patient or others. These
experiences and behaviors are considered positive
symptoms because they add to the patient’s otherwise
normal experience. Over time, most patients develop
apathy, withdraw from social functioning, and be-
come increasingly disconnected in social interactions.
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At an extreme, patients can be catatonic, living en-
tirely in a separate mental world that others cannot
access. This loss of connection leaves patients without
emotional and social support and removes any moti-
vation to achieve a better quality of life. Patients are
often described as having been odd and withdrawn
before the development of psychotic symptoms. The
condition is a lifelong illness and is progressively dis-
abling in most patients. It is associated with early mor-
tality and increased morbidity.

Currently there is no significant difference be-
tween the pharmacologic treatment of schizophrenia
in an HIV-infected individual and the treatment of an
uninfected person. It is important to take into consid-
eration interactions between HAART medications and
antipsychotics; psychiatrists and HIV practitioners
must work together closely during initiation of or
changes in antiretroviral or antipsychotic treatment,
as concomitant alterations in dosing may be needed.
Many antipsychotics are associated with severe side
effects, such as tardive dyskinesia and Parkinsonian
syndromes known as extrapyramidal symptoms (EPS).
They also have effects on metabolism, including weight
gain, increased insulin resistance, and increased lipids
that may complicate similar effects produced by an-
tiviral medications. There may be drug interactions
with antiviral treatment as well, although these re-
main unpredictable for the most part (Treisman and
Angelino, 2004). Antipsychotic medications have been
shown to be poorly adhered to by patients and may
contribute to poor adherence to medications in gen-
eral. It is unclear how much of this nonadherence is
related to their mental health and how much is re-
lated to the medication side effects.

Treatment principles for patients with schizophre-
nia apply universally. They include medications for
the control of hallucinations, delusions, thought dis-
orders, and negative symptoms, as well as psychosocial
rehabilitation for reintegration into the community.
Studies have shown that adequate treatment of posi-
tive symptoms leads to significant reductions in HIV
risk behaviors (McKinnon et al., 1996). The treatment
of negative symptoms may help to motivate and en-
gage the patient in treatment. Reality testing should
be supported at all times, and the confrontation of
delusional thoughts should be gentle and appropri-
ately timed.

Patients should be given support for medication
compliance. Substance abuse in particular leads to
poor compliance in patients with schizophrenia

(Drake and Wallach, 1989). The incorporation of
friends and family into the treatment plan can improve
adherence to treatment and reinforce consistency of
the treatment message, as well as provide support to
these caregivers. Occasionally, issues arise because of
delusions the schizophrenic patient has concerning
the HIV infection itself. The most common of these is
the belief that the patient does not have an HIV in-
fection and that the situation is a hoax, created to
monitor the patient’s activity or somehow control the
patient (Treisman and Angelino, 2004). Again, ade-
quate antipsychotic treatment combined with a con-
sistent but supportive message from the family, psy-
chiatric team, and HIV team can address delusions
and hallucinations that interfere with HIV treatment.

Bipolar Disorder

Bipolar disorder (previously called manic-depressive
illness) is an illness that impacts the affective domain
of one’s mental health and accounts for many patients
with severe mental illness. Often presenting with psy-
chosis, this condition may be misdiagnosed as schizo-
phrenia when severe. In the classic descriptions of
manic-depressive illness, patients spend extended pe-
riods of time depressed, usually weeks to months at a
time, followed by shorter periods when they are in an
elevated, euphoric, and energized state, referred to as
mania. Most often, patients cycle from one type of
mood to the other, these cycles often interspersed with
periods of normal moods but occasionally with inter-
mediate mixed states that have features of both de-
pressive and elevated mood states simultaneously or
in rapid succession. The emotions and emotional
changes in patients with bipolar disorder run their
lives and can have a strong effect on their attitude
toward treatment from minute to minute (Treisman
and Angelino, 2004). Bipolar disorder is covered in
more detail in Chapter 9 of this book.

In contrast to the bipolar disorder found in the
general population, another type of mania appears to
be specifically associated with late-stage HIV infec-
tion (CD4 count <200 per mm’*), and it occurs in cog-
nitive impairment or dementia (Kiburtz et al., 1991).
This syndrome has been called “AIDS mania” and
probably represents a related but different condition,
as the patients show a lack of previous episodes or
family history (Lyketsos et al., 1997). Clinically, pa-
tients with AIDS mania may be difficult to distinguish
from those with delirium, because the sleep—wake
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cycle is often disturbed and patients show a good deal
of confusion and cognitive impairment. For this rea-
son, the workup begins with a careful evaluation of
the causes of delirium. Patients with AIDS mania may
differ clinically from those with familial bipolar dis-
order, as the predominant mood tends to be irritability
rather than elation or euphoria. A review at a hospital
AIDS clinic found that 8% of patients with AIDS
experienced a manic syndrome at some point during
the course of the illness (Lyketsos et al., 1993). Of
these patients experiencing manic syndromes, half
had no personal or family history of bipolar disorder
and were more likely to have later stage AIDS. Per-
sonal or family history, imaging findings, and other
clinical indicators may help to distinguish between
AIDS mania and bipolar mania associated with AIDS
(Lyketsos et al., 1993).

Major Depressive Disorder

Depression is the most common psychiatric disorder
and as such is common among individuals with HIV/
AIDS. A meta-analysis of studies reported active de-
pression in 9.4% of individuals with HIV/AIDS com-
pared with 5.2% in HIV-negative individuals (Ciesla
and Roberts, 2001). Individuals with depression are
predisposed to greater HIV/AIDS risk for several rea-
sons. Higher HIV risk may result from a sense of hope-
lessness about the future. Additionally, persons with
depression may seck to alleviate their symptoms with
alcohol and other drugs. Alcohol abuse and depen-
dence are prevalent among persons with depression.
For patients with depression, alcohol use is a major
source of HIV risk, as patients under the influence of
alcohol are more likely to engage in risky sexual be-
haviors and IVDU because of decreased inhibition
(McKinnon et al., 2002). Lack of memory and atten-
tion may distract depressed individuals from self-care
and risk reduction behaviors. It can also keep patients
from being diagnosed or entering treatment. Chronic
depression, particularly when complicated by psy-
chotic features, also adds to the population of patients
with chronic and severe mental illness. This is partic-
ularly true when combined with chronic stimulant or
alcohol use, leading to complex and difficult to un-
derstand symptoms at presentation.

Patients with major depression can be strongly
resistant to HIV therapy. They may have difficulty en-
gaging in treatment and maintaining treatment ad-
herence. Because depressed patients feel hopeless,
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they are less likely to seek care or testing and coun-
seling. It is difficult to engage depressed patients in
treatment because they are preoccupied with negative
ideas and low mood. Once involved in treatment,
extra effort must be employed to maintain their en-
gagement, because depression leads to low motivation
and energy. This can be partially overcome through
the use of incremental goals and rewards (Treisman
and Angelino, 2004). Because depression causes de-
creased memory and concentration, patients have a
more difficult time with medication adherence. Visual
cues and memory aids may help improve adherence,
and social support can improve morale and adher-
ence. It is therefore necessary to treat depression
concomitantly with HIV/AIDS if providers wish to
succeed in viral suppression. Major depressive disor-
der is covered in further detail in Chapter 9 of this

book.

MEDICAL MANAGEMENT
OF INDIVIDUALS WITH SEVERE
MENTAL ILLNESS

Patients with severe mental illness have worse medi-
cal outcomes than their unaffected counterparts. Psy-
chiatric patients generally have a poor appreciation of
their medical conditions and are both less aware of
their physical condition and less likely to have or seek
adequate medical care. The treatment of mentally ill
patients is often more difficult and time consuming
for providers than for those without mental illness. Be-
cause they are a more difficult population to treat,
providers are hesitant to accept them as patients, and
they are at higher risk for being discharged from care.
Psychiatric patients also have decreased ability to
participate in their care because of cognitive and emo-
tional limitations. They often fail to appreciate ben-
efits of treatment that are not immediately apparent
and are focused concretely on the here and now. Pa-
tients with apathy and low mood may feel that treat-
ment is pointless or feel that they just don’t have the
energy to participate. Decreased concentration and
memory in many conditions may cause patients to
forget medications and appointments.

HIV and medical screening of psychiatric patients
is inadequate in psychiatric and medical settings. Pa-
tients with severe, chronic mental illness may receive
limited medical attention in general and therefore are
at risk for sequelae of undiagnosed disorders, such as
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neurosyphilis and chronic pelvic inflammatory dis-
ease. Women with chronic psychiatric illnesses are
less likely to receive prenatal care during pregnancy
(Turner etal., 1996) and thus are more likely to spread
infection to their offspring. Individuals with chronic
mental illness are less likely to have access to medical
care and are more likely to be without insurance,
homeless, and unemployed (Folsom et al., 2005;
Meade and Sikkema, 2005). Unsurprisingly, out-
comes are worse for individuals with severe mental
illness (Goldman, 2000; Cournos et al., 2005).

It is therefore necessary to aggressively screen in-
dividuals with mental illness for both HIV and other
medical illnesses, such as diabetes, hepatitis, hyper-
tension, and heart disease. It is helpful for both pa-
tients and providers to centralize care as much as
possible, making all providers aware of all medical
problems as well as the current treatment plan to pro-
vide a consistent message (Treisman and Angelino,
2004). Frequent pregnancy testing and on-site prena-
tal care may improve outcomes for pregnant women
with HIV. It is important to incorporate preventative
medicine whenever possible, including smoking ces-
sation, weight management, and risk reduction; this
counseling has been often overlooked in patients with
multiple medical problems and with HIV, but is even
more crucial now that HIV/AIDS has become a
chronic illness. We emphasize that psychiatric provid-
ers should be vigilant about screening for medical
illnesses, even using a standard medical review ques-
tionnaire for the periodic assessment of a patient’s
medical status. Patients with altered mental status in
particular need special attention and careful physical
examinations because they may be less likely or able
to report symptoms. In addition, we urge medical
providers in clinics to take extra care in examining the
chronically mentally ill, because often their illnesses,
or the stigma attached to them, prevent open lines
of communication.

In medicine, physicians often seek to educate pa-
tients about risks to their health and benefits of treat-
ment and health maintenance in an effort to influence
patients” behavior toward compliance and improved
quality of life. Providers treating people with chronic
mental illness, however, have to take a different ap-
proach to therapy. In this population increasing knowl-
edge does not usually affect behavior; thus patients
with severe psychiatric illnesses require assistance with
behavior modification. As discussed above, chroni-
cally mentally ill individuals with HIV who engage in

risky behaviors are often better educated about risks
than their HIV-positive counterparts who are not men-
tally ill (Chuang and Atkinson, 1996, McKinnon
etal., 1996), perhaps because of their providers’ efforts
to motivate them to change through increased edu-
cation about HIV risk. This suggests that education
alone may be successful in increasing knowledge in
this population, but not in changing behavior. Cog-
nitive behavioral therapy can be useful in this regard;
identifying harmful attitudes, ideas, and behaviors and
creating a framework of new, healthy attitudes and
behaviors is helpful for patients who struggle to modify
their behavior. Interventions in which patients actively
practice health hygiene, behavior modification, safe-
sex negotiation, and positive interactions with others
help patients to realize their own ability to retrain
patterns of harmful behaviors.

Many individuals with mental illness are unstable
extroverts who are reward focused and somewhat indif-
ferent to risk. Furthermore, physician education often
focuses on risks and negative outcomes that result from
failing to be compliant with treatment. We suggest that
providers focus strongly on the benefits of treatment,
such as improved energy, a more stable living situation
due to substance abstinence, better relationships with
others, improvement in lab values as a result of good
treatment adherence, and decreased time spent in
the hospital (Treisman and Angelino, 2004). Although
education is essential, and negative outcomes must be
discussed with patients, an optimistic, behavior-focused
plan for patients is more helpful than general discus-
sion of health risks. We encourage providers to take
small steps in behavior modification, setting one or
two concrete goals at each visit and following their
progress, praising success and exploring the cause of
failures. These steps also help patients to build rapport
with providers and build confidence in patients as well
as providers, who tend to get discouraged with negative
outcomes of mentally ill patients.

