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The LipoWatch program from Visionary Health
Concepts is designed to support providers and
patients with education that integrates a "real
world" focus with scientific data. This month’s fax
discusses current knowledge on antiviral
regimens that are less likely to cause the symp-
toms associated with lipodystrophy. NOTE:
LipoWatch faxes are archived on the web at
http://www.vhconcepts.com/edu_progs.cfm.

There is a growing body of research on the
pharmaceutical management of metabolic
complications in people taking HIV anti-
retroviral medications. However, because
of the desirability of low pill burdens and
the challenge of sometimes complicated
drug interactions, most patients and physi-
cians would prefer to avoid these compli-
cations in the first place. Initially, the
research on metabolic dysfunction focused
on protease inhibitors(1) so initial attempts
to reduce lipodystrophy entailed protease-
sparing regimens. Later, the NNRTI
efavirenz was shown to increase choles-
terol. More recent work documents that
NRTIs also contribute to these problems,
especially fat wasting(2). There are no sim-
ple medication recommendations for avoid-
ing or minimizing lipodystrophy symptoms.

Some studies document associations
between individual antiviral agents and
metabolic symptoms. The most frequently
implicated drug is stavudine. It is not sur-
prising that some of the earliest “switch”
studies designed to improve metabolic
parameters replaced stavudine with other
agents. For example, the PIILR Extension
study(® randomized 18 patients with
severe lipoatrophy to either continue on a
quadruple nucleoside regimen or to switch
their thymidine analogue drugs (stavudine
or zidovudine) for other nucleoside analogs.
The study showed only modest, transient
improvements in lipoatrophy but also found
that 5 of the 9 patients in the “stop” group
experienced loss of virologic control.

One study of protease-sparing regimens
is the Spanish NEFA study(4). Four hundred

and sixty patients taking a PI, with virologic
suppression for at least 6 months, were
randomized to replace the Pl with efavirenz,
nevirapine or abacavir. There were some
beneficial changes in lipids in each arm.
HDL levels rose significantly with both non-
nukes (but fell with abacavir). Insulin sen-
sitivity improved in all groups. The
proportion of patients with high total cho-
lesterol levels was significantly lower with
abacavir than with the non-nuke arms.
Lipid improvements after switching were
greater in patients without lipodystrophy
than in those with the syndrome, once
again underscoring the necessity for both
the initial selection and development of
more benign regimens.

The identification of HIV antiviral regi-
mens that minimize metabolic distur-
bances is at an early stage. There is a clear
need for studies specifically designed to
address this issue, and of longer duration,
particularly in treatment-naive patients.
The listing below must be considered pre-
liminary. Unfortunately at his juncture, as
most HIV-providers are aware, there is no
antiviral regimen that is clearly free, sta-
tistically or otherwise, from the association
with lipodystrophy or its associated meta-
bolic syndromes. Even if there were, clini-
cians would still be compelled to consider
the metabolic consequences of the impli-
cated medications when the initial regi-
men(s) failed. At this point, selection of
regimens should be based in part on their
assumed contribution to individual aspects
of the lipodystrophy syndrome and tailored
to the medical condition and preferences
of the patient. Non-drug factors linked to
lipodystrophy, such as nadir CD4 count,
family history of either early atherosclerotic
disease or adult on-set diabetes, should
also be kept in mind as they may help iden-
tify patients at higher risk of development
of metabolic disturbances. Considerations
of side effects must be appropriately bal-

anced with assessments of a prospective
regimen’s antiviral efficacy, toxicity, and
convenience.

Symptom __ |Better Choices | Less Attractive] _Comments
Protease Thymidine Possibly
inhibitors; analog caused by

Fat Wasting | non-nucleo- RTIs mitochondrial

side analog (stavudine toxmtx‘ caused
RTls zidovudine) by NRTIs
Nucleoside FRAM study
Fat and non- Protease questions
Accumulation | nucleoside inhibitors ~link to
analog RTls lipodystrophy
Nevrapine, | 1BRa
Increased LDL| 'yeuraping, | inhibitors’,
atazanavir, especiall
Cholesterol abacavir rit’g)na\(ir;y
stavudine
Not studied as
Low HDL Nevirapine, much as LDL
Cholesterol efavirenz or total
cholesterol
Non-nucleo- | ItRRas
Increased on-nucleo- | inhibitors*,
i - side RTls, especiall
triglycerides |  atazanavir rit%na\(ir?,
stavudine
: Nucleoside May lead
Insulin Protease
; and non- R to frank
resistance nucieoside inhibitors diabetes, fat
RTls accumulation

