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PATHWAY TO THE CURE

CONTINUED DECREASE IN LOW-LEVEL
VIREMIA: RESULTS OF A52765S

Scientists planning the
ACTG HIV Reservoir Co-
hort (ARHC) study got a
head start with results
from a sub-study of a pre-
vious ACTG study com-
monly referred to as the
ALLRT study. In fact, be-
cause of information
learned from this sub-
study (A5276s), all of its
participants were offered
the chance to enter the
ARHC study.

The ALLRT study followed
participants who started
HIV tfreatment in one of
many ACTG treatment
studies. Participants were
followed in ALLRT even
after their original study
ended. A sub-study in-
volves the collection of
more information from
some but not all the study
participants.

The sub-study that led to
the creation of the ARHC
study was named A5276s.
It looked at frends in plas-
ma (the liquid part of

>

HIV-1 RNA level, copies/mL
o 8

i
o
.

SCA-determined

-
L

10 12 14

Time after ART initiation, y

Plasma HIV RNA (viral load) SCA levels over time in A5276s

blood) viral load over
time in people taking HIV
freatment using a sensi-
tive measure of plasma
viral load. The sensitive
test was called a “single
copy” assay (SCA). This
test accurately measures
much smaller levels of HIV
in the plasma than routine
viral load tests. The partici-
pants in the A5276s sub-
study had their plasma
viral loads measured by a
SCA for an average of 11

AHRC BY THE NUMBERS

e 344 participants
e 41 women & 283 men
e 73 Hispanics/Latinos

e 3] different ACTG
sites

e 46 spinal taps to date

e  Main Study
Group 1: 321 (93%)
Group 2: 15(4%)
Group 3: 8 (2%)
e AS534ls:
Screened 11
Enrolled 9

years after starting HIV
freatment, and some for
almost 14 years (see Fig-
ure). The results were sur-
prising in that plasma viral
load levels gradually de-
creased throughout the
study (see green line).
These results suggest that
cells with HIV may not
persist indefinitely.

The sub-study also looked
at immune system (body's
defenses) tests to see if
they had an impact on

See page 2

e Reported Race

White: 250
Black: 73
Amer. Indian 6
Asian 4
More than 1 4
Unknown 7
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Neither age, race,
ethnicity, use of injection
drugs, nor the type of
anti-HIV drugs taken
predicted who

might still have
detectable viral load

by SCA after four

years of treatment.

Results will be

more valuable if

more participants agree
to have multiple tissues
sanmipled than if

they each have

one tissue sampled.

CONTINUED DECREASE IN LOW-LEVEL

VIREMIA

levels of plasma viral load.
By looking at both virus
and host immune system
results, the researchers
hoped to figure out what
characteristics predicted
higher (or lower) plasma
viral load levels while tak-
ing HIV tfreatment.

A total of 334 participants
from ALLRT joined this sub-
study.

So, what did the investi-
gators of this sub-study
find2 Did they see char-
acteristics that might help
predict who was more
likely fo have higher (or
lower) plasma SCA viral
load levelse

Participants with a high
viral load in their blood
plasma before starting
freatment were more like-
ly to have detectable
viral loads by SCA at later
time-points. Participants
with high CD8 T cell count
and low CD4:CD8 T cell
ratfios four years into anti-
HIV treatment were also
more likely to have de-
tectable viral loads by
SCA. Neither age, race,
ethnicity, use of injection
drugs, nor the type of
anti-HIV drugs being

(FROM PAGE 1)

taken predicted who
might still have detecta-
ble viral load by SCA after
four years of HIV freat-
ment.

Previous research has sug-
gested that HIV viral load
in the blood decreases a
lot in the first several
months after a person
starts treatment for HIV,
but that the rate of de-
crease slows and eventu-
ally stops after a few
years. This pattern has
been reported even in
people who continue to
take HIV tfreatment and
have an “undetectable”
viral load on routine viral
load tests.

Interestingly, the A5276s
sub-study showed a differ-
ent pattern.

As expected, plasma viral
load generally decreased
a lot over the first year of
HIV treatment. ButIn
many participants, plas-
ma viral load continued
to decrease over a much
longer time. The decrease
was estimated to be
about 6% per year after
the fourth year on treat-
ment. The researchers
found that participants

DEMYSTIFYING A5341s

When people think about
sampling human tissue,
even blood, some of us
get queasy or anxious or
both.

One strategy fo help deal
with these feelings is infor-
mation. It may not be
enough, but it is a start.

A5341s is seeking partici-
pants willing to have pro-
cedures to collect fissues
in addition to blood.

e Participants in this sub-
study will choose the

procedures they have.

e Results will be more
valuable if more
participants agree to
have multiple tissues
sampled than if they
each have one fissue
sampled.

e Leukaphersisis only
done once.

who had SCA values
above 1 copy per milliliter
of plasma after 4 years on
freatment were more like-
ly to continue to have
decreases over fime.

While the decreases in
plasma viral load in this
study were small, they
suggest that being on HIV
freatment for a long time
may impact the levels of
HIV hidden in the body,
often referred to as HIV
reservoirs. These results
also suggest that the SCA
may be useful in future
studies of HIV reservoir
size.

None of this information
would be known if it were
not for the contributions
of the participants in the
A5276s sub-study. We
deeply appreciate the
willingness of the partici-
pants in this and other
ACTG studies to help an-
swer questions important
fo the health and well
being of people every-
where living with HIV.
There would be no results
to share without their
contributions!

e Did you know that gut
fissue doesn’t have
pain receptors?