ADHERENCE TO THERAPY IN PERSONS
WITH SEVERE MENTAL ILLNESS

Nonadherence to treatment is one of the major prob-
lemsin treating individuals with HIV/AIDS. Ithasbeen
demonstrated that greater than 90% adherence to a
HAART regimen is needed to achieve effective sup-
pression in most patients (Moreno et al., 2000;
Paterson et al., 2000). One study that examined
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individuals with directly observed therapy (DOT)
found that 93% adherence led to 85% of patients
achieving an undetectable viral load (Kirkland et al.,
2002). Good adherence to HAART is related to HIV-
related mortality, morbidity, and hospitalization
(Press et al., 2002). Difficulty with adherence is com-
pounded among patients with chronic mental illness
because they have characteristics predisposing them to
poor adherence, including trouble with memory and
concentration, medication cost, lack of transportation,
lack of stable housing, homelessness, unemployment,
and lack of social support (Chander et al., 2006). Thus
each patient with HIV/AIDS should be given a thor-
ough assessment for access to medications, transpor-
tation, housing, social support, work and ability to
work, finances, including ability to afford necessities,
and cognitive abilities. A strong patient—provider re-
lationship not only improves adherence but also en-
ables the physician to anticipate barriers to adher-
ence and intervene early. Because many patients with
chronic mental illness are concretely focused and may
be asymptomatic, they may focus on immediate side
effects without appreciating the benefits of treat-
ment. It is important to treat side effects and symp-
toms whenever possible to improve patients’ ability to
realize the benefits of treatment.

The patient’s belief system about treatment and
their diagnoses can strongly affect their willingness to
take medications. The belief that treatment will be
successful improves adherence. Factors adversely af-
fecting adherence the most for HIV-positive individ-
uals with severe mental illness are problems with
planning, lack of interaction with others, failure to use
cues, and HIV/AIDS treatment issues related to lack
of motivation, side effects, and hopelessness (Kemp-
painen et al., 2004). The burden of regular appoint-
ments and daily medication is greater on this popu-
lation, and demoralized patients may easily give up on
treatment, sometimes citing futility of treatment due
to lack of a cure for HIV. Patients experiencing de-
pression have less ability to perform self-care and
subjectively experience more pain than when they are
well; treating pain adequately may improve adher-
ence. Patients with decreased memory, concentra-
tion, or other cognitive limitations should have re-
minders or alarms placed in their home and, ideally, a
friend or family member to help remind them or even
observe the patient taking medications and provide
encouragement of treatment. Psychiatric consults and
referrals can also help address these issues, as remis-

sion of illness maximizes the ability to tolerate med-
ical therapy. Adherence is addressed in detail in Chap-
ter 22 of this book.

COMPREHENSIVE HIV SERVICES LEAD
TO IMPROVED OUTCOMES FOR
PATIENTS AND PROVIDERS

We envision the ideal HIV treatment for individu-
als with chronic mental illness as a comprehensive
care center that provides treatment for HIV, other
medical conditions, psychiatric disorders, substance
abuse, and psychosocial problems in one location.
Initially, our clinic performed psychiatric evaluations
on site and referred patients to outside psychiatric
care. In the first year of referrals, we referred 94 pa-
tients, of whom 89 agreed to be referred. Upon follow-
up we learned that none of these 89 patients ever at-
tended follow-up care (Treisman and Angelino, 2004).
This convinced us that onssite psychiatric care was
necessary in the HIV clinic. The care team should
work together to present a unified front to patients and
prevent splitting of providers. Collaboration by pro-
viders has the potential to actually improve the quality
of care, with physicians educating each other in their
respective specialties, prevent unnecessary care, and
help physicians diagnose new problems earlier.
Patients who are able to make one visit to take care
of all their needs will have greater ability to attend
necessary appointments, as additional transportation
and multiple appointments are then avoided. On-site
counseling, risk reduction, social work, and substance
abuse treatment could be incorporated into each visit
as needed. Ideally, on-site housing could be incor-
porated for patients who require living assistance or
are homeless. For sites that lack funding for a com-
prehensive treatment center, addition of psychiatric
services is cost-effective, requires little equipment or
facilities, and can still retain many of the benefits of
collaboration between medical and psychiatric pro-
viders. In an ideal HIV treatment program, the treat-
ment team would use role induction to outline the
conditions of care and give the patient an opportunity
to see that providers are working together. The pro-
gram would ideally incorporate cognitive behav-
ioral therapy to aid with behavior modification and
risk reduction, substance abuse treatment, social ser-
vices, job training and assistance, and medical and
psychiatric treatment. The program should also have
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an on-site pharmacy that offers adherence programs
to support patients’ compliance with medications,
make it easier to track medications dispensed, and
increase the ability of patients with limited mobility
or transportation to obtain medications. A program
that incorporates family members or significant others
can improve social support for patients and for family
members as well as improve treatment adherence.

The more integrated services are, the better pa-
tients can be incorporated into a treatment regimen
with a team of health care professionals to provide
support. In our multidisciplinary clinic, HIV-positive
patients with psychiatric disorders were more likely to
receive HAART and had reduced mortality compared
to the general HIV-positive population and our own
clinic population before the integration of services,
presumably because of increased support and more
advocacy by mental health professionals. These im-
proved results in turn led to better viral suppression
and reduced risk (Himelhoch et al., 2004). Our expe-
rience shows that we can have success treating this
population and that the appropriate management of
psychiatric disorders can facilitate improved quality of
life and survival in patients with HIV/AIDS.
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Chapter 13

The Role of Personality in HIV Risk

Behaviors: Implications for Treatment

Heidi E. Hutton and Glenn |. Treisman

The risk behaviors that transmit HIV and complicate
HIV treatment are often influenced by psychiatric
disorders. Major depression, substance abuse, and
chronic mental illness are problems that commonly
complicate HIV treatment, but none can generate
more distress and dissention among medical provid-
ers than personality problems. Caregiver burnout,
failure to establish stable medical care relationships,
and “excessive resource utilization” have been asso-
ciated with certain personality traits and disorders.
There has been relatively little research on the role of
personality traits in HIV despite their stable, durable,
and heritable influence on thoughts, feelings, and be-
havior. Certain traits, however, appear to increase the
likelihood of: engaging in HIV risk behaviors, having
poorer quality of life and management of HIV, and
adhering to treatment regimens. Effective HIV pre-
vention and treatment programs should consider spe-
cific personality traits that render some individuals
more vulnerable to engaging in behavior that further
endangers their health as well as the health of others.
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Recognizing these personality traits or disorders will
be useful in developing more specific, effective risk
reduction strategies and improving overall health
outcomes.

DEFINING PERSONALITY

Personality is defined by the emotional and behavioral
characteristics or traits that constitute stable and pre-
dictable ways that an individual relates to, perceives,
and thinks about the environment and the self (Rutter,
1987; Rothbart and Ahadi, 1994; Livesley, 2001). Early
observations of the nature of personality begin with
classical scholars such as Hippocrates, Plato, Aristotle,
and Galen and later with philosophers such as Aqui-
nas, Machiavelli, Hobbes, Locke, and Nietzsche.
Current personality theory, exemplified by the work
of Hans Eysenck (1990), Paul T. Costa, Jr. (Costa
and Widiger, 2002) and C. Robert Cloninger (1999),
has extended these early observations by refining
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personality descriptions, developing measurement
tools, and documenting their influence on function-
ing. Despite differences in details, the work in the field
of personality agrees on these fundamental ideas: (1)
individuals vary in the degree to which they possess a
given trait and in the way it influences behavior; (2)
traits are not positive or negative, but rather are adap-
tive in one setting and maladaptive in another; and
(3) personality is a combination of temperament (or
constellation of heritable traits) and character (envi-
ronmental experience).

Extroversion—Introversion

Most personality taxonomies identify dimensions
of extroversion-introversion and stability—instability
or neuroticism. The dimension of extroversion—
introversion refers to the individual’s basic tendency to
respond to stimuli with either excitation or inhibition.
Individuals who are extroverted are (1) present ori-
ented, (2) feeling directed, and (3) reward secking
(Eysenck, 1990; Lucas et al., 2000). Their chief focus
is their immediate and emotional experience. Feelings
dominate thoughts, and the predominant motivation
is immediate gratification or relief from discomfort.
Extrovertsare charismatic, sociable, venturesome, opti-
mistic, and impulsive. By contrast, introverted indi-
viduals are (1) future and past oriented, (2) cognition
directed, and (3) consequence avoidant. Logic and
function predominate over feelings. Introverts are
motivated by appraisal of past experience and avoid-
ance of future adverse consequences. They are un-
likely to engage in a pleasurable activity if it might pose
a threat in the future. Introverted individuals are quiet,
dislike excitement, and distrust the impulse of the
moment. They tend to be orderly, reliable, and rather
pessimistic.

The second dimension, stability—instability, defines
the degree of emotionality or lability. The emotions
of stable individuals are aroused slowly and predict-
ably and have low amplitude. By contrast, unstable
individuals have intense, mercurial emotions that are
easily and unpredictably aroused. What will cause an
extreme reaction at one time will not necessarily pro-
voke an emotional response at another time.

IMPLICATIONS FOR HIV RISK BEHAVIOR

If these two trait dimensions are juxtaposed (Fig. 13.1),
four personality types emerge (Jung, 1923; Eysenck,

1990; Costaand Widger, 2002). Atthe extremes of these
dimensions are the types of personality-disordered
patients likely to be seen at the psychiatry service
of an HIV clinic. Of the four types, unstable extroverts
are the most prone to engage in HIV risk behavior,
and therefore will be the primary focus of this chap-
ter. These patients are preoccupied by, and act upon,
their feelings, which are evanescent and changeable
(Eysenck and Eysenck, 1975; Eysenck, 1990; Lucas et
al., 2000). Thus, their actions tend to be unpredict-
able and inconsistent. Most striking is the inconsis-
tency found between thought and action. In spite of
intellectual ability or knowledge of HIV, unstable ex-
troverts can engage in behavior associated with high
risk of HIV infection. Past experience and future con-
sequences have little salience in decision making for
the individual who is ruled by feeling; the present is
paramount. Goals are dictated by emotions—either to
achieve pleasure or remove pain—with little regard for
circumstances. Furthermore, as part of their emotional
instability, they experience intense fluctuations in
their feelings and moods. It is difficult for them to
tolerate uncomfortable or painful affect, such as bore-
dom, sadness, or unresolved drive; they want to escape
or avoid such feelings as quickly and easily as possible.
Thus, they are motivated to pursue pleasurable, dra-
matic, and emotionally intense experiences, however
risky, and avoid low moods or boredom. They are at-
tracted to emotionally intense interactions and stimuli.

Psychiatric patients characterized by unstable ex-
troversion are more likely to engage in behaviors that
place them at risk for HIV infection. Their spontaneity
and impulsivity make them less likely to plan ahead
and carry condoms and therefore more likely to have
unprotected sex. They are more fixed upon the rewards
of sex, particularly sex that is emotionally provocative,
and less attentive to the sexually transmitted disease
(STD) they may acquire without a condom. Unstable
extroverts are also less likely to accept the diminution
of intensity or spontaneity associated with the use of
condoms or, once aroused, to interrupt the “heat of the
moment” to use condoms. Similarly, unstable extro-
verts are more vulnerable to alcohol and drug abuse.
They are drawn to alcohol and drugs as a quick route to
pleasure or relief from discomfort or boredom. They
are more likely to experiment with different kinds of
drugs and to use greater quantities. Unstable extroverts
are also more likely to inject drugs because the expe-
rience is more intense. They are also less likely to defer
this intensity in the interest of safety.
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unstable

moody touchy

anxious restless

rigid aggressive

sober exciteable

pessimistic changeable

reserved

impulsive

unsociable optimistic

quiet melancholic choleric active

introverted extraverted

passive phlegmatic sanguine sociable

careful outgoing

thoughtful talkative

peaceful responsive

controlled easygoing

reliable lively

even-tempered carefree

calm leadership

stable

FIGURE 13.1. Hans Eysenck’s circle. The inner circle of this diagram shows the famous doctrine of
the four temperaments; the outer circle shows the results of numerous modern experiments in-
volving ratings and self-ratings of behavior patterns of large groups of people. There is considerable
agreement between the inner and outer circles, and a considerable part of personality can be
described in terms of two major dimensions, here labeled introversion—extroversion and unstable—
stable. Reprinted from Eysenck HJ: (1970). Principles and methods of personality description,
classification, and diagnosis. In Readings in Extraversion-Introversion, I. Theoretical and Method-
ological Issues. Eysenck HJ (ed.) Wiley Interscience, p. 36, with permission from Edits Publishers.

