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THE CHALLENGE OF DEFINING HIV REMISSION

From thebody.com

Supportive Regulatory
Guidance for Cure
Research Requires a
Clear Understanding of
All Possible Outcomes,
Including Remission

The term remission is
increasingly being invoked in
the context of cure research
and, by extension, is an issue
for regulatory authorities such
as the U.S. Food and Drug
Administration considering
measurements of safety and
efficacy in clinical trials. Re-
mission, as an outcome, has
been applied in a number of
cases where people with HIV
have interrupted antiretroviral
therapy (ART) and main-
tained low or undetectable
viral loads for some period. It
is also being assessed as a pos-
sible endpoint in a clinical trial
(IMPAACT P1115) aiming to
test whether starting ART
immediately in perinatally in-
fected newborns might later
allow for temporary or even
long-term treatment interrup-
tion.

The hope is that achieving
remission will represent a first
step toward the discovery of a
permanent cure. While this
idea may seem relatively
straightforward, there are im-
portant differences among
reported cases in terms of
how remission was achieved
and significant challenges in
assessing whether post-ART
control of viral load leads to a
state of health equivalent to
that of an individual on effec-
tive ART or a comparable
HIV-negative person.

Current evidence indicates
that the examples of possible
remission that have been re-
ported recently (see table) fall
into two categories. In the
widely publicized case of the
so-called Mississippi baby, in
whom HIV remained unde-
tectable for 27 months after
stopping ART, and the two
adults known as the Boston
patients, HIV appears to have
been totally inactive during
the period off ART. This was
likely because the reservoir of
latently infected CD4+ T cells
in their bodies was extremely
small, lowering the probability
of one of the cells becoming
activated and awakening the
latent HIV within it (CD4+ T
cells can activate if they en-
counter an antigen they recog-
nize or respond to signals
from immune system proteins
such as cytokines and chemo-
kines). However, the proba-
bility was not zero, and it is
thought that eventually one or
more of the latently infected
CD4+ T cells became activat-
ed, allowing it to generate new
viruses that went on to infect
new cells and cause the viral
load to rebound.

Importantly, no immune
responses against HIV were
detectable in these three indi-
viduals until after viral load
became detectable, arguing
against any role of the im-
mune system in containing
the virus during the remission.
In the Mississippi child, very
carly initiation of ART sup-
pressed the virus before HIV-
specific immunity developed,
whereas in the Boston pa-
tients the maintenance of
ART during their stem cell
transplants (given as treat-

ment for cancer) meant that
the new immune system that
developed from the donated
stem cells did not encounter
HIV antigens, so no virus-
specific immunity was gener-
ated.

A different scenario ap-
plies in individuals referred to
as post-treatment controllers,
who are sometimes described
as being in virological remis-
sion (the term functional
cure has also been used, but is
falling out of favor). The most
famous examples are the VIS-
CONTI cohort, a group of
individuals in France who
started ART soon after infec-
tion, remained on treatment
for several years, then inter-
rupted and maintained viral
loads around or below the
limit of detection (typically
<20 copies/mlL). At the time
of the last detailed published
report in March 2013, the
cohort comprised 14 partici-
pants who had been off ART
for an average of around 7.5
years. A brief update in a sci-
entific review article published
in January 2015 stated that
this number had increased to
20, with the average time off
ART at just over nine years.
Another instance of virologi-
cal remission that was in the
news recently involves a peri-
natally infected French teen-
ager in whom ART was inter-
rupted at around age six; with
the exception of two low-level
detectable readings, viral load
has since been maintained
below the limit of detection
for over 12 years.

A unifying factor that dis-
tinguishes these individuals
from the Mississippi child and
Boston patients is that HIV-

specific immunity is present,
and while the mechanisms of
viral-load control are under
investigation, the preponder-
ance of opinion is that immu-
nologic factors are most likely
involved (whether adaptive
HIV-specific immune re-
sponses, innate immune re-
sponses, or some combina-
tion of both).

