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The Coming Sunset
on AIDS Funding Programs

At the heart of all the overheated discussion of recent advances in AIDS

therapy lies a simple but profound change in the way we deal with the

disease. For the first time, it has become possible (and necessary) to

think of treatment as a long-term, planned strategy aimed at getting us

through many years, rather than a few months. The previous decade’s

approach had largely been one of stumbling from one short-term cri-

sis to the next, reacting to unforeseen infections and hoping that the lat-

est new drug would provide another few months of respite from a re-

lentless demon. Today’s long-term treatment strategies make us think

about how and when to use various drugs, how to combine them and

how to anticipate the future consequences of each choice that we make.

This approach has begun to offer the prospect of sustainable, long-term

solutions. Having cleared this important hurdle in the science of AIDS,

it is now time to address it in the politics of AIDS.

Sadly, the political thinking of AIDS activ-
ism has not yet undergone a similar, but
equally necessary revolution. Today’s de-
bates, both federally and locally, focus on
how to refine and expand existing care, pre-
vention, and treatment support programs
on a year by year basis. Each year, a new
round of battles begin with the Administra-
tion, Congress and State legislatures as ad-
vocates seek to find additional funding for
the AIDS Drug Assistance Program (ADAP—
the program which pays for drugs for people
who fall between the cracks of private insur-
ance, managed health care and Medicaid).

Skirmishes flare up between the various
groups funded by the Ryan White Care Act,
often pitting individual patients, suppor t ser-
vices and agencies and prevention activities
against each other in an ugly fight over in-
creasingly inadequate resources. Each budget
year brings a new and increasingly critical
debate about the adequacy of funding for
Medicaid and how the funds are distributed
by the states. Similarly, battle-weary treat-
ment activists continue to launch drug-by-
drug, company-by-company strug-gles over
the makeup of patient assistance programs,
drug prices and expanded access programs.

While all these battles are sincerely
waged in the interests of people with AIDS,
all of them miss the point. All are doomed
to long-term political failure. The complex
plethora of services and support mecha-
nisms created in the name of AIDS is head-
ing for near certain future disaster if we
continue to engage in the short-term think-
ing which presently dominates the debate.
Historically, most these programs have been
modeled after one form or another of “di-
saster relief” efforts, the kind of quick-fix
mechanisms applied to clean up after hur-
ricanes, floods and earthquakes. A funda-
mental characteristic of such programs is
that they have a beginning, a middle and an
end. Another characteristic is that they ex-
ist at the political whim of whoever is in
power. When Congress tires of dolling out
billions of dollars in a particularly disaster-
prone year, it can simply say there is no
money left and let the next group of hurri-
cane or flood victims fend for themselves.
This is not an effective model for what is
likely to be an increasingly predictable, de-
cades-long fight against a killer disease.

With each passing year, it’s increasingly
unclear whether the patchwork of AIDS
funding can be sustained for another year.
Consider, for example, the fact that the Presi-
dent’s recent budget agreement with Con-
gress has quietly and without fanfare elimi-
nated AIDS, as well as the National Institutes
of Health, from the list of domestic spend-
ing priorities. What is this telling us? How should
we expect the public react to the endless
stream of overstatement about the recent
success of AIDS treatment? How much longer
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can special programs be maintained for
AIDS which are not available for people with
other devastating life-threatening illnesses?

Ask any seasoned AIDS activists, lobby-
ists or support people what they are working
on these days and the answer will almost al-
ways be some immediate crisis or problem.
All of our present support programs have
been created to resolve a short-term crisis—
a shortage of funding, the sudden unex-
pected availability of a new drug or diagnos-
tic tool, an obvious unmet service need. But
all the mechanisms we have created are
little more than a complex series of Band-
Aids, not real solutions to the underlying
problem. Everything has been created to
address fundamental gaps in the American
health care and welfare systems. How long
can a seriously ill patient live on Band-
Aids? Not much longer at all. For a quick
test of this question, ask any of the people
presently fighting to shore up the ADAP
program: do you plan to keep doing this
yearly for the next 30 or 40 years? Or ask the
same question of people fighting to support
any Ryan White funded program: do you
expect to succeed getting refunded from the
next 30 or 40 Congresses? The next 10 ad-
ministrations? Of course not! Few people
even relish the prospects of success next
year, let alone next decade.

Another rapidly growing threat is the very
success of such programs. Nothing like
them has ever existed for people with other
life-threatening illnesses, and the public has
begun to notice this. For the first time, ad-
vocates for other disease-interest groups
have begun to rise up and challenge various
aspects of AIDS funding in the Congress.
We may have a lot of arguments why such
comparison are inappropriate or unfair, but
the sheer numbers do not favor the long-
term success of the political view that AIDS
is special and deserves special treatment.
The problems faced by people with AIDS,
while substantial and severe, are not totally
unique. The same inequities and failures of
the profit-driven health care system affect
millions of people facing other life-threat-
ening illnesses for which no special pro-

grams exist. They are beginning to ask,
“Where are the Ryan White Care Act pri-
mary care programs for cancer? The ‘ADAP’
supplemental funding for heart disease or
multiple sclerosis?” There are plenty of
people with other life threatening illnesses
who look with great envy upon the frame-
work of support services offered for people
with AIDS. Sooner or later, we must accept
the fact that it is not unfair for them to ask
for equal treatment from government,
whether or not their advocates are as well-
organized and persuasive as those for AIDS.

In short, unless there are sweeping
changes, we are heading toward a future in
which there will be no such thing as an ADAP
program, a Ryan White Care Act or any
other kind of special medical or social sup-
port program for AIDS. Such programs will
not and cannot be sustained by sheer politi-
cal will for decades on end. At the risk of
causing utter hysteria among our fellow
AIDS activists, perhaps it really is time that
we ourselves start talking about shutting
down such programs as ADAP, patient assis-
tance programs, and Ryan White-funded
health care services. Whether we like it or not,
all such programs are going to wind up on
the chopping block over the next several years.

It is time for us to end our reliance on
short-term solutions and to get focused on
the true solution—repairing or replacing
the American health care system. The US
remains the only wealthy “first world” coun-
try with a third world health care system for
tens of millions of its people. The needs of
people with AIDS should be routinely and
automatically met by a fair and balanced
national health care system. No such system
is in sight, and no one even seems willing to
talk about it, let alone work on it. All discus-
sion ended with the demise of the efforts
made by Hilary Clinton in the early years of
the first Clinton administration. Whatever
one’s feelings about the methods or propos-
als put forward at that time, at least the de-
bate was in the national spotlight where it
belongs.

It takes only a little honest introspection
to realize the degree to which we as AIDS

advocates and our communities may have
been diverted, if not “bought off” by the spe-
cial programs and funding erected in re-
sponse to our crisis-driven advocacy. While
such programs may meet the individual
needs of people in crisis, they do not solve
the underlying problems that made AIDS
such a crisis in the health care system. AIDS
put the deficiencies of the system in the
spotlight. But instead of fixing the system,
we ended up settling for a literal side-show
of programs, while leaving the system as de-
ficient as ever. We may have gotten the ba-
sics of what was needed for some people
with AIDS, but lost the opportunity to solve
the problems on a larger scale. Today, we
continue taking this short-term view and no
longer are making national health care re-
form a major goal. We took our money and
our jobs and we dropped out of the national
debate. In the early days of the Clinton ad-
ministration, most of our major AIDS ser-
vice organizations were active players in the
effort for health care reform. Today, no one
mentions the issue, while we go about fight-
ing for our annual program allowances.
The communities affected by AIDS should
be playing a leading role in the fight for
healthcare reform because no other disease
interest group is as well organized or politi-
cally savvy. But like Hilary and the Clinton
administration, we folded up and went away
when the powerful forces of the insurance
industry, factions of the medical establish-
ment, the pharmaceutical industry and
other corporate interests banded together to
mislead the public about the implications of
national health care. We gave up when an
incredible bill of false goods was effectively
sold to the American people.

In future months when the competition
for dollars heats up with other disease inter-
est groups, we need to avoid going to war
against them and instead invite them to join
together with us in a massive coalition to
reform the health care system. We must learn
to be as concerned with the needs of their
constituents as we are with our own. It is the
only way we will achieve a lasting solution.
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Make no mistake about it. The problems
faced by people with AIDS should and must
eventually be “mainstreamed” into the
health care system. There is no other way to
address these problems for the long haul.
Such a transition will not be painless, how-
ever, since it almost guarantees that not all
of our agencies, jobs, and buildings will
survive. But that’s not what matters—it
never did. The outcome will ultimately be
good for people with AIDS, and it will be

New Federal Guidelines for
the Use of Antiretroviral Agents

Approximately one and a half years after the approval of the first pro-

tease inhibitor, the U.S. Department of Health and Human Services has

issued its first new set of guidelines for the treatment of HIV disease in

several years. While it may be easy to criticize the Guidelines as being

late, it is equally important to note that they are as comprehensive and

complete as the science allows. They reflect all that has been learned over

the last several years of the epidemic.

Perhaps their greatest significance is that
they should finally provide physicians
throughout the nation with a reference stan-
dard for assessing their own prescription of
the available therapies. In this regard, the
Guidelines should help prevent many of the
innocent yet harmful mistakes that are
made by physicians or patients who operate
without clear direction or solely at the di-
rection of drug company sales personnel.
Additionally, the new guidelines should help
end the many debates about personal treat-
ment strategies and preferences that have
evolved among physicians in the absence of
expert guidance. Conversely, the greatest
limitation of the Guidelines is that they re-
flect the many legitimate uncertainties re-
maining about the use of the current thera-
pies. Several key questions, such as when to
start therapy, remain matters of professional
opinion rather than proven fact. These and
other uncertainties serve as a reminder that
these Guidelines are a “work in progress”
that will continue to be revised in future

years as additional information comes to
light. The panel that created the Guidelines
is scheduled to remain intact for at least
three years to make sure that new informa-
tion is routinely and quickly incorporated.

For regular readers of PI Perspective and
other Project Inform publications, the new
Guidelines offer no surprises. The Guide-
lines mimic, often word for word, the strat-
egies that have appeared in PI publications
for the last year and half. They underscore
and support all the key points made in earlier
PI strategy recommendations, including:
· The need to achieve “undetectable” viral

load as the measurable objective of anti-
viral therapy;

· The use of triple combination therapy as
the minimum baseline for all antiviral
treatment, regardless of the stage of disease;

· Discouragement of the use of the stan-
dard formulation and dosing of saquin-
avir, recognizing that the available version
of the drug lacks the potency of other pro-
tease inhibitors;

good for the American public as we take
what has been learned in the fight against
AIDS and make it applicable to all life-
threatening illnesses. Obviously, we must
continue to meet the immediate needs of
our constituents with existing, short term
solutions. We must also begin to devote a
significant portion of our political energy to
developing the long-term strategies for deal-
ing with AIDS as an expensive, life-long
chronic illness that may soon be fully man-

ageable but perhaps not ultimately curable.
We need to make sure that we take respon-
sibility ourselves for engineering a gradu-
ated sunset on such programs as ADAP and
Ryan White-funded health care and not
leave it up to the whims of our political en-
emies. This time, we need to create solu-
tions which can last a lifetime and which
don’t leave people with AIDS forever sitting
on the fragile political limb of special, an-
nually renewed programs and services.

· The need to change two or more elements of
a combination therapy when treatment fails;

· The recognition that science does not at
any one moment have all the answers to
the most difficult individual questions
such as “when is best time to start therapy?”
People must learn to make reasonable
choices, acknowledging the uncertainties,
risks and benefits and not expect to find
rigid cookbook solutions.

History of the Guidelines
Long before data about the first protease in-
hibitors were submitted to the Food and
Drug Administration (FDA), community
groups called upon the various federal agen-
cies to convene a task force to address the
issues this new class of drugs was likely to
raise. Studies had made it clear as early as
1994 that the new drugs offered an unprec-
edented level of hope but also triggered a
new set of problems. Although a Task Force
was convened that united community rep-
resentatives, researchers, government regu-
lators, physicians and pharmaceutical com-
panies, the Department of Health and Hu-
man Services never acted upon the group’s
recommendations. Early in 1996 when the
promise of aggressive combination therapy
was clearly proven, Project Inform and oth-
ers called upon Secretary of Health and
Human Services Donna Shalala to prepare
physicians to use the new drugs wisely. Her
office initially assigned the task to the new
Office of AIDS Research (OAR). An initial
OAR effort using an outside contractor
failed, leading to creation of a committee in
the fall of 1996.
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By then Secretary Shalala had already ini-
tiated a second, independent process to ac-
complish the same task, headed by Dr. Eric
Goosby of the National AIDS Office and
co-chaired by Dr. Anthony Fauci of the Na-
tional Institute of Allergy and Infectious
Diseases. In the end, the OAR committee
wrote a document describing the general
principles of therapy, while the Goosby/
Fauci panel wrote the specific recommen-
dations. Both reflect the input of a wide
range of experts in AIDS research, commu-
nity activists, clinicians and other health
care providers. To the credit of the govern-
ment people working on the project, they
did a fine job incorporating the many differ-
ent views into a single, coherent document.

Nuts and Bolts of the Guidelines
The complete Guidelines will be distrib-
uted to physicians nationwide and will be
available from Project Inform, government
offices, websites and many AIDS service or-
ganizations. Much of the content of the
Guidelines can be summarized in a few
points:
· The pace of HIV disease progression is

tightly linked to a patient’s individual
level of HIV replication.

· For now, the evidence makes it clear that
HIV disease is best treated by suppressing
HIV replication to the lowest level pos-
sible, ideally below the limit of detection
on the available assays (RT-PCR and
bDNA tests).

· HIV RNA levels (viral load) and CD4+
cell counts should be used to determine the
timing, course and effectiveness of therapy.

· At any stage of disease, treatment should
be based on a powerful 3-drug combina-
tion with a high likelihood of achieving
undetectable viral load. This now discour-
ages the use of previously recommended
2-drug regimens, such as AZT plus 3TC
even early in the course of disease.

Who Should be Treated?
The Guidelines make a fairly strong asser-
tion that most people who are HIV infected
should make use of the new antiviral drugs.
However, they acknowledge that several fac-

tors must be considered when deciding to
initiate therapy, including personal prefer-
ences and willingness to commit to what
might be a difficult treatment regimen.
Other factors to consider, in addition to lab
data, include side effects, the long-term
course of therapy and the need to extend the
use of available drugs over many years. Spe-
cifically, the Guidelines suggest that physi-
cians offer treatment as the recommended
option for:
· All people with symptoms of HIV infec-

tion;
· All people with CD4+ counts consis-

tently below 500;
· People with CD4+ counts above 500 who

have significantly detectable viral load

(above 10,000 copies on the bDNA test or
20,000 copies on RT-PCR).

The only time the Guidelines recommend
“observing” rather than “treating” a patient
is when people have CD4+ cell counts
above 500 and viral load below 10,000 cop-
ies on the bDNA test or below 20,000 on
the RT-PCR test. By “observe” the Guide-
lines mean to repeat CD4+ and viral load
testing at 3 to 4 month intervals. The Guide-
lines also acknowledge that some physicians
may choose to treat even this group, based
on observations about the constant rate of
HIV replication regardless of disease stage.

A broader description of the treatment
recommendations is found in Table 1.