*There are significant differences among
Pls in their impact on lipid levels. For exam-
ple, the MaxCminl study found signifi-
cantly higher triglycerides and LDL
cholesterol with ritonavir-boosted indinavir
than with ritonavir-boosted saquinavir{®).
Similarly, NRTIs vary in their impact on
serum lipids and on fat wasting, as shown
in the Gilead 903 study(®).
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Next month’s LipoWatch fax will discuss the contributions of individual antiretroviral agents to various lipodystrophy symptoms.
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Look Before

You Leap:

The Guide to the Ins
and Outs of Antiviral
Dosing®

A 16-page patient
booklet that assists

readers in understanding

how various antiretroviral
dosing strategies affect HIV treatment and what
considerations are necessary to make wise
choices. Written at a 5th-grade reading level

in English and Spanish.

Nukes!®

A 32-page,
graphically
exciting patient
comic book
written in
English and
Spanish at

a 5th grade
reading level that helps readers

to understand how HIV infects a cell,
how NRTIs work, and how adherence
affects resistance and long term
effectiveness of treatment.

Adventures
in Adherence®

Learning the Basics
in HIV
ADVENTURES I A 32-page, graphi-

cally exciting patient
comic book written in
English and Spanish
at a 5th grade reading

level that educates

patients about—and promotes understanding
of—the reasons for utilizing HIV treatment.
Also includes helpful discussion about

the ins and outs of effective adherence to
antiviral therapy.

ALL

—  THE PIECES™|

MANIN ANTRIAL CHINCET COUNT

All the Pieces:

Making Antiviral
Choices Count®

A 32-page booklet that
helps secondary providers
assist patients construct
a successful, long-term
HIV strategy that supports
adherence and avoids
the accumulation of

resistance mutations. Written at a 9th grade

reading level in English and Spanish, it includes

a step-by-step outline of the preparation involved

in thinking about treatment initiation or change

and discusses issues including ease of use,

resistance pattern
and potency.

s, side effects, tolerability

Vital Lines®:

Clinical Insights into
HIV/HCV Co-Infection

A 2-page legal-size,
double-sided direct-mail
piece primarily for physicians
and secondary providers
designed to provide a
“state-of-the-state” update

on HIV/HCV co-infection.

Hand in Hand:

The User-Friendly Guide
to HIV and Hepatitis C
CorInfection®

Written by the author

of “Double Jeopardy:

The HIV/HCV Co-Infection
Handbook”. This 40-page
booklet gives an up-to-date
overview of HIV/HCV
co-infection and its freatment. Written at a 9th grade

reading level in English and Spanish to assist
secondary providers and peers in translating

information easily to anyone. Information on

complementary therapies and harm reduction
also included.

W Body
Changes:
mmuw’i‘gﬂi The Guide fo

Lipodystrophy
iVH -

A 32-page
A 5\ ﬁﬁ g booklet that

provides

a helpful
.—- overview of

lipodystrophy as it pertains to body
changes, including management
tools that promote wellness for those
suffering from these symptoms.

redistribution, by

Explorations in Care®:
Metabolic Abnormalities

in HIV

A 32-page, CME-accredited
monograph that provides
up-fo-date information about
metabolic complications

of antiretroviral treatment,
with an emphasis on fat
leading experts in the field of

HIV research. Includes special sections for discussion

of antiviral strategies and other management tools

to enhance the quality of life and retain patients

on treatment.

Dosing Matters:

Getting the Most Out of

] Your HIV Regimen®

A 1-page patient pamphlet
that provides a simple
overview of HIV antirefroviral

dosing considerations for

patients. Written at a
5th grade reading level
in English and Spanish.

Fat in the Blood®

A mustread 1-page patient
pamphlet for people on
anti-HIV medications at risk
for dangerous levels of fat
(i.e. cholesterol and/or
triglycerides) in the blood.
Available in both English
and Spanish.

What’s New?

A User-Friendly Guide to

the HIV Guidelines 2003°

This 32-page booklet is designed to
assist people who want to understand
how HIV treatment "Guidelines" fit
into the overall planning and design
of the best healthcare strategies for
HIV-positive individuals.



