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Diabolic Duo

End Stage Liver Disease
Emerges As Leading
Cause of Death in PWAs
with Hepatitis C

‘Big problem on our hands’

“While many people with HIV are living
longer, more productive lives,” Michael
Marco explains,” a good many who are
also co-infected with the hepatitis C
virus are winding up in the hospital and
dying of end-stage liver disease. As an
activist who eschews hepatitis C media
hype (e.g., New York magazine’s outra-
geous 2000 cover story, “Hepatitis C,
The Silent Killer”) and alarmist co-infec-
tion data from misleading, outdated and
small retrospective case studies, | am
here to say that we have a big problem
on our hands.”

nd stage liver disease (ESLD) (char-

acterized as conditions, including
encephalopathy, ascites, jaundice, gas-
trointestinal bleeding, hepatorenal syn-
drome or peritonitis) in PWAs with HCV
appears to be a leading cause of hospi-
tal admissions and death according to a
number of U.S. and European data pre-
sentations at the 8th Conference on
Retroviruses and Opportunistic
Infections. Conflicting data from the
conference (and recent journal articles)
have also reinvigorated the old debate of
whether HCV infection independently
leads to accelerated disease progression
and death in PWAs.
End stage liver disease as the leading
cause of death in HIV clinical

- continued on page 5 -
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New HHS Guidelines: “Hit Late, Hit Hard”

Hepatitis C from the Retrovirus Conference

Valganciclovir Recommended for Approval

2001

TAGIline en espaifiol

Highly active antiretroviral therapy
(HAART) should be offered to every
HIV-infected individual with a(n):

Previous HHS
Guidelines

New HHS
Guidelines

CD4 <500/mm3 CD4 <350/mm3
or

HIV >20,000/mL  HIV>55,000/mLT

Abducién de la Inducion
La Aprobacion Federal
De la Droga CMV Oral
Rendiria la Terapia Inicial
de Retinitis CMV
Mas Facil

* * *

‘Doce afios en la venida’

* *

En el 27 de febrero el Comité Consultor
Antiviral Endroga del FDA reuni6 para
considerar una aplicacion para la
aprobacion de valganciclovir de
Hoffmann-La Roche para el tratamien-
to de retinitis de CMV en la gente con
SIDA. Michael Marco preparé este
papel de la posicion a favor de TAG.
Una decision en la aplicacion se espera
luego este mes.

etinitis de cytomegalovirus (CMV),
Run afectar de la enfermedad de
viral la pérdida de ojos y causa de la
visién, era una vez una enfermedad
rara que ocurre so6lo entre individuos
con syndromes primario de immunod-
eficiency o des6rdenes de autoim-
mune, recipientes de trasplante de

- sigue en la pagina 10 -

Farewell to Arms

Government Experts
Roll Back the Big Guns,
And Slither Away
to Trenches

‘Inferences, hints and clues’

Mark Harrington writes, “As someone
who’s spent the last twelve years of
my life trying to encourage more and
better AIDS research, and has worked
with community groups to help push
Congress and three Presidents to pro-
vide more resources for that research,
it's profoundly disappointing that the
leaders of the research effort—both at
NIH and in the lavishly funded AACTG
and the smaller, but still substantial
CPCRA—have signally failed to do
anything more to address the question
of ‘When-to-start?’ than to reluctantly
replace one set of guidelines based on
expert opinion with another.” His brief
history of where we are and how we
got here is now up on the TAG web site
and excerpted below.

newly revised set of U.S. govern-

ment guidelines on when to start
antiretroviral therapy, despite repudi-
ating the “Hit early, hit hard” strategy
which has predominated in the U.S.
since the Vancouver AIDS conference
in 1996, merited only a peripheral
presence at the 8th Annual Retrovirus
Conference held in Chicago from 3-8
February 2001.

Neither the chairs of the Health and
Human Services guidelines panel nor

- continued on next page -
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the organizers of the Conference
appeared especially eager to highlight
the significant modifications that
appeared in the February 2001
update of the Guidelines for the Use of
Antiretroviral Agents in HIV-Infected

Adults & Adolescents.

Prior to the conference |
heard a rumor that the
organizers had turned
down a request by guide-
lines panel co-chairs
Anthony S. Fauci (NIAID)
and John Bartlett (Johns
Hopkins University) for a
press conference to
announce the new guide-
lines. So, at the opening press ses-
sion | questioned Retrovirus chair
Connie Benson of the University of
Colorado whether they had indeed
turned down a request by Drs. Fauci
and Bartlett. “Not at all,” said Dr
Benson, who is also a co-chair of the
government’'s top HIV clinical
research program (the AACTG). It
turns out the only request she heard
had come from a NIAID press per-
son. “Do you think | would actually
turn down Dr. Fauci?” she asked.
And in fact, as the conference
opened, the only document NIAID
had shown the conference organizers
was an anemic two-page press
release; the Retrovirus press person
had to download a copy of the new
guidelines from the internet.

Why the low-key reception? Well, just
as enthusiasm for the early use of
AZT was deflated by the release of the
Concorde study results in 1993, so
the 2001 treatment guidelines finally
depose the ailing “Hit early, hit hard”
strategy. But for some, old strategies
die hard.

Rather than trumpeting the changes
by holding a press conference before
the world’'s leading AIDS reporters in
Chicago and admitting “Whoops! We
were wrong! We screwed up! Maybe
treating everyone with a viral load
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over 5,000-10,000 HIV RNA
copies/mL wasn’t such a great idea
after all,” the guidelines panel co-
chairs and the Retrovirus organizers
all felt it was more opportune—or
more expedient—to skate over the
matter as casually as possible, as

Just as the enthusiasm for the early
use of AZT was deflated by Concorde
in 1993, so the 2001 treatment
guidelines finally depose the ailing
“Hit early, hit hard” orthodoxy.

though the new guidelines represent-
ed a simple and relatively uncontro-
versial recalibration of the standard of
care.

An honest mistake?

Of course, TAG has been covering this
controversy for a long time. When
Mark Schoofs from The Wall Street
Journal called me, he said, “This is a
good thing. People don't have to go on
therapy so early.”

“Well, yes,” | said, “but it would have
been much better to have a clear
answer from a randomized, controlled
trial by now.”

“Well, Tony Fauci says that's unfeasi-
ble.”

“Well, if he says so, it must be true,” |
replied, “but if they'd started one in
1996, we might have an answer by
now.”

“You sound angry.”

“l am angry. Thousands of people
were put on therapy too early, and
some of them developed life-threaten-
ing side effects, or resistance, and
they would have been fine if they had
just waited.”

Was not seeking evidence for such a
sweeping policy simply an honest mis-
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take—a gush of euphoria that the
long, dark night of AIDS was finally
over? Well, of course, those promul-
gating the original standard of care
were sincere—but they also defaulted
from their obligation as scientists to
prove that their expert opinion was

actually correct.
Considering the emergence
of long-term side effects
and widespread cross-resis-
tance, it would seem that it
was not.

So why change now?

The death of the eradica-
tion hypothesis?