The Guidelines recommend that physicians also consider the relative
risk of disease progression over time as a factor in determining when
to initiate therapy, particularly regarding asymptomatic people with
CD4+ counts above 500. Table 2 represents data from the Multicenter
AIDS Cohort Study (MACS) and indicates the relative levels of risk for
three groups based on CD4+ cell counts and HIV viral loads. Consid-
eration of these data may give physicians and their patients a sense
of the relative risks associated with delaying treatment decisions.
These figures represent a change from previously published data, pri-
marily a correction for the age of the stored samples used. Earlier ver-
sions of this data showed the same outcomes over time, but associ-
ated them with lower levels of viral load, based on errors in the test-
ing process caused by use of older, stored blood samples. Research-
ers recently conducted new studies to determine how long-term stor-
age had affected the blood samples. The new study found that stor-
age of the blood samples caused the viral load levels to shrink some-
what as the blood sample aged. Thus, the real viral load level asso-
ciated with a particular outcome, using fresh blood samples, would be
somewhat higher that the numbers reported earlier. In addition to this
important observation, the new study also showed that the aging of
blood samples affected the two most commonly available PCR tests
(bDNA and RT-PCR) quite differently. Thus, two sets of numbers are
given—one which is relevant for people using the bDNA test and the
other for those using the RT-PCR.
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Table 1: Recommendations
Based on Stage of Disease

Advanced Stage Disease
All people with AIDS should be treated. When initiating therapy for opportunistic
infections at the same time as initiating antiviral therapy, special care should be
taken to avoid drug interactions. When a patient experiences an opportunistic
infection, he or she should not normally be taken off of antiviral therapy.

Persons with symptomatic disease,
regardless of CD4+ counts
All should be treated after consideration of the issues affecting treatment choices.

Asymptomatic (i.e., no symptoms)
with CD4+ counts below 500
All should be treated after consideration of the issues affecting treatment choices.

Asymptomatic with CD4+ counts above 500
There are two unproven approaches to treatment in early, asymptomatic people:
aggressive and conservative. For people with CD4+ cell counts above 500 and a
low viral load (typically under 10,000 to 20,000), there is no available data to sug-
gest which approach results in longer survival. Very early, aggressive treatment
might lead to longer life. Or, conversely, it might lead to using up the limited sup-
ply of therapies too early in the course of disease by triggering the development
of viral resistance earlier than necessary. In addition to the general principles and
patient preferences, the Guidelines recommend that physicians take into account
the relative risk of disease progression people face based on their viral load (see
Table 2).

Acute Infection (people who are determined to be infected
very early in the course of disease, typically the first few
months.)
If infection is suspected, test for HIV viral load. Many, but not all, experts rec-
ommend treatment if the test is positive, even at low levels. They believe this of-
fers the chance of changing the entire later course of HIV disease in the person.
However, people should be made aware of all the potential risks and benefits of
such early treatment. The true long-term effect of immediate treatment is un-
known because current studies are not yet complete. Some experts also recom-
mend treatment for all people who were infected within the previous six months.
Similarly, immediate treatment is recommended for people with suspected ex-
posure due to accidents in the healthcare setting.

Treatment of HIV-infected pregnant women
Guidelines include the same considerations given anyone else at similar stages
of disease. However, due to concerns about the effect of powerful antiviral drugs
on the early developing fetus, some researchers recommend delaying initiation
of antiviral treatment until after the 14th week of pregnancy. For those already on
therapy, some recommend temporarily stopping therapy. These views are based
on theoretical but currently unproven concerns.

The Basic Message
• Learn about HIV testing options and

choose one that fits your needs! Be
sure your privacy is protected!

• If you’re positive, don’t panic. If you
make your health a priority, chances
are you will be reasonably healthy for
many years.

• Learn about your healthcare options
and local support services.

• Get a complete physical and blood
tests for CD4+ cell count and HIV
level. Repeat quarterly and watch for
trends. Women should get GYN ex-
ams and Pap tests every six months,
more often if abnormal.

• Work with a doctor to develop a long-
term strategy for managing HIV dis-
ease.

• If the CD4+ cell count is below 350
or falling rapidly, consider starting anti-
HIV therapy. Test at least twice be-
fore taking action.

• If anti-HIV therapy fails to reduce your
HIV level below the “limit of detec-
tion” or below 5,000 copies within
3–6 months, consider a different or
more aggressive therapy.

• If the CD4+ count trend stays below
300, consider treatment for prevent-
ing PCP. If it stays below 200, start
treatment for preventing PCP (if you
haven’t already done so) and recon-
sider anti-HIV therapy if not on one.
Learn about drug interactions and
preventive treatments for opportunis-
tic infections.

• If you started preventive therapies
and your CD4+ cell count rises in re-
sponse to anti-HIV therapy, ask your
doctor whether it might be safe to
stop certain preventive therapies.

• If your CD4+ cell count stays below
75, consider more frequent blood
work—perhaps monthly. Consider
therapies for preventing MAC/MAI
and CMV.

• Regularly seek support for your per-
sonal, spiritual and emotional needs.
It takes more than medicines to keep
you well.
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TTTTTable 2: Multicenter AIDS Cohort Studyable 2: Multicenter AIDS Cohort Studyable 2: Multicenter AIDS Cohort Studyable 2: Multicenter AIDS Cohort Studyable 2: Multicenter AIDS Cohort Study
Progression Rates by CD4 and Viral Load CategoryProgression Rates by CD4 and Viral Load CategoryProgression Rates by CD4 and Viral Load CategoryProgression Rates by CD4 and Viral Load CategoryProgression Rates by CD4 and Viral Load Category

Group 1: CD4+ = <350Group 1: CD4+ = <350Group 1: CD4+ = <350Group 1: CD4+ = <350Group 1: CD4+ = <350

Viral Load* % developing AIDS over time

bDNAbDNAbDNAbDNAbDNA RTRTRTRTRT-PCR-PCR-PCR-PCR-PCR NNNNN 3 years3 years3 years3 years3 years 6 years6 years6 years6 years6 years 9 years9 years9 years9 years9 years

<1,000 <2,000 3 0 0 0
1,001–6,000 2,001–12,000 30 0 18.8 30.6
6,001–20,000 12,001–40,000 51 8.0 42.2 65.6
20,001–60,000 40,001–120,000 73 40.1 72.9 86.2
>60,000 >120,000 174 72.9 92.7 95.6

Group 2: CD4+ = 351–500Group 2: CD4+ = 351–500Group 2: CD4+ = 351–500Group 2: CD4+ = 351–500Group 2: CD4+ = 351–500

Viral Load* % developing AIDS over time

bDNAbDNAbDNAbDNAbDNA RTRTRTRTRT-PCR-PCR-PCR-PCR-PCR NNNNN 3 years3 years3 years3 years3 years 6 years6 years6 years6 years6 years 9 years9 years9 years9 years9 years

<1,000 <2,000 NA** NA NA NA
1,001–6,000 2,001–12,000 47 4.4 22.1 46.9
6,001–20,000 12,001–40,000 105 5.9 39.8 60.7
20,001–60,000 40,001–120,000 121 15.1 57.2 78.6
>60,000 >120,000 121 47.9 77.7 94.4

Group 3: CD4 = >500Group 3: CD4 = >500Group 3: CD4 = >500Group 3: CD4 = >500Group 3: CD4 = >500

Viral Load* % developing AIDS over time

bDNAbDNAbDNAbDNAbDNA RTRTRTRTRT-PCR-PCR-PCR-PCR-PCR NNNNN 3 years3 years3 years3 years3 years 6 years6 years6 years6 years6 years 9 years9 years9 years9 years9 years

<1,000 <2,000 110 1.0 5.0 10.7
1,001–6,000 2,001–12,000 180 2.3 14.9 33.2
6,001–20,000 12,001–40,000 237 7.2 25.9 50.3
20,001–60,000 40,001–120,000 202 14.6 47.7 70.6
>60,000 >120,000 141 32.6 66.8 76.3

* Values given are adjusted from the original MACS data to correct for the presence of
heparin and the effects of prolonged storage.** NA= not available. N= number of people in
the group in the MACS study

What to Use in Treatment
In all instances, whenever treatment is ini-
tiated, the Guidelines suggest that it should
employ a triple drug combination using
one of the highly active protease inhibitors
(indinavir, nelfinavir, or ritonavir) and two
nucleoside analogues as described in Table
3. For the most potent results, all three drugs
should be new to the patient (not previously
used). Saquinavir in its current, hard-gel
formulation is not recommended as a first-
line protease inhibitor because of its poor
retention in the blood stream. Recent stud-
ies suggest that people would need to use 8
to 9 times the current standard dosage of
saquinavir to achieve antiviral activity
equivalent to the other protease inhibitors.
Some researchers believe that triple combi-
nations employing nevirapine, rather than
a protease inhibitor may be a reasonable
choice in some situations as an alternative
to the protease inhibitor. They argue, cor-
rectly, that there is insufficient data from
clinical trials to prove that a protease inhibi-
tor always makes for a more potent combi-
nation. No specific mention is made of the
role of other drugs in the same class as
nevirapine.

There is insufficient data at this time to
recommend any one of the three main pro-
tease inhibitors or any of the various com-
binations of reverse transcriptase inhibitors
over any others. . Each drug, however, has
highly individual characteristics that will
impact people in different ways. Individu-
als and their physicians should study the
options and choose according to specific
needs and preferences.TTTTTable 3: Pable 3: Pable 3: Pable 3: Pable 3: Putting Tutting Tutting Tutting Tutting Together an Effective Combination Therapyogether an Effective Combination Therapyogether an Effective Combination Therapyogether an Effective Combination Therapyogether an Effective Combination Therapy

Choose one drug from Column A and one combination from Column B

Column A Column B

Indinavir AZT + ddI

Nelfinavir D4T + ddI

Ritonavir AZT + ddC

AZT + 3TC

D4T + 3TC

Certain combinations are not recommended, based either on evidence from clinical trials,
toxicity, or the resistance characteristics of the drugs. The combinations specifically not
recommended include AZT + d4T; ddC + ddI; ddC + d4T; ddI + 3TC and ddC + 3TC.
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critical factor in achieving high rates of suc-
cess. But, since it is prone to early development
of resistance, it must be used for the first time in a
triple combination in order to preserve its potency.

The Guidelines are equally fuzzy about
the use of nevirapine. People on the com-
mittee responsible for the Guidelines were
divided on the use of this drug. Some felt it
had not been shown to be an adequately ef-
fective partner as a replacement for a pro-
tease inhibitor in a three-drug combination.
Others felt it had clearly distinguished itself.
The problem behind such debates is that
few of the studies done for any of these
drugs are directly comparable to the studies
done for any others. It is difficult to deter-
mine the relative contributions of each drug
except when one is dramatically weaker,
such as saquinavir. This lack of comparabil-
ity in clinical trials also affects the ability to
evaluate the relative potency of nelfinavir,
and will soon have a similar effect regarding
the new, improved version of saquinavir.

In a broad sense, the general thrust of the
Guidelines that treatment must always in-
clude a protease inhibitor plus two nucleo-
side analogues is an overstatement. This is
largely an artifact of the way recent studies
have been done, not a broad comparison to
all the other possible strategies. There is no
data to suggest that there is any magic to such
combinations or that they are inherently
more effective than other possible combina-
tions, such as two protease inhibitors or a
protease inhibitor plus one each of the two
different kinds of reverse transcriptase in-
hibitors. The Guidelines favor “one protease
plus two nucleosides” only because such
combinations have been proven more effec-
tive than two-drug nucleo-side combinations
such as AZT plus 3TC. But there is already
growing evidence that dual protease therapy,
such as the ritonavir/saquinavir combination,
can be at least as effective and durable as any
triple combination therapy. It is likely that, as
more data accumulates, we will find that
what matters most is the total potency of the
individual drugs used and their patterns of re-
sistance. The more potent the drugs and the
less sensitive they are to resistance, the fewer
will be needed.

When to Change Therapy
The Guidelines suggest six criteria that may sig-
nal the need to change therapy. These include:
1. Failure to achieve at least a 1 log (10 fold)

reduction in HIV RNA within 4 weeks of
initiating a new treatment regimen.
(Though not mentioned in the Guide-
lines, Project Inform recommends cau-
tion in applying this point to people with
advanced disease, who sometimes show a
slower response to therapy due to concur-
rent conditions or other factors).

2. Failure to suppress HIV RNA to unde-
tectable levels within 4–6 months after
initiating therapy. This is a general but not
an absolute requirement, since some
people may start with such high viral
loads that it is almost impossible to
achieve undetectable levels. Physician
judgment is required in implementing
this point.

3. Return to detectable levels of HIV RNA
after they had become undetectable, indi-
cating the development of drug resistance.
(This should be determined by repeated
tests, not a single test result, since any
single test might be misleading). Return
to very low viral load levels, such as 5,000,
may not always warrant changing
therapy, but should signal a need for close
observation and more frequent viral load
testing to determine whether resistance is
beginning to develop.

4. Any reproducible (by repeated tests) in-
crease of HIV RNA of 3-fold or greater
above the lowest level achieved. Care
must be taken, however, to be sure that
such an increase is not due to other
causes, such as concurrent on-going in-
fections, use of vaccines or changing test
methods, such as switching from bDNA
to RT-PCR versions of the viral load test.

5. Persistently declining CD4+ count, as
measured on at least 2 occasions.

6. Clinical deterioration, unless the person was
already severely immuno-compromised
prior to initiating the antiviral therapy.

While any of these conditions may indicate
at least the beginning of antiviral treatment
failure, they are often not the only factor to

consider when deciding to change therapy.
The Guidelines remind physicians that pa-
tients do not have an unlimited list of anti-
viral drugs from which to choose. Thus, the
present and future available options must
also be considered in making the decision
to change treatment. In some cases, no op-
timal choice may be available for an indi-
vidual at the moment but one might be on
the near horizon as new drugs move to-
ward FDA approval. In such cases, it may be
wise to delay changing treatment until the
better regimen becomes available.

What to Change to
Very little data are currently available to
guide physicians and patients in making
decisions about what to do when a triple
combination therapy fails. No clinical trials
have yet been completed for this situation,
although some are just getting underway.
Therefore, the Guidelines offer only “expert
opinion” on this issue. “Expert opinion” in
this context may almost be translated as “try
whatever is left,” as there is very little data to
support any of these recommendations.

Commentary
Many recommendations from these new
Guidelines are sound and well supported by
clinical trial data. This is particularly true for
the more general points, such as the need to
strive to suppress HIV below the limit of de-
tection and the need to initiate therapy with
three drugs instead of two. The data about spe-
cific drugs, however, are less certain. While a
few points are clearly established, such as the
inferiority of the current hard-gel version of
saquinavir, there is little hard substance to
many of the other recommendations made
about specific drugs. For example, most of
the impressive data about triple combination
therapy comes from studies which matched
a highly active protease inhibitor with AZT
and 3TC, yet the Guidelines seem to imply
that any two nucleoside analogue drugs will
do just as well. This is very likely not the case.
The importance of 3TC is probably under-
played here. At least when a person first be-
gins to use it, it is the most potent of the ap-
proved nucleoside drugs and it likely is a
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For now, it is best to view these guide-
lines as strong generalities, but not as the fi-
nal word on individual therapies. The text
sections, not reprinted here, address these
and many other issues. Interested parties
should read the entire document.

Project Inform will continue to conduct
its own assessment of present and future
clinical trial results in the interests of build-
ing upon and extending the knowledge
presented here. Earlier work allowed PI to
accurately present the strategies for antiviral

treatment more than a year before govern-
ment was able to achieve consensus. We had
previously urged the use of combination
therapy at least five years before it became
the standard-of-care. We hope to maintain
a similar lead in future developments.

Update on Antivirals

Recent information about the potential for cross-resistance between pro-

tease inhibitors underscores the importance of making wise choices when

a person first begins using this class of drug. Early studies had shown that

starting on lower, inadequate doses of a protease inhibitor damaged a

person’s ability to benefit later from the recommended dose. This led

Project Inform and several researchers to caution about using the current

version of saquinavir (Invirase) because it is poorly absorbed by the body

and therefore has little chance of producing adequate antiviral activity.