Disorders of personality characterized by stable  troverts may be at risk because they are too optimistic
extroversion also engage in HIV risk behaviors, but  or sanguine to believe that they will become HIV
the motivations are somewhat different from those  infected.
associated with unstable extroversion. These patients, Introverted personalities are less likely to engage in
too, are present oriented and pleasure seeking; how-  HIV risk behaviors. Their focus on the future, avoid-
ever, their emotions are not as intense, as easily pro-  ance of negative consequences, and preference for
voked, or mercurial. Hence, they are not as strongly  cognition over feeling render them more likely to en-
driven to achieve pleasure. Their emotional “flatness”  gage in protective and preventive behaviors. The di-
may generate a kind of indifference to HIV risk more  mension of emotional instability—stability has a sig-
than a drive to seek pleasure at any cost. Stable ex-  nificant role in determining HIV risk for introverts.
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Patients who are unstable introverts are anxious,
moody, and pessimistic. Typically these patients seek
drugs and/or sex not for pleasure but for relief or
distraction from pain. They are concerned about the
future and adverse outcomes, but believe that they
have little control over their fates. Stable introverts are
risk adverse and controlled, and are the least likely to
engage in spontaneous or hedonistic behaviors. If these
individuals present to the HIV clinic, it is usually be-
cause of an environmental exposure. This exposure
could be a blood transfusion or an occupational needle
stick. Alternatively, the environmental exposure could
be a severely traumatic event that alters their charac-
teristic functioning.

Clinical observations of the influence of extrover-
sion and emotional instability on HIV risk behavior
are supported by empirical investigation, although the
research in this area has been limited. The Eysenck
Personality Questionnaire (EPQ; Eysenck and Ey-
senck, 1975) and the NEO Personality Inventory
(NEO-PI-R) of the Five Factor Model of personality
(Costa and McCrae, 1992) have high reliability and
validity in measuring these traits. High Extroversion
is associated with sexual promiscuity, desire for sex-
ual novelty, multiple sex partners (Eysenck, 1976;
McCown 1991, 1993; Trobst et al., 2000) and heroin
and other drug addictions (Francis and Bennett 1992;
Lodhi and Thakur, 1993). Among HIV-positive sub-
stance abusers in treatment, those who had attempted
suicide scored significantly higher on the EPQ’s Neu-
roticism scale (Kosten and Rounsaville, 1988).

Sensation Seeking

The third construct elaborated by most personal-
ity models identifies a trait that Eysenck entitled
“psychoticism-socialization” but has been defined in
other theories as “flight versus aggression” or sensation
seeking (Zuckerman et al., 1978; Zuckerman, 1994).
Zuckerman (1994) described sensation secking as “the
secking of varied, novel, complex, and intense sensa-
tions and experiences, and the willingness to take
physical, social, legal, and financial risks for the sake of
such experience” (p. 27). A reliable and well-validated
measurement called the Sensation Seeking Scale
measures this trait (Zuckerman et al., 1978). An ad-
aptation of Zuckerman’s scale measures the tendency
to seek out novel or risky sexual stimulation (Sexual
Sensation Seeking Scale, SSSS; (Kalichman et al.,

1994, Kalichman and Rompa, 1995) Among HIV-
positive and HIV at-risk women and men, high scor-
ers on the SSSS were more likely to engage in unpro-
tected anal sex, unprotected anal sex with multiple
partners, or unprotected vaginal sex. High scorers were
also more likely to have unprotected intercourse 6
months later. Sexual sensation seeking was also related
to expectancies about alcohol enhancing sexual plea-
sure or prowess that in turn was related to alcohol use
during sex and, ultimately, to unprotected sex (Kalich-
man et al., 1996, 2005; Kalichman and Cain, 2004).

PERSONALITY DISORDER IN HIV AT-RISK
AND HIV-POSITIVE INDIVIDUALS

When traits found in certain individuals exceed the
levels found in most of society and are sufficiently
rigid and maladaptive to cause subjective distress or
functional impairment, a personality disorder is usu-
ally diagnosed (Rutter, 1987; Paris, 1996). Personality
disorders represent extremes of normal personality
characteristics and are disabling conditions in envi-
ronments where the trait is maladaptive. Defining
personality extremes into categories and specific en-
tities (rather than traits that are dimensionally dis-
tributed) facilitates diagnosis and research that has
contributed to our understanding of the relationship
between HIV and personality.

Personality disorder is a risk factor for HIV infection
(Brooner et al., 1993). Prevalence rates of personality
disorders among HIV-positive (19%-36%) and HIV at-
risk (15%-20%) individuals (Perkins et al., 1993; Ja-
cobsbergetal., 1995; Johnson etal., 1995) are high and
significantly exceed rates found in the general popu-
lation (10%) (Weissman, 1993). Antisocial (ASPD)
and borderline (BPD) personality disorders are the
most common (Golding and Perkins, 1996). Individ-
uals with personality disorder, particularly ASPD, have
high rates of substance abuse and are more likely to
inject drugs and share needles compared to those
without an Axis II diagnosis (Kleinman et al., 1994;
Hudgins et al., 1995; Dinwiddie et al., 1996). Approx-
imately, half of drug abusers meet criteria for a diag-
nosis of ASPD (Hudgins et al. 1995; Dinwiddie et al.,
1996). Individuals with ASPD are also more likely to
have higher numbers of lifetime sexual partners, en-
gage in unprotected anal sex, and contract STDs,
compared to individuals without ASPD (Brooner
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et al., 1990; Ellis et al., 1995; Ladd and Petry, 2003).
The highest rates of substance use disorders and
HIV risk appear to be among individuals with an Axis
I disorder and a comorbid diagnosis of ASPD (Disney
et al., 2006). On the other hand, the highest rates of
HIV testing among psychiatric patients appear to be
among nonpsychotic patients with co-occurring BPD,
which was attributed to their tendency to engage
in impulsive sexual and substance abuse behaviors
(Meade and Sikkema, 2005).

The diagnosis of personality disorders in the clinic
setting must be undertaken cautiously. Making a
DSM-1V diagnosis according to Axis II of the Diag-
nostic and Statistical Manual of Mental Disorders,
fourth edition, text revision (DSM-IV-TR; American
Psychiatric Association, 2000) requires considerable
time and experience, but does little to explain behavior
or suggest intervention strategies. Classifying individ-
uals along a continuum of personality traits rather than
in DSM-IV Axis II discrete categories has been shown
to be a better predictor of HIV risk behavior (Tourian
etal., 1997). Furthermore, a diagnosis of antisocial or
borderline personality disorder can be stigmatizing,
particularly in a general medical clinic where care
providers may have less experience managing such
patients.

PERSONALITY AND DISEASE
PROGRESSION

A relatively new area of personality research in HIV is
examining the relationship between temperament and
disease progression. Specifically, social inhibition (in-
troversion, reduced emotional expression, and social
avoidance) is associated with elevated levels of auto-
nomic nervous system activity. This specific charac-
teristic appears to place individuals with this temper-
ament at heightened risk for elevated HIV-1 viral load
and impaired response to antiretroviral therapy (Cole

etal., 2003).

IMPLICATIONS FOR MEDICATION
ADHERENCE

Medication adherence across a variety of diseases
and patients has been consistently estimated at 50%
(Sackett and Snow, 1979). In HIV, however, greater

than 95% adherence to highly active antiretroviral
therapy (HAART) is necessary to achieve viral load
suppression, improve immune function, and prevent
viral mutations. Such adherence is especially chal-
lenging in HIV because it is associated with all of the
components of low treatment adherence: long dura-
tion of treatment, preventative rather than curative
treatment, asymptomatic periods, and frequent and
complex medication dosing (Kruse et al., 1991;
Blackwell, 1996; Icovics and Meade, 2002).

Our clinical experience suggests that unstable ex-
troversion is the personality trait mostly likely to in-
fluence adherence. The same personality characteris-
tic that increases risk of HIV also reduces ability to
adhere to demanding drug regimens. Specifically,
present-time orientation, combined with reward seek-
ing, makes it more difficult for these patients to toler-
ate uncomfortable side effects from HAART, whose
treatment effects may not be immediately apparent. It
is also difficult for feeling-driven individuals to main-
tain consistent, well-ordered routines. Hence, follow-
ing frequent, rigid dosing schedules can also be prob-
lematic. Unstable, extroverted patients may be intent
on following the schedule, but their mercurial and
sometimes chaotic emotions are more likely to inter-
fere with and disrupt daily routines. For example, a
patient may report that he became very angry with a
partner and miss several doses of his antiretroviral
medicines, despite knowing the risks of missing med-
ication doses. These same patients also appear to differ
in their appraisals of side effects of medicines. The
principal reason for discontinuing HAART across
studies is the side effects of medicines or anticipated
side effects of medicines. Some patients are less able or
willing to tolerate side effects in the present to prevent
poor health in the future.

There is a relative paucity of research examining
the association between personality and adherence to
HAART. Personality traits were indirectly related to
adherence in one study. On the NEO-PI-R (Costa and
McCrae, 1992), HIV-positive patients high in neurot-
icism reported lower overall and HIV-specific quality
of life that was associated with HAART nonadherence.
By contrast, patients higher in extroversion, as well as
other personality traits, reported better overall and
HIV-specific quality of life that was associated with
HAART adherence (Penedo etal., 2003). Neuroticism
(instability) was also found to moderate the effect of
perceived stress on adherence although not viral load.
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Specifically, individuals high in neuroticism on the
EPQ were less likely to be adherent to HAART as their
level of perceived stress increased (Bottonari et al.,
2005). Neuroticism is the trait that best distinguishes
borderline patients from patients without this person-
ality disorder (Morey and Zanarini, 2000). It is not
surprising, therefore, that preliminary research on
personality disorders and adherence suggests that BPD
is associated with nonadherence to HAART. In a con-
venience sample of 107 triply diagnosed methadone
patients (HIV positive with at least one psychiatric di-
agnosis and at least one substance use diagnosis), only
BPD of all the Axis I and II psychiatric disorders was
associated with less than 95% adherence in a 3-day
recall of medications taken (Palmer et al., 2003).

TREATMENT

Traditional approaches in risk reduction counseling
emphasize the avoidance of negative consequences in
the future, such as using a condom during sexual in-
tercourse to prevent STDs. But such educational ap-
proaches have been ineffective with individuals with
marked personality problems, such as unstable extro-
verts, who engage in risky behaviors (Kalichman et al.,
1996; Trobst et al., 2000). Psychiatric and medical
treatment of patients with this personality type is
challenging. Such patients are often baffling or frus-
trating for physicians and other medical providers be-
cause they engage in high-risk sex and drug behaviors
in spite of knowing the risks, or fail to adhere to treat-
ment regimens for HIV infection in spite of knowing
the consequences. Because of their focus on feelings
and interests of the moment, they can constantly
change what they want from treatment and change
their goals for their care. Patients may complain that a
selective serotonin reuptake inhibitor gives them a
mild headache while seeming to be untroubled by
shooting heroin in a carotid artery. After 6 months of
missed medical appointments, such individuals may
impulsively leave the clinic if the primary care provider
is 15 minutes late for the appointment. Such person-
ality traits reflect relatively stable, lifelong modes of
responding; thus, direct efforts to change these traits
are unlikely to be successful. It is possible, however, to
modify the behavior that is an expression of the trait. By
recognizing individual differences in risk-related per-
sonality characteristics, interventions can be better
targeted and their impact maximized.