The NIH press release dis-
tributed at the conference quoted Dr.
Fauci as saying, “We know that we
cannot eradicate HIV infection with
currently available medications.” But
we have known that HAART cannot
eradicate HIV ever since the discovery
at the laboratories of Bob Siliciano,
Doug Richman, and Tony Fauci in
1997 of latent HIV reservoirs in rest-
ing, provirally-integrated CD4 cells.
The original HHS guidelines came out
that same year. So the “Hit early”
approach could not have been based
solely—or even mainly—on the feasi-
bility of eradication.

Treat HIV like any other infectious
disease?

In the minds of some, the “Hit early”
approach was based on the idea that,
in Bruce Walker's words, we should
“treat HIV-1 like any other infection—
treat it.” Well, sure. The question is,
when?

HIV-1 is not like other infections.
Some, such as bacterial infections,
can be cured with antibiotics.
Obviously, if HIV could be cured, we
would try to cure people. Persistent
viral infections, such as herpes, can-
not be cured, and we do not treat
them chronically; instead, we only
treat them when outbreaks occur. HIV
is like neither bacterial infections nor
herpes. It cannot be cured. It is
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Mary Jean Slugs It Out in Gaithersburg: Roche’s Valganciclovir is Recommended for Approval

On 27 February at the sad and lonely Gaithersburg Holiday Inn, the FDA'’s Antiviral Drug Advisory Committee (ADAC) held a hear-
ing to discuss Hoffmann-La Roche’s NDA for valganciclovir for the treatment of CMV retinitis in people with AIDS. One would have
thought that CMV - once the second leading cause of death in PWAs - was an infection on par with toe fungus by the meager audi-
ence turnout. It was, however, an historic day for CMV research:the first oral drug with real efficacy to treat CMV was about to be
recommended for approved. One couldn’t help but wonder, “Where was this drug ten tears ago when we really needed it?” The
ADAC committee was absent of some of its members, most notably Roy “Trip” Gulick, the acting-chair. Roger Pomerantz filled in
nicely for Trip, and luckily old-time HIV experts Princy Kumar (Georgetown) and Chris Mathews (UCSD)were present for a reality
check. The advisory committee was infused with some well-respected ophthalmologists who unfortunately got “stuck-on-stupid”
during the question and answer period. Roche’s Mary Jean Stempien, who is considered the mother of IV ganciclovir from the late
1980s, was back at the helm presenting the valganciclovir safety and efficacy data. Emory’s Dan Martin, the consummate over-
accruer and good-natured ophthalmologist, was on-hand to answer the technical ophthalmologic questions.

I had wondered why the FDA'’s Antiviral Drug Products Division requested a public hearing on valganciclovir, the valine-ester pro-
drug of IV ganciclovir. The valganciclovir data are excellent and there are years of experience treating thousands of people with IV
ganciclovir. A source close to the Division told me the hearing was needed because: 1) only one trial of 160 people was being used
for efficacy analysis; and 2) the sponsor was requesting an indication for CMV induction and maintenance therapy but only had effi-
cacy data from the 4-week randomized valganciclovir vs. IV ganciclovir induction phase.

Roche pointed out three reasons it deserved an indication for maintenance therapy:

1. Valganciclovir provides systemic exposure (AUC) comparable to IV ganciclovir;

2. Valganciclovir's efficacy in the induction phase—the most rigorous test of a CMV drug—was similar to IV ganciclovir;

3. Valganciclovir offers exposure 10-times that of oral ganciclovir (and it's approved for maintenance), valganciclovir should
be considered at least as effective for maintenance.

Mary Jean Stempien and Dan Martin were on their toes the entire day answering questions and showing a myriad of back-up
slides. Some of the pharmacology questions were interesting (i.e., “Is using AUC the best gauge for determining bio-equivalence”),
but most of the others were too painful to sit through. | wondered if some of the ophthalmologists really knew HIV clinical care and
understood the entire HIV-positive individual,not just his or her eyes. One ophthalmologist did not like the rate of anemia attributed
to valganciclovir during the open-label maintenance phase. He repeatedly wanted to know if Roche would consider lowering the
maintenance dose.Mary Jean began answering his questions simply and calmly, but when he just wouldn’t let up, she lost her
polite and professional tone of voice and let him have it. | have paraphrased her comments below.

Since the ADAC already had a straightforward TAG statement that recommended valganciclovir for approval, | decided to discuss
the questions which were soon to be voted on. With regard to its efficacy, | said that valganciclovir was comparable to ganciclovir,
and it's surprising that even one study was ever completed during the HAART era. | reminded them that after 20 years of AIDS, an
effective oral CMV treatment is still not available. | also reminded them that Roche headquarters in Basel wanted to stop the devel-
opment of valganciclovir because of fear that CMV had gone away and there would be no market. As for its safety, | said valganci-
clovir is IV ganciclovir in a pill and all good HIV doctors know how to manage ganciclovir's hematological toxicities. When it came to
the question of valganciclovir's effectiveness as maintenance, | informed the ADAC that most CMV drugs were approved for induc-
tion and maintenance therapy using an immediate versus deferred trial design. Such studies only told us that the drug was better
than nothing (deferring) and were stopped so early by a DSMB that no real maintenance data exist. Why was the bar being sud-
denly raised for valganciclovir?”

chronic and persistent. And it never
goes into full latency—unlike herpes.
Treatment requires complex, expen-
sive, sometimes toxic, combination
therapy. Full adherence is difficult if
not impossible. The development of
drug resistance is a constant threat.

Solid results from evidence-based
medicine?

In the NIH press release, Fauci went
on to say that the revised guidelines
present “evidence-based recommenda-
tions for initiating antiretroviral thera-
py that take into account both the
benefits and potential risks...” But the
guidelines themselves admit that,
“The optimal time to initiate antiretro-
viral therapy is not known.”

The “evidence” to which Dr. Fauci
referred is a random grab-bag of obser-
vational studies which are contradicto-
ry and hardly definitive. One can con-
clude whatever one wants to from
these observational studies: if you
favor early treatment, you can find
studies that do too; if you favor later
therapy, other studies will back you

- continued on next page -

0000 000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000

-3-



L R Y XN

up.

Weaker evidence from observational
studies?

Observational studies, despite their
limitations, are practically the only

“evidence” we have right now
about the clinical benefits of
various starting thresholds.
Several large cohort studies
presented at the Retrovirus
conference in February
2001—most of them in
poster form because they did
not fit the preferred weltan-
schauung of the conference
organizers—suggest that,
while starting when the CD4
count is below 200 is clearly less
effective than starting when it's above,
there is no difference among groups
starting with higher CD4 cut-offs.
Even very high viral loads may make
little difference.

What next?

It would be nice if we could really have
treatment guidelines based on evi-
dence from well-controlled studies.
But perhaps we missed the chance to
initiate such studies because so many
were captivated by the euphoria that
accompanied the adoption of HAART
after 1996. Sometime in 1997, when
David Barr and | were in Anthony
Fauci’s famous corner office at NIAID,
we asked him to support a major clin-
ical trial of when-to-start. “It’s the
most important question in HIV thera-
py,” he agreed. But nothing happened.
During the 1998 adult AIDS Clinical
Trials Group (AACTG) recompetition,
NIAID once again missed the opportu-
nity to encourage—or force—the
research community to address the
question.