Reservoirs studied:
Central Nervous Sys-
fem (via spinal faps)

* Blood (via leuka-
pheresis)

* Gut lymphoid tissue
(via rectal biopsies)

* Genital fract (via
genital secretions)
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AHRC’S FAMILY TREE

Like many modern fami-
lies, the ACTG's HIV Res-
ervoir Cohort ) (AHRC)
Study has complex family
free (See Figure).

Most AHRC Study (A5321)
participants entered the

AHRC after participating

in other ACTG studies.

All 5321 participants in
the AHRC'’s Group 1

were previously enrolled
in the ALLRT (A5001)
stfudy. The ALLRT study
looked at long-term out-
comes of persons who
participated in ACTG
freatment studies. Many
also participated in the
A5276s sub-study of
ALLRT (see article on
page 1).

Group 2 enrollees in the
AHRC started ART in
acute or early HIV. Most
of these participants
were enrolled in studies
not done by the ACTG.
We are very grateful to
Group 2 participants and
the investigators that did
these other studies for
providing the AHRC with
the valuable stored speci-
mens that will allow AHRC
to compare participants in

5 studies of initial ART
(1998-2009)
ACTG 384, A5014, A5095, A5142,
A5202

|

A5001 (ALLRT)
(N=3172)

NWCS 360
Pilot
HIV e
reservoirs

over 10 yrs.
(N=30)

1 study of
initial ART
(A5257)

N=1342

A4

4 v

A5276s (N=334) (N=4514)

Substudy of HIV from initial ART studies
reservoirs in blood cells J,

A5001 Final Enrollment

A5321 Group 1
(N=321)
A5321 ¥

e A5321 All Groups ||

Started )|

ARTin (N=344)*

Early HIV

A5321
Group 3
Viremic

Controllers
on ART

\I/ from
A5341s Substudy :::3::,;
to compare tissue
reservoirs (Planned
N=85)

*still open for Groups 2 and 3. Enrollment as of 6/1/16

Group 2 to those in Groups 1 and 3.

Group 3 participants are rare folks who controlled HIV
without ART. They volunteered to take ARTin A5308 or
from their primary provider and have stayed on ART.

The AHRC has a sub-study, A5341s, which is comparing
HIV and immune responses in fissues to blood.

Q AND A

Q1: Can a spinal tap for
the main study be
done before week
72?

Al:Yes, aspinal fap can
be done at any visit
once a parficipant
has consented.

Q2: How much blood is
safe to draw at one
time?

A2: The amount of blood —
that is safe to draw
depends upon a per-
son's health status
and size. For healthy
persons of average
size, the volume limit is
450 mL ("a pint” ) in
56 days. The A5321
blood draws are well

Volume of A5321 blood draw

below the safe and
acceptable amount
(see picture at right ).

(left), a can of soda pop (center),
& a “pint” of blood (right)

The AHRC has a sub-
study, A5341s, which is
comparing HIV and
Lmmnne responses in

tissues to blood.

The blood draws

| Jor A5321 are

well below the safe
and acceptable
anmount.
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The mission of the
ACTG Network is
to reduce the burden
of disease due to HIV,
tuberculosis, and
viral hepatitis.

DACTG

AIDS CLINICAL TRIALS GROUP

actgnetwork.org

Each site has
a community group
to advise the site

about issues related

to the ACTG.

ACTG HIV Reservoirs Cohort study (or AHRC) is a long-term study,
designed to assess patterns of
reservoir decay, including what
factors determine both the size of
HIV reservoir and its decay in people -
living with HIV on long-term ART
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ATHWAY TO THE CURE

e Substantially larger than previous studies

e Samples stored over time available from participants who
have received ART for much longer than in previous studies

e Greater ability to assess whether participants on long-term
ART have different reservoir decay patterns (e.g. a subset
with continuous decay) and to identify factors associated
with reservoir decay

SITE HIGHLIGHTS: UNIVERSITY OF

WASHINGTON CAB

Each site has a community
group to advise the site about
issues related to the ACTG.

A recent meeting of the Uni-
versity of Washington AIDS
Clinical Trials Unit Community
Advisory Board (CAB) offered
an opportunity to highlight a
few ACTG studies including
the AHRC (A5321), ifs fissue
sub-study (A5341s), and
A5354, a upcoming ACTG
study looking at whether treat-
ment of acute HIV can impact
HIV reservoirs.

ACTG Reservoir Studies: A5321

1 The ACTG HIV Reservoir Cohort = AHRC study
— pronounced “ARC”
1 Longitudinal changes in reservoirs
1 Three groups of participants: All have taken ART for 2+ years
— Started ART during chronic infection (350 people)
— Started ART during acute infection (50 people)
— Started ART while an HIV controller (30 people)
1 Blood and hair samples collected twice a year for 7 years

ARCY- Rationale for AHRC

A
Most previous studies of
HIV reservoir decay

have been limited by a
small number of people,
short-ferm follow-up or
lack of data collected
over alongertfime. [To make progress
fowards a cure, we need

Dr. Janine Maenza provided
an overview about :
e Whatis a ‘reservoir'2

a deeper.understanding
e  Why are reservoirs im- of the size of HIV reservoirs
2 and whether there are
portant? different patterns of decay
e How reservoirs are studied
(sampled)? EARLIER questions

e Studies looking at reser-
voirs being done at the
UW ACTU and the UW
Primary Infection Clinic

a Will starting ART before HIV antibodies develop lead to
lower reservoirs and stronger immune responses?

1 Are the reservoirs set up in different places in people who
start earliest ART?

1 Are genes involved?