PSYCHIATRIC DISORDERS AND HIV INFECTION

We have found that a cognitive-behavioral ap-
proach is most effective in treating patients who
present with extroverted and/or emotionally unsta-
ble personalities. Four principles guide our standard
care:

1. Focus on thoughts, not feelings. Unstable, ex-
troverted personalities benefit from learning
how they are predisposed to act in certain ways.
Often, they recognize that they are highly
emotional and are driven by their feelings. They
may be equally baffled by their own actions.
These patients fail to understand why they in-
tend to stay clean but later find themselves
“shooting dope.” The mental health profes-
sional can identify the role that strong feelings
play, so that these patients can begin the pro-
cess of understanding their own chaotic, often
irrational, behavior. Simultaneously, the men-
tal health professional can encourage their
cognitive, logical side. Patients can focus on
doing what is right or healthy rather than what
is immediately pleasurable. The task is to build
consistency into behavior. For some patients
whose severe emotionality is severe enough to
warrant a diagnosis of borderline personality
disorder, there is a high likelihood of occult
mood disorder such as major depression or bi-
polar disorder type 1I, and the addition of psy-
chotropic medication such as an antidepressant
or mood stabilizer may be beneficial in stabi-
lizing emotional fluctuations.

2. Use a behavioral contract. A behavioral contract
is developed with all patients. The contract
outlines goals for treatment, often only a day or
a week at a time. While patients and mental
health professionals may develop the contract,
the focus of treatment is not on what patients
want or are willing to do to get off of drugs, but
rather on established methods, such as drug
treatment and Narcotics Anonymous or Alco-
holics Anonymous. The importance of the be-
havioral contract lies in the creation of a stable
plan that supersedes the emotional meanderings
of these patients. Unstable extroverts present an
ever-changing array of concerns and priorities.
The task of the mental health professional is to
order the priorities with patients and help them
follow through on these, regardless of changing
emotions.

3. Emphasize rewards. In developing the behav-
ioral contract and in treatment, the purpose is
cast in terms of the rewards that will follow from
their behavioral change. Positive outcomes, not
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adverse consequences, are salient to extroverts.
Exhortations to use condoms to avoid STDs are
unpersuasive. More success has been achieved
with extroverts by eroticizing the use of con-
doms (Tanner and Pollack, 1988) or by the
addition of novel sexual techniques (erotic mas-
sage, use of sex toys) into sexual repertoires
(Abramson and Pinkerston, 1995). Similarly,
the rewards of abstaining from drugs or alcohol
are emphasized, such as having money to buy
clothing, having a stable home, or maintaining
positive relationships with children.

In building adherence to antiretroviral ther-
apies, the focus is on the rewards of an in-
creased CD4 count and reduced viral load,
rather than avoiding illness. Using the viral load
as a strategy to build adherence can increase
acceptance in all patients, but is especially ef-
fective in reward-driven extroverts.

4. Coordinate treatment with medical care pro-
viders. Medical care providers are often frus-
trated or discouraged when treating unstable,
extroverted patients. It is useful to provide edu-
cation about a patient’s personality and how it
influences behavior. Particularly effective is the
development of a coordinated treatment plan,
where medical care provider and mental health
professional work in tandem to develop behav-
ioral contracts to reduce HIV risk behaviors and
build medication adherence. This is particu-
larly useful when patients’ lives are too chaotic
to begin HAART. A step-wise plan that begins
with stabilization on psychiatric medication and
enrollment in psychotherapy can be rewarded
by initiating HAART.

CONCLUSION

Personality characteristics and personality disorders
reflect relatively stable, lifelong propensities that are
difficult to change. This does not mean, however, that
HIV risk reduction efforts are necessarily futile. Rather,
by understanding certain personality characteristics
and their role in HIV risk behaviors and medication
adherence, the mental health professional can develop
more effective, specific treatment strategies for psy-
chiatric patients with personality vulnerabilities. Pa-
tients who can identify aspects of their personality that
might influence intentions to practice safer behavior,
and then develop strategies for dealing with these sit-
uations, may be less susceptible to high-risk situations.
Finally, the mental health professional can provide

valuable assistance to medical care providers to im-
prove health outcomes for these patients.
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Chapter 14

Distress in Persons with HIV and AIDS

Harold W. Goforth, Mary Ann Cohen,
Sami Khalife, and Alicia Hurtado

Distress is defined as “pain or suffering affecting the
body, a bodily part, or the mind” (Webster’s Online
Dictionary, 2006). Thus, psychological distress can be
seen as an unsettling psychological state that interferes
with a person’s overall well-being. In this chapter, we
will attempt to understand these sources from a bio-
psychosocial approach, exploring some of the physical
and social factors that affect psychological distress,
including cultural and political components. We will
also present ways to screen for, recognize, and cope
with psychological distress.

Persons with HIV infection and AIDS have high
levels of distress from multiple sources including
symptoms (such as fatigue, pruritus, and insomnia),
medical and psychiatric illness, discrimination and
stigma, as well as social, occupational, and financial
stresses. AIDS can affect nearly every organ and sys-
tem with severe and multiple illnesses. Individuals
with HIV and AIDS may have severe psychiatric ill-
nesses as well. Psychiatric sources of distress were
present in 52% of patients presenting to an HIV clinic
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for evaluation and treatment in a study by Lyketsos
and colleagues (1996). Actual distress rates of home-
less persons with AIDS who do not self-present for
treatment are likely higher. Persons with AIDS are also
subject to the same losses, stresses, and life changes as
the rest of the population and, because they are living
longer, and are subject to other non-HIV-related ill-
nesses such as heart disease, hypertension, diabetes
mellitus, osteoarthritis, cancer, and chronic obstructive
pulmonary disease. The symptoms of fatigue, insom-
nia, and pruritus may occur even in the absence of
specific medical or psychiatric pathology. Persons with
AIDS may also have symptoms related to highly active
antiretroviral therapy (HAART) or interferon treatment
for concomitant hepatitis C. An overview of the bio-
psychosocial determinants of distress is presented in
Table 14.1.

This chapter will explore the myriad of biopsycho-
social sources of distress in persons with HIV and AIDS
in order to provide a brief but comprehensive sum-
mary. The specific issues that may cause distress are
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TABLE 14.1. Biopsychosocial Determinants of Distress in Persons Living with

HIV Infection

Biological Psychological Social

Pain Depression Alienation
Confusion Anxiety Social isolation
Cognitive decline Psychosis Stigma
Disfigurement Mania Discrimination
Dyspnea Withdrawal Spiritual isolation
Insomnia Intoxication Financial loss
Fatigue Substance misuse Unemployment
Nausea Existential anxiety Loss of housing
Vomiting Bereavement Loss of key roles
Diarrhea Suicidality Loss of meaning
Blindness Loss of independence
Paralysis

Weakness

Cachexia

Incontinence

Pruritus

Hiccups

covered in more depth throughout this text. Chapter 1
addresses stigma, Chapter 4, the prevalence of psy-
chiatric disorders, Chapter 5, sociocultural vulner-
abilities, Chapters 3 through 13, the psychiatric dis-
orders, Chapters 14 through 18, special symptoms and
psychiatric manifestations of HIV, Chapters 19, 20,
and 33 through 37, the medical illnesses, and Chapter
39, end-of-life issues.

MEASURING DISTRESS

Distress, depression, and anxiety can be measured rap-
idly and easily by means of the Distress Thermometer
(DT) and the Hospital Anxiety and Depression Scale
(HADS). Roth and colleagues (1998) and Cohen and
colleagues (2002) have demonstrated the feasibility of
using these scales in waiting-room convenience sam-
ples of persons with cancer and AIDS, respectively.
Cohen et al. found a 72.3% prevalence of distress on
the DT, 70.3% prevalence of anxiety on the HADS,
45.5% prevalence of depression on the HADS, and
53.5% prevalence of both anxiety and depression on
the HADS in a waiting-room sample of persons reg-
istered at an HIV clinic. The DT and HADS are also
valuable for screening persons with HIV and hepatitis
C virus (HCV) prior to interferon-ribavirin treatment
to provide a baseline score and to follow patients dur-
ing the course of treatment to determine the need for

antidepressant or antipsychotic medications. The ra-
pidity (5 minutes in total for both the DT and HADS)
and feasibility of the DT and HADS make them ex-
cellent tools for screening for distress in a busy HIV
clinic.

DISTRESS ON THREE CONTINENTS

Distress and suffering are ubiquitous phenomena and
occur across all cultures, although the specific expres-
sions of distress and suffering may differ across cul-
tural systems. Studies of distress in persons with HIV
and AIDS have been done in many different parts
of the world, including North America, Africa, the
Caribbean, and South America. The results of these
studies illustrate the need for effective interventions
designed to improve the quality of life for affected
individuals.

It is well known that HIV infection is not equally
distributed in the general population, and in the
United States, African Americans and Latinos (who
constitute 25% of the general U.S. population) are,
respectively, 11 and 4 times more likely than non-La-
tino whites to be diagnosed with AIDS (CDC, 2002).
Approximately 70% of new HIV infections are among
African American and Latino individuals, and this
pattern extends to at-risk adolescent and young men,
whose incident rates are much higher than those



among white groups, even when controlling for so-
cioeconomic status (Valleroy et al., 2000). This dis-
parity creates significant distress in multiple ways—
minorities are at higher risk of racial and ethnic dis-
crimination than non-minority groups because of
limited opportunities for employment, housing, edu-
cation, and health care, and are more likely to experi-
ence unfair treatment (Cain and Kington, 2003).
These perceptions produce a wide array of negative
emotional and stress responses that predict a range of
negative physical and mental health outcomes (Wil-
liams et al., 2003).

HIV infection among Asians and Pacific Islanders
(API) in the United States continues to increase given
the escalating prevalence of HIV in Asia and the in-
creasing number of immigrants from these regions
(Operario et al., 2005). Asians and Pacific Islanders
often face unnecessary delays in accessing medical and
supportive services (Eckholdt and Chin, 1997; Ec-
kholdtetal., 1997; Pounds et al., 2002) for treatment of
their HIV. Distress related to disclosure of HIV status
due to fears of discrimination by peers, employers, and
family members (Chin et al., 1999; Yoshioka et al.,
2001) is further compounded by discrimination based
onrace, immigration status, culturally disapproved life-
style, and sexual orientation (Herek, 1999; Kang and
Rapkin, 2003; Kang et al., 2003).

Studies have also shown the interconnection be-
tween distress and engaging in risky sexual behavior, as
exemplified by a study of Latino gay men recruited
from social venues (bars, clubs, and weeknight events)
in the cities of New York, Miami, and Los Angeles
(Diaz etal., 2004). Diaz found that a substantial num-
ber of reported experiences of social discrimination
on the basis of sexual orientation were combined with
racial and ethnic discrimination within the context
of the gay community. Symptoms of psychological
distress reported for 6 months were highly prevalent
in this group: 61% reported sleep problems; 44%
reported symptoms of anxiety and panic on at least one
occasion; 80% reported a sad or depressed mood at
least once; and 17% reported suicidal ideation at least
once.

Africa has one of the world’s highest prevalence
rates of HIV and AIDS, and has limited access to ef-
fective therapy. The effect of HIV on Africa has been
devastating; 11 million children in sub-Saharan Africa
alone have witnessed the death of atleast one parent to
complications of AIDS (Atwine et al., 2005). Shawn
and colleagues (2005) noted that palliative care for
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HIV is currently the standard treatment in Africa be-
cause of limited access to antiviral treatment. They
noted that pain, skin complaints, respiratory infec-
tions, fatigue, anger, and social isolation figured prom-
inently in patients’ lives (Shawn et al., 2005). Poor
quality of life and high levels of distress have been
noted in other South African studies as well (O’Keefe
and Wood, 1996). Likewise, Atwine and colleagues
(2005) investigated the psychosocial consequences of
AIDS for 123 orphans with AIDS in rural Uganda and
found that orphan status was a significant predictor of
increased distress associated with higher rates of anxi-
ety, depression, and anger.