In early 2000, after considerable
activist pressure, NIAID's Division of
AIDS appeared to recommend $42
million in funding for a when-to-start
trial and held several workshops to
discuss methodology and feasibility
issues. These initiatives were smoth-
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ered in the cradle by AACTG leader-
ship and community representatives
who dismissed the feasibility of long-
term research. This round of when-to-
start ideas was finally buried at the
NIAID Council meeting in January
2001.

Starting therapy when the CD4 count
Is below 200 is clearly less effective
than starting above 200, but there is
no difference at higher CD4 cut-offs—
even at very high viral loads

As the press started to get hold of the
new treatment guidelines, it was nat-
ural to ask Dr. Fauci why there were
no clinical trials to answer what
appeared to be such an important
question. Even though the NIAID-
sponsored feasibility studies had yet
to be completed, Fauci told ABC
News, in a story aired on January 31,
2001, that such a study would be,
“logistically impossible to do ... No one
has yet been able to come up with a
protocol.”

Some have suggested doing a when-
to-start study in a developing coun-
try. But in places that can barely
afford HAART or the necessary infra-
structure, treating people with CD4
counts over 350—or even over 200
cells/mm3—may be a luxury such
countries can ill-afford, even if some
so-far-undetected benefit actually
accrues to such a strategy.

At the Retrovirus conference, one of
the leading figures in the Adult ACTG
told me that, having dismissed the
idea of a randomized when-to-start
study with clinical endpoints, the
AACTG is now exploring the feasibili-
ty of 1) smaller, randomized when-to-
start studies looking at viral load,
CD4 counts, and other laboratory
parameters, and 2) establishing a
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larger observational cohort which,
supposedly, could shed light on the
question.

There are several problems with this
approach. The smaller randomized
study with surrogate markers simply
wouldn’t answer the ques-
tion of whether people who
start treatment earlier live
longer or not. Obviously,
CD4 counts would be high-
er, and RNA levels lower, in
the group that was treated
earlier. But this might not
affect longer-term out-
comes. A prospective obser-
vational study would be
expensive, wouldn’t answer
the question any sooner than a ran-
domized controlled trial, and would
suffer from all the limitations of the
observational studies described
above.

It appears unlikely that any of the
NIH-funded trials networks will do a
controlled clinical endpoint study
looking at when to start. It appears
even less likely that such a study
could be carried out in resource-poor
developing country settings. Perhaps
the Europeans, in conjunction with
other developed countries such as
Canada or Australia, may do such a
study—but clinicians in those coun-
tries already tend to start treatment
later.

More likely, we'll have to continue to
rely on observational studies with
accumulating inferences, hints and
clues from smaller randomized stud-
ies, as well as new and emerging
insights about predictors and corre-
lates of various drug-related adverse
events, to guide the standard of care
for the next few years. T

0000 000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000

-4-



L R Y XN

cohorts

Epidemiology studies from various
HIV cohorts in the U.S. report co-
infection in 25-75% of individuals.
The higher incidence rates are often
found in major metropolitan inner-city

clinics treating persons with
a history of intravenous
drug use. Many HIV clinics
in southern Europe have a
co-infection exceeding 50%.
Co-infected HAART-treated
individuals who are living
longer and entering their
late 40s and 50s are having
their HCV disease go from
asymptomatic to sympto-
matic and, worse yet, from
symptomatic to ESLD. For 20% of
HCV-infected individuals—especially
those co-infected with a nadir CD4
cell count of <200 cells/mm3—pro-
gression to ESLD is only a matter of
time.

Researchers in Madrid documented a
steep rise in the number of hospital
admissions and deaths caused by
HCV- and HBV-related ESLD between
1995 and 2000. Of the 843 HIV-posi-
tive individuals seen at the institution
over the five year period, 46% had
viral hepatitis; about 30% of whom
had HCV. Hospitalization due to ESLD
rose from 5.2% in 1996 to 8.4% in
2000. In fact, 43% of all deaths
among the HIV-positive individuals
were caused by ESLD.

HCV ESLD was again the leading
cause of death in a French HIV
cohort. French researchers reported
that there were 105 deaths recorded
between 1998-1999 in their 2,200
person cohort, and HCV ESLD was
the cause of 29% of them. Similarly,
investigators from northern Italy
found that HCV ESLD was the leading
cause of death in their HIV-positive
individuals in 1998 and 1999.

This surge in deaths due to ESLD in
co-infected individuals is not confined
to southern Europe. At Cook County
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Hospital in Chicago where over 50% of
the HIV-positive individuals have
HCV, researchers there found ESLD
to be the cause of death in 35% of the
individuals between January 1998
and September 2000. Overall, ESLD
was the second leading cause of death

Does treating the HCV
in an HIV/HCV co-infected
individual help to combat the
underlying HIV infection?

after sepsis (38%).

Does HCV infection negatively affect
HIV disease?

A number of studies presented at the
Retrovirus meeting attempted to
answer the controversial co-infection
guestion: Does HCV have a negative
impact on HIV disease progression
and survival? The best data came
from the well-established European
HIV cohorts and the Johns Hopkins
group.

Studies concluding “Yes”
Researchers from Montreal’s McGill
University presented results from a 182
HIV-positive patient retrospective chart
review suggesting that HCV co-infection
was associated with faster progression
to death and increased hospitalization.
78 HIV/HCV co-infected individuals
were compared with 104 HIV-mono-
infected individuals seen at the McGill
clinic between January 1996 and June
1999. While both groups had similar
baseline demographics (38 years old;
70% male; 310 CD4 cells/mm3; HIV
RNA of 10,000 copies/mL), 23% of the
co-infected individuals were on HAART
compared to 35% of those infected with
HIV alone.

The rate of opportunistic infections was
9.77 vs. 7.91 per 100 person years;
rate of death: 6.67 vs. 2.27/100 person
years; and hospitalization rate: 15.03
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vs. 6.79/100 person years in co-infect-
ed and mono-infected individuals,
respectively. Co-infection was therefore
associated with a faster progression to
death. After adjusting for differences in
baseline and follow-up measures of
CD4 cell count, HIV viral load, dura-

tion of HIV infection, and
use of HAART, the relative
risk of death for HCV/HIV
co-infected individuals was
11.7; the relative risk of hos-
pitalization was 2.5.

Even though HAART use
was controlled for, the
authors speculated that the
differences in HIV clinical
progression “may be
explained in part by the lower use of
HAART.” The data here are important,
but it is difficult to garner definitive
conclusions from such a small, retro-
spective single-institution case study.