Data from new studies, described below,
demonstrate that people who initiated
therapy using the original, flawed version of
saquinavir received little or no benefit from
later switching to indinavir or to a new, im-
proved version of saquinavir. Now, Hoff-
man-La Roche, manufacturer of saquinavir
has released data from its own studies of its
new, improved formulation of the drug.
These studies demonstrate how severe the
problem was with the older version, con-
cluding that when used as prescribed, the
drug produced only about 1/8 of the dose
necessary to achieve effective suppression of
HIV. These results strongly confirm the ad-
monition of Project Inform that the stan-
dard version of saquinavir is not an appro-
priate protease inhibitor to use as part of
one’s first anti-HIV regimen. It should only
be used in combination with a second pro-
tease inhibitor, particularly with ritonavir
(Norvir). However, the new formulation of
saquinavir, has much better antiviral activ-
ity than the currently available formulation,
and may be an option for first-line therapy
in the future. The new version is not ex-
pected to receive FDA approval until fall of
1997.

New Soft Gel Capsule
Formulation of Saquinavir
Results from studies of the soft gel formu-
lation (SGC) of saquinavir (also sometimes
referred to as the enhanced oral formula-
tion (EOF)) show far better activity than the
available hard gel formulation (HGC). Al-
though the studies conducted so far make it
impossible to make a direct comparison to
other protease inhibitors, it is safe to say that
the new version is far more potent than the
earlier one and warrants classification as a
highly active antiviral. However, these re-
sults also indicate that people who have pre-
viously used HGC saquinavir will get little
additional benefit when they switch to the
soft gel formulation.

The first study describing activity of the
new formulation was an independent AIDS
Clinical Trials Group trial (ACTG study

333). It enrolled 76 people who had been on
long-term HGC saquinavir therapy (an av-
erage of 112 weeks) and had never taken
other protease inhibitors. They received ei-
ther indinavir (Crixivan), SGC saquinavir or
continued on HGC saquinavir. Partici-
pants in the study had an average of 222
CD4+ cells and a viral load of about 21,000
copies. All people only switched their pro-
tease inhibitor and did not switch or add
other drugs in their regimen. The results are
reported in Table 1 below.

This study was stopped after 8 weeks be-
cause none of the therapies met the study
criteria for effectiveness, which stated that a
therapy had to decrease viral load by at least
0.7 logs to be considered effective. Clearly
none of the therapies were able to achieve
this goal after a person had used the earlier
version of saquinavir. Among the people
who were switched to indinavir, 25% had at
least a 1 log drop in viral load, 25% had no
viral load change at all and 50% had a re-
duction that was half a log or less. This is
significantly less than the 1.5 to 2 log drops
that have been observed in the indinavir
single-drug therapy studies among people
who had not taken prior protease therapy.

The first of two studies conducted by
Hoffman-La Roche was designed to deter-
mine the optimal dose of the drug. This
study enrolled 88 who received three differ-
ent doses, ranging from 400 mg to 1,200
mg three times daily were evaluated. Anti-
viral activity was far superior in the 1,200

TTTTTable 1: Aable 1: Aable 1: Aable 1: Aable 1: ACTG 333, Saquinavir FCTG 333, Saquinavir FCTG 333, Saquinavir FCTG 333, Saquinavir FCTG 333, Saquinavir Formulationsormulationsormulationsormulationsormulations
Viral load@ week 8Viral load@ week 8Viral load@ week 8Viral load@ week 8Viral load@ week 8 CD4+ cell gain@ week 8CD4+ cell gain@ week 8CD4+ cell gain@ week 8CD4+ cell gain@ week 8CD4+ cell gain@ week 8 % below LD% below LD% below LD% below LD% below LD

HGC SQV No Change No Change 9%

SGC SQV 0.23 logs 37 10%

IDV 0.58 logs 23 37%

LD = 200 copies HIV RNA; SQV = saquinavir; IDV = indinavir
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mg three times daily group (1.43 log reduc-
tion in viral levels by week 8) than any of
the lower doses studied. This dose (3,600
mg daily) of the SGC saquinavir results in
blood levels of the drug that are 8 to 10
times higher than the currently approved
dose of the HGC saquinavir, as well as far
greater suppression of viral load.

Although the new version delivers about
4 times as much drug to the bloodstream as
the older one, this study concluded that this
alone was insufficient to achieve adequate
potency. It is clear that a high level of anti-
viral activity was only achieved when the to-
tal daily dose of the drug was increased over
the previously recommended dosage as
well. Combining both the greater potency
and the new higher dose, the 1,200 mg three
times a day dose of SGC saquinavir (3600
mg daily) achieves blood levels that are 8–
10 times higher than that of the currently
approved 600 mg three times a day dose of
HGC saquinavir.

A second study by the manufacturer en-
rolled 442 people to receive soft gel saquin-
avir at the new double dosing level (1,200
mg three times a day) in combination with
nucleoside analogue reverse transcriptase
inhibitor drugs (NRTIs), such as AZT, ddI,
ddC, d4T and 3TC. There was no CD4+ cell
count or HIV RNA entry criteria required
to participate in this study. Participants had
an average CD4+ cell count of 200 and HIV
RNA level of 18,000 copies. The majority

merely added the SGC saquinavir to their
existing treatment regimen without switch-
ing or adding other new therapies. Only 54
of the 442 people added one new nucleoside
analogue drug when starting SGC saquin-
avir and only 23 people added two new
nucleoside analogue drugs. Seventy-nine of
the participants had been on a previous
combination which included a protease in-
hibitor (71 of the 79 were on HGC saquin-
avir). The results from this study at week 24
are reported in Table 2 below.

These results again confirm that people
with prior use of protease inhibitors (most
here had previously used HGC saquinavir)
are less likely to get a significant benefit
from the new drug. They also appear to con-
firm the importance of starting at least two
if not three new drugs at the same time,
rather than simply adding a new one. None
of the results are particularly impressive, nor
do they compare well to studies in which
two or more new drugs were used. This is
probably not a reflection on the new saquin-
avir as it is on the way the drug was used in
this study.

These studies collectively show that HGC
saquinavir should not be used as first line
therapy as this will likely result in little ben-
efit from subsequent protease inhibitor use.

Side effects that have been reported in the
studies of SGC saquinavir include diarrhea,
nausea, fatigue, headache and abdominal
discomfort.

Indinavir Study in Brazil
(Protocol 028)
Results from a highly controversial indin-
avir (Crixivan) study conducted by Merck
in Brazil were recently released. The study
enrolled 996 people who had between 50–
250 CD4+ cells and no prior antiviral
therapy. They received AZT alone, indinavir
alone or AZT + indinavir. The study was
conducted largely to satisfy FDA require-
ments to show proof of clinical efficacy
from the drug. A study like this would never
have been permitted in the U.S., since it
employed substandard care as the control
arm or point of comparison in the study.
During the study and in response to politi-
cal pressure, however, people receiving AZT
alone or AZT + indinavir had 3TC added to
their regimen. The results at 58 weeks are
reported in Table 3 below.

The study was stopped early when it
showed a dramatic difference in the per-
centage of people developing AIDS in either
of the groups receiving indinavir compared
to the group receiving AZT alone. This study
found that people receiving AZT + indinavir
were 70% less likely to progress compared
to people receiving AZT alone. Similarly,
people receiving indinavir alone were 61%
less likely to progress compared to those re-
ceiving AZT alone.

Results from this study are not unex-
pected. AZT alone is not a particularly po-
tent anti-HIV drug and will only have mod-
est antiviral activity. Therefore, many people
believed that giving people AZT alone,
when information on the benefits of triple
combination therapy stands for itself, was
unethical and that the outcome was already
a forgone conclusion. This type of study,
which relied on making comparisons to
older treatment regimens known to be in-
effective, should never again be permitted,
either in the U.S. or other countries.

Intravenous PMPA
Results from a small, short-term study of
intravenous (IV) PMPA show that the drug
has potent anti-HIV activity. PMPA is a new
nucleotide analogue reverse transcriptase

TTTTTable 3: Brazilian Indinavir Studyable 3: Brazilian Indinavir Studyable 3: Brazilian Indinavir Studyable 3: Brazilian Indinavir Studyable 3: Brazilian Indinavir Study
VL dropVL dropVL dropVL dropVL drop CD4+ increaseCD4+ increaseCD4+ increaseCD4+ increaseCD4+ increase % below LD% below LD% below LD% below LD% below LD # progressing to AIDS# progressing to AIDS# progressing to AIDS# progressing to AIDS# progressing to AIDS

AZT 0.25 logs 21 9% 61 (18%)

IDV 0.76 logs 103 34% 26 (7.8%)

AZT + IDV 1.03 logs 112 42% 20 (6%)

LD = 500 copies of HIV RNA IDV = indinavir

TTTTTable 2: Saquinavir Fable 2: Saquinavir Fable 2: Saquinavir Fable 2: Saquinavir Fable 2: Saquinavir Formulations Open Lormulations Open Lormulations Open Lormulations Open Lormulations Open Label Studyabel Studyabel Studyabel Studyabel Study
VL dropVL dropVL dropVL dropVL drop >CD4+ increase>CD4+ increase>CD4+ increase>CD4+ increase>CD4+ increase % below LD% below LD% below LD% below LD% below LD

Overall 0.9 logs 60 42

PI naïve 0.97 logs 73 46

PI experienced 0.46 logs 48 28

LD = 400 copies HIV RNA PI = Protease Inhibitor
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inhibitor, which means that like the nucleo-
side analogues, AZT, ddI, 3TC etc., PMPA
targets the reverse transcriptase enzymes of
HIV. The major difference between a nucleo-
side and a nucleotide analogue is that the
nucleoside analogues have to become ‘acti-
vated’ in order to be effective, whereas
nucleotides are already activated. Twenty
people with CD4+ cell counts greater than
200 and detectable viral loads participated.
There were no limitations as to whether they
had used prior antiviral therapies. Participants
were put in three groups receiving 1.0mg/kg
of PMPA, 3 mg/kg of PMPA or placebo.
Over the 14 days of study, participants were
given one dose on the first day followed by
a 6 day period of no therapy. After that,
doses were given once a day for 7 more days.
After the seventh day of daily therapy, people
receiving the 1.0mg/kg dose had a median
viral load drop of 0.6 logs and those receiv-
ing the 3.0mg/kg dose had a median viral
load drop of 1.1 logs. These results are im-
pressive because it usually takes around 16
weeks of therapy to reach the maximal re-
sponse (lowest viral load level). The few re-
ported side effects included headaches, fa-
tigue and dizziness and were generally mild
to moderate in nature . Gilead Sciences, the
developer of PMPA, has developed an oral
formulation which is now being studied in
clinical trials. Preliminary results from studies
of PMPA are quite encouraging and indi-
cate that it may be a new highly active agent
to consider as part of a potent anti-HIV regi-
men. Advantages of PMPA are that it may
require less frequent dosing than currently
available therapies (only once daily or per-
haps even less in a combination) and appears
to active against forms of HIV that have be-
come resistant to other anti-HIV therapies,
including protease resistant strains of HIV.

Commentary
We still have only limited knowledge on
how to best use protease inhibitors, and as
a result many physicians have begun to ‘ex-
periment’ with some of these therapies, of-
ten without the benefit of information
from clinical trials. Certain drugs are now
being used to boost levels of the antiviral

drugs to enhance potency or to create a
more user-friendly dosing schedule, such as
changing three times daily dosing to twice
daily dosing. Unfortunately, very little infor-
mation is available to know if this is a viable
approach. In some instances, this has al-
ready proven futile. For example, new data
suggests that no amount of fiddling with the
dose of the standard saquinavir, nor efforts
to boost its potency by adding grapefruit
juice or ketoconazole, were capable of
achieving the 8 to 9 fold increase in potency
needed. Additionally, this technique may
result in increasing levels of other drugs, re-
sulting in added side effects. Moreover,
changing the dose frequency raises the pos-

sibility that drug levels become so low be-
tween doses that the virus is able to mutate
and become resistant to the drug.

Some of the drugs being used to boost
other drug levels include ritonavir (Norvir),
delavirdine (Rescriptor) and ketoconazole
(Nizoral). Perhaps the only proven example
of this technique has been the effort to com-
bine ritonavir + HGC saquinavir. Ritonavir
dramatically increases saquinavir levels
(over 20-fold) and is thus also able change
the dosing frequency of saquinavir from
three times daily to twice daily. Other clini-
cal studies employing some of these strate-
gies are now ongoing with some results ex-
pected by the end of this year.

Saquinavir: Many Issues,
Few Answers

While it is important that an adequate formulation and proper dosage

have now been determined for saquinavir (Invirase), these changes cre-

ate several major dilemmas.

How will the drug be priced? Will the net
price be twice as high, since twice the dosage
is being used?

If the new dosage is correct, this means
that the current version is delivering only 1/
8 or 1/9 the proper dose. How much harm
has already been done by the dramatic un-
der-dosing of this drug? Even people who
thought they were solving the problems of
the old formulation by taking double or
triple doses, or taking secondary drugs to
improve its bioavailability, now know that
their efforts were likely futile.

The improved drug won’t be available
for several more months. Is there any ethi-
cal basis for continuing the sale or promo-
tion of the existing drug? Would anyone
permit the sale or promotion of 1/8 or 1/9
doses of indinavir, ritonavir, or nelfinavir?

Who’s obligation is it now to quickly in-
form physicians and patients—at least those
who weren’t listening to Project Inform and
a few other voices on the subject—not to use
the current standard version of the drug?
Shouldn’t the FDA demand that physician

warning letters be sent out immediately?
What’s to prevent problems like this

from happening again? Why was the com-
pany permitted to continue marketing the
drug without warning labels when most of
the facts about inadequate dosing have
been well known since early 1996?

Who is responsible for the harm done by
the aggressive marketing of saquinavir
which has taken place world-wide over the
last year and half?

Project Inform and other activist groups
have asked the sponsor to withdraw their
current advertising campaign, which ag-
gressively promotes the drug to HIV in-
fected people without the slightest mention
of the well-known problems. The company
has attempted to comply and in most in-
stances, the ads have been withdrawn. How-
ever, a few vendors who have demonstrated
that they value their advertising revenue
over the interests of people with HIV disease
have held the company to earlier contrac-
tual arrangements and have been unwilling
to pull the ads. All ads will disappear by



Controlling Diarrhea

PI PERSPECTIVE | NUMBER 22 | JULY 1997 11

mid-summer and the ad campaigns will
switch to the new formulation as soon as the
FDA permits. In our view, these ads should
never have been permitted by the FDA in
the first place and we urge all those publica-
tions which ran them to rethink their poli-
cies for evaluating ad placement on such
sensitive, life-threatening matters.

Finally, we urge the FDA to call for an
immediate warning campaign to physi-
cians, advising them of the now well-proven
deficiencies of the currently available drug
and discouraging its use except in partner-
ship with a second protease inhibitor.

The most frightening aspect of this story
is that everything the sponsor did was tech-

nically in compliance with the law. In fact,
compliance with the law in some ways in-
terfered in the ability of the company to
provide alternative information about dos-
ing. Surely, something is wrong when the
system produces such a bizarre outcome

Controlling Diarrhea

Diarrhea is a common problem for many people living with HIV. It

occurs when bowel movements are loose (unformed) or watery. Diar-

rhea can be dangerous as it can result in severe dehydration, weight loss,

weakness and malnutrition. It can also result in poor absorption of

drugs, leading to decreased blood levels. This results in the same effect

as taking too small a dose of drug, which hastens the development of

drug resistance. Since many different factors can contribute to diarrhea,

it is crucial that the causes be properly identified and treated and that

plenty of fluids are taken right away to avoid dehydration.

Severe (acute) diarrhea that has just started
may have different causes than diarrhea that
has persisted for some time (chronic). A
number of steps can be taken right away to
help manage the diarrhea.

Step 1: Start drinking more fluids
to prevent dehydration.
Diarrhea can result in significant water loss
and dehydration. It is very important that
fluids are restored immediately. Drinking
Gatorade or other electrolyte-rich fluids can
help restore nutrient levels and replace lost
water. This may be particularly important
for people using indinavir (Crixivan), since
inadequate hydration when using the drug
can lead to painful kidney stones.