The impact of increased distress is not limited to
those who have been orphaned as a result of AIDS,
but includes those who are forced to care for family
members living with HIV and other chronic and se-
vere illness. In systematic interviews of caregivers of
HIV patients in Botswana, older women reported
feeling overwhelmed with the complexity and mag-
nitude of the tasks facing them, often neglecting their
own health and experiencing high levels of exhaus-
tion, malnourishment, and depression. Among youn-
ger girls there were high rates of physical and sexual
abuse, depression, and truancy from school, and all
ages experienced poverty and had high rates of social
isolation (Lindsey et al., 2003).

The experience of gays, lesbians, and bisexuals in
Botswana and, by extrapolation, sub-Saharan Africa is
equally poor, as same-sex activities are illegal in many
sub-Saharan countries, punishable by imprisonment
or death. Varying levels of distress in up to two-thirds of
this population have been documented, and distress
appears to stem predominantly from health concerns,
discrimination, and sexual violence (Ehlers et al.,
2001). Botswana has been noted to have one of Africa’s
leading health care systems (Ehlers et al., 2001); there-
fore, the distress level in many regions may actually
be higher than the 64% rate encountered in Ehlers’s
study.

HIV is a growing problem in most South American
and Caribbean countries, and it is endemic in Haiti
in proportions equal to those of many sub-Saharan
African regions. Distress levels associated with HIV in
these countries reflects those of the African experience,
with rates exceeding 50%. A survey of HIV-associated
distress in an ambulatory HIV clinic in the Dominican
Republic indicated prevalence rates of distress of 49%
on the DT; anxiety, 58% on the HADS; depression,
44% on the HADS; and an overall HADS rate of 49%
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(A. Hurtado, 2005, unpublished data). Fewer resources
dedicated to HIV care are available in these countries,
and increasing infection rates drain existing medical
resources and tax populations as a whole.

MEDICAL COMPLICATIONS
AS SOURCES OF DISTRESS

Other factors causing distress are the multiple com-
plications resulting from immunological suppression,
including visual loss, neurological illness, and fears of
progressive health decline and changes in one’s ability
to care for one’s self independently. Cytomegalovirus
(CMV) retinopathy is one of the most distressing
complications of HIV disease, as it results in vision loss
with accompanying social isolation, loss of indepen-
dence, and loss of function.

Visual Loss as a Source of Distress

The advent of HAART therapy has altered the natural
progression of HIV and has changed the incidence,
natural history, management, and sequelae of HIV-
associated retinopathy, especially CMV-associated
retinopathy. Before use of HAART, CMV retinitis was
common, occurring in 20%-40% of seropositive pa-
tients. Patients were relegated to indefinite intrave-
nous therapy, and between 25% and 50% suffered
retinal detachment. Survival after development of
CMYV retinitis was 6~10 months. The incidence of
CMV retinitis declined by approximately 80% after the
advent of HAART therapy, and mean survival has in-
creased to over 1 year from time of diagnosis (Holbrook
etal., 2003; Goldbergetal., 2005). However, visual loss
and blindness from multiple etiologies are still signif-
icant causes for concern and sources of distress for
patients with HIV (Ng et al., 2000; Kestelyn and
Cunningham 2001; Hill and Dubey 2002; Oette et al.,
2005).

Specific studies examining the quality of life and
distress experienced by persons with visual loss have
not been performed among persons with HIV disease.
However, data on distress among patients with mac-
ular degeneration and other acquired forms of visual
loss may be used to better understand the sense of iso-
lation, psychological distress, and limitations these
patients experience on a routine basis. Data from pa-
tients with acquired macular degeneration indicated a
strong association between decline in vision and
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functional impairment, along with high rates of de-
pression, anxiety, and emotional distress (Berman and
Brodaty, 2006). In a study focusing on patients’ atti-
tudes toward visual loss from subfoveal choroidal neo-
vascularization, patientsreported thatthey would rather
suffer medical illnesses such as dialysis-dependent re-
nal failure and AIDS than visual impairment (Bass
etal., 2004). Similar findings have been noted in stud-
ies of diabetes mellitus—associated visual loss (Cox
et al., 1998). Clearly, across multiple medical condi-
tions, acquired visual loss has a profound impact on
self-perception of overall health-related quality of life,
distress, and suffering.

Neurological Decline and HIV Disease

Cognitive disorders, vacuolar myelopathy, and sensory
neuropathies are the most common neurological dis-
orders in patients with HIV disease and are a great
source of fear and distress in this population. One of
the most disturbing aspects of advancing HIV disease is
the prospect of progressive physical and cognitive im-
pairment leading to eventual complete incapacity.
Since the advent of HAART therapy, however, there
has been an approximate 50% reduction in HIV-
related neurological complications (Maschke et al.,
2000; Sacktor, 2002). Distress and fear of loss of inde-
pendence and functionality continue among patients
nonetheless.

Mapou and colleagues (1993) studied neuropsy-
chological performance of 79 military medical ben-
eficiaries infected with HIV and that of 27 HIV-
seronegative control subjects. Seropositive subjects
who complained of subjective difficulties had more
deficits in attention, response speed, motor function,
and memory than those not reporting difficulties.
Seropositive individuals also had increased rates of
anxiety and depression, illustrating the need for
screening for both disturbances in seropositive indi-
viduals, as each may become a significant source of
distress. The pathophysiology and potential treatment
of dementia are discussed further in Chapters 3, 10,
and 19.

Pain and Distress in HIV Disease

Pain is an incapacitating symptom in many people
with HIV and AIDS, and untreated pain leads to an
increase in psychological distress and a reduction in
quality of life. Sources of pain are varied and range



from neuropathic pain to chronic pain of malignancy,
and all types of pain are associated with increased
suicidal risk. Pain is undertreated particularly in pa-
tients with HIV and AIDS, in part because of the
common prevalence of substance abuse disorder. Pain
is especially common in this setting and ranges from
28% to 97% across various studies (Schoefferman,
1988; Lebovits et al., 1989; McCormack et al., 1993;
Reiter and Kudler, 1996).

Abdominal pain and neuropathic pain were the
most common pain complaints in one study at a pain
consultation service; other causes included odyno-
phagia, dysphagia, headache, cutaneous pain, mus-
culoskeletal pain, and postherpetic neuralgia (News-
han and Wainapel, 1993). Inadequate pain assessment
is a major factor in the undertreatment of pain, and use
of standardized pain assessment measures may assist in
both assessment and treatment. Practitioners need to
be educated to address myths such as (a) people over-
estimate their pain; (b) minority groups exaggerate
their pain complaints; (¢) people with a past history of
addiction routinely lie about pain to secure drugs; (d)
pain is often psychogenic in etiology; and (e) the etiol-
ogy of pain remains obscure in most cases. In fact,
patients have been shown to be reluctant to volunteer
pain complaints. Thus routine assessment is needed
(Von Roenn etal., 1993), with instruments such as the
Wisconsin Brief Pain Inventory (BPI), which measures
adequacy of analgesia and impact of pain on related
psychosocial factors. Further discussion of pain assess-
ment and management can be found in Chapters 20
and 30, which deal with neurological complications
in HIV and palliative care for persons with HIV,
respectively.

Cardiopulmonary Disease in HIV

HIV-associated cardiomyopathy can be a direct result
of HIV disease, HIV treatment, comorbid conditions,
and other etiologies. Cardiomyopathy has been iden-
tified in up to 20% of HIV-seropositive patients (Fisher
and Lipschultz, 2001). It appears to have a more per-
nicious course in HIV-positive patients, with symptoms
including dyspnea, peripheral and pulmonary edema,
hepatosplenomegaly, and arrhythmias (Currie et al.,
1994). Dilated cardiomyopathy is the most frequently
identified cardiac disease associated with HIV and is
an independent predictor of mortality, but other man-
ifestations include myocarditis, bacterial and fungal
endocarditis, pulmonary hypertension, malignancy,
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accelerated atherosclerosis, and autonomic dysfunc-
tion (Dakin et al., 20006).

Similarly, respiratory events and illnesses such as
opportunistic infections, tuberculosis, malignancies,
adult respiratory distress syndrome, and pulmonary
fibrosis (Rosen et al., 1997) remain common in HIV-
seropositive populations, especially among those with
CD4 counts <200/mm’ and injection drug abusers.
Importantly, the risk of these disorders appears to in-
crease with advancing HIV disease despite the wide-
spread use of antibiotic prophylaxis (Wallace et al.,
1993; Hirschtick et al., 1995).

Distress in these populations is created by both the
psychological implications of advancing HIV disease
and the imposition of severe physical limitations re-
lated to cardiopulmonary disease. Such limitations
further isolate this population and limit individuals’
ability to perform previously enjoyable coping activi-
ties such as exercise. In advanced cases, they impinge
directly on patients ability to maintain independence
and perform activities of daily living, serving as a con-
stant reminder of impending mortality.

Diarrhea in HIV Disease

Another common potential source of distress among
HIV-seropositive patients is bacterial diarrhea, which
has been noted to predict increased use of hospi-
tal resources, longer hospital admissions, and an in-
creased prevalence of opportunistic infections such as
Pneumocystis carinii pneumonia. Clostridium difficile
colitis and associated diarrhea were the etiology in ap-
proximately 32% of study patients in a large, Chicago-
based, public hospital study. It appears that this dis-
order is more likely to present among advanced-HIV
patients (Pulvirenti et al., 2002). Other notable causes
include Shigella, Campylobacter, and Salmonella spe-
cies, which may reflect progressive deficits in mucosal
immune function in advanced HIV disease (Sanchez
etal., 2005).

From a mental health standpoint, bacterial diar-
rhea can cause significant distress in that it both limits
environmental freedom and self-sufficiency and serves
as a marker and reminder of advancing disease. Fears
of loss of bowel control and fecal incontinence further
isolate a high-risk population from available social
support. These conditions can also be a source of HIV-
associated wasting and general decline. While no
specific studies have addressed the issue of distress
in this population, in our experience the associated
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distress and impairment from chronic diarrhea can be
profoundly embarrassing, with significant limitation
in life satisfaction.

Itching in HIV Disease

Medical sources of distress are not limited to major
organ systems such as cardiorespiratory and gastroin-
testinal systems but include a variety of scenarios and
organ systems. Pruritus is a common manifestation of
advancing liver disease, which is discussed further in
the context of HIV in Chapter 33. Likewise, renal dis-
ease with associated uremia can produce significant
symptoms of itching; renal complications associated
with HIV disease are covered more extensively in
Chapter 34. Studies of distress in relation to HIV dis-
ease and itching have not been performed, but quality-
of-life studies of chronic urticarial illness have dem-
onstrated marked reductions in quality of life in terms
of both social functioning and emotional capacity

(Staubach et al., 2006).

Insomnia

One area that has been linked to distress and a reduc-
tion in quality of life in HIV is insomnia. Complaints
of lack of sleep from persons with HIV disease are
ubiquitous, but etiologies are varied and often include
a combination of comorbid Axis I conditions, medical
conditions affecting sleep quality, and potentially a
direct role of HIV on the brain. In a review of insomnia
in the setting of HIV, Reid and Dwyer (2005) noted
thatup to 60% of HIV-positive individuals experienced
sleep disturbances, and greater psychological distress
appeared to be related to greater sleep difficulties and
lower numbers of CD3 and CDS cells. This review
highlights the importance of effective interventions
designed to improve sleep quality and in turn poten-
tially reduce distress and improve life quality. Further
details of HIV-associated sleep abnormalities are ad-
dressed in Chapter 15.