The McGill study corroborates results
of a much larger analysis from the
Swiss HIV Cohort—which was recent-
ly published in the Lancet. 3,111 indi-
viduals initiating HAART between
June 1996 and May 1999 were
prospectively followed for survival,
clinical progression, HIV RNA sup-
pression, CD4 cell recovery, and
HAART change according to HCV sta-
tus. Of the 3,111 HIV individuals who
were followed for a median of 28
months, 1,157 (37.2%) were co-infect-
ed with HCV, 1015 (87.7%) with a his-
tory of IVDU. There were significant
differences in baseline HIV character-
istics of the HCV-infected and HCV-
uninfected individuals: 27.7% vs.
23.5% had AIDS; 58.9% vs. 52.3%
were antiretroviral treatment naive;
and median CD4 cell count was 172
vs. 222 cells/mm3.

After the initiation of HAART, there
was no association between HCV
infection and the probability of reach-
ing an HIV RNA <400 copies/mL.
There were, however, differences with
regard to CD4 cell recovery. After one
year on HAART, the probability of fail-

- continued on next page -
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- continued from preceding page -

ing to increase CD4 counts by 50
cells/mm3 was 25.1% for HCV-infect-
ed compared to 16% for HCV-unin-
fected individuals (p<0.05).

Throughout the follow-up period,
7.5% of the HCV-infected individuals
developed an Ol compared to 4.7% of
the HCV-uninfected ones (p= 0.001).
Death was also more common in the
HCV co-infected group: 8.8% vs. 4%
(p<0.001). Interestingly, there were
significant differences in the probabili-
ty of clinical progression to AIDS and
death when data were stratified by
active IVDU and HCV. The estimated
probability of clinical progression at 2
years was: 6.6% for HCV-/no active
IVDU; 9.7% for HCV+/no active IVDU;
and 15% for HCV+/active IVDU.

The Swiss study is one of the first
(and largest) to detect an increase in
Ols and death due to co-infection with
HCV. One explanation for this could
be the impaired CD4 cell recovery in
HCV-infected individuals on HAART.
These results will need to be con-
firmed in another study of equal size
in a different country. (The fact that
>85% of these 3,000 Swiss individuals
had an HIV RNA <400 copies/mL
makes this author think that
Switzerland is not “real world” when it
comes to HIV and its medical manage-
ment.)

mpairment of CD4 cell recovery in

HIV/HCV co-infected individuals on
HAART was also seen in a Spanish
study. Retrospective data were collect-
ed on 902 HIV-positive individuals
(72% of whom were co-infected with
HCV) seen between January 1998 and
April 2000 in order to determine the
immunologic and virologic impact of
HCV infection on those initiating
HAART. There were significant differ-
ences in baseline HIV characteristics
between the HCV-infected and HCV-
uninfected individuals: mean CD4
count was 518 vs. 620 cell/mm3 and
HIV RNA was 11,000 vs. 6,000
copies/mL, respectively. Similar pro-
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portions of individuals in each group
were on HAART (92%), and there was
no difference in drug adherence (83%
taking >90% of pills).

After two years, there were striking
immunologic and virologic differences
between the two groups. HIV RNA on
average declined only 606 copies/mL
(5%) in the HCV-infected group com-
pared to 5,788 copies/mL (53%) in the
HCV-uninfected group. Likewise, CD4
counts on average increased 53
cells/mm3 (11%) compared to 111
cells/mm3 (22%) in the HCV-infected
and HCV-uninfected group, respective-

ly.

While this study does not provide actu-
al data on HIV clinical disease progres-
sion, it is interesting to note such strik-
ing differences in HIV surrogate marker
changes. Accordingly, the investigators
raise an interesting question: Would
treating a co-infected person’s HCV
(regardless of liver fibrosis state) indi-
rectly help combat the underlying HIV
disease?

Studies concluding “No”

Data from the Johns Hopkins 1,742
person HIV cohort suggest that HCV
does not affect HIV disease progression
or survival. Hopkins researchers fol-
lowed this cohort, 45% of whom were
HCV-infected, from January 1996 to
June 2000 in order to monitor end-
points such as CD4 cell decline to <200
cells/mm3, development of Ols, and
death. HCV-infected individuals were
older, more likely to be black (85%
HCV+ vs. 65% HCV-) and had past or
present IVDU (85% HCV+, 15% HCV-),
yet no differences were observed in
baseline CD4 or HIV RNA.

At the end of follow-up, no difference in
HIV clinical progression was observed
in the HCV co-infected individuals.
Initially, an increased risk of progres-
sion to CD4 <200 cells/mm3 and death
was documented in HCV-infected indi-
viduals with baseline CD4 counts
between 50 and 200/mm3. When
HAART use and lack of HIV RNA sup-
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pression to <400 copies/mL were con-
trolled for, however, HCV infection was
no longer significantly associated with
CD4 decline or survival. Of interest,
impairment of CD4 cell recovery on
HAART was also noticed in the co-
infected individuals at Hopkins. With
three studies documenting this fact,
TAG believes that intensified research
in the immunology of HCV co-infection
is warranted.

wo additional studies presented at

the meeting failed to document
accelerated HIV clinical progression or
increased mortality in co-infected indi-
viduals. French researchers followed
995 HIV-positive individuals (58% of
whom were co-infected with HCV) for 3
years. No significantly increased risk of
AIDS or death was noted in the HCV-
infected individuals compared to the
HCV-uninfected individuals. And in a
504 person Seville HIV cohort, deaths
due to liver failure were shown to have
increased since 1997, but no significant
difference in survival was observed
between HCV-infected and HCV-unin-
fected individuals.

Opening up the debate of whether HCV
alters HIV clinical progression adds to
the never-ending list of questions in
HIV/HCYV co-infection clinical and basic
research. In this fledgling field we des-
perately need large, collaborative, mul-
ticentered natural history co-infection
studies (as well as treatment trials) in
the U.S. and abroad—and the financial
resources to implement, follow, and
properly carry them out.
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Disenos Para Vivir

Los Veteranos del
Clinico, del Gobierno,
Industria, ASOs, Y
Farmacos Buscan El
Equilibro Entre
Datos y Droga

Lamentando monoterapia virtuel

En enero que el Antiviral Endroga el
comité Consultor del FDA reuni6 para
discutir el disefio del ensayo para la
terapia de objetos salvados en la infec-
cion de VIH. La TAG Yvette Delph esta-
ba alli y preparé este informe.

La reunién, meneada por Roy Gulick
de la Universidad de Cornell, se con-
vocd para enfocar en asuntos clinicos
de disefio de ensayo para los individu-
os infectados de VIH que han limitado
antiretroviral las opciones terapéuti-
cas. Heidi Jolson, Directora de la
Division de Productos de Drogas
Antivirales, not6 que el interés de FDA
estaba en el registrational antes que
los ensayos de la estrategia del
tratamiento y eso para el propoésito de
la reunién, el “altamente tratamiento
experimentdé (HTE) a poblacion” se
referiria a los individuos que
carecieron o habian perdido la
respuesta a dos o mas regimenes de
HAART y que tuvo la experiencia con
uno o masLos miembros de cada clase
de drogas.