Amid these possible exam-
ples of remission, the ques-
tion whether there are impli-
cations for long-term health
that may differ from those
associated with ART-
mediated HIV suppression
has gone largely unasked. But
it is critically important, both
for the individuals concerned
and for future regulatory as-
sessments of interventions
that might promote remission.

There is reason to be opti-
mistic that in cases where
HIV is completely inactive,
there would be little or no
possibility of the virus causing
immunologic or health prob-
lems. Nevertheless, it would
still be desirable to formally
evaluate the question in clini-
cal trials, which may be possi-
ble if IMPAACT P1115is
successful in recapitulating the
remission experienced by the
Mississippi child in some par-
ticipants.

In post-treatment controllers,
however, there is already
some evidence to suggest that
immune-mediated contain-
ment of viral load could come
at a cost to long-term health.
The evidence derives from
studies of elite controllers
(ECs), who naturally suppress
HIV to undetectable levels
without ART.

Continue on Next Page



While ECs are at a massively
reduced risk of disease pro-
gression compared with un-
treated HIV-positive individu-
als with higher viral loads, it
has become evident over long-
term follow-up that ECs can
experience a slow loss of
CDA4+ T cells, gradual progres-
sion to AIDS, and increases in
biomarkers of cardiovascular
disease. The driving factor
appears to be immune activa-
tion, which, on average, is
higher among ECs than in
comparable HIV-negative indi-
viduals. There is also some
evidence that ECs may be hos-
pitalized more often than simi-
lar HIV-positive individuals on
ART, due primarily to cardio-
vascular disease, but this has
been reported in only one
study, and it's possible that
confounding factors -- such as
smoking -- contributed to the
difference.

The potential relevance of
these observations to post-
treatment controllers is high-
lighted by a recent update on
the VISCONTI cohott at the
IAS Towards an HIV Cure
Symposium in July. Of the 14
individuals desctibed in the
2013 publication, one has ex-
perienced a viral-load rebound
reaching close to 100,000 cop-
ies/mL after six years off
ART, necessitating reinstitu-
tion of treatment. Another has
a persistently detectable viral
load in the range of 100-1,000
copies/mlL and a declining
CD4+ T-cell count that is now
below 500 cells/mm?3. A third
is reported to have developed
a head and neck cancer and
has resumed treatment. One of
the original 14 is now lost to
follow-up. Of the remaining
10 still being followed, nine
have viral loads less than 20
copies/ml, while one had a

viral-load level of 211 copies/
mL at the time of last measure-
ment. The presentation also
notes that six post-treatment
controllers have been added to
the cohort, explaining the ref-
erence to a total of 20 mem-
bers from earlier this year.
However, data are shown for
only one of these individuals,
who is controlling viral load
but has 2 CD4+ T-cell count
below 400/mm?.

Several important concerns are
underscored by this news:

The term virological remis-
sion tends to be truncated to
just remission, which most
people understand to mean a
state of freedom from risk of
disease. But the immune activi-
ty required to contain HIV in
post-treatment controllers
could be associated with nega-
tive health consequences, as
has been reported in some
ECs. Certainly, media descrip-
tions of the VISCONTI co-
hort as examples of functional
cures (which included a high-
profile BBC story) were mis-
taken, and this term should not
be used in relation to post-
treatment control.

The widely reported sug-
gestion that the VISCONTI
cohort would likely not face
the disease progression and
health risks reported in some
ECs because of lower immune
activation should be viewed
with skepticism. Immune acti-
vation levels in these post-
treatment controllers have not
been compared with those in
HIV-negative individuals, and
no data on inflaimmation levels
or biomarkers of cardiovascu-
lar disease risk have been pre-
sented.

From the regulatory per-
spective, the benefits and risks
of the HIV suppression seen

in post-treatment controllers
compared with that achieved
by ART are currently unknown
and will need to be evaluated
in randomized studies. There
are planned trials of ART in-
terruption in individuals treat-
ed very early after HIV infec-
tion that may be able to look at
this question if a sufficient
number of participants display
post-treatment control.