Fatigue

Fatigue is one of the most limiting of the HIV syn-
dromes in terms of quality of life and its incremental
impact on dealing effectively with advancing HIV
disease, comorbid depression, and hepatitis C coin-
fection. HIV-related fatigue decreases functional sta-
tus, which in turn can lead to symptoms of isolation,

inability to perform required self-care, and nonad-
herence to medications. In fact, fatigue, along with
neurological symptoms, is one of two domains that
independently predicts functional decline in instru-
mental activities of daily living, even when controlling
for sociodemographic variables (Wilson and Cleary,
1997).

In a cross-sectional survey of ambulatory AIDS
patients, Breitbart and colleagues (1998) found that
over 50% of respondents had fatigue according to self-
report with the Memorial Symptom Assessment Scale.
Women appeared significantly more likely to experi-
ence fatigue than men, and fatigue was associated with
several other variables, including the number of AIDS-
related physical symptoms, the current treatment of
HIV disease, anemia, and pain. Those subjects re-
porting significant fatigue suffered increased rates of
both psychological distress and lower quality of life
across several standardized rating scales (Breitbart
etal., 1998).

Fatigue also plays an important role in HCV in-
fection, as fatigue is a common complaint among
sufferers of HCV both prior to and during treatment
with biological agents such as interferon-based thera-
pies. Four hundred and eighty-four HIV-seropositive
subjects participated in a self-report trial which con-
firmed that HCV-coinfected patients demonstrated
significantly more elements of distress compared to the
HIV-only group in social, psychological, and biologi-
cal arenas. The patients were also more likely to be
in unstable social situations and to experience depres-
sion, fatigue, and reduced quality of life (Braitstein
etal., 2005).

The treatment of fatigue is an important area for
psychiatrists treating patients with HIV, as it can di-
rectly improve quality of life, alleviate distress, and
improve functioning. Breitbart and colleagues (2001)
and others have described effective and safe treatments
with either methylphenidate or pemoline. The role of
antidepressants, androgenic steroids, and modafinil in
treating fatigue has also been examined (Rabkin et al.,
2004a, 2004b). Further discussion of HIV-associated
fatigue can be found in Chapter 16.

AIDS PALLIATIVE CARE
AND DEATH AND DYING

End-oflife issues involve complex decision making,
and issues such as wills and estates take on overtones



of the finality of life. They can also provide an impetus
for overall life review, which can prove quite distres-
sing to a patient who is unprepared for this process.
These decisions are increasingly complicated and
distressing, as recent political actions have been taken
to limit the ability of same-sex couples to enter con-
tracts approximating marriage with survival benefits.
Dying patients must struggle with the impact of their
dying on loved ones and caregivers, and caregiver dis-
tress can frequently lead to burnout and suboptimal
care for the patient.

AIDS palliative care has been defined as compre-
hensive, multidisciplinary care that focuses on alle-
viating suffering and maximizing life potentials across
all stages of disease severity, independent of stage or
prognosis (personal communication, Daniel Fisch-
berg). Most clinicians associate palliative care with
end-stage illness only, but the true nature of palliative
care makes it appropriate at every stage by focusing on
comfort. Comfort gradually assumes a more impor-
tant role as the disease progresses and cures of specific
complications become less likely. This gradual tran-
sition to a comfort-care model minimizes sources of
distress associated with an abrupt change from a cu-
rative model to a comfort-care-only model that can
occur in the terminal phases of HIV.

Different methods of comfort care such as pastoral
care, hypnosis, music, relaxation, meditation, writing,
and art can be incorporated with much success, and
these methods need to be integrated and offered to
persons during the entire course of their illness on
a routine basis (Cohen, 1999). Depression, anxiety,
pain, and other mental health disorders need to be
addressed with both psychotherapy and pharmaco-
therapy using multiple models, including crisis, indi-
vidual, group, and family therapy, over the entire
spectrum of illness. Integration of spiritual care has
been shown to provide comfort and solace to persons
suffering with cancer (Saunders, 1988; Jacox et al.,
1994). Attempts to provide these interventions across
the spectrum of HIV illness will improve the secamless
attention given to the associated suffering and distress.

We have noted that untreated pain and pruritus
are associated with severe psychological reactions, in-
cluding depression, anxiety, and suicidality. Dyspnea
inspires feeling of anxiety, panic, and fear of death by
asphyxiation. Periods of prolonged hiccups can lead
to exhaustion and feelings of helplessness, and un-
treated psychological symptoms can exacerbate somatic
complaints. Prompt attention to psychological dis-
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tress complements palliative symptom management
strategies.

Being physically present with the patient is impor-
tant at the end of life and can alleviate the fear of
abandonment often experienced by dying individuals.
Simple acts such as talking, holding hands, and sur-
rounding the patient with loved ones provide much-
needed healing and comfort at this stage. Clinicians
who can cope with and tolerate the intimacy and
evoked feelings of such moments can also experience
significant healing and personal rewards.

TREATMENT OF DISTRESS OCCURRING
IN THE CONTEXT OF HIV INFECTION

Use of HAART has dramatically improved the lives of
millions of patients living with HIV/AIDS and has
transformed HIV into a chronic illness. Few studies
have investigated adequately the impact of HAART
on the psychological well-being of infected individ-
uals, but currently available evidence does suggest the
beneficial role of HAART on psychological well-being
(Rabkin et al., 2000). The effect of HAART on reduc-
ing distress has been shown in other studies as well
(BeLow-Beer et al., 2000). Other interventions can
begin by identifying distress through routine use of
screening instruments. Prompt identification and treat-
ment of comorbid psychiatric disease can allow initia-
tion of effective interventions and minimize suffering.
Attention to psychological coping mechanisms and
bolstering of social and spiritual supports can limit the
impact of loneliness and social isolation, thus enabling
a higher quality of life in this vulnerable population.

CONCLUSIONS

Persons living with HIV and AIDS have witnessed
radical shifts in the prognosis and treatment associated
with this devastating illness over the last 25 years. The
advent of potent antiretroviral medications has trans-
formed AIDS from a fatal illness with serial health
crises into a chronic illness with a focus on long-term
considerations and health maintenance. However,
HIV and AIDS continue to cause distress through mul-
tiple mechanisms involving biologic processes, psy-
chological states, and social situations. Persons with
AIDS can live more comfortable lives through the es-
tablishment of nurturing and supportive health-care
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paradigms. Education about medical and psychiatric
care, pain management, and decision-making capac-
ity can help persons with HIV and their caregivers
meet the challenges of this illness with optimism and

dignity.
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Chapter 15

Insomnia and HIV:
A Biopsychosocial Approach

Mary Alice O’Dowd
and Maria Fernanda Gomez

Sleep that knits up the ravel’'d sleave of care,
The death of each day’s life, sore labor’s bath,
Balm of hurt minds, great nature’s second course

Chief nourisher in life’s feast
—Macbheth, 11, ii, 36

Shakespeare’s Macbeth recognized the vital role of
sleep in the renewal and nourishment of mind and
body, but until recently, medical science has tended
to give sleep disorders scant attention. Insomnia, the
most common sleep disorder, can be a symptom of
many disorders and has been described as a major
public health problem that impacts the lives of mil-
lions of individuals, their families, and communities
(NIH, 2005). However, random studies of adults have
found that the majority of those with sleep complaints
are unlikely to broach the topic with a health care
provider (Martin and Ancoli-Israel, 2003). When a
patient does complain of insomnia, the complaint
may be either given short shrift by the clinician or a
sleep medication may be prescribed for short-term use
without much attention to the etiology of the com-
plaint or to follow-up. Insomnia is not just an annoy-
ance. It has been shown to affect cognitive function-
ing, quality of life, and even longevity (Martin and
Ancoli-Israel, 2003). Before discussing the specific is-
sue of insomnia in individuals living with HIV infec-
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tion, it may be helpful to review the physiology of
healthy sleep.

PHYSIOLOGY OF HEALTHY SLEEP

Normal sleep is made up of rapid eye movement
(REM) sleep and non-REM sleep. In non-REM sleep,
the sleeper passes from wakefulness into stage I, a light
sleep that is easily disrupted by environmental stimuli.
Stage IT is deeper and most stimuli will pass unnoticed
by the sleeper. Stages Il and IV are deeper still and the
sleeper’s electroencephalogram (EEG) shows higher-
voltage slow waves, leading to these stages of sleep being
described as deep, slow-wave, or delta-wave sleep. Here
environmental stimuli go unnoticed unless extreme and
prolonged. The normal sleep cycle consists of passage
from wakefulness to stage I, then through the stages to
the deeper levels of sleep. The sleeper then returns to
stage II, which occupies the greater part of the night,
and from that level into a period of REM sleep. During
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REM sleep, the sleeper is dreaming and exhibits high
levels of cortical activation but with muscle atonia that
prevents the movements usually associated with such
activation.

This cycle repeats itself several times over the
course of the average night’s sleep. Deep sleep tends
to occur earlier in the night’s rest while REM periods
occur later and become longer (Krahn and Richard-
son, 2005). These cycles of sleep and wakefulness are
thought to be the result of intricate interactions be-
tween circadian rhythms and sleep homeostasis that
promote the ideal of 8 uninterrupted hours of sleep
and 16 hours of wakefulness, with periods in the daily
cycle that are more or less conducive to falling asleep
(Pack and Mackiewicz, 2003). Such patterns are the
basis for recommendation of a regular schedule that
takes advantage of these natural rhythms as part of
“sleep hygiene.” Insomnia can affect sleep onset, main-
tenance, or duration. Causes are often multifactorial
and an individual may have several physiological and
psychological factors contributing to one or more sleep
disorders.

SLEEP DISTURBANCE IN HIV

Clinicians have long been aware of the frequency
with which insomnia and fatigue figure in the com-
plaints of individuals living with HIV. Fatigue and
sleep disturbance can affect a wide range of activities
and even health itself in this population, as the heal-
ing benefits of sleep are lost at the time when patients
have the greatest need of rest and renewal. A study that
compared HIV-positive and HIV-negative homosex-
ual men found that the HIV-infected patients were
significantly more likely to report a problem with fa-
tigue, although they slept more and napped more
than the HIV-negative subjects. This fatigue inter-
fered with important activities such as employment
and driving and was also correlated with measures of
immunosuppression and inflammation (Darko et al.,
1992). Why do HIV-positive individuals feel fatigued
and sleep poorly? Although these two complaints are
obviously interrelated, they are not synonymous. Some
patients with HIV infection may sleep relatively well,
wake up rested, but develop fatigue as the day pro-
gresses, while those with insomnia sleep poorly, wake
up unrefreshed, feel tired all day, and yet are still
unable to fall asleep or remain asleep when night falls.

Fatigue is discussed in Chapter 16; this chapter will
focus more specifically on the sleep disorders seen
among individuals living with HIV infection.

Formal sleep studies and self-reports (Norman
et al., 1990, Moeller et al., 1991) have shown that
sleep in individuals living with HIV is impaired in
both quantity and quality, although studies have been
inconsistent as to whether these impairments are
significantly related to stage of illness. A study by
Wiegand and colleagues (1991) found a number of
changes suggestive of disrupted sleep in individuals
living with HIV, including increased sleep latency
and nocturnal awakening and a decrease in the per-
centage of stage II sleep. The International Classifi-
cation of Sleep Disorders divides sleep disorders into
the primary disorders, which include dysomnias and
parasomnias, and the more common secondary sleep
disorders related to another mental, neurological, or
medical disorder or induced by the use of substances
(Silber, 2005). The recently released NIH Draft State-
ment on Insomnia (2005), by contrast, recommends
the use of the term “comorbid insomnia,” both to
avoid undertreatment of the insomnia and because of
the still limited understanding of causality. The forms
of insomnia found in an HIV-positive population
most often fall into this category of the secondary or
comorbid insomnias, with all of the comorbid causes
of insomnia mentioned above having a high preva-
lence in this population. Thus, treatment should focus
first on identification and treatment of the comorbid
causes of the insomnia, taking a broad biopsychoso-
cial approach in this complex population, then on
addressing the primary insomnia if the complaint
persists.