Martin Schechter de la Red Clinica
canadiense de Ensayos dio una vista
general de opciones de disefio de
ensayo en adultos. El noté que como
individuos movieron del naive del
tratamiento para salvar, heterogeneity
de poblaciéon aumentado, pero ese het-
erogeneity sélo cuestiones si las vari-
ables son fuertemente prognostic. El
pregunt6 si deslumbrador en ensayos
de objetos salvados introdujo mas ten-
dencia que previno, cuando podria
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secar la ventaja de la adherencia de
un brazo con carga mas bajo de pildo-
ra. El lamenté el hecho eses disefios
de factorial son underutilized de woe-
fully en la arena médica.

Carlton Hogan de la Coalicién para la
Terapia (CST) de objetos salvados dio
la perspectiva de pacientes. EI CST era
incomodo con los disefios de intensifi-
cacion que agregan simplemente a un
agente nuevo a un regimen ya fallando
(* monoteréapia virtual”) y él enfatizé
gue era esencialmente importante que
la oferta de proactively de FDA limpie,
la guia sin ambigUedades relacionada
al uso de mas que un agente de inves-
tigational. ElI CST abogé fuertemente
gue esa terapia de fondo sea optimiza-
da se sea basado individualmente en
el genotypic y probar de resistencia de
phenotypic (regimen (OBR) optimizado
de fondo) y recomendado un disefio
modificado de factorial encima de
OBR. Con tres agentes nuevos (A, B,
C) esto seria:

«A+B+ OBR
«A+C+OBR
«B+C+OBR
«A+B+C+OBR

Tal disefio mejoraria las oportunidades
del control de virologic en cada brazo,
reducen el desarrollo de la resistencia
a agentes nuevos asi como también
drogas de OBR, permiten que los efec-
tos de agentes individuales sean dis-
cernidos, y pueden ser atractivo a par-
ticipantes potenciales. Sin embargo,
no hay brazo verdadero de control;
puede ser dificil de atribuir los acon-
tecimientos adversos a un agente par-
ticular con la certeza; y, si ciertas
combinaciones fallan de lograr el con-
trol de virologic, participantes de estu-
dio serian expuestos al toxicidad sin el
beneficio proporcionado.

Dr. Jolson indic6é que en 1999 el FDA
habia escrito a patrocinadores que
indican que més que un agente de
investigational podria ser usado y que
la Agencia era extremadamente
sostenedor de disefios de factorial. El
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FDA tuvo concierne acerca de ensayos
de intensificacion en poblaciones de
objetos salvados. Habia apoyo general
entre el entrepafio consultor para un
disefio modificado de factorial en indi-
viduos de HTE.

Era el fieltro que lo seria unethical de
matricularse los individuos profundos
de objetos salvados en ensayos—ellos
deben ser otorgados el acceso ensan-
chado o compasivo a agentes nuevos.

Michael Marco present6 la posicion de
TAG.

Daniel Vittecoq de la Agencia europea
para la Evaluacién de Productos
(EMEA) Medicinales resumié el
enfoque nuevo adoptivo por el EMEA a
la matricula de antiretroviral nuevo
endroga con perfiles particularmente
prometedores de resistencia o pharma-
cokinetic para el uso en individuos de
HTE.

La fase los estudios Il establecerian la
dosis de la droga en personas de naive
de tratamiento o voluntarios negativos
de VIH. Los ensayos de la fase Ill en
individuos de HTE deben ser los dis-
efios de la superioridad—o ensayos de
la sustitucién o intensificacion. Habria
una 2-4 evaluacién de la semana de la
eficacia y una 12-16 evaluacién de la
semana de la durabilidad y la seguri-
dad. Los puntos finales primarios
serian la proporcién de cargas de viral
de “undetectable” de lograr de partici-
pantes y = 0.5 diferencia logl0 entre
grupos.

Jim Rooney de la Colaboracion (ICC)
Intercompafiias dio la perspectiva de
la agencia. El noté algunos de las difi-
cultades de ensayos que implican mas
que un agente: aislar el beneficio de
un solo agente, la disponibilidad limi-
tada de agentes nuevos, y de las inter-
acciones y toxicities inesperados. El
sugirio ese placebos no se debe usar a
menudo en el objetos salvados que
pone como ellos aumentarian magnifi-
camente el carga de pildora, (la
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adherencia con lo cual disminuyente),
y abogado usando el cambio en la
carga de viral como un punto final. El
sugirié un disefio del ensayo con
monoterapia a corto plazo seguido por
la terapia a plazo largo de la combi-

nacion:

Etape 1: Agente nuevo “A”
contra. placebo o ningun
tratamiento por 1-4 semanas

Etape 2 (para ambos gru-
pos): A + regimen optimizado
de fondo (que podria incluir
a otros agentes experimen-
tales) para 12-16 semanas

Etape 1 proporcionaria la evidencia de
la actividad de antiviral, tendria en
cuenta controlar de resistencia y pro-
porcionaria los datos a corto plazo de
la seguridad y tolerabilidad.

En la discusiéon que siguid, los miem-
bros del entrepafio sugirieron eses dis-
efios del ensayo incluyen un mecanis-
mo temprano del rescate para no
responders. Los puntos finales sugeri-
dos incluyen la disminucién en la
carga de viral, el aumento en el conde
CD4, la proporcion con la carga de
viral de plasma debajo de detectabili-
dad y la cuesta de la decadencia de la
carga de viral de plasma durante las
primeras pocas semanas en el
monoterapia o intensificacion inicial
de un regimen que falla. Los miembros
de la comunidad enfatizaron la necesi-
dad para un sistema para controlar la
seguridad y toxicidad de agentes
anuncian matricula.

Victor DeGruttola de la Escuela de
Harvard de la Salud Puablica dirigié
ademas el asunto del disefio modifica-
do de factorial. Aunque no tenga la efi-
ciencia repleta del disefio verdadero de
factorial, permite la comparacion de
varios agentes (A contra. B, B contra.
C y A contra. C). Parte del habilidad de
discernir que todas las interacciones
entre agentes se pierden, pero propor-
cionan el mejor poder de mirar las
interacciones entre drogas.

@0c00cc00c000c000000000000000000000000000000
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Michael Saag de la Universidad de
Alabama en Birmingham sugirié eses
participantes del estudio sean estrati-
ficados antes de randomization segln
el nimero de opciones de tratamiento
disponibles basadas en probar de

Los miembros del entrepano
sugirieron disefos del ensayo
gue incluyen mecanismos

para rescate temprano

resistencia. Esos con >3 opciones se
randomizado recibir:

* OBR + placebo
*«OBR + A
«OBR +B
«OBR+C

Esos con <3 opciones se randomizado
recibir:

*OBR+A+B
«OBR+B+C
*cOBR+A+C

Dr. DeGruttola presento en la eleccion
de puntos finales para el objetos salva-
dos estudia. El preguntd si estudie la
retirada se debe contar como fracaso o
como censurado, notar que cada
andlisis es probable influenciado. El
recomendé hacer ambos analizan asi
como también mas sofisticado analiza.
La fase los estudios Il establecerian la
dosis de la droga en personas de naive
de tratamiento o voluntarios negativos
de VIH. Los ensayos de la fase Ill en
individuos de HTE deben ser los dis-
efios de la superioridad—o ensayos de
la sustitucion o intensificacién. Habria
una 2-4 evaluacion de la semana de la
eficacia y una 12-16 evaluacion de la
semana de la durabilidad y la seguri-
dad. Los puntos finales primarios
serian la proporcion de cargas de viral
de “undetectable” de lograr de partici-
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pantes y = 0.5 diferencia logl0 entre
grupos.