Step 2: Determine the cause.
There are many potential causes of diarrhea,
and several may be occurring at once. It’s
important to identify all the causes and
treat them appropriately. These may include
infections in the gut (e.g. parasitic, bacterial,
fungal and viral infections), side effects of
medications, lactose intolerance, diet and/

or HIV itself. The following questions may
help pinpoint the problem.

Has blood in the stool (i.e. feces)Has blood in the stool (i.e. feces)Has blood in the stool (i.e. feces)Has blood in the stool (i.e. feces)Has blood in the stool (i.e. feces)
and/or a fever been observed?and/or a fever been observed?and/or a fever been observed?and/or a fever been observed?and/or a fever been observed? IF YES,
there may be an infection causing the diar-
rhea. A physician should be seen right away.
Physicians will take a stool sample, test for
the possible infections and recommend ap-
propriate treatment. Some common infec-
tions include cryptosporidium, microsporidia,
Mycobacterium Avium Complex (MAC),
cytomegalovirus (CMV), giardia and sal-
monella. IF NO, consider seeing a doctor if
symptomatic treatment (see step 3 below)
does not stop the diarrhea within a few days.
There may be an infection even without
bloody stool or a fever.

Are any currently used medicationsAre any currently used medicationsAre any currently used medicationsAre any currently used medicationsAre any currently used medications
known to cause diarrhea?known to cause diarrhea?known to cause diarrhea?known to cause diarrhea?known to cause diarrhea? Many anti-HIV
drugs list diarrhea as a common side effect.
A number of antibiotics like clarithromy-
cin, azithromycin and ciprofloxacin can
also cause diarrhea. Treating the symptoms
may help in such cases (see step 3 below).

Is lactose intolerance a problem?Is lactose intolerance a problem?Is lactose intolerance a problem?Is lactose intolerance a problem?Is lactose intolerance a problem? A
number of people with HIV cannot prop-

erly digest lactose, a sugar found in milk,
cheese and other dairy products. Also, some
medications come in capsules that contain
lactose, such as the current formulation of
saquinavir. If lactose intolerance is sus-
pected, try eliminating dairy products to see
if this improves the condition. It is often
possible to correct the problem by using
over-the-counter products designed to help
digest lactose.

Is diet contributing to the problem?Is diet contributing to the problem?Is diet contributing to the problem?Is diet contributing to the problem?Is diet contributing to the problem?
High levels of fat in the diet are particularly
difficult for the body to deal with during
times of intestinal distress. In general, a low
fat diet is easier to digest and puts less strain
on the digestive system and liver. Many
physicians make the mistake of encouraging
people who have lost weight because of HIV
to compensate by eating high fat diets.
However, this can increase diarrhea.

Is the antiviral regimen working?Is the antiviral regimen working?Is the antiviral regimen working?Is the antiviral regimen working?Is the antiviral regimen working?
Sometimes, chronic diarrhea may be a di-
rect result of HIV infection of the lymphatic
tissues lining the intestinal tract. This is par-
ticularly difficult to combat since the best
solution is potent antiviral therapy, yet diar-
rhea and poor absorption directly interfere
with the uptake of these drugs. In this case,
controlling the symptoms of diarrhea may
help correct the underlying cause, by sim-
ply forcing the body to do a better job ab-
sorbing and retaining antiviral therapies.

Unfortunately, it is often difficult to de-
termine the cause of diarrhea. Sometimes,
repeated diagnostic tests must be run before
a clear culprit is identified. When diarrhea
is short-term and goes away on its own, it
may not matter much. But when it is con-
tinuing and chronic, it is very important to
keep searching for the cause, however un-
pleasant it may be.
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Step 3: Treat the symptoms.
A number of over-the-counter medications
and certain foods can temporarily help slow
the diarrhea. However, these may just mask the
problem without solving it. Identifying the
cause(s) of diarrhea is critical to successful
treatment, and symptom management should
generally be considered a “bandaid” solution.

Anti-diarrhea medications:Anti-diarrhea medications:Anti-diarrhea medications:Anti-diarrhea medications:Anti-diarrhea medications: Imodium
(loperamide), Kaopectate and Pepto-Bismol
are over-the-counter drugs that can offer some
relief for mild to moderate diarrhea. Lomotil
(diphenoxylate) can help with moderate diar-
rhea, but must be prescribed by a physician.
In the most severe cases, physicians may
prescribe tincture of opium, a narcotic. Still
another option is octreotide (Sandostatin),
a synthetic hormone which slows the move-
ment of food and liquid through the gut.
However, if there is an infection causing the
diarrhea, these drugs may prevent it from be
cleared and may actually worsen the problem.
Therefore they should be used with care. If
the diarrhea does not go away in a few days de-
spite using these medications, consult a doctor.

Bulking Agents (like Metamucil)Bulking Agents (like Metamucil)Bulking Agents (like Metamucil)Bulking Agents (like Metamucil)Bulking Agents (like Metamucil)
and soluble fiber sources can help slow di-
arrhea by helping absorb liquids in the in-
testinal tract and causing bulking of stools.
This approach is particularly useful with
some drug-induced diarrhea. In general,
soluble fiber is found in the “inside” or
pulp parts of fruits and vegetables. Foods
high in soluble fiber include oatmeal, white
rice, grits, cream of wheat, bananas, soft
breads (not whole grain), applesauce, etc.

AAAAAvvvvvoooooid insolid insolid insolid insolid insolubububububle fible fible fible fible fibeeeeerrrrr::::: Insoluble fiber is
generally found in the outer skin of fruits
and vegetables. This type of fiber doesn’t ab-
sorb water and prompts the intestines to
move it along as quickly as possible, thus
intensifying diarrhea. Diets which call for
high fiber intake usually include large
amounts of insoluble fiber, intended to
speed clearance of the digestive tract. This is
bad medicine for a person with diarrhea. It
is also best to avoid typical “roughage” like
lettuce, whole grain rice or wheat, and the
skins of fruits or vegetables as these help
clean out the intestines and can aggravate
the bowels and intensify diarrhea.

RRRRRestestestestestooooorrrrring the ing the ing the ing the ing the “““““frfrfrfrfrieieieieiendndndndndllllly floy floy floy floy florrrrra:”a:”a:”a:”a:” Certain
“friendly” bacteria and yeast (meaning that
they don’t cause infections) may help restore
the environment of the gut. Such natural
bacteria are often destroyed by commonly
used antibiotics. As a general rule, people who
regularly use antibiotics might consider
routine use of products which help restore
the natural flora. Acidophilus, various diges-
tive enzymes and S. boulardii can be pur-
chased in health food stores or buyer’s clubs.

Other treatmentsOther treatmentsOther treatmentsOther treatmentsOther treatments in development in-

clude Thalidomide, Bovine Colostrum and
DEHOP (diethylhomospermene).

The bottom line is that it is important to
diagnose the cause(s) of diarrhea as soon as
possible and to treat appropriately while at
the same time replenishing lost body fluids
to prevent dehydration. Although anti-diar-
rhea medications are helpful, people should
be cautious because these drugs may pre-
vent infection-causing agents from leaving
the body, thereby prolonging the problem if
it is infectious in nature.

HIV Drug Side Effects

As more drugs are available to treat HIV and prevent and treat HIV-re-

lated opportunistic infections and malignancies, appropriately identify-

ing the cause(s) of possible drug-related side effects becomes increas-

ingly difficult. The following chart should only be used as a guide to

help identify potential drug-related side effects.

Some of these side effects have been re-
ported in medical literature, others are
purely anecdotal. Obviously, not everyone
taking a drug will experience that drug’s
side effects. Most side effects show up in
only a modest percentage of the people us-
ing a drug. Many people experience no ob-
vious side effects, while others may experi-
ence several from the same drug. The
manufacturers label, which is included
with most prescriptions, typically lists how
often different side effects have been seen in
people participating in clinical trials. Drug
side effects may be affected by interactions
with other drugs (See the Drug Interactions
Chart available through the hotline number
below). A more extensive version of this
chart, including laboratory abnormalities, is
available by calling the Project Inform
Treatment Hotline at 800 822 7422.

It’s important to recognize that no drug
should be evaluated solely based on the
number or type of side effects listed. Some
drugs may have a high number of minor
side effects, or side effects which impact on
a large percentage of users, while others may
have few or infrequent, but much more se-
rious side effects. There is seldom any way

to predict what side effects will occur for an
individual. In many cases, responses listed
as drug side effects also occur as a conse-
quence of HIV disease. It is often very dif-
ficult to tell whether the disease or the drug
is responsible. Sometimes, even the antici-
pation of a particular side effect can influ-
ence how often it is reported in clinical tri-
als. It is not uncommon, for example, for
people receiving a placebo (harmless sub-
stances disguised to look and taste like a
drug) to report the same side effects as those
receiving the real drug.

This guide should primarily be used to
help identify the possible causes of effects
noted when using a drug. Often, the best way
to determine whether a drug is the cause is
to temporarily stop using the drug. How-
ever, this approach itself can have harmful
consequences, such as encouraging faster
development of drug resistance. In many
instances, therefore, it may be useful to try
to overcome a side effect rather than with-
draw the use of a drug, especially when there
are few good alternatives to the drug in
question. Suspected side effects, and com-
pensating strategies, should always be dis-
cussed with your physician.
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Using the Chart
The left hand column (vertical) lists all the side effects reported for the combined list of drugs. The top row (horizontal) lists each of the
drugs most commonly used in HIV disease. The columns underneath each drug heading lists the rough percentage of people reporting
each side effect for each drug. (Legend: “3” means the side effect has been reported in greater than 15% of people in clinical trials; “2” =
5–15%; “1” = less than 5%; blank = not reported)

AZT ddI ddC d4T 3TC SQV RTV IDV NFV NVP DLV AZI CLA RBT TS AP GCV FOS CDV FLU

Abdominal pain 3 2 2 3 2 1 2 2 1 1 1 1 2 1 3 1 3 2 3 2

Altered taste 2 3 1 1 3 1 1 2 1 3 1 1 1 1

Anorexia 3 1 1 2 2 2 1 1 1 1 1 3 3 2 3

Athralgia (joint pain) 3 1 1 3 2 1 1 1 1 1 1 1 1 1

Chills 3 2 1 3 2 1 1 1 1 1 3 2 2 3

Constipation 1 1 1 2 1 1 1 1 3 1 1 1

Depression 1 1 1 2 2 1 1 1 1 1 1 1 2 1

Diarrhea 3 3 2 3 3 1 3 1 3 1 1 2 2 1 2 1 3 3 3 1

Dizziness 2 1 1 2 2 1 2 1 1 1 1 3 3 1 2 1

Fatigue 2 2 3 2 3 2 3 2 1 2 1 1 2 3 1 2 3

Fevers 3 2 3 2 2 1 1 1 1 2 1 1 3 3 3 3 3

Headache 3 2 3 3 3 1 2 2 1 2 2 1 2 1 3 1 1 3 3 2

Insomnia 2 1 1 3 2 1 1 1 1 1 1 2 1 1 1 1

Malaise 3 1 1 3 3 1 1 1 1 1 1 1 2 1

Myalgia (muscle pain) 3 2 2 3 2 1 2 1 1 1 1 1 1 1 1 1 1

Nausea 3 2 2 3 3 1 3 3 2 2 2 1 3 2 3 3 3 3 3 1

Nephrolithiasis
(kidney stones) 1

Neurological
symptoms 1 1 2 3 1 1 2 1 1 1 1 1 1 1 1 2 2 1 1

Neuropathy 1 3 3 3 2 1 1 1 1 1 2 2 1

Pancreatitis 2 1 1 2 1 1 1 1 1 1 1 1

Paresthesia
(numbness, prick-
ling, tingling) 1 1 2 1 1 1 1 2 2 1

Rash 3 2 2 3 2 1 1 1 3 2 1 2 2 3 1 2 2 3 1

Seizures 1 1 1 1 1 2 1

Vomiting 2 2 2 3 2 1 3 2 1 1 1 2 1 3 3 2 2 3 1

SQV=Saquinavir; RTV=Ritonavir; IDV=Indinavir; NFV=NELFINAVIR; NVP=Nevirapine; DLV=Delavirdine; AZI=Azithromycin;
CLA=Clarithromycin; RBT=Rifabutin; TS=Bactrim; AP=Aero. Pentamidine; GCV=Ganciclovir; FOS=Foscarnet; CDV=Cidofovir;
FLU=Flucytosine
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Dealing with Neuropathy

Peripheral neuropathy (PN), or damage to the peripheral (or outermost)

nerves, is a potential side effect of many anti-HIV therapies or HIV it-

self and can greatly affect quality of life. Early signs of PN can include

a sensation of burning, tingling or numbness in the fingers or toes.

Some people describe an electric shock sensation or a strange, plastic or

scab-like sensation when something touches their fingers or toes. In se-

vere cases, touching the affected area can feel like touching an open

wound. In some cases, there may be a deep soreness or shooting pains

in the muscles of the legs and lower arms that may be transient but al-

ways affect the same spots. In more serious cases, severe pain and altered

feedback in the nervous system may even interfere with walking.

Currently, there are no effective treatments
that can stop or reverse this nerve damage.
The most effective management of PN in-
cludes identifying the cause and, if possible,
eliminating it. In many cases, the best treat-
ment is simply pain management, and the
type of medication used is generally deter-
mined by the severity of the PN.

Neuropathy can be caused by certain
drugs, most commonly ddC (Hivid), ddI
(Videx), 3TC (Epivir), d4T (Zerit), isoniazid
(INH), vincristine (Oncovin), dapsone and
vitamin B6. Alcohol use or deficiency of vi-
tamins B12 and E can also cause PN.
People with a history of diabetes or thyroid
disease may have a greater likelihood of PN.
Neuropathy can also be caused by HIV it-
self, and it’s hard to know whether the dis-
ease or its treatment is causing the problem.

If a person is experiencing symptoms of
PN, the following questions may help pin-
point the problem.

1. Are any medications in the
treatment regimen known to
cause PN?
These include ddI, ddC, 3TC, d4T and the
other drugs listed above. Combination
therapy with two or more of these drugs is
believed to increase the risk of PN, though
this is not well documented. PN will often
go away if these drugs are dose-reduced or

discontinued. It can sometimes take several
months for PN to fully heal after removing
the problematic drug, though some relief is
often felt within a few weeks. It is critical to
consult a physician before changing a drug
regimen, as dose reduction of certain drugs
can invite drug resistance. Be aware also that
sometimes the symptoms of PN increase
temporarily after a drug is stopped, but di-
minish soon thereafter. In some cases, if
drugs are continued despite worsening PN,
the nerve damage may become irreversible.

2. Is diabetes, a thyroid problem or
vitamin B12 deficiency suspected?
These conditions may exacerbate or even
cause neuropathy. In such cases, a physician
can help design a treatment strategy for the
condition. For vitamin B12 deficiency, vita-
min B supplements may help, but too
much vitamin B6 (over 200 mg per day) can
worsen PN.

3. If the cause of PN can’t be
clearly identified
(i.e., it may be due to HIV itself), or if the
problem does not correct itself after stopping
the drugs that may have caused it, chronic
pain management may be required. Choice
of treatment depends on the severity of
symptoms. In the case of HIV-induced PN,
some of the same drugs which cause the

problem may in fact help relieve it.
Mild symptoms:Mild symptoms:Mild symptoms:Mild symptoms:Mild symptoms: (just a tingling sensa-

tion but no problems walking, etc.) In this
case, some people consider using a conser-
vative strategy of simply observing the symp-
toms. Others find that mild pain can be re-
lieved by using non-narcotic pain relievers
such as ibuprofen (Advil) at doses of 600 –
800mg 2–3 times daily.