Medical Disorders

HIV infection itself has been linked to insomnia.
Studies in sleep laboratories have identified changes
in sleep architecture among even asymptomatic HIV-
infected patients (Terstegge et al., 1993). In asymp-
tomatic HIV infection, slow-wave sleep is increased,
particularly toward the later portion of the sleep period
(Norman et al., 1992; Ferini-Strambi et al., 1995).
This finding is unique to HIV infection and may be
due to immune peptides, including tumor necrosis
factor and interleukin. These peptides are elevated in
the blood of HIV-infected individuals and have been
found to be somnogenic in both clinical studies and



animal models (Darko et al., 1995, Pollmacher et al.,
1995). The human immunodeficiency virus and other
lenti viruses may affect sleep more directly by resetting
circadian rhythms, leading to altered sleep patterns
and fatigue (Clark et al., 2005). Dysregulation of the
growth hormone axis has also been implicated as a
possible cause of sleep disturbance, with studies show-
ing differences in the coupling between delta-frequency
sleep EEG amplitude and growth hormone secretion
in HIV-positive versus HIV-negative subjects, a change
that occurs early in the course of the infection (Darko
et al., 1998).

Looking at the problem from another direction, in
non-HIV-infected populations, chronic insomnia has
been found to affect immune function, with good
sleepers having higher levels of CD3+-, CD4+, and
CD8+ cells than those with sleep difficulties
(Savard etal., 2003). Studies with animal models have
found that prolonged sleep deprivation can lead to
compromised immune function and even death from
sepsis (Bergman et al., 1996). Thus, insomnia may be
both a cause of and a result of immune dysfunction.

Sleep Disorders Related
to Another Mental Disorder

Mood disorders, anxiety disorders, and cognitive dis-
orders, all of which have a high prevalence in popu-
lations living with HIV, have been linked with both
acute and chronic insomnia. A study of 115 HIV-
positive individuals, including women and injection
drug users, found that overall, 73% met criteria for
having a sleep disturbance, while 100% of the patients
diagnosed with a cognitive disorder also had comorbid
insomnia. Both cognitive impairment and depression
were the best predictors of insomnia, although there
was also a trend toward a higher prevalence among
drug-using patients. Despite the high prevalence of
disturbed sleep in all groups in this study, only 33% of
the patients with insomnia had any mention of sleep
disturbance in their medical records (Rubenstein and
Selwyn, 1998). Reid and Dwyer (2005) undertook a
systematic review of 29 articles dealing with insomnia
in HIV infection and found that while an AIDS-
defining illness, cognitive impairment, and treatment
with efavirenz were all significant risk factors for in-
somnia, the most notable association was with psycho-
logical morbidity. Another recent study found both de-
pression and anxiety among the variables related to
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sleep quality in an HIV-infected population (Robbins
et al.,, 2004).

Depression

Studies in other populations have found an extensive
comorbidity between psychiatric disorders and insom-
nia, with depression being the psychiatric diagnosis
most commonly associated with insomnia (Martin and
Ancoli-Israel, 2003). Patients with depression often re-
port difficulties falling asleep and staying asleep, as well
as carly morning awakening. REM sleep has been
found to occur earlier in sleep in depressed subjects
and to decrease as the night progresses, reversing the
normal cycle (Kloss and Szuba, 2003). Major depres-
sion is common in an HIV-infected population, with a
prevalence estimated at 15%—40% (American Psychi-
atric Association, 2000), leaving this cohort vulnerable
to the range of sleep disorders seen in conjunction with
depression. Insomnia has been found to be more clo-
sely correlated with worsening depression in an HIV-
infected population than CD4 count and disease pro-
gression (Perkins et al., 1995).

If insomnia develops during an episode of ma-
jor depression, treatment of the depressive symptoms
should take priority, as the insomnia will often resolve
as the depression remits. An antidepressant with seda-
tion as a side effect, such as mirtazapine, may relieve
symptoms of insomnia while treating the depression.
Another option is to combine antidepressant treat-
ment with the short-term use of a sedative-hypnotic
agent. The addition of cognitive-behavioral therapy
may help remedy both depression and insomnia (Kloss
and Szuba, 2003).

Mania

Less need for sleep and difficulty falling asleep are
common symptoms of mania. In individuals living
with HIV, mania may represent exacerbation of a
preexisting bipolar disorder, may be part of the or-
ganic manic syndrome that can be seen in the context
of advanced HIV infection, or may be associated with
treatment with steroids or zidovudine (Della Penna
and Triesman, 2005). Identification and treatment of
the underlying cause of the organic mania and treat-
ment of the mania itself with mood stabilizers or an-
tipsychotics may resolve the insomnia, although hyp-
notics can be added if necessary.
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Anxiety Disorders

Anxiety can occur at any stage of HIV infection, as
patients must adapt to ever-changing circumstances.
From the initial diagnosis, the patient may experi-
ence a number of anxiety-producing events, including
changes in health or medication regimens, anticipa-
tion of results of tests and procedures, and changing
family and financial circumstances, to mention just a
few. Anxiety disorders may antedate seroconversion,
and symptoms of anxiety may also occur in the con-
text of substance abuse or withdrawal. In patients with
more advanced illness or those who have lost loved
ones to HIV infection, anxiety may take the form of
resistance to falling asleep for fear of never awakening.
Studies of patients with anxiety in other settings have
found that 50%-70% report sleep difficulties affecting
all stages of sleep (Kloss and Szuba, 2003).
Anxiolytics and/or antidepressants are usually ef-
fective in decreasing anxiety, although the use of
anxiolytics in patients with a history of substance abuse
may raise another set of issues. The possibility of drug—
drug interactions with highly active antiretroviral ther-
apy (HAART) may also limit the choice of agent.

Posttraumatic Stress Disorder

It has been suggested that individuals living with HIV
may experience a higher prevalence of posttraumatic
stress disorder (PTSD) than that among the general
population (Della Penna and Triesman, 2005) and
that the diagnosis of HIV itself may lead to PTSD
(Kelly et al., 1998). Painful medical treatments or
intensive-care unit stays can also lead to PTSD. Dis-
turbing nightmares are part of the symptom cluster of
PTSD and may reflect changes in REM sleep, such as
increased REM density and, in most studies, an in-
creased REM percent (Kloss and Szuba, 2003). Treat-
ment with a selective serotonin reuptake inhibitor
(SSRI) is recommended for the primary symptom, and
use of a sedative-hypnotic may be helpful while wait-
ing for the full SSRI effect.

Grief and Bereavement

Because HIV infection can affect multiple members
of a family, a social network, or even a community,
loss and bereavement are not uncommon. Acute grief
can lead to insomnia, which may be relieved by short-
term use of hypnotics. Lack of social support or pre-
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existing poor coping skills may interfere with adapta-
tion to loss and lead to persistence of insomnia and
other markers of bereavement. Individual or group psy-
chotherapy may provide emotional support and teach
adaptational skills.

Cognitive Impairment and Dementia

As previously mentioned, studies have found an asso-
ciation between the presence of dementia and insom-
nia in advanced HIV infection. In non-HIV-infected
populations, the level of dementia has been found to
contribute to poor sleep quality. Those individuals with
cognitive impairment who reside in nursing homes
have been found to have more disturbed circadian rhy-
thm, more fragmented sleep, and even reversal of the
sleep-wake cycle (Martin and Ancoli-Israel, 2003).
Both these findings could be relevant to sleep disor-
ders in the later stages of HIV infection.

Pain

Pain clearly can interfere with all stages of sleep.
Chronic pain in HIV-positive patients may still be
underestimated and undertreated despite data dem-
onstrating that pain is a common symptom in this
population (Breitbart et al., 1996; Larue et al., 1997)
Disrupted sleep may result when doctors are hesitant
to prescribe sufficient analgesic medications to treat
complaints of pain from patients with a history of sub-
stance abuse, or they may undertreat pain when the
cause of pain in an HIV-infected patient remains un-
certain even after a thorough workup.

Other Physical Causes

Diarrhea is a common complaint of patients living
with opportunistic infections and can lead to frag-
mented and non-restful sleep, as can urinary frequ-
ency, hot flashes, muscle cramping, pruritus, dyspnea,
and other physical complaints. Obstructive sleep ap-
nea due to adenotonsillar hypertrophy has been esti-
mated to have a prevalence of 7% among individ-
uals living with HIV, even in the absence of obesity
(Epstein et al., 1995). It has also been associated with
increased neck fat hypertrophy, which is due to the
deposit of adipose tissue around the neck as part of
HIV-associated lipodystrophy (Schulz et al., 2003).
Decreased levels of testosterone can also lead to
insomnia.



Medication Side Effects

Methylphenidate and other psychostimulants used to
treat apathy and fatigue in HIV-infected patients can
cause insomnia, although restriction of dosing sched-
ules to the earlier part of the day should avoid this
side effect. Insomnia and non-restful sleep have been-
reported early in treatment with efavirenz and may
also cause more chronic sleep difficulty. Studies have
found longer sleep latency and shorter duration of
deep sleep in patients treated with efavirenz compared
with controls as well as higher efavirenz plasma levels
in patients with insomnia and/or reduced sleep efh-
ciency than in those being treated with efavirenz who
did not have sleep complaints (Gallego et al., 2004).
In addition, efavirenz has been associated with vivid
dreams and nightmares (American Psychiatric Asso-
ciation, 2000) that may result in disturbed and less
restful sleep. Abacavir, stavudine, didanosine, and zi-
dovudine (AZT) have also been linked to insomnia,
with placebo-controlled studies showing more insom-
nia in patients treated with AZT than in those given
placebo treatment (Worth and Volberding, 1994; Fel-
lay et al., 2001). Other medications, including ste-
roids, caffeine, theophylline, calcium channel agonists,
L-dopa, amntadine, certain antineoplastic agents, and
even buspirone, have also been implicated in sleep
disturbance (Sateia and Nowell, 2004; Krahn and
Richardson, 2005). Both use and abrupt discontinua-
tion of substances of abuse, including alcohol and
nicotine, can lead to sleep disturbance, as can abrupt
discontinuation of many prescribed medications.

DIAGNOSIS

As with many diagnoses, a high index of suspicion is
the best diagnostic tool. The HIV-infected population
is best served by a broad biopsychosocial approach to
diagnosis. A good sleep assessment should certainly be
done whenever a patient complains of fatigue or in-
somnia, but the clinician should also take the initia-
tive and ask all patients about symptoms of initial,
middle, or late insomnia. History from partners or
other family members may be helpful, as some pa-
tients actually adapt to their insomnia and may lose
insight into the degree of nighttime insomnia and
daytime sleepiness. The Epworth Sleepiness Scale
(Johns, 1991) is a brief self-rating instrument that may
be helpful in identifying daytime sleepiness; insomnia
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can best be diagnosed by careful interview augmented
by a sleep log, in which the patient details over a week
or more pre-sleep events and amount of time spent in
bed asleep or trying to sleep. Referral to a sleep lab for
assessment is usually not indicated unless evidence of
disordered breathing, periodic limb movements, or
lack of response to treatment suggests need for a more
thorough evaluation (Sateia and Nowell, 2004; Silber,
2005).