Since this may sound pessi-
mistic, it should be noted that
research on ECs offers reasons
for hope as well as concern.
There is evidence from several
studies that a subset of ECs
maintains extraordinarily
strong suppression of HIV
and shows immune activation
and inflammatory gene expres-
sion profiles that closely re-
semble those of similar HIV-
negative counterparts. And at
least one reported case sug-
gests that similarly strict con-
trol of HIV may be achievable
in some post-treatment con-
trollers. A logical implication is
that the risk of HIV-related
disease progression and illness
would be extremely low or
absent in these individuals un-
less levels of virus increase.
These findings also imply that
gradations in viral-load levels
may be important even when
the levels are extremely low
and undetectable by standard
clinical tests.

The refinement of bi-
omarkers of immune activa-
tion and inflammation -- which
have been associated with both
disease progression and mot-
bidity and mortality in popula-
tion-based studies -- could also
aid in the understanding of
how low HIV levels may or
may not affect health. Current-
ly, there is a great deal of varia-
bility in how these biomarkers
are measured in different stud-
ies, and it would be helpful to

achieve consensus about how
they should be evaluated in
cure-related trials. Early dis-
cussions around endpoints in
clinical trials whetre remission
or post-treatment control is
the goal have focused on
standard virological measures
(there is a proposed endpoint
named virus suppression off
therapy, or VSOT), which may
not provide sufficient infor-
mation about the prognosis of
an individual who appears to
be controlling viral load.
CONCLUSION

The overall message from
recent research is that various
forms of remission and post-
treatment control are possible,
but need to be better under-
stood, particularly in terms of
their long-term health implica-
tions. While the type of remis-
sion observed in the Mississip-
pi baby and Boston patients
appears ideal, it is very difficult
to achieve because it requires
very large reductions in the
size of the latent HIV reser-
voir. The development of res-
ervoir-reducing interventions
is a key priority for cure re-
search, and multiple trials of
potential candidates are under
way, but the task is challeng-
ing.

Post-treatment control has
been posited as a more realistic
goal in the near term, but there
is a need to ensure that it leads
to a state of health that is at
least comparable to that at-
tained on ART, if not better.
When encountering terms
such as remission, functional
cure, and post-treatment con-
trol -- which all too frequently
have been used interchangea-
bly -- it's important to appreci-
ate that there remains a lack of
consensus as to how exactly to
define them, which will hope-
fully be resolved as the science
evolves.



PARTICIPATION & SOCIAL ACTIVITY PROGRAMS

HiGH CosT OF HIV MEDS, OTHER DRUGS SHOULD BE TOP
PRESIDENTAL CONCERN, MOST AMERICANS SAY

From TheBody.com

Rising drug costs, particu-
larly for medications that
treat chronic infections such
as HIV, will likely be a hot-
button issue during the 2016
presidential election cycle,
according to a new poll from
Kaiser Family Foundation
(KFF). The survey reveals
strong support across party
lines for governmental action
to ensure that drugs are af-
fordable for those who need
them.

The KFF telephone sur-
vey, which was conducted
Oct. 14 to Oct. 20 among
1,203 American adults, found
that an overwhelming majori-
ty (approximately 77% of the
general public) want the pres-
ident and Congress to priori-
tize access to "high-cost
drugs" for chronic condi-
tions. The question specified
HIV, hepatitis, mental illness
and cancer as examples of
such conditions.

More than half of Demo-
crats, Republicans and inde-
pendents said that govern-
mental action to lower pre-
scription drug prices should
be a top priority. Nearly half
of all people surveyed would
also prioritize assistance for
high out-of-pocket health

care costs for moderate-
income people.

"Drug pricing is a very
important and serious issue.
The high cost of drugs is
more and more of a barrier
for people living with HIV to
get access and adhere to their
medication," Ronald John-
son, vice president of policy
& advocacy at AIDS United,
told TheBody.com in reac-
tion to the findings.

"Recent research has
shown keeping people in
treatment helps prevent new
infections. It is important for
the individual, the public and
for prevention," he added.

In its report on the sur-
vey, KFF notes that "[a]s
some Presidential candidates
begin releasing details of
their health care platforms,
the public's opinion of priori-
ties in health care becomes
increasingly relevant." How-
ever, medication pricing isn't
a new issue. From 1998 to
2008, the amount Americans
spent on prescription drugs
more than dou-
bled, according to the Cen-
ters for Disease Control and
Prevention.