MMMMMooooodddddeeeeerrrrratatatatate sye sye sye sye sympmpmpmpmptttttoooooms:ms:ms:ms:ms: (pain and can’t
walk as far as desired) For moderate symp-
toms, people can take antidepressants such
as amitriptyline (elavil) or nortriptyline.
However, neither drug is approved for treat-
ing PN, nor are they believed to work best
when combined with traditional pain medi-
cations.

Severe symptoms:Severe symptoms:Severe symptoms:Severe symptoms:Severe symptoms: (constant pain that
results in inability to walk or sleep at night).
When experiencing this level of pain, it is
recommended that you see a pain special-
ist. Specialists will have far more experience
treating severe, chronic pain than most
HIV physicians. They are also more experi-
enced in managing high level narcotics and
the associated problems. In severe cases,
physicians may prescribe narcotic pain re-
lievers such as methadone, a fentanyl patch,
vicodin, morphine or codeine. Of these,
methadone is least likely to be accompa-
nied by the typical dulled sensations and
euphoria associated with narcotics. In
theory, it is a good choice for PN, but many
physicians are reluctant to prescribe it be-
cause use of methadone or other “high level”
narcotics requires complex record keeping
by the Drug Enforcement Agency (DEA).
Most physicians prefer not to have the DEA
overseeing their prescription practices.
Consequently, as with many diseases that
cause severe pain, people often receive in-
adequate treatment and suffer unnecessary
levels of pain.

When using methadone or other high
level narcotics, recognize that it may take
several days to find the optimal dosage or
balance between pain suppression and side
effects. Strong narcotics can lead to painful
constipation because they slow movement
in the intestinal tract. This can be corrected
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with the over-the-counter stool softeners,
but harsh laxatives are not recommended.

When the pain from PN is so great as to be
seemingly untreatable (rarely), a pain spe-
cialist may recommend a “nerve block.” In
this procedure, a fluid, typically alcohol, is
injected directly into a major nerve junction
just above the sight of the worst pain. When
they work, nerve blocks can be very effective
and cause long-term reduction or elimina-
tion of pain. However, a major consideration
is that they usually cause loss of sensation,
and in worst-case scenarios, can be unpre-
dictable. Clearly, nerve blocks should only
be attempted by specialist, and even then
only after getting a second or third opinion.

Other suggestions
None of the following suggestions have
been formally studied, yet care providers
and others offer them as suggestions for
helping manage the symptoms of PN. For
severe and prolonged pain, seeing a pain
management specialist is key to developing
a workable strategy.

AAAAAvvvvvoooooid tid tid tid tid tigigigigight-fittht-fittht-fittht-fittht-fitting shoing shoing shoing shoing shoes and soes and soes and soes and soes and socccccks.ks.ks.ks.ks.
People sometimes think that tight shoes can
help with numbness and prevent rubbing,
but they can actually exacerbate the pain
and tingling. Many people find soft, loose
cotton socks or things like loose, padded
slippers to be helpful. Shoes should be nei-
ther tight nor excessively loose, and should
offer good air circulation if possible.

Be sensitive to temperature concerns.Be sensitive to temperature concerns.Be sensitive to temperature concerns.Be sensitive to temperature concerns.Be sensitive to temperature concerns.
Most people report that neuropathy feels
worse in hot weather or when feet are
heavily covered and don’t have much oppor-
tunity for air circulation.

Bed sheets resting on your toes canBed sheets resting on your toes canBed sheets resting on your toes canBed sheets resting on your toes canBed sheets resting on your toes can

also add to the problem.also add to the problem.also add to the problem.also add to the problem.also add to the problem. Some people
use a semicircular hoop on which they rest
their sheets to avoid contact. The important
thing is to keep your feet uncovered at
night. This helps keep the temperature
down (which may help serious pains to
“numb out”) and also prevents friction be-
tween the sheets and toes.

Get up and walk around!Get up and walk around!Get up and walk around!Get up and walk around!Get up and walk around! Although it
may seem contradictory for people who are
in pain and can’t walk, getting blood to the
feet by walking around can help relieve
some of the pain. Too much walking, how-
ever, will only make the problem worse. A
moderate amount of activity can distract a
person from fixating on the pain, without
adding to it.

Some people try acupuncture.Some people try acupuncture.Some people try acupuncture.Some people try acupuncture.Some people try acupuncture. While
this can often bring quick relief, many
people report that the relief does not last for
long and requires very frequent treatment.

Deep tissue massage.Deep tissue massage.Deep tissue massage.Deep tissue massage.Deep tissue massage. Simply massaging
sore feet helps improve circulation. Perhaps
more importantly, it causes all the available
neurons in that part of the nervous system
to “fire.” Once they “fire” or give off the chemi-
cal signal by which pain is transmitted, they
must rest awhile before they can do so
again. The result is that the pain is tempo-
rarily dulled. This is the same phenomenon
which occurs when we massage any sore
spot on the body to make the pain go away.

SSSSSoooooaking faking faking faking faking feeeeeeeeeet in ct in ct in ct in ct in cooooool watol watol watol watol wateeeeerrrrr..... When pain
is severe, perhaps too strong to allow a per-
son to sleep, water treatment can help. In-
sert sore feet in a large dishpan (or special
devices made for this purpose) and gradu-
ally fill it with room-temperature water.
Once filled, let the water keep running gen-
tly while you lower the temperature. The

water will slowly become colder and even-
tually reach a point where most pain has
stopped. Dry your feet off and go to bed,
hopefully getting to sleep before the pain re-
turns. This is also a good tactic to use while
waiting for a pain medication to “kick-in.”

Biofeedback.Biofeedback.Biofeedback.Biofeedback.Biofeedback. Many people can be
“trained” to deal with mild-to-moderate
pain, largely by learning to divert their
minds away from it. The pain from PN, af-
ter all, is not signaling any real harm to the
body, as pain usually does. Some people ig-
nore the pain and sensations of PN or live
with them simply by learning to perceive
them differently.

Treatments in Development
NNNNNeeeeerrrrrvvvvve Ge Ge Ge Ge Grrrrrooooowwwwwth Fth Fth Fth Fth Faaaaaccccctttttooooor (NGF)r (NGF)r (NGF)r (NGF)r (NGF) NGF, cur-
rently only in clinical trials—may repair
damaged nerves. Early reports suggest that it
may be useful in eliminating the most se-
vere, shooting pains associated with neur-
opathy, but results will not be released for
another year.

LamictalLamictalLamictalLamictalLamictal (lamotrigine) is an anti-epilepsy
drug that may soon be entering clinical trials.

Commentary
Dealing with PN has become a way of life
for many people with HIV. What was once
a rare condition has, due to HIV disease,
become common dinner-table conversa-
tion material. Hopefully, new and better
drugs will reduce the likelihood of PN, ei-
ther caused by drugs or by HIV itself. PN
remains an important field for additional
research, but one which sadly gets very little
attention. It may be, as some say, just a mat-
ter of sore feet, but if those are YOUR feet,
it can be a serious matter indeed.
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Hopeful CMV Drug Stalled

CMV disease, and CMV disease in particular, is one of the most diffi-

cult opportunistic infections, typically requiring lifetime daily intrave-

nous treatment with drugs such as ganciclovir. Although there is an oral

form of ganciclovir, it is poorly retained by the body and is not an ad-

equate substitute for intravenous therapy. This may change if a new oral

form of the drug, proGan, proves to be effective. This new form appears

to provide as much activity against CMV as the IV form. If this is con-

firmed in larger clinical trials, it will represent a major improvement in

the quality of life for people with serious CMV infections.

ProGan is likely to be used both for CMV
induction therapy (initial treatment) and
for maintenance therapy (continuing treat-
ment). It is also highly likely that proGan
will be much more effective in preventing
CMV disease than the current form of oral
ganciclovir.

Unfortunately, Hoffman-La Roche, the
developers of proGan/RS-79070, recently
announced that it is putting two important
studies of the drug on hold. The company
believes there are very few new cases of

CMV disease due to the use of highly active
antiretroviral therapy (HAART). They ques-
tion whether there will be enough new cases
of CMV to find people to participate in the
clinical trials, or enough people to make the
market for the new drug worthwhile. Only
one other study with proGan is still enroll-
ing participants with newly diagnosed CMV
retinitis.

Even though the number of new cases of
CMV disease may be down, this may only
be a temporary effect. Many specialists re-

port that they are beginning to see more
cases of CMV this year compared to last,
probably due to people failing on HAART
regimens. The number of drug failures will
likely increase over time.

Efforts by Project Inform and other ac-
tivist groups appear to be bearing fruit. In
Project Inform’s discussions with Hoffman-
La Roche senior executives from Basel Swit-
zerland, agreement was reached regarding
the continued need of this drug. Renewed
trials seem likely to go forward following
presentation of a simplified drug develop-
ment strategy to the U.S. Food and Drug Ad-
ministration.

If the FDA agrees to simplified licensing
requirements, and enough people with
CMV can be found to fill the needed trials,
the sponsor seems likely to make the neces-
sary commitment of resources to keep the
drug alive.

People who acquire CMV retinitis or al-
ready have it, need to know that there are al-
ternatives to life-time intravenous therapy.
Even today, many people can get this new
oral drug through participation in clinical
trials (call the Project inform Hotline for
more information).

Immune-based Therapy Briefs

Thymus CT Scan
A study conducted at the Gladstone Insti-
tute in San Francisco evaluating the state of
thymus at varying stages of HIV disease and
age ranges has reported preliminary infor-
mation. The thymus is an important organ
in supporting new T-cell development. This
study shows that the thymus appears to be
the appropriate size in people with CD4+
cell counts greater than 420, but there ap-
pears to be no detectable thymus in people
with lower CD4+ cell counts. This means
that strategies like thymus transplantation
may be necessary in order to realize im-
mune restoration in people with lower
CD4+ cell counts. It is unclear at this time
if suppressing HIV replication will control
the unknown factors which lead to this loss

of thymic material, and allow for regenera-
tion of the thymus.

Total Lymphoid Irradiation
A pilot study using radiation to treat HIV is
enrolling at the Gladstone Institute in San
Francisco. The study will administer a single,
relatively low dose of radiation. During the
process both the bone marrow and the thy-
mus, important immune compartments,
will be shielded. Volunteers will be required
to be on aggressive anti-HIV therapy. It is
hoped that radiation therapy will wipe out
HIV in the lymph nodes and other tissues
reservoirs, and allow the immune system to
rebound with an edge of the virus. The study
is not without risks, as radiation therapy is
immune suppressive and has side effects.

Study of GM-CSF Enrolling
A study of GM-CSF (Leukine), a growth fac-
tor for certain immune cells, is in clinical
trials around the country. The study is see-
ing if the use of GM-CSF, in addition to
standard therapies, will delay HIV disease
progression and death by enhancing im-
mune function. In other human diseases,
GM-CSF has been shown to reduce the in-
cidence of various infections. In laboratory
studies, GM-CSF appears to promote the
function of macrophages, important target
cells for HIV and which fight many AIDS-
related fungal, mycobacterial and parasitic
infections. It was initially feared that GM-
CSF would stimulate HIV replication, but
this has not been seen in human studies.
The current trial is open to people with
fewer than 100 CD4+ cells and allows vol-
unteers to be on regimens. For more infor-



mation on trial sites in your area, call 1-
800-Trials-A or see the internet site: http://
hivinsite.ucsf.edu

Thalidomide study
Preliminary data from a study on the effec-
tiveness of thalidomide (Synovir) for the
treatment of HIV-related wasting syndrome
suggest the drug may prove important to
people with AIDS. It remains highly contro-
versial because of its history and potential
for causing birth defects if used by pregnant
women.

The study enrolled 99 people who had
lost greeter than 10% of their body weight
with no explanation other than HIV (i.e. no
parasitic or other infections). Volunteers re-
ceived either 100 mg/day or 200 mg/day of
thalidomide or placebo for 8 weeks, then all
were offered thalidomide.

Results were analyzed according to the
originally assigned treatment groups. TTTTTababababablelelelele
11111 reflects the average weight gain at the end
of 8 weeks.

Preliminary analysis suggests that at least
half of the weight gained by participants was
in the form of lean body mass, the most im-
portant kind of weight. Overall, 37 of the 99
people enrolled in the study (37%) dropped
out for various reasons, including adverse
events. Of those who withdrew, 11 were in
the placebo group (34% of the placebo
group), 9 were receiving the 100 mg/day
dose of the thalidomide (25% of this group)
and 17 were receiving the 200 mg/day dose
(55% of this group). Side effects associated

with thalidomide use included drowsiness,
rash, declines in neutrophil counts (neutro-
penia), pan or tingling in the hands and/or
feed and dizziness.

Interestingly, at the end of 4 weeks, those
receiving thalidomide also experienced a
0.3 log increase in viral levels (HIV RNA).
This is consistent with the findings of an-
other study that examinee thalidomide for
treating oral and esophageal aphthous ulcers
(mouth sores). The overall implications or
causes of this 0.3 log increase in HIV RNA
are not known. Researchers have suspected
that thalidomide would decrease levels of
tumor necrosis factor (TNF-alpha), a
chemical messenger associated with in-
creased HIV replication and wasting syn-
drome. In neither of these studies did tha-
lidomide treatment result in decreased
TNF-alpha levels or decreased viral load. It
should be noted that volunteers in both
studies were not uniformly on highly active
antiviral regimens. In both studies, how-
ever, the drug appears to be effective in
treating the indication of concern, wasting
and aphthous ulcers.

As more data becomes available, Project
Inform will provide updates. Celgene, the
company developing thalidomide for HIV-
related weight loss, recently announced that
their expanded access program has been
streamlined and fully covers the cost of the
drug for people seeking access who qualify
for the program. For more information
about the program, providers should call 1-
800-801-8328. The company has applied

for FDA approval of thalidomide for the
treatment of leprosy (ENL) and is expected
to seek approval for use in HIV-related wast-
ing syndrome later this year.

The company is also beginning to enroll
a large multicenter study to confirm the
benefits of thalidomide treatment for oral
and esophageal aphthous ulcers Data from
the previous study for this purpose were dis-
cussed in PI Perspective #21. The first four
weeks of the current study will compare
three different doses of thalidomide for
treating the ulcers. After four weeks, partici-
pants will be randomly assigned to receive
either a maintenance dose of thalidomide
or placebo, to see if continued therapy is
needed to prevent relapse of the ulcers. An
ongoing study is looking at thalidomide for
treating diarrhea in people with HIV. This
study includes people with diagnosable as
well as un-diagnosable causes of diarrhea.

Thalidomide is known to cause serious
birth defects when taken by pregnant women.
For this reason, Celgene requires that
women who access drug through the pro-
gram either agree to refrain from reproduc-
tive intercourse or agree to use two methods
of contraception, (i.e. one barrier and one
hormonal) for the period beginning four
week before, up to four weeks, after using
thalidomide. The company also recom-
mends that men using thalidomide use
condoms because researchers do not know
if the drug is present in semen. Thalido-
mide can cause serious birth defects if taken
even once during first trimester pregnancy.
If a woman taking thalidomide suspects for
any reason that she may have become preg-
nant, she should stop taking the drug and
consult with her health care provider imme-
diately. It is very important that both women
and men engaging in reproductive sex use
precautions to prevent pregnancy if either
partner is taking thalidomide.
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TTTTTable 1: Thalidomide for Wable 1: Thalidomide for Wable 1: Thalidomide for Wable 1: Thalidomide for Wable 1: Thalidomide for Weight Leight Leight Leight Leight Lossossossossoss
TTTTTreatment Groupreatment Groupreatment Groupreatment Groupreatment Group Average weight gainAverage weight gainAverage weight gainAverage weight gainAverage weight gain Average weight gainAverage weight gainAverage weight gainAverage weight gainAverage weight gain

at 8 weeksat 8 weeksat 8 weeksat 8 weeksat 8 weeks at 12 weeks *at 12 weeks *at 12 weeks *at 12 weeks *at 12 weeks *

Thalidomide 100mg/day 3.3% (4.5 lbs) 4.2% (6 lbs)

Thalidomide 200mg/day 1.2% (2.2 lbs) 3.9% (5.7 lbs)

* reflects data from the phase of the trial where all participants received thalidomide



Ethnicity and Treatment

A number of people, particularly within communities of color and spe-

cifically within the African American community, remain skeptical

about the effectiveness and side effects of anti-HIV drugs. Some of this

can be traced to a small an inconclusive early Veterans Administration

AZT study which appeared to show less benefit for people of color.