For the diagnosis to be made, the patient should
report taking more than 30 minutes to fall asleep and/
or difficulty maintaining sleep, have wakeful periods
of more than 30 minutes, and have an overall sleep
efficiency (the ratio of sleep time to time spent in bed)
of less than 85%. In addition, sleep disturbance should
occur atleast 3 nights/week, total sleep duration should
be less than 6 hours/night and be nonrestorative,
and the sleep disturbance must cause distress or sig-
nificant impairment in daytime functioning (Savard
and Morin, 2001). A careful history should include a
review of the sleep schedule and daytime napping;
information on the sleep environment, including ad-
equacy of housing or homelessness, and presence of a
partner, children, or pets in the bed; use of prescrip-
tion medication, over-the-counter remedies, or herbal
preparations; use of alcohol, tobacco, street drugs, or
caffeine; involvement in shift work or pre-bedtime
exercise; the presence of pain, periodic leg move-
ments, or loud snoring; details and frequency of day-
time sleepiness; and the frequency of vivid night-
mares. The history of the complaint should include
questions regarding prior assessments, treatments,
and their results; childhood and family sleep history;
and, if the symptom had a sudden onset, possible
precipitants such as trauma, change of sleep partners,
location, or routine; and new diagnoses or treatments
(Stepanski et al., 2003; Krahn and Richardson, 2005).
Both clinicians and researchers have found the Pitts-
burgh Sleep Quality Index, a sleep problem question-
naire, useful in documenting the presence and sever-
ity of insomnia (Buysse et al., 1989).

If the patient has a regular sleep partner, this in-
dividual should also be interviewed about the pa-
tient’s pre-sleep behaviors, sleep patterns, snoring, and
respiratory pauses. As previously noted, a good psy-
chiatric history can be an important part of the eval-
uation of insomnia; symptoms of depression, anxiety,
posttraumatic stress disorder, and other psychiatric
disorders that might contribute to insomnia should
be reviewed. Insomnia can precipitate the psychiatric
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disorder or can be secondary to it, thus correlation of
onset of psychiatric symptoms with the onset of insom-
nia can be essential in determining treatment.

TREATMENT

Not every individual with insomnia requires treat-
ment. In one epidemiological survey only one in four
patients who met criteria for a diagnosis of insomnia
reported actual sleep dissatisfaction (Morin, 1993).
Thus, treatment is reserved for those with clinically
significant insomnia and resultant daytime dysfunc-
tion. Because insomnia often has a multifactorial eti-
ology, with both onset and course affected by predis-
posing, precipitating, and perpetuating factors (Morin,
2003), treatment should take a biopsychosocial ap-
proach to address all aspects of the problem. As noted
previously, the impact of HIV on the brain may un-
derlie much of the insomnia seen in this population
and, insofar as this impact is not related to disease stage
or progression, may not be directly treatable. What is
treatable is the symptom of poor sleep as well as other
factors that may contribute to it.

Underlying physical and psychiatric conditions
should be diagnosed and treated, and behaviors that
work against a good night’s sleep should be identified
and, if possible, changed. Many people with insomnia
have developed poor sleep habits that make restful
sleep less likely. The longer insomnia lasts, the more
dysfunctional and ingrained the patient’s maladaptive
sleep patterns may become; behaviors that were ini-
tially adopted to relieve the problem, such as napping
or spending more time in bed, eventually become part
of the problem (Hauri, 2003).

The first step toward successful treatment is to make
sure that every patient is aware of good sleep hygiene —
the pattern of behaviors that take advantage of circa-
dian rhythms and predispose to sleep. Some easy steps
that the patient can take include avoiding naps, lim-
iting time in bed to 8 hours, getting daily exercise, but
completing this at least 4 hours before bedtime, keep-
ing the same schedule 7 days/week rather than attemp-
ting to make up lost sleep, and using bright lights in
the morning and avoiding them at night (Krahn and
Richardson, 2005).

The next set of behaviors that need be targeted are
those that may promote or disrupt sleep. Promotion of
sleep can include developing a consistent and sooth-
ing bedtime ritual and making sure the bedroom is

comfortable in terms of light, noise, and tempera-
ture. This may be challenging for patients in congre-
gate or overcrowded housing or who are homeless. In
such situations, working toward a safe environment
where good sleep is possible needs to be part of the
treatment. Patients may need help getting adequate
bedding, earplugs when the environment is noisy, or
even a fan, which can provide white noise and offer
relief in conjunction with medications when dyspnea
is limiting sleep. Alcohol, caffeine, nicotine, large
meals, and excessive liquids should be avoided in the
pre=sleep hours. Chronic insomnia may lead to in-
creased anxiety, as bedtime and the bed itself become
associated with frustration and arousal rather than
sleep. Treatment for this includes stimulus control
therapy to restructure such attitudes and reestablish
circadian rhythms. Patients are advised not to use the
bed for anything but sleep or sex, moving outside the
bed for other activities such as reading, snacking, or
watching TV. Bedtime should be postponed until the
patient is tired, and if sleep is not quickly achieved,
the patient should get out of bed and pursue non-
stimulating activity, returning to bed only when
drowsy. This pattern is repeated until sleep is achieved
to reassociate the bedroom, bed, and bedtime with
sleep (Silber, 2005).

Although it may seem counterintuitive, sleep re-
striction may also be helpful. Using the sleep log, the
patient’s sleep efficiency is calculated (total sleep/time
in bed). If efficiency is over 90%, time in bed is in-
creased by 15 minutes daily; for sleep efficiency under
80%, time in bed is decreased by the same amount,
using the sleep log as a guide for further readjustment
every 5-7 days until an efficiency of 8§5% is achieved
(Sateia and Nowell, 2004). If worry or stress is a con-
sistent factor in poor sleep, the patient may need to
work on strategies to avoid taking worries to bed. This
may involve learning muscle relaxation techniques or
attention-focusing procedures such as imagery train-
ing, hypnosis, meditation, or even biofeedback (Morin,
2003). Another helpful technique is paradoxical in-
tention, in which patients are advised to focus on re-
maining awake, thereby reducing performance anxi-
ety (Sateia and Nowell, 2004).

Cognitive therapy can be used to identify maladap-
tive, erroneous, and distorted cognitions about sleep
and replace these with more helpful attitudes. A com-
bination of some or all of the nonpharmacological
treatments outlined above can lead to clinically signi-
ficant and durable improvement (Sateia and Nowell,



2004). Such cognitive-behavioral therapies have been
found to be as effective as prescriptions medication
for short-term treatment of insomnia, with individual
therapy being more helpful than group therapy (Sil-
ber, 2005), Unlike medications, these therapies can
have effects that last well beyond the termination of
treatment (NIH, 2005). Self-help books and tapes for
the insomniac are also available.

If pain, nausea, pruritus, dyspnea, other physical
complaints, or medication side effects are limiting
sleep, the patient’s primary care doctor may need to
be brought into the treatment process to help identify
and treat these comorbidities. Working with patients
on harm reduction to decrease use and ultimately
abstain from drugs, nicotine, and alcohol can be an
important step toward improving sleep.

Another avenue of approach to the treatment of
insomnia is through the resetting of circadian rhythms.
Sleep and rhythms can become dissociated by shift
work, travel to other time zones, seasonal changes, and
irregular sleep habits. Melatonin is produced by the
pineal gland in response to the daily cycle of light and
dark and plays a role in the maintenance of circadian
rhythm. Bright light in the morning and/or melatonin
taken at night can shift the circadian rhythm to fa-
cilitate sleep and reduce sleep latency (Sack et al,,
2003). Melatonin can be bought over the counter and
in health food stores. Because of varying bioavailabil-
ity and the presence of contaminants long-term use
in medically compromised populations should not
be encouraged, nor has such use been studied. Ra-
melteon, a melatonin agonist, has been reported to
help the initiation of sleep. Other herbal prepara-
tions such as valerian, kava-kava, broom, and passion-
flower are also reported to promote sleep but raise
similar concerns regarding bioavailability, efficacy,
and drug interactions (Krahn and Richardson, 2005).
L-tryptophan, an endogenous amino acid, has been
suggested as a possible sleep aid, but studies have been
limited and drug interactions may lead to toxicity
(NIH, 2005).

For many decades, the mainstay of insomnia treat-
ment has been the sedative-hypnotic class of medi-
cations. Conventional wisdom has held that these
medications lose efficacy if used on a daily basis for
more than a few weeks (Sateia and Nowell, 2004),
and most are approved by the U.S. Food and Drug
Administration (FDA) for short-term use only. How-
ever, some authors see this as an unproven and mis-
taken belief that leads to undertreatment and that de-
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veloped only because of the short length of most drug
trials (Mendelson, 2003). What is clear is that many
patients take these medications for months and even
years and feel benefit from them despite concerns
about side effects and the accumulation of metabo-
lites. A few longer-terms studies (Ancoli-Israel et al,
2005; Winkelman and Pies, 2005) have been done
with the newer non-benzodiazipine agents that sug-
gest that total sleep time may be preserved despite an
increase in sleep latency with long-term use. A study
of subjects who were taking benzodiazepines for sleep
found that 100% of the subjects felt that the medica-
tions were still helping almost 5 years after beginning
treatment (Mendelson, 2003). Without sleep studies
it is difficult to confirm the veracity of such findings,
as patients’ anxieties and misperceptions about the
nature of sleep lend themselves to the possibility of a
placebo response. It is preferable that patients use
such medications only as needed, a common recom-
mendation being that after a night of use, the patient
should try to sleep the following night without med-
ication. If sleep is unsatisfactory, a second night with-
out medication should be attempted on the grounds
that the patient will now be tired and thus more likely
to sleep. However, if the second night’s sleep is also
unsatisfactory, medication should be used on the third
night and then the cycle repeated. In practice, how-
ever, many patients prefer the security of nightly long-
term medication, despite the recommendation of the
NIH Draft Statement (2005) of further study of long-
term effectiveness of these agents.

Medications from a number of different classes,
each with its own advantages and drawbacks, have
been used for the relief of insomnia. The benzodi-
azepines have a long record of use and relative safety,
but regular use can lead to dependence. Agents with a
more rapid onset and shorter halflife may be most
useful for early and middle insomnia, while those with
a longer halflife may be more appropriate for treat-
ment of later insomnia. However, even brief use
of shorter-acting medications, such as triazolam, can
lead to rebound insomnia not seen with longer-acting
agents (Silber, 2005). Other drawbacks include mis-
use, diversion to the street market, accumulation of
metabolites with impairment of daytime function, and
slower metabolism for some members of this class in
the context of liver dysfunction.

For individuals living with HIV, the risk of drug—
drug interactions with HAART further limits treat-
ment options. Metabolism of alprazolam, triazolam,
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and midazolam is significantly inhibited by ritonavir,
amprenavir, efavirenz, and delaviradine through the
cytochrome 3A4 enzyme system, potentially causing
respiratory depression, fatigue, and depression or wors-
ening cognitive impairment (Wyszynski et al., 2003).
Lorazepam, oxazepam, and temazepam, which by-
pass oxidative metabolism, avoid these interactions
and may be better options. The non-benzodiazepine
hypnotics, zaleplon and zolpidem, act at the benzo-
diazepine receptors, have rapid onset, and have little
or no residual effect on next-day wakefulness, although
the effect on the CYP3A4 system remains unclear
(Silber, 2005). Zolpidem is reported to have less effect
on sleep stages than the benzodiazepines, as it main-
tains time spent in stages III and IV. Because of their
rapid onset, these agents are most useful for those in-
dividuals with early insomnia, although a slow-release
form of zolpidem is now available and may be helpful
in treating middle and late insomnia. Because of very
rapid onset, only minimal physical tolerance to zale-
plon develops and rapid discontinuance is possible
(NIH, 2005). Eszopiclone is the newest member of
this class, has a longer duration of action, and has
been found to have sustained effectiveness in a 6-
month study, although side effects are disturbing to a
substantial number of patients; this agent also uses the
CYP3A4 system for metabolism (Silber, 2005).

The use of both over-the-counter and prescribed
medications approved for other conditions to help
sleep has become increasingly common; however, no
long-term studies have been done on the effectiveness
of these agents, and the risk/benefit ratio may not be
favorable to their use (NIH, 2005). Antihistamines,
particularly H1 receptor antagonists such as diphen-
hydramine, can have sedation as a desired side effect
and are often considered safe alternatives to sleep med-
ications. In addition, they are inexpensive and can be
bought without a prescription. However, these agents
can have anticholinergic side effects and cause daytime
sleepiness as well as interact with other medications.

The tricyclic antidepressants have been