
W
R

IT
E

R

E
D

IT
O

R
SLillian Thiemann 

Co-Founder and President, 
Visionary Health Concepts 
HIV Research Co-Chair, 
Women’s HIV Collaborative of New York

Krista Martel
Senior Director,  
HIV Educational Services
Visionary Health Concepts

Dolapo Y. Bankole, PharmD
Director, Editorial Services
Visionary Health Concepts

WHEN TO START 
A CLINICAL PERSPECTIVE ON DEVELOPING DATA 

ADDRESSING EARLY VS. LATE TREATMENT INITIATIONNOV 2003

Early vs. late initiation of treatment meeting 

Discussions 

Large cohort studies, immune recovery, and CD4 nadir 

This independent educational program was sponsored by GlaxoSmithKline.

As an HIV-positive patient who spends most of her time in search of clinically relevant and evidence-based information about
HIV in order to provide effective education at both the clinical and community levels (see www.freehivinfo.com), I was
impressed once again with the energy that eminent scientists still apply to creating a research agenda around the question of
“when to start” HIV treatment. This continuing debate raises the following questions for me:  
• Why is the HIV treatment question, “when to start,” still such a hot topic? 
• How do top HIV researchers evaluate and utilize data from existing and developing science to validate  —or challenge —  

the current HIV guideline recommendations on the “when to start” issue?  

This article is written from a patient’s perspective on the dis-
cussions and presentations that took place at the Early vs.
Late Initiation of Treatment Meeting, September 25th and 26th

(2003) in Atlanta, GA. I am focusing on the information that
struck me as having the most potential for future clinical rele-
vance. The following analysis might stimulate thought about
the questions posed above as well as other challenges
healthcare providers and patients face in reacting to the
evolving science and the constantly changing HIV research
landscape. For example, over the past years, the answer to
the “when to start” question has gone through dramatic

reconditioning — from “hit hard, hit early, and treat everyone”
to “don’t treat unless you have to and certainly not before
CD4 T cell counts are below 350 cells/µL.” There is still com-
plete consensus on the need to treat all patients with <200
cells/µL CD4 counts1, but that is the only firm ground in sight
in the “when to start” question. During the meeting, discus-
sions on this topic occurred mostly in what I term “the grey
areas,” that is, patients with intermediate immunodeficiency
(asymptomatic and CD4 counts ranging between 200-
350cells/µL) and the newly infected, another group in which
treatment was still wide open for discussion at this meeting. 

This meeting of researchers included attendees from devel-
oped countries only (US, UK and Europe), although the chal-
lenges faced by undeveloped nations were often mentioned.
It was a rarified atmosphere, sometimes far removed from
real life and the multifactorial clinical considerations of indi-
vidualized HIV treatment. For example, it is clear from this
meeting and other recent conference presentations that dis-
cussions are broadening to explore how the rate of disease
progression is influenced by individual genetic factors such
as HLA genotype (HLA-A,-B,-C) given that specific changes
(polymorphisms) are associated with altered natural immune
response and viral control and some interesting immunolog-
ic factors.2 Although this information is quite fascinating, the
viability of genotyping each patient is not feasible within our
current healthcare system. In addition, the potential clinical
benefit that might be derived from such genotyping — even
if it were possible — remains unclear. Research continues
with the hope that in the future it may be possible, in some

patients, to guide treatment decision-making through geno-
typing. Such testing could influence early vs. late treatment
initiation, treatment of primary infections, and structured
treatment interruptions, in which case, genotyping would
facilitate a truly “individualized” therapy. 

Within the confines of this type of research, can we expect
that researchers will discover the “best evidence” to set a
course for simultaneously prolonging life while delivering a
decent quality of life for patients who have unique concerns,
expectations, and values? Of course not, because any “evi-
dence” researchers deliver is only part of the story. From this
patient’s perspective, the best evidence is usually found
when clinically relevant research, which has been conducted
using sound methodology, is applied in the context of indi-
vidual patients’ lives. And to their credit, a few of the
researcher attendees strongly and openly expressed this
view as well.

It was noted by more than one participant that we
(researchers, clinicians, community educators) are making
decisions for the future based on outdated information and
data generated using possibly outmoded antiretroviral thera-
py (ART). This was cited as the primary challenge of cohort
studies. For example it was noted that the much revered
Mellors Model, which explored patient prognosis without high
active antiretroviral therapy (HAART) and with a 3-year prob-
ability of developing AIDS in 1604 men enrolled in the
Multicenter AIDS Cohort Study (MACS)3, was somewhat clin-
ically irrelevant in an age in which healthcare providers make
treatment decisions based on prognostic tests and patient
interactions that are re-evaluated every 3 months. 

An observation made by one attendee centered on the vari-
ability of CD4 testing results (+/- 100 cells), which throws
some of the research discussed into murky light. While using
one laboratory exclusively to process study samples reduces
the likelihood of variability, the results may not be absolutely
reliable. The International AIDS Society-USA (IAS-USA) and

Department of Health and Human Services (DHHS) guide-
lines both recommend making treatment decisions based on
patients’ CD4 values, thus making variability a major point of
concern. If you choose to initiate treatment at <350 cells/µL,
can you trust the lab values? Is it really 350 cells/µL? 

As someone who started CART with a nadir of CD4 cells
<50/µL and who has suffered severe lipoatrophy and moder-
ate neuropathy, I was particularly interested in the discussion
of comparative data generated by the HIV Outpatient Study
(HOPS) cohort.4 In this study, 546 patients participated in two
separate assessments (Surveys 1 and 2) that were roughly
two years apart. The incidence of lipoatrophy was signifi-
cantly higher in those who started CART with CD4 counts
<100 cells/µL; 337 (61.7%) had no lipoatrophy at Survey 1
and 44 (13.1%) of these developed moderate to severe lipoa-
trophy by Survey 2.  However, duration of CART use was not
associated with lipoatrophy. The presentation of HOPS data
that related to increased incidence of peripheral neuropathy
(ACTG 384) and chronic renal failure in patients who initiated
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treatment at low CD4 cell nadir was also of interest, as was the
quality of life assessment that included surveys showing early
associations with better physical quality of life for patients who
initiated treatment with CD4 counts >350 cells/µL. As a result,
it was reported that HOPS clinicians are now becoming early
initiators of treatment and are speaking to patients about start-
ing treatment when CD4 counts are between 350-500 cells/µL. 

Although several of the participants did not find the HOPS data
compelling enough to warrant such action, I thought it was
wonderful to hear researchers focusing on issues other than
preventing “AIDS death,” which is not the paramount factor for
those of us who are long-term survivors. It was fairly recog-
nized during a presentation focused on coronary artery disease
(CAD) risk in HIV, that while increases in CAD events have not
been proven in cohort studies, there is a definite increased risk
of the disease among those with HIV. This again speaks to risk
assessment and the need to identify patients at the highest risk
for CAD. And although it was agreed that identifying such
patients was necessary in order to try to institute lifestyle
changes and assess for possible cholesterol-lowering treat-
ment, CAD risk was not considered a factor upon which HIV
treatment decisions should hinge.

One of the discussions with the most potential for future clini-
cal relevance, in this patient’s opinion, was the overview dis-
cussion of the Strategies for the Management of Anti-Retroviral
Therapy (SMART) study. This study is designed to compare
drug conservation (stopping or deferring ART until CD4 counts

decline to <250 cells/µL, at which time ART will be re-started to
increase cell counts then used episodically) to viral suppression
achieved by continued treatment. All the patients recruited for
this study will be enrolled with CD4 cell counts >350 cells/µL.
Only pregnancy/breastfeeding or enrollment in a trial not con-
sistent with SMART will exclude participation. This constitutes
a very “real world” design. Although this study will take 6,000
patients and 7 years to gather the quality information the
researchers are looking for, this is an important study to track.
The need for 95%+ adherence to current treatments puts a
tremendous, and somewhat unrealistic, burden on patients.
The exploration of the viability of an alternative treatment model
in this study may also yield data from its metabolic and CAD
sub-studies which may provide further direction and clinically
relevant insight. Most importantly, it was indicated in this pres-
entation that the best information will come from SMART and
other research entities exploring — if only partially — the “when
to start” issue combined with “when to stop.” 

At the end of the meeting my hopes for immediate gratification and
clear answers to the “when to start” question vanished. The meet-
ing ended with the researchers returning to their separate work
lives where they continue to look for the next data that will give the
best, clear direction to the research agenda on this topic. While
this does not provide us with any absolutes right now, it is encour-
aging to know that there is still a significant amount of research
and attention dedicated to this important issue.  

This report and others covering the same topic are available on Medscape.com. Simply visit http://www.medscape.com/viewarticle/463372
and register to access the articles.