Considerable distrust also dates back to the infamous Tuskegee experi-

ments, in which African Americans were unethically used as research

subjects without their knowledge.

Whatever the cause, this skepticism has
caused people to decline antiviral therapy
and the life-extending benefit it offers. Now,
results from an important and much larger
study appear to clarify this question and re-
duce some of the doubt and controversy in
this matter. The study found no significant
differences between Latino(a)s, African
Americans and whites in their responses to
antiviral therapies, as measured by drug tol-
erability, side effects, death rates and disease
progression. The study seemed to indicate
that, on some measures, Latino(a)s fared
slightly better than either African Ameri-
cans or whites, though this may be due to a
lower number of Latino(a) participating in
the study. Unfortunately, the study did not
enroll enough Native Americans, Asians or

other ethnic groups to provide meaningful
subgroup information relevant to these
communities.

The CPCRA 007 (the NuCombo) study
compared AZT + ddI, AZT + ddC and AZT
alone in people older than 13 years with
CD4+ cell counts less than 200 or a prior
opportunistic infection. While none of these
are considered optimal therapies today, they
were the best available at the time the study
began. About 45% of the 1091 participants
were people of color, including 103 Latino/
a and 367 African Americans, comparing
them to 610 white non-Hispanic partici-
pants. Researchers saw no significant differ-
ences across the groups in terms of disease
progression or death at the end of the study
(TTTTTababababable 1 le 1 le 1 le 1 le 1 below).

The study also found no significant dif-
ferences in terms of side effects. Latino(a)s
tended to have fewer side effects than Afri-
can Americans and whites. Results are
shown in TTTTTababababable 2le 2le 2le 2le 2 below.

These findings strongly contradict the
earlier 1991 Veterans Administration (VA)
study, which was much smaller and in-
cluded far fewer people of color. While the
study seems conclusive in regards to the
particular drugs studied, it will still be im-
portant to watch for differences in response
to newer therapies in future studies. The
best way to do this is by making sure that
people from all communities affected by
AIDS are routinely and fairly represented in
the clinical trials used to approve new drugs.

Hopefully, this study will begin to allay
fears among those in the African American
and Latino communities who believe that
antiviral medications are more harmful or
less effective for them. Still lacking, however,
are effective educational campaigns to
spread this information, as well as all infor-
mation in general about effective new treat-
ments, to give people a chance to make in-
formed decisions about their treatment.
Without improved access to treatment in-
formation and medical care, many
groups—African Americans in particu-
lar—will continue to lag behind in the cur-
rent reductions in death and disease pro-
gression seen among white Americans. So-
cially, morally, and medically, we all share
in the responsibility to make sure that no
one is left behind as treatment advances ex-
tends the lives of HIV infected people.

Ethnicity and Treatment
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Project Inform’s toll-free hotline
provides HIV/AIDS treatment

information to people living with HIV,
their healthcare and service providers

and family members.

1-800-822-7422
Monday–Friday: 9am–5pm (PST)

Saturday: 10am–4pm (PST)

National HIV/AIDSNational HIV/AIDSNational HIV/AIDSNational HIV/AIDSNational HIV/AIDS
TTTTTreatment reatment reatment reatment reatment InfInfInfInfInformation ormation ormation ormation ormation HotlineHotlineHotlineHotlineHotline

TTTTTable 2: Pable 2: Pable 2: Pable 2: Pable 2: Percentage Experiencing Adverse Events (Tercentage Experiencing Adverse Events (Tercentage Experiencing Adverse Events (Tercentage Experiencing Adverse Events (Tercentage Experiencing Adverse Events (Toxicity)oxicity)oxicity)oxicity)oxicity)
AZT + ddIAZT + ddIAZT + ddIAZT + ddIAZT + ddI AZT + ddCAZT + ddCAZT + ddCAZT + ddCAZT + ddC AZT aloneAZT aloneAZT aloneAZT aloneAZT alone

Latino/a 23.8% 11.1% 14.5%

Black 33% 29.4% 26%

White/non-Hispanic 35.1% 38.8% 29.7%

TTTTTable 1: Disease Pable 1: Disease Pable 1: Disease Pable 1: Disease Pable 1: Disease Progression or Death by Trogression or Death by Trogression or Death by Trogression or Death by Trogression or Death by Treatment and by Ethnic Originreatment and by Ethnic Originreatment and by Ethnic Originreatment and by Ethnic Originreatment and by Ethnic Origin
AZT + ddIAZT + ddIAZT + ddIAZT + ddIAZT + ddI AZT + ddCAZT + ddCAZT + ddCAZT + ddCAZT + ddC AZT aloneAZT aloneAZT aloneAZT aloneAZT alone

Latino/a 23.8% 32.1% 21.2%

African American 35% 32.3% 40.4%

White/non-Hispanic 36.4% 39.3% 42.2%



New Developments in Women and
AIDS Research

Since that fateful day when the ACTG 076 study showed that AZT could

reduce HIV transmission from mother to infant, women living with

HIV disease and their advocates have been struggling to expand the

realm of women-specific research beyond mother-to-child transmission

and gynecologic (GYN) conditions. While both of these areas are ex-

tremely important, they do not encompass the entire spectrum of HIV

disease in women. This article provides an overview of some recent ad-

vances made in our understanding of HIV disease as it affects women.

Also in this issue is an article on recent information on gynecologic

conditions associated with HIV.

Drug Blood Levels in Women
There has been some interesting women-
specific information presented over the past
year. One study revealed that women taking
delavirdine and AZT experienced 1.8 times
higher delavirdine levels in their blood at
the trough, or lowest level between doses,
compared to men. The level of delavirdine
was also higher when measured at the peak
or highest levels seen shortly after taking the
drug. The clinical significance of the higher
blood levels of the drug in women is un-
known, though it hints of the potential for
greater side effects in women than men
who use the same dose. The effectiveness of
the drug was equal in men and women, but
this may not mean much since the clinical
relevance and utility of delavirdine is still
unknown. If a difference of this level were
seen in more potent regimens, such as those
including a highly active protease inhibitor,
it could easily impact on both side effects
and the effectiveness of therapy.

This information is interesting because
139 (or 19%) of the 718 patients enrolled
in this study were women. This number far
outweighs the usual 7–10% participation of
women in other antiretroviral studies. It
brings into question whether this difference
is unusual or if it is hidden in other studies
by the relatively small number of women
typically enrolled. At the very least, it un-

derscores the likelihood that women and
men might require different dosage levels of
drug, simply due to weight and body mass
differences. It is critical, when a drug is be-
ing developed, that sufficient numbers of
women are enrolled in studies to be able to
conduct these types of analysis. There is a
shared, but generally unmet, responsibility
between industry, government and the
community in this regard. Industry and
government need to address the barriers that
exist for women to participate in research,
and women also need to work to overcome
both personal and systematic barriers to par-
ticipating in clinical trials. It is only when
large numbers of people in any specific
subgroup participate in a study, that infor-
mation specific to that group can be ana-
lyzed. Also, the FDA (Food and Drug Ad-
ministration) needs to make this informa-
tion a priority when considering the ap-
proval of new therapies.

Nelfinavir and Birth Control
A recent study shows that there is a drug in-
teraction between the most recently ap-
proved protease inhibitor, nelfinavir
(Viracept) and ethinyl estradiol E2 (oral
contraceptives, birth control pills). Nelfi-
navir decreases the amount of oral contra-
ceptives in the blood by 50%. This is a sig-
nificant difference, not only because of the

risk of pregnancy, but also because women
take oral contraceptives for menstrual regu-
lation and prevention of a variety of GYN
manifestations associated with HIV. It is
critical that research on drug interactions
with ethinyl estradiol E2, as well as other
birth control therapies, be encouraged for all
therapies to manage HIV. (For more infor-
mation on drug interactions, call the
Project Inform Hotline).

Opportunistic Infections
Wasting and body composition changes are
an increasingly recognized AIDS-related
condition which can and must be cor-
rected. The definition of wasting continues
to be a stumbling block for most women.
Many clinicians continue to maintain that
wasting is only a matter of concern when
there is a loss of lean body mass (muscle).
Women, who naturally have a much higher
level of body fat, are ignoring substantial
changes in their body composition because
they are losing fat, not muscle. Part of the
problem here is that wasting is not well
characterized and is usually not addressed
until an individual has lost significant body
weight. At the recent National Conference
on Women and HIV, a presentation on
wasting discussed the loss of fat in women
as the first step in the wasting process. Inter-
estingly, this loss was at least partially attrib-
uted to the decrease in the female sex hor-
mones, estrogen and progesterone. Unfor-
tunately, it is still unclear what causes the
decline in hormonal levels, but it may help
to explain why many women report men-
strual changes and irregularities as disease
progresses.

There are quite a few ongoing studies try-
ing to identify ways to counter the wasting
process through the use of steroids, nutri-
tional supplements, human growth hor-
mone, exercise and even antiretroviral
therapy. (For more information see the Nu-
trition and Wasting fact sheet available
through the Project Inform Hotline.) Fur-
ther research is needed to better understand
the cause(s) of the wasting process. Several
reports maintain that more women than
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men experience wasting (30% or more). This
may be due to a variety of medical reasons,
as well as societal pressures. All people living
with HIV should carefully monitor any body
composition changes and address them
immediately. Individuals should measure
and record body statistics at least on a yearly
basis, and weight should be monitored with
the same watchful eyes as CD4+ cell counts
and viral load measures. The most impor-
tant thing to realize is that in order to fully
recognize changes, establishing ‘baseline’
body composition information is impor-
tant. All people living with HIV should be-
gin recording torso and limb measure-
ments, weight and body fat (if possible) with
each yearly physical from time of diagnosis.

Another ongoing dilemma is when to
stop and when to start using preventative
therapy against HIV-related conditions in
the era of triple drug therapy. As people see
CD4+ cell counts rise and their viral load
fall, the utopia of presumed good health
takes over and no one wants to continue
taking other medications. There have been
several reports of PCP (pneumocystis carinii
pneumonia), MAC (mycobacterium avium
complex), and CMV (cytomegalovirus)
cropping up in individuals with CD4+ cell
counts well above the normal levels associ-
ated with risk of these diseases. The common
factor in most of these cases is a significant
increase in CD4+ cell counts and subse-
quent discontinuation of preventative regi-
mens. For women, this story is frequently

different. Many women are not using pre-
ventative therapies at all and are choosing to
take triple therapy in order to “take them out
of the danger zone.” In other words, in order
to avoid taking preventative therapies, many
women are choosing to start antiretroviral
therapy for the first time at fairly low CD4+
cell counts. Many women, therefore, are not
necessarily stopping preventative therapy,
but rather never starting it when perhaps it
should have been atarted.

In 1996, PCP (pneumocystis carinii
pneumonia) still killed more women than
any other AIDS defining illness. This oc-
curred despite PCP being more than 99%
preventable with one of the few cheap and
easy to take drugs in AIDS (bactrim or
septra). Bactrim is a sulfa drug that many
people initially have an allergic reaction to
(as many as 50%), but the good news is that
about 85% of those people can tolerate it
after a process called desensitization. De-
sensitization just means starting someone
out with a very small dose to get their body
used to the medication and then giving a
little more with each dose (over a period of
days) until the person is at the normal dose.
It just gives the body a chance to adjust to the
presence of the drug.

The question of when or whether to stop
taking preventative therapies has yet to be
answered. The current recommendation is
to use preventative regimens based on the
lowest CD4+ cell count measured, even if
those numbers have increased dramatically.

New Developments in Women and AIDS Research

PI PERSPECTIVE | NUMBER 22 | JULY 199720

For many women, this means using pre-
ventative treatments for the first time. Pre-
venting secondary infections may be the
most important tool we have for maintain-
ing health and immune function. The more
stress put on the immune system, the more
likely it is to wear out. However, many phy-
sicians report anecdotally that they have
been successful in taking people off preven-
tative medications, while some others report
that this approach has failed. The likely re-
ality is that it works for some people but not
others, and there is as yet no test or way of
predicting who will succeed or fail. In this
context, most physicians prefer the conser-
vative approach of continuing the medica-
tions, since no one is likely to be hurt by
this. Over time, however, we may learn how
to better predict who can and cannot func-
tion without preventive medications.

For women living with HIV disease and
AIDS, not unlike most other diseases, medi-
cal research is lagging behind. However,
there is still much to be learned from the
research that exists. Studies must be de-
signed now to answer many of the burning
questions about potential gender differ-
ences not only with respect to HIV, but also
with respect to opportunistic infections and
treatments. In addition, women and their
advocates must be proactive and involved
in the future development of the AIDS re-
search agenda to ensure that women-spe-
cific issues are included and potential gen-
der differences are fully explored.



National Conference on
Women & HIV

The National Conference on Women & HIV was held May 4–7, 1997 in

Pasadena, California. While the conference intended to unify various

constituents of AIDS research—women living with HIV, their

caregivers, providers, advocates and the research establishment—it

failed to provide an environment to move forward a research agenda for

women with HIV/AIDS. Fundamentally, the meeting failed to inspire

and promote dialog, learning and progress. Conference presenters were

not given adequate guidance and community participants, despite half-

hearted attempts to develop a mentorship program, were not adequately

supported. Unfortunately, conference attendees arrived with a variety of

expectations and needs, most of which went unmet.

Despite the general disorganization of the
conference, a few advances in research on
women with HIV were presented that fur-
ther our understanding of the disease. In
addition, the conference did bring together
a good mix of information on public policy,
basic science, clinical care and behavioral
science.

From the outset of the conference, it was
clear that many common questions regard-
ing women and HIV would remain unan-
swered. Very little women-specific treat-
ment data were presented, primarily be-
cause the appropriate studies have never
been conducted. How do women living
with HIV disease develop treatment strate-
gies and identify problems when there is
little or no information on how or if drugs
work differently in a woman’s body?

This lack of women-specific informa-
tion drove frustration to rage among the
conference attendees. To harness that rage
and make it productive, the research com-
munity must develop an agenda for ad-
vancing women’s treatment issues. One sug-
gestion from the meeting, driven primarily

by the community, is to take the Women’s
Interagency Heath Study (WIHS) and fold
it into the Multicenter AIDS Cohort Study
(MACS). The MACS is a well funded and
long running study which has been respon-
sible for much of our current understand-
ing of the natural history of HIV disease in
gay and bisexual men. The WIHS is the
natural history study for women, modeled
after the MACS. However, most women’s
advocates have been largely disappointed in
the program for reasons ranging from its
administration to its scientific foundations.
The MACS has access to excellent research-
ers and laboratories, whereas WIHS has but
a small fraction of the funding available to
the MACS, nor does it have the same level
of basic science research expertise. Com-
bining these studies would decrease the ad-
ministrative cost of the two different mecha-
nisms, increase the resources available to
the WIHS and more fully round out the in-
formation gathered to be relevant to more
people, especially women.

Some find the idea of merging the WIHS
and the MACS fundamentally wrong, feel-

ing that women deserve their own natural
history study that specifically addresses is-
sues and concerns of women living with
HIV disease. The feeling is that there should
be increased funding specifically for women’s
research. They maintain that women do not
want to be part of a study historically de-
signed solely for men and would not par-
ticipate in a combined study. In addition,
they maintain that women-specific infor-
mation will be lost in the MACS.

Women on all sides of this debate are
hungry for information not only on the
natural history of their disease, but also in
the cutting edge immunology and virology
that is propelling the science forward. It may
be that the proverbial “all our eggs in one
basket” approach is crippling us. First, the
strengths and weaknesses of the WIHS
should be reviewed and the focus narrowed
to ensure that research is of high quality
and provides useful information. Second,
the MACS should be open to the enroll-
ment of women. Third, a formal assessment
of what would be lost and gained by devis-
ing a combined study, inclusive of men and
women, should be conducted. Ultimately
we don’t have 5 plus years to wait for data to
guide further research on women with HIV.
Therefore, creative solutions, such as exam-
ining stored samples, need to be explored to
help inform the research effort. In the face
of dwindling AIDS research dollars, our
ability to identify key questions now will
drive our success in future research efforts.

Project Inform has recently announced
the commencement of Project WISE, a
program focusing specifically on treatment
information and treatment advocacy for
women living with HIV disease. Project In-
form will continue the publication of WISE
WORDS (formerly published by WISE in
Atlanta), an informational newsletter
geared toward women’s issues. For more in-
formation, see the recent In Focus or call the
Project Inform hotline at 1-800-822-7422.

National Conference on Women & HIV
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Gynecological Conditions and HIV

Over the past year, data from studies have been presented at the Inter-

national Conference on AIDS, the 4th Conference on Retroviruses and

Opportunistic Infections and the recent National Conference on Women

and HIV. These studies have reinforced the need for women to seek

regular gynecologic (GYN) examinations, including pap smears and col-

poscopies as necessary so that GYN complications can be detected early

and monitored regularly. A number of studies have consistently shown

a significantly higher incidence of abnormal pap smears in HIV posi-

tive women compared to HIV-negative women due to the presence of

Human Papillomavirus (HPV), Cervical Intraepithilial Neoplasia (CIN),

Squamous Intraepithelial Lesions (SIL) and other GYN infections.

HPV is the virus that causes genital warts
and can also lead to cervical cancer. In HIV-
negative women, about one-third of genital
HPV infections progress to cervical cancer.
Women who are HIV positive with HPV are
more likely to progress to cervical cancer
than their HIV-negative counterparts. This
may be due to the inability of an already
weakened immune system to suppress
HPV activity in addition to HIV. When
HPV is present, but the infection has not yet
progressed, the diagnosis is called dysplasia,
a term used to describe a pre-cancerous
condition. The extent or severity of the dys-
plasia is described as CIN 1, 2 or 3. The lit-
eral definition of the terms is as follows:
· Cervical: of the cervix,
· Intraepithelial – in or among the thin cel-

lular layers
· Neoplasia: the process of growing or

forming an abnormal tissue growth or
tumor.

CIN specifically means abnormal growth
or tumor in the tissue covering or sur-
rounding the cervix. CIN 1 means that one-
third of the sample shows dysplasia. CIN 2

means that one-third to two-thirds of the
sample shows dysplasia and CIN 3 means
that the whole sample shows cells with dys-
plasia. CIN does not necessarily describe
what the abnormality is. Another term, SIL
or Squamous Intraepithelial Lesions, de-
scribes the type of dysplasia by identifying
lesions in the thin cellular layers of the vagi-
nal tract. SIL is usually described as low-
grade or high-grade SIL. These terms just
refer to the amount and severity of the lesions.

In a study of 64 women receiving GYN
evaluations every six months, 50% of the
participants had abnormal pap smears
upon initial examination. Similarly, a larger
study reports that approximately 40% of the
women with HIV, compared to 17% of HIV-
negative volunteers, had abnormal pap
smears and 30% of women with HIV pre-
sented with SIL, compared to 7% of HIV-
negative women, at study entry. This differ-
ence is particularly interesting since pap
smears have been shown in several studies
to have anywhere from a 40–65% false
negative rate for identifying CIN and about
a 10–20% false negative rate for high grade
SIL. In these studies, the reliability of pap

smears was compared to colposcopy. As ex-
pected, pap smears were shown to be less
reliable than colposcopy. A pap smear sim-
ply involves a gentle scrapping of the cervix
to loosen cells which are then picked up
with a cotton swab or tiny brush, prepared
on a slide and examined for infections or
abnormalities. A colposcopy is a more inva-
sive procedure involving the magnification
of the surface of the cervix so the clinician
can look for abnormalities to biopsy, if nec-
essary. A biopsy involves the removal of a
tiny sample of cervical tissue for further
study. Although pap smears are not wholly
reliable in detecting abnormalities, for
many women they are preferable because
colposcopies are more invasive, more un-
comfortable and are not covered by all cli-
nicians or health plans. For women living
with HIV who have never had an abnormal
pap smear indicating HPV or dysplasia, pap
smears every six months are most likely
sufficient. However, in women with a his-
tory of CIN or SIL, yearly colposcopies in
addition to pap smears are probably a good
idea. For women who continue to have ir-
regular or abnormal pap smears, colpos-
copy is suggested followed by pap smears at
least every three months until they become
consistently normal.

Due to the potentially serious nature of
many of these conditions, the development
of less invasive, more reliable diagnostic
procedures needs to be a high priority for
the scientific community. It is a global issue
affecting all women. However, until some-
thing else is available, colposcopies must be
made available to women with a history of
GYN abnormalities. Again, not all providers
or insurers offer this test. Women living with
HIV must sometimes pressure providers for
colposcopies, when appropriate, as a diag-
nostic procedure to detect conditions early.
This allows for early treatment that may
prevent the development of life-threatening
complications such as cervical cancer.

Gynecological Conditions and HIV
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Viral Load, GYN Diseases,
and Vaginal Secretions

Studies looking at viral load (HIV RNA) show that anti-HIV therapy

can lower viral levels in vaginal secretions. One study compared viral

levels (HIV RNA) in vaginal secretions among volunteers initiating an-

tiviral therapy and those who did not. Decreases in HIV RNA in vagi-

nal secretions were noted among 13 of the 14 women initiating therapy,

whereas none of the 5 participants electing not to start anti-HIV regi-

mens experienced similar reductions.

When three volunteers stopped antiretroviral
therapy, HIV RNA levels in their vaginal se-
cretions promptly increased. Other studies,
conducted in men, show a similar correla-
tion between HIV RNA levels in blood and
semen. However, currently there is no evi-
dence that lowering viral levels in vaginal
secretions or semen make a person any less
prone to GYN or other infections or less ca-
pable of transmitting HIV to others. How-
ever, it will be all but impossible to conduct
trials to test this latter point and many re-
searchers believe that the risk of transmis-
sion is inherently likely to be reduced when
viral load is undetectable. Unfortunately,
“reduced” doesn’t mean “eliminated,” so
there is no basis here for changing sexual
behavior or lowered concerns over safe sex.

Surprisingly, HIV RNA levels have also
been shown to significantly increase in vagi-
nal secretions in response to standard treat-
ment for CIN. A study involving six women

looked at the effect of treating CIN using
one of several standard surgical therapies,
which includes cryosurgery, LEEP, cone bi-
opsy or LEEP cone. Each method of treat-
ment resulted in increases in HIV RNA.
While treating CIN is desirable, there are
unknown risks associated with increased
viral levels in vaginal secretions. Increased
risks may include other GYN complica-
tions as well as potential for increasing risks
of transmission. HIV RNA levels returned
to pre-treatment levels 8 to 14 weeks fol-
lowing CIN treatment. These data do not
suggest that women should not treat CIN,
rather it provides additional information to
be aware of. It also suggests that topical anti-
HIV therapies should be developed to sup-
press virus and alleviate the risks of un-
known consequences of increasing HIV
RNA levels in the vagina.

HIV levels in the vaginal tract may have
implications regarding a woman’s suscepti-

bility to GYN infections and sexually trans-
mittable diseases (STD) as well as implica-
tions regarding transmission. In several
studies, HIV levels are shown to increase in
the presence of STDs. Other studies have
linked high rates of HIV infection with high
rates of STDs in general. It is unclear if HIV
levels increase only during active infections
or if latent (non-active) infections also af-
fect viral levels. It is also not known if high
levels of HIV in the vagina increase the
likelihood of outbreaks of existing infec-
tions, such as herpes and HPV, or increase
susceptibility to new infections. Unfortu-
nately, these questions have not been an-
swered. However, it has been shown that
when HIV RNA levels are reduced substan-
tially in the blood, as a result of antiretro-
viral therapy, the likelihood of opportunis-
tic infections decreases. This implies that
there may be a lower susceptibility to GYN
infections in individuals whose HIV RNA
levels are suppressed. Further research must
be done, but for the time being logic would
suggest that suppressing HIV levels in the
vaginal tract is desirable.

For women living with HIV, GYN mani-
festations can be an ongoing battle. The re-
search is clear that the earlier an infection or
condition is identified, the better the likeli-
hood of successful treatment. In some cases,
monitoring is the only treatment necessary.
All women should take an aggressive, pro-
active approach to maintaining their health
through regular GYN care.
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Maintaining Adherence to HAART

Highly active antiretroviral therapy (HAART) has brought new hope

and new challenges to people living with HIV. However, if these treat-

ments are not used properly (i.e., doses are repeatedly skipped, taken at

lower than prescribed dosages, or not taken at scheduled intervals), drug

resistance will almost certainly develop more rapidly and the potential

benefits of combination therapy can be lost. Moreover, resistance to one

therapy may also result in decreased effectiveness of other therapies of

the same class (cross-resistance).

This is particularly true in regard to protease
inhibitors. The development of high level
resistance to any one of these drugs almost
certainly conveys some degree of resistance
to all the other drugs of this type. Adhering
to a treatment regimen is difficult under the
best of circumstances. Studies have shown
that even health care providers can find it
difficult to take a simple course of antibiot-
ics as directed. The new triple combinations
used with HIV disease typically require that
a person take a dozen or more antiviral pills
per day with specific timing and dietary re-
quirements. When a person must also use
preventive or maintenance doses of drugs
for opportunistic infections, the total daily
pill count soars. Keeping track of one’s medi-
cation alone becomes a major activity. It’s
little wonder that many people have trouble
keeping up with the program.

Preliminary data from one clinical trial
suggest that as many as 12% of the study
population missed one dose in the preced-
ing day, 11% the day before that. At least
two other recent clinical trials reported that
nearly all of the people who failed to achieve
and sustain a viral load below the limit of
detection had significantly deviated from
their prescribed treatment regimen for a
month or more. There are many possible
explanations for failure to adhere to the
treatment regimen. A recent study by the
University of California Center for AIDS
Prevention Studies (CAPS) showed that, of
those people who admitted missing one or
more doses:

· 40% said they simply forgot
· 37% slept through a dose
· 34% were away from home
· 27% had changed their therapy routine
· 22% were busy
· 13% were sick
· 10% were experiencing side effects
· 9% were depressed.

There appears to be little debate about the
fact that it is difficult to maintain perfect
adherence to today’s complex treatment
regimens. It is somewhat less clear what de-
gree of non-adherence is tolerable and how
quickly it contributes to drug failure. Most
of all, it is not entirely clear what to do about
it, though many useful strategies are evolv-
ing over time.

Initiating Therapy
Engaging in complicated courses of long-
term treatment doesn’t feel natural to most
people. However, this challenge is not
unique to people with HIV. Millions of
people have learned to cope with diseases
requiring complex, long-term manage-
ment, such as diabetes. Whether or not you
feel you are able to commit and adhere to a
treatment regimen may be one factor to
consider, along with lab results and clinical
condition, in determining the appropriate
time to begin highly active antiretroviral
therapy (HAART). Giving careful thought
to what benefits you hope to get from treat-
ment, how you will evaluate the benefit and
how you might manage side effects will be

helpful. Some people try a “dry run” before
beginning therapy, taking empty gel caps on
the prescribed schedule while sticking to
the required dietary requirements.

Perhaps the first and most important as-
pect of adherence lies in choosing the right
therapy in the first place. Drugs differ widely
in:

Whether they can be taken with or with-
out food

How many times per day they must be
taken

What other drugs they can and cannot be
successfully used with

Their side effects and how they make a
person feel

Whether you have access to the facilities
need for storage (for example, refrigeration
for supplies of ritonavir [Norvir]).

Similarly, people differ widely in their
personal habits and needs. A few examples:
· Some people are bound to rigid schedules

defined by their employment, such as
hourly workers.

· Some people have loose and constantly
changing schedules or routinely move in
and out of different time zones, such as
many airline workers.

· Some people are unable to work and their
schedules are dictated by a seemingly
endless string of medical appointments.

· Some have children, elderly parents, or
partners to care for as well.

· Some have people around them all the
time to help remind of their medication
schedules, while others are alone and
must rely on timers, pill boxes and other
devices.

· Some people suffer from wasting syn-
drome which makes eating difficult and
critical; others have no dietary problems
but don’t eat on a regular schedule.

· Finally, some people have to deal with
other challenging life issues such as sub-
stance abuse or homelessness.

To find a treatment regimen you can live
with, it is necessary to reconcile the two sets
of requirements: yours and the drug’s.
People who lead busy, but largely unstruc-
tured lives might prefer drugs that can be
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taken easily with or without food and thus
more easily fit in with their changing daily
routines. Others whose time is tightly struc-
tured by job requirements might find it
easier to accept more demanding drug
schedules and therefore can select a regi-
men purely on the basis of its expected po-
tency. People who have trouble eating or who
are struggling with weight loss might wish to
avoid drugs which can’t be taken with foods.
People who must take a large number of
other drugs for treatment or prevention of
opportunistic infections might avoid antivirals
that have the highest number of drug inter-
actions or require the greatest number of
pills per day.

The goal is to select a regimen you believe
you can live with, one that fits with who you
are and how you live. There are, of course,
no perfect choices in this regard. Some
people may seek a regimen that most easily
fits their lifestyle, while others may be will-
ing to adapt their lifestyle in hopes of getting
the most potent possible treatment. Also,
the more HIV medications you have used
previously, often the fewer choices you have
about what to use next. Thus, often in more
advanced disease, prior history with the drugs
tends to dictate what can and can’t be done.

Maintaining Therapy
Once a regimen has been selected, sticking
to it requires planning, support and com-
mitment.

Planning
Stable access to drugs is a critical require-
ment for effective use. People cannot adhere
to a regimen if they do not have continuous
access to the drugs. While it may sound ob-
vious, many or even most people taking
HIV medications sometimes find them-
selves running short of one or another treat-
ment. This is almost always a consequence
of poor planning. Skipping doses when you
run out of a drug temporarily is still skip-
ping doses, with all the consequences. Thus,
it is best to try to plan to never have less than
a week’s supply of your entire medication
needs on hand. Remember also that some
drugs require much different storage than

others, so part of your planning must ad-
dress the storage requirements. Once stor-
age is addressed, it is often helpful to put
aside an entire week’s supply the first time
the drugs are delivered, and then use only
the remaining supply. This will also create
an “emergency stash” should unforeseen
circumstances cause your basic supply to
run short. The “stash” should be rotated or
replaced once a month to keep it fresh.

Keeping a steady supply of your pre-
scriptions requires close coordination with
your doctor and your pharmacist. When
using sources like the AIDS Drug Assis-
tance Programs or patient assistance pro-
grams sponsored by pharmaceutical com-
panies, which are potential sources of drug
access, more of the burden falls on you to
make sure you order supplies as the pro-
gram requires. But the main point is always
to stay at least a week ahead of your needs.
Your care provider should work closely with
you to ensure access.