Jim Rooney de la Colaboracion (ICC)
Intercompaniias dio la perspectiva de
la agencia. El noté algunos de las difi-
cultades de ensayos que implican méas

que un agente: aislar el
beneficio de un solo agente,
la disponibilidad limitada de
agentes nuevos, y de las
interacciones y toxicities
inesperados. El sugiri6 ese
placebos no se debe usar a
menudo en el objetos salva-
dos que pone como ellos

. aumentarian magnifica-

mente el carga de pildora,

(la adherencia con lo cual
disminuyente), y abogado usando el
cambio en la carga de viral como un
punto final. El sugirié un disefio del
ensayo con monoterapia a corto plazo
seguido por la terapia a plazo largo de
la combinacién:

Etape 1: Agente nuevo “A” contra.
placebo o ningun tratamiento por 1-4
semanas

Etape 2 (para ambos grupos): A + regi-
men optimizado de fondo (que podria
incluir a otros agentes experimentales)
para 12-16 semanas

Etape 1 proporcionaria la evidencia de la
actividad de antiviral, tendria en cuenta
controlar de resistencia y proporcionaria
los datos a corto plazo de la seguridad y
tolerabilidad.

En la discusidon que siguié, los miem-
bros del entrepafio sugirieron eses
disefios del ensayo incluyen un
mecanismo temprano del escape para
no responders. Los puntos finales
sugeridos incluyen la disminucion en
la carga de viral, el aumento en el
conde CD4, la proporcioén con la carga
de viral de plasma debajo de
detectabilidad y la cuesta de la deca-
dencia de la carga de viral de plasma
durante las primeras pocas semanas
en el monoterdpia o intensificacion
inicial de un regimen que falla. Los
miembros de la comunidad enfati-
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zaron la necesidad para un sistema
para controlar la seguridad y toxici-
dad de agentes anuncian matricula.

Victor DeGruttola de la Escuela de
Harvard de la Salud Puablica dirigié

ademas el asunto del disefio
modificado de factorial.
Aunque no tenga la eficien-
cia repleta del disefio ver-
dadero de factorial, permite
la comparacién de varios
agentes (A contra. B, B con-
tra. C y A contra. C). Parte
del habilidad de discernir
que todas las interacciones
entre agentes se pierden,
pero proporcionan el mejor
poder de mirar las interac-
ciones entre drogas.

* OBR + placebo
*OBR + A
*«OBR +B
«OBR+C

Esos con <3 opciones se randomizado
recibir:

«-OBR+A+B
«OBR+B+C
*cOBR+A+C

Dr. DeGruttola present6 en la eleccién
de puntos finales para el objetos sal-
vados estudia. El pregunté si estudie
la retirada se debe contar como fraca-
SO0 0 como censurado, notar que cada
analisis es probable influenciado. EIl
recomendé hacer ambos analizan asi
como también més sofisticado analiza.

Gulick present6 los datos en la tasa
baja de la respuesta en individuos de
HTE. El notd que ese predictors de la
respuesta incluye la adherencia, la
carga de viral de plasma de baseline,
conde de baseline CD4, el perfil de la
resistencia, el nimero de drogas
activas, y de los niveles del plasma
de la droga.

En la discusion que siguio, se sugir-
i0 que la carga de viral de plasma de
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baseline debe ser la carga de viral de
plasma de la terapia. Los puntos
finales deben incluir: el cambio en la
reduccion de la carga (0.4-0.5 log10
de viral de plasma en la carga de
viral de plasma sobre 8 semanas); la
resistencia; la salud de viral; toxici-

Los miembros de la comunidad
eran unanime contra la aprobacion
de agentes con menos que 24

semanas de datos.

dad; la adherencia y la calidad de la
vida. La proporcion de participantes
de estudio con la carga de viral de
plasma de undetectable o reduccién
de carga de viral de plasma de 0.4-
0.5 logl0 sobre 8 semanas debe ser
tenida correlacion con el resultado
clinico. Predictors de éxito en la ter-
apia se debe estudiar.

Finalmente, el papel de ensayos a
corto plazo (por ejemplo, 16 sem-
anas) a valorar la seguridad y la efi-
cacia de antiretrovirals nuevo en
individuos de HTE se discutieron.
Algunos clinicos sugirieron eso indi-
viduos profundos de objetos salva-
dos necesitan el acceso urgente a
agentes nuevos y ensayos tan a corto
plazo de registrational en individuos
de HTE se puede necesitar.

Los miembros de la comunidad pre-
sentan eran unanime en expresar
concierne acerca de aprobar a
agentes con menos que 24 semanas
de datos para la aprobacion condi-
cional y menos que de 48 semanas
para la aprobacién repleta. Ellos
notaron que hay la necesidad magni-
fica para datos adecuados de seguri-
dad, especialmente matricula de
poste de Fase IV, y esa industria no
habia demostrado un consentimiento
para hacer controlar a plazo largo

R R R RN
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sistematico de seguridad.

Antes la aprobacion de becas de
FDA basada en ensayos a corto
plazo, los patrocinadores deben
demostrar que ellos son cometidos a
mirar toxicities a plazo largo—y los

sistemas (los estudios de
cohort, las bases de
datos, etc.) debe ser
establecido a controlar la
droga los acontecimientos
adversos. Porque los per-
misos de la aprobacion de
FDA lejos uso de TAG de
drogas, la aprobacion mas
temprano puede ser peli-
grosa. Los programas
compasivos o ensancha-
dos del uso deben ser
establecidos en cuanto los agentes
de investigational entrado los
ensayos mas grande de la Fase Ill
para que individuos profundos de
objetos salvados que necesitan a
estos agentes a construir un regi-
men viable puede tener acceso a
ellos.

A concluir, Dr. Jolson dijo eses
datos de la seguridad mas alla de 8
semanas se necesitan y son alenta-
dos a patrocinadores para seguir el
estudio participantes de ensayos
tempranos mientras posible. t
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6rgano y pacientes de chemotherapy
de cancer de immunosuppressado. En
la gente con SIDA, retinitis de CMV
esta por lejos la manifestacion mas
comun, justificando entre 77 y 90%
de toda enfermedad de 6rgano de fin

de CMV. En recipientes de
trasplante de médula de
hueso, sin embargo, hay
una mucha incidencia mas
grande de pneumonitis de
CMV que retinitis.

Del 1980s a 1996, la inci-
dencia de la enfermedad de
o6rgano de fin de CMV entre
gente con SIDA se estimoé
para recorrer entre 10 y
40%. En la era nueva de la
terapia (HAART) altamente activa de
antiretroviral, la tasa de la incidencia
de CMV—para los que tiene acceso a
HAART—es hacia abajo bien debajo de
5%.