A report from Express
Script released eatrlier this
year found that price increas-

es for specialty drugs, such as
those used to treat HIV,
largely spurred a 13% in-
crease in prescription drug
spending.

In September, the 5,000%
price increase of Daraprim, a
drug used to
treat toxoplasmosis -- a para-
sitic infection that can be life
threatening for people with
severely weakened immune
systems -- brought HIV drug
pricing practices to the fore-
front.

At that time, both Demo-
cratic and Republican presi-
dential candidates seized the
opportunity to discuss the
pricing issue.

In a tweet, presidential
hopetul Hillary Clinton
wrote, "Price gouging like
this in the specialty drug
market is outrageous." She
later released a prescription
drug plan that would give
Medicare the ability to nego-
tiate bulk discounts from
pharmaceutical companies,
cap monthly out-of-pocket
costs for people with chronic
ailments and hasten the arri-
val of cheaper generic drugs
into the marketplace, among
other measures.

Republican candidate and
billionaire real estate mogul

Donald Trump blasted the
CEO of Turing Pharmaceuti-
cals, which makes Daraprim,
calling the young hedge fund
manager a "spoiled brat."

Senator Bernie Sanders, D
-Vt., has long been a vocal
proponent of fair pricing for
HIV medication. In 2011 and
2013 Sanders introduced bills
intended to reward pharma-
ceutical companies for devel-
oping affordable, innovative
HIV drugs.

"To me, one of the
great moral issues of our day
is that there are people in our
country suffering and in
some cases dying because
they are not able to afford a
medicine that can be pro-
duced for pennies per treat-
ment," Sanders said in his
opening statement at a 2012
Senate Subcommittee on
Primary Health and Aging
hearing on the high cost of
HIV/AIDS drugs.

In October of this year,
he paired up with fellow
Democrat Rep. Elijah Cum-
mings, a House member
from Maryland, to announce
the formation of a task force
to investigate the rising cost
of prescription drugs.
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i oo, Please RSVP For CAC Events .°°‘

Here's How

There are three ways to RSVP :

Call Aurora Center at 630-264-1819 Ext 375 OR Elgin Center at 847-695-1093 Ext. 375

( All you need to do is leave a message ) OR
You can email your RSVP to rsvp.odcac@outlook.com OR

Drop your RSVP in the Communication & Suggestion Box at either center

When your RSVP, we can ensure there is enough food for everyone.

SINGLE - TABLET HIV REGIMEN CONTAINING TENOFOVIR,
ALAFENAMIDE, IMPROVES BONE AND KIDNEY SAFTEY

From TheBodyPRO.com

A new coformulation of
elvitegravir/cobicistat/
emtricitabine/tenofovir
(Stribild) containing tenofovir
alafenamide (T'AF) -- an im-
proved prodrug of tenofovir -
- offered better bone and kid-
ney safety, while maintaining
viral suppression, in patients
who switched from efavi-
renz/tenofovir/emtricitabine
(Atripla), according to a study
presented at ICAAC/ICC
2015 in San Diego.

The study, which was pre-
sented by David Shamblaw,
M.D., followed 376 individu-
als living with HIV (median
age of 39) who had achieved
undetectable viral loads while
taking efavirenz/tenofovir/
emtricitabine. Of these partic-

ipants, 251 were switched to
elvitegravir/cobicistat/
emtricitabine/TAF (E/C/F/
TAF) and 125 remained on
efavirenz/tenofovir/
emtricitabine.

After 48 weeks, 96% of
the TAF group and 90% of
the efavirenz group main-
tained an undetectable viral
load. In terms of bone safety,
those in the TAF group had
an average change of +1.44%
in hip bone mineral density
(BMD), compared to -0.24%
in the efavirenz group
(P <.001). Moreover, the
average change in spine BMD
was +0.86% for the TAF
group and -0.22% for the
efavirenz group (P = .048).

In terms of kidney safety