People with varying lifestyles may differ
in their ability to adhere to a treatment regi-
men. People dealing with major life prob-
lems such as active drug use or homeless-
ness face the most difficult challenges ad-
hering to a treatment regimen. But that
doesn’t mean that adherence is impossible.
Studies have shown that people with depres-
sion are also more likely to have difficulty
taking their treatments consistently. If you
suffer from depression and are considering
treatment, consult a mental health profes-
sional as well as your regular provider. Out-
side of depression, there are very few reliable
predictors of non-adherence. In reality, only
you can make the decision as to whether
you are ready and committed enough to
maintain a steady course of treatment. If you
are not ready or in a position to make a se-
rious attempt at adherence, you might be
better off to delay treatment. This option
doesn’t jeopardize your ability to use treat-
ment effectively some time later in the fu-
ture. In contrast, the misuse of treatment,
through inconsistency or poor adherence,
can indeed jeopardize future options by en-
couraging development of drug resistance
that affects entire classes of anti-HIV therapy.

Support
Establishing a good working relationship
with your provider is critical for maintain-
ing adherence to a treatment regimen. A
provider should be knowledgeable in the
current standards of care for treating HIV
and should be willing to spend time to thor-
oughly explain the benefits and challenges
of treatment.

After the decision to start treatment has
been made, it is important to clarify your
treatment regimen with your physician.
Knowing what medications you are taking
and why will help to better understand the
importance of adherence. One survey indi-
cated that the vast majority of people were
unclear of their treatment regimen only ten
minutes after consulting with their physi-
cian. Some people understood the dosage
but were confused about dietary restric-
tions. Others were unclear on the correct
dosage or the timing of the doses. Since di-
etary adjustment can be a difficult at first, it
is important to know what and when you
can and cannot eat. Just as important, try to
understand exactly what is meant by the di-
etary requirements. For example, many
people interpret the requirements for indin-
avir (Crixivan) as saying that the drug
should not be taken with food, which can be
difficult for many people. The actual dietary
requirement is that it shouldn’t be taken
with fatty foods. Light snacks and non-fat
foods can be taken with the drug without
concern. Similarly, the requirements for
nelfinavir (Viracept) are often interpreted as
meaning that it must be taken with food,
when in fact the label says only that it should
be taken with food. In some cases, there is
a genuine medical need to take a drug with
or without food, while in other cases, such
as the use of ritonavir (Norvir), use with
foods is recommended only to minimize
side effects or unpleasant aftertaste.

A useful technique for understanding a
treatment regimen is writing down instruc-
tions and repeating them back to the care
provider, then checking them again with a
pharmacist when you pick up or order the
drugs. Use the team approach; your physi-
cian, nurse, pharmacist and other health
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care providers can all be helpful with initi-
ating and supporting effective therapy. Re-
searchers CAPS have noted that people who
actively foster a friendly and supportive re-
lationship with medical office staff get bet-
ter service from their providers. Bringing
another person (family member or friend) to
appointments ensures that there are two
people to ask questions and get information.

Ask the doctor to be clear about poten-
tial side effects and how they may be man-
aged. Being mentally prepared for possible
side effects can make them easier to man-
age if they occur. Make an agreement with
your care provider as to what the process
will be if you experience a difficult side ef-
fect. Knowing that you will have timely con-
tact with a provider may provide reassur-
ance that side effects will be managed effi-
ciently. It is also important to find out from
your physician what to do if you miss a dose.
If you do miss a dose, find out if you should
make it up a or simply take the next one.
Also, note the missed dose and the reason
for missing. There may be a strategy you
can employ to avoid missing future doses.
If you are not able to take all the drugs in
your combination, don’t take a partial dose.
Contact your care provider immediately. If
necessary, stop all of the drugs in your com-
bination therapy until you are able to take
a complete dose again.

Commitment
At the initiation of therapy, most people
question what “adherence” means. It is im-
portant to keep an adequate level of drug in
your blood stream 24 hours a day in order
to prevent the development of resistance.
Each time a dose is missed, the blood level
of the antiviral drugs falls below the mini-
mal necessary amount for several hours,
creating a temporary opportunity for the se-
lection and growth of drug-resistant strains
of virus. There are no data telling us exactly
when resistance to drugs begins but there is
plenty of evidence that people who are ad-
herent to their treatment regimens have a
better and more sustained antiviral re-
sponse. While no single episode of a
skipped or late dose is likely, by itself, to trig-

ger resistance, the more often such episodes
occur, the more likely resistance becomes.

Strategies for Adherence:
Some of the following strategies and tools
have worked for many people taking triple
combination therapy:
· Integrating your treatment regimen into

your daily routines. Most people find it
easier to fit their medications into their
lives, rather than scheduling their lives
around their medication. Use a daily ac-
tivity, one that you do every day without
fail, to prompt you to take medications.
Take your medications before the activity;
it’s easier to remember.

· Counting out all your medications in
daily doses for a week at a time. Use a pill
box or a nail organizer from a hardware
store to hold each dose. Setting up the
weekly pillbox must become a routine
weekend duty. Medications can also be
divided daily by dose and put in separate
canisters (some people use film canis-
ters) marked with the dosage times. Some
people put each canister near the place
they will take a dose. For example, put the
morning dose by the coffee pot, evening
by the television set. This is more difficult
with drugs that require refrigeration.

· Keeping a checklist for doses taken with a
space to note how you are feeling.

· Using an electronic pill box or beeping
alarm to remind you when to take medi-
cations. The downside of these mecha-
nisms is that the currently available elec-
tronic pill boxes are too small and the
alarms may be too obvious.

· Using a daily planner, especially at the
start of a new treatment regimen. Insert-
ing medication requirements in a plan-
ner, as if they were appointments, can be
a useful reminder for many people. Still
others use hand-held computers and in-
expensive electronic organizers with
scheduling functions to remind them-
selves of their daily medication needs.
Electronic devices of this type can be pur-
chased for less than $50 dollars.

· Evaluating your treatment regimen about
two weeks after you start. It may take a

few weeks of experimenting to figure out
how to best schedule both your medica-
tions and other events in your life. For
this reason it may be useful to start a ‘dry
run’ of therapy, allowing time to adjust
routines prior to actually taking the drugs.

· Planning ahead for weekends and vaca-
tions. People often miss doses when they
are away from home. For most people,
weekends are different from their normal
weekday routine so it is important to plan
ahead. Take into account the changed en-
vironment. Will you feel comfortable
with your normal routine or will you
need other strategies?

· Keeping all your medications with you
when traveling. Baggage containing medi-
cation can be lost or delayed.

· Planning ahead for privacy if you need to
hide the fact that you are taking medica-
tion. If you are not able to take your
medication openly, try to find at least one
person with a similar problem with
whom you can discuss strategy. Some ex-
amples might be adjusting your lunch or
break schedule to ensure privacy or keep-
ing water in your bedroom at all times.

· Keeping a diary—include whatever is
important to you: when you took treat-
ment, reason for missed dose, how you
feel, etc. Keeping a record like this serves
as a reminder of how well, or poorly, you
are doing with adherence.

· Using your support network to remind
you of your medication requirements.
Some people select a “treatment buddy”
who can make daily reminder phone
calls.

· Setting up a support network for your
emotional needs as well. It’s difficult to
take treatment and also deal with daily
stress, whether it be taking care of chil-
dren, working or dealing with illness.
These strategies may not work for all in-

dividuals. Because of cultural, gender and
socio-economic differences, some sugges-
tions are more appropriate for some people
than others. Different issues are more im-
portant in some settings than others. For
example, in the Latino community, many
individuals reported that people they knew
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might not be able to reveal their HIV status
or their use of medications. This places
much greater emphasis on planning ahead
for moments of privacy each day. For
people struggling with lack of housing, ac-
tive drug use or untreated mental health
conditions, the strategies for successful
treatment will often go beyond what we
cover here. Still, even under the most chal-
lenging situations, people have daily rou-
tines which can be used as triggers for the
use of medications.

Adherence strategies can and must vary
from person to person and group to group.
However the most effective method of en-
suring success is motivation and commit-
ment to a treatment regimen, along with
the recognition that it is possible to accom-
modate the need for long-term treatment. It
may take several attempts before you find
the approach that works best for you, but
people with other life-threatening chronic
illnesses have long demonstrated that it can
be done. As an elderly woman with diabe-
tes said at a recent Project Inform Town
Meeting, “if you want to live, you’ll find a
way to do it.”

Commentary
Perhaps the greatest way in which adherence
to HIV treatments differs from adherence in
other chronic illnesses is the lack of imme-
diate symptoms or consequences when ad-
herence fails. In diabetes, for example, fail-
ure to adhere can quickly result in insulin
shock or even death. In HIV disease, the ef-
fects of non-adherence are slow to appear,
but nonetheless deadly. This lack of a rapid
feedback or response places more of the
burden for adherence on the intellect and a
bit less on the immediate reaction of the
body. A person with HIV infection must
take a long-term view in order to have a
long-term future.

Adherence is also a challenge to the
many of the support systems for people with
HIV. Managed care and other economic
changes in the medical field have left pro-
viders with less time to spend educating pa-
tients. Moreover, most health care providers
have little or no training in the self-adher-

ence tools that might help people who are
undertaking a new treatment regimen.
Training will be needed both in HIV treat-
ments and tools of self-compliance. Some
pharmaceutical companies already offer
“adherence training” programs which have
been developed for other illnesses. They are
just now beginning to pilot test their use in
HIV disease.

There are few effective structures in the
HIV care and service industry to support
people taking treatment effectively, such as
treatment support groups and treatment-
knowledgeable case managers. Many work-
ing in the HIV service field have been oper-
ating from a model of disability and death.
The transition to supporting people who are
living longer with complex treatments and
social needs will require planning and shifts,

not only in programs, but in paradigms.
The best long-term solutions must ulti-

mately go beyond helping the individual
adhere to the schedules demanded by the
drugs. Instead, they must begin to focus on
making better therapies and longer-lasting
formulations that are easier to use, more
easily absorbed, have fewer side effects and
drug interactions, and maintain more con-
sistent drug levels in blood. This work is al-
ready well underway with studies beginning
this month for treatments which may re-
quire only once per day dosing. The final
solution, of course, is an outright cure to
the disease, one which not only results in
eradication of HIV and immune restora-
tion, but no further need for medication.
The prospects for this kind of solution are,
unfortunately, less certain.

1592 Update

Though final details are still in debate, a modest-sized compassionate use

program for the Glaxo Wellcome 1592 (2,500–5000 people worldwide)

will be initiated for adults in July, followed by a much larger expanded

access program (10,000–20,000 people) shortly after the turn of the year.

Call the Hotline for details. Before everyone rushes out with high hopes

to get this new drug, a few points should be considered:

· Simply adding 1592 to a failing treat-
ment regimen is not likely to help much.
For many, it will be wiser to wait until it
is possible to start two new, previously
unused drugs at the same time. Other
new drugs are expected to go into some
form of expanded access in late 1997 or
early 1998.

· New clinical trial data suggests that 1592
is less likely to be effective in people who
have previously used the AZT/3TC com-
bination or ddI. There is clearly some
level of cross-resistance between 3TC, ddI
and 1592.

· Many people can afford to wait six
months or so for the larger, second pro-
gram, even if they are qualified for the
early, smaller program. When people who

can afford to wait rush ahead because
they WANT 1592 rather than truly NEED
it, they may get it, but at the expense of
someone else whose need may be far
more desperate. Let the truly neediest
people move to the head of the line.

· True side effects and efficacy of this drug
are largely unknown. Even less is known
about the best way to use it. One thing
we’ve learned from protease inhibitors is
that it’s more important to use a drug
wisely than it is to use it NOW.
In this era of long-term treatment strat-

egies, the jump to 1592 warrants a cautious
approach. Additional options, such as
DMP-266 and Vertex W141, will follow
shortly. For many, waiting will be the best
strategy.
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PI Perspective Survey Results

In 1996, Project Inform conducted a survey of PI Perspective readers. We

received thousands of responses from our constituents, overwhelmingly

telling us that the content of the PI Perspective was useful, the balance of

topics was good and the reading level and presentation of information met

their needs. As many readers may have noticed, Project Inform is institut-

ing a ‘new look’ with this issue of the PI Perspective. While the look has

changed, the information, based on our reader survey results, has main-

tained the same standards and characteristics as before. We have been able

to add more treatment information to the PI Perspective with space gained

by making the organizational newsletter, In Focus, a separate publication.

Survey Results
PI Perspective is read by a large number of
women, and as we noted previously in our
survey of the Project Inform Hotline, over
20% of Project Inform constituents are
women. Project Inform is increasing its ser-
vices to women living with HIV and has re-
cently announced the initiation of Project
WISE, a program focused on information
and advocacy specifically for women.

The vast majority of people responding to
our survey were age 30 or older (95%). Ad-
ditionally, the majority of those responding
were Caucasian (85%), with African Ameri-
cans and Latinos being the largest minority
ethnic groups reading the PI Perspective. The
Outreach Department at Project Inform has
implemented programs to specifically target
and bring treatment information to youth
and ethnic minorities to broaden the reach of
Project Inform’s services.

Not surprisingly, the majority of Project
Inform readers are people living with HIV or
AIDS (67.2%), most of whom have known
their HIV status for at least three years and a
large majority of whom have known their
HIV status for over 7 years. A small yet sig-
nificant number of people (over 10%) have
known their HIV status for 11 years or
longer. People are primarily using the PI Per-
spective to help guide their personal treat-
ment choices (62%), keep informed on new
developments (77%) and share new infor-

mation with friends (49%), yet a significant
number of health care (16%) and other ser-
vice providers (19%) are reading Project In-
form information to stay abreast of develop-
ments to better serve their clients.

On questions about readability and pre-
sentation of information, the majority of
people, nearly 90%, noted that the materi-
als are satisfactory the way they are. Slightly
fewer (70%) noted an adequate use of
graphics, although about 13% of readers
said more would be helpful.

In addition to soliciting responses to spe-
cific items, readers were encouraged to pro-
vide us with written comments. Written
themes echoed by more than twenty people
included that the information was good, clear
and highly useful. Additionally, over twenty
written comments stated that the reading level
was a little too complex. The overwhelming
majority of written comments were very en-
couraging and positive. Those comments that
were less supportive of the PI Perspective (less
than 20) primarily encouraged more discus-
sion of complementary therapies.

Based on these survey results, the staff at
Project Inform is encouraged that the treat-
ment information is meeting people’s
needs and that Outreach and Advocacy
programs are properly directed to identified
areas of focus. The Information Depart-
ment sends a word of thanks to everyone
who participated in the reader survey!
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The Basic Message
• Learn about HIV testing options and

choose one that fits your needs! Be
sure your privacy is protected!

• If you’re positive, don’t panic. If you
make your health a priority, chances
are you will be reasonably healthy for
many years.

• Learn about your healthcare options
and local support services.

• Get a complete physical and blood
tests for CD4+ cell count and HIV
level. Repeat quarterly and watch for
trends. Women should get GYN ex-
ams and Pap tests every six months,
more often if abnormal.

• Work with a doctor to develop a long-
term strategy for managing HIV dis-
ease.

• If the CD4+ cell count is below 350
or falling rapidly, consider starting anti-
HIV therapy. Test at least twice be-
fore taking action.

• If anti-HIV therapy fails to reduce your
HIV level below the “limit of detec-
tion” or below 5,000 copies within
3–6 months, consider a different or
more aggressive therapy.

• If the CD4+ count trend stays below
300, consider treatment for prevent-
ing PCP. If it stays below 200, start
treatment for preventing PCP (if you
haven’t already done so) and recon-
sider anti-HIV therapy if not on one.
Learn about drug interactions and
preventive treatments for opportunis-
tic infections.

• If you started preventive therapies
and your CD4+ cell count rises in re-
sponse to anti-HIV therapy, ask your
doctor whether it might be safe to
stop certain preventive therapies.

• If your CD4+ cell count stays below
75, consider more frequent blood
work—perhaps monthly. Consider
therapies for preventing MAC/MAI
and CMV.

• Regularly seek support for your per-
sonal, spiritual and emotional needs.
It takes more than medicines to keep
you well.