La enfermedad del 6rgano del fin de
CMYV ocurre tarde en el curso de SIDA
y se asocia con condes CD4
extremadamente bajos. El conde CD4
mediano en personas con retinitis
nuevamente diagnosticado de CMV es
abajo 30 cells/mm3. Los sintomas
principales de retinitis de CMV
incluyen “floaters,” la visiéon enturbia-
da, las porciones perdidas de la vision
y la luz que destellan/las chispas. Los
cambios aun sutiles, tal como una
pérdida secundaria de la vision per-
iférica, puede indicar el desarrollo de
retinitis de CMV.

Los tratamientos para el retinitis de
CMV son palliative antes que curative.
La resistencia al FDA aprob6 antivi-
rals para el retinitis de CMV, ganci-
clovir de intravenous, foscarnet y cid-
ofovir, son comudn y ninguna droga
oral indicada para la terapia de la
induccién de CMV existe. En pesada-
mente individuos de immunosuppres-
sado con retinitis de CMV, la terapia
de la conservacién de lifelong es
recomendada en orden al lesions del
asidero en un estado quieto. USPHS
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recientemente publicado/las pautas
de IDSA indican eso “discontinuation
de [CMV secundario] prophylaxis se
puede considerar en pacientes con un
sostenido (por ejemplo, mas que 3-6
mes) el aumento en CD4 + conde de
lymphocyte T a méas que 100-150

Desde los afios 1980 hasta
1996, la incidencia de la enfer-
medad avancado de CMV entre
personas con SIDA se estimo
para recorrer entre 10 y 40%.

cells/mm3 en HAART.”

El estudio pivotal de valganciclovir
CMV

Valganciclovir es el ester de valine de
ganciclovir de intravenous. Eran el
afo 1997, el FDA aprobaria valganci-
clovir Unicamente en datos de phar-
macokinetic que demuestran que un
900 mg dosis diaria (oral) de valganci-
clovir produjo la exposicién compara-
ble de la droga (area bajo la
curva/AUC) a que del estandar dosis
diaria de ganciclovir de intravenous
de 5mg/kg. En lugar, la agencia
requirié al patrocinador a conducir un
randomizado la equivalencia clinica
controlada de demostrar de ensayo
entre valganciclovir y ganciclovir de IV
para la terapia de la induccion de
retinitis de CMV.

Roche WV 15376 eran el estudio de
registrational de patrocinador que
uniformemente randomizado 160 indi-
viduos con retinitis de CMV para
recibir valganciclovir (900 mg, oral-
mente, dos veces diario para 3 sem-
anas seguidas por 900 mg diario para
1 semana) o ganciclovir de IV (5 mg/el
kg dos veces diario para 3 semanas
seguidas por 5 mg/kg diario para 1
semana). Después que la comparacion
de cuatro semanas de la fase de la
induccion, todo estudio se ofrece la
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terapia recibida de la conservacion
con abre valganciclovir de TAG (900
mg diario). El punto final primario era
progresion de retinitis de CMV dentro
de 4 semanas de iniciar fotografias de
fundus de usar de tratamiento. La
progresion se defini6 como movimien-

to >750 pM (por un >750
pM) o lesions nuevo de
retinitis >750 uM.
Estadisticamente, el estu-
dio no era una comparacion
tradicional de cabeza a
cabeza pero un no estudio
de inferioridad accioné para
probar ese valganciclovir no
era 10% peor que ganci-
clovir de IV. Ambos arma-
mentos se equilibraron uni-
formemente para el base-
line demografico y la posicion de la
enfermedad: ~90 % eran hombres;
~70 % estaban HAART activado;
conde de célula de mediana CD4 era
las células ~23; copias de mediana
VIH RNA/mL era ~4,000; 24% de zona
tenida 1 retinitis; y 25% de retinitis
bilateral tenido.

De 146 individuos que completaron la
fase de 4 semanas de la induccion, 7
de 73 (~10 %) los individuos en el
brazo de valganciclovir progresdo
compararon con 7 de 73 (~10 %) en el
ganciclovir de IV arma (95% de ClI, -
0.097, 0.100). Sesenta y cuatro y 63
individuos tuvieron no progresion
fotografica documentada en el valgan-
ciclovir y armamentos de ganciclovir
de IV, respectivamente.

La seguridad

En Roche WV 15376, los datos de la
seguridad estaban disponibles en 158
individuos. Los acontecimientos
adversos eran semejantes para el val-
ganciclovir contra diarrea de ganci-
clovir de IV (16% contra. 10%); pyrex-
ia (13% contra. 11%); la nausea (8%
contra. 14%); vomitar (11% contra.
6%). Como esperado, el ganciclovir de
IV tuvo significativamente mas infec-
cion relacionada de catheter, 11%
contra. 2%. No habia las diferencias
significativas en anormalidades de
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hematological entre el valganciclovir y
armamentos de ganciclovir de IV: neu-
trophil absoluto cuenta <750 célu-
las/mL (21% contra. 19%); hemoglobi-
na 6.5 a <8.0 G/dL (5% contra. 3%);
las plaguetas 25,000 a <50,000 (0%

contra. 1%).

Retinitis de cytomegalovirus
(CMV), un afectar de la enfer-
medad de viral la pérdida de
ojos y causa de la visién, era
una vez una enfermedad rara
que ocurre sélo entre individ-
uos con syndromes primario
de immunodeficiency o desor-
denes de autoimmune, recipi-
entes de trasplante de 6rgano
y pacientes de chemotherapy
de cancer de immunosuppressado. En
la gente con SIDA, retinitis de CMV esta
por lejos la manifestacion mas comun,
justificando entre 77 y 90% de toda
enfermedad de d6rgano de fin de CMV.
En recipientes de trasplante de médula
de hueso, sin embargo, hay una mucha
incidencia mas grande de pneumonitis
de CMV que retinitis.

Del 1980s a 1996, la incidencia de la
enfermedad de 6rgano de fin de CMV
entre gente con SIDA se estim6 para
recorrer entre 10 y 40%. En la era
nueva de la terapia (HAART) altamente
activa de antiretroviral, la tasa de la
incidencia de CMV—para los que tiene
acceso a HAART—es hacia abajo bien
debajo de 5%.

La enfermedad del érgano del fin de
CMV ocurre tarde en el curso de SIDA 'y
se asocia con condes CD4 extremada-
mente bajos. El conde CD4 mediano en
personas con retinitis nuevamente
diagnosticado de CMV es abajo 30
cells/mma3. Los sintomas principales de
retinitis de CMV incluyen “floaters,” la
vision enturbiada, las porciones perdi-
das de la vision y la luz que
destellan/las chispas. Los cambios alin
sutiles, tal como una pérdida secun-
daria de la visiéon periférica, puede
indicar el desarrollo de retinitis de
CMV.

@0c00cc00c000c000000000000000000000000000000

©0cc00c000c0000000000000000000000000000000 000

Los tratamientos para el retinitis de
CMV son palliative antes que curative.
La resistencia al FDA aprob6 antivirals
para el retinitis de CMV, ganciclovir de
intravenous, foscarnet y cidofovir, son
comun y ninguna droga oral indicada

Valganciclovir es la primera droga
gue se ha aprobada para el
tratamiento induccion contra

retinitis CMV desde foscarnet

fue aprobo6 en 1990.

para la terapia de la induccién de CMV
existe. En pesadamente individuos de
immunosuppressado con retinitis de
CMV, la terapia de la conservacion de
lifelong es recomendada en orden al
lesions del asidero en un estado quieto.
USPHS recientemente publicado/las
pautas de IDSA indican eso “discontin-
uation de [CMV secundario] prophylax-
is se puede considerar en pacientes con
un sostenido (por ejemplo, méas que 3-6
mes) el aumento en CD4 + conde de
lymphocyte T a méas que 100-150
cells/mm3 en HAART.”

Valganciclovir es el ester de valine de
ganciclovir de intravenous. Eran el afio
1997, el FDA aprobaria valganciclovir
Unicamente en datos de pharmacoki-
netic que demuestran que un 900 mg
dosis diaria (oral) de valganciclovir pro-
dujo la exposicion comparable de la
droga (area bajo la curva/AUC) a que
del estandar dosis diaria de ganciclovir
de intravenous de 5mg/kg. En lugar, la
agencia requirié al patrocinador a con-
ducir un randomizado la equivalencia
clinica controlada de demostrar de
ensayo entre valganciclovir y ganciclovir
de IV para la terapia de la induccion de
retinitis de CMV.

Roche WV 15376 eran el estudio de
registrational de patrocinador que uni-
formemente randomizado 160 individu-
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0s con retinitis de CMV para recibir val-
ganciclovir (900 mg, oralmente, dos
veces diario para 3 semanas seguidas
por 900 mg diario para 1 semana) o
ganciclovir de IV (5 mg/el kg dos veces
diario para 3 semanas seguidas por 5
mg/el kg diario para 1 semana).

Después que la comparacion
de cuatro semanas de la fase
de la induccién, todo estudio
se ofrece la terapia recibida
de la conservacion con abre
valganciclovir de TAG (900
mg diario). El punto final
primario era progresion de
retinitis de CMV dentro de 4
semanas de iniciar
fotografias de fundus de
usar de tratamiento. La pro-
gresién se definié como
movimiento >750 puM (por un >750 pM)
o lesions nuevo de retinitis >750 pM.
Estadisticamente, el estudio no era una
comparacioén tradicional de cabeza a
cabeza pero un no estudio de inferiori-
dad accion6 para probar ese valganci-
clovir no era 10% peor que ganciclovir
de IV. Ambos armamentos se equili-
braron uniformemente para el baseline
demografico y la posicion de la enfer-
medad: ~90 % eran hombres; ~70 %
estaban HAART activado; conde de
célula de mediana CD4 era las células
~23; copias de mediana VIH RNA/ML
era ~4,000; 24% de zona tenida 1
retinitis; y 25% de retinitis bilateral
tenido.

De 146 individuos que completaron la
fase de 4 semanas de la induccion, 7 de
73 (~10 %) los individuos en el brazo de
valganciclovir progresdo compararon
con 7 de 73 (~10 %) en el ganciclovir de
IV arma (95% de CI, -0.097, 0.100).
Sesenta y cuatro y 63 individuos
tuvieron no progresién fotografica docu-
mentada en el valganciclovir y arma-
mentos de ganciclovir de 1V, respectiva-
mente.

El patrocinador se llevé a cabo también
a unas 200 personas abren el estudio
de la seguridad de randomizado, Roche
WV 15705. Ningunas diferencias signi-
ficativas en las toxicidades adverso de
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— viene de la pagina anterior —
acontecimientos ni hematological se
notaron entre el valganciclovir y arma-
mentos de ganciclovir IV.
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Farmacokineticalmente, valganciclovir
ha mostrado para proporcionar sys-
temic la exposicién (AUC) comparable
al ganciclovir de IV. El patrocinador
cumplié los requisitos de la aprobacion
de la Divisién de Drogas de FDA
Antiviral se lleva a cabo un randomiza-
do el estudio controlado de la Fase Il
de valganciclovir que documenté ese
valganciclovir era no inferior al ganci-
clovir para la terapia de la induccion de
retinitis relacionado de SIDA de CMV.
El perfil de la seguridad de valganci-
clovir es casi idéntico al ganciclovir bien
caracterizado de IV. Sus toxicidades
mas graves son neutropenia en cual
~20 % experimenta un grado 3 0 4
acontecimiento por la semana 4.

El patrocinador debe ser encomendado
para estudiar valganciclovir contra el
ganciclovir de patrén oro IV. Otro antivi-
rals aprobado de CMV se aprobd mera-
mente usar el rapido y facil (algunos
dicen perezoso) inmediato contra. el dis-
efio diferido del ensayo. Valganciclovir
es la primera droga que se ha probado
contra ganciclovir de IV para la induc-
cion desde que SOCA probé foscarnet
contra. ganciclovir de IV en 1990. Ha
sido 12 afos desde que ganciclovir de 1V
fue aprobado por el FDA en 1989. Ha
tomado lejos anhela también la indus-
tria para traer una terapia oralmente

formulada de anti CMV para vender.
Necesitamos unos afios hace.

La incidencia de retinitis relacionado
de SIDA de CMV ha rechazado
draméticamente al menos de 5%; no
obstante, valganciclovir ciertamente
cambiara la administraciéon clinica de
la terapia de CMV. Con la adminis-
tracion més facil, la adherencia al val-
ganciclovir debe ser mejor que ganci-
clovir de IV y tener como resultado
menos resistencia. Valganciclovir
puede tener la promesa magnifica
como prophylaxis para el retinitis de
CMV. Hoffmann Roche debe continuar
su positivo, la relacién de collegial con
el Grupo del Ensayos Clinicos para
Adultos (AACTG) y lo sostiene a acu-
mular y AACTG a3050 que completan,
“Valganciclovir la Terapia por derecho
de prioridad [Prophylactic] para
Cytomegalovirus.” Si los sitios interna-
cionales en Espafia, Australia, o
Canada se necesitan ayudar con la
acumulacion, Hoffmann-La Roche
debe ayudar en la financiacién de
estas unidades. Ultimamente,
Hoffmann-La Roche debe cesar con
sus individuos dirigidos de paciente
erréneos de advertir de camparia de
anuncio de no discontinuar su terapia
de la conservacion de CMV con ganci-
clovir oral aunque ellos estan HAART y
el ataques activados las pautas de dis-
continuacién resumidas por el
USPHS/IDSA. T

Would you like to continue

A one-year subscription is $30 for individuals, $50 for institutions.
Send your check, payable to TAG, to us at:

Treatment Action Group (TAG)
350 Seventh Avenue, Suite #1603
New York, New York 10001

(If you have previously sent TAG a donation of $30 or more, we would like to thank
you with a complimentary one-year subscription.)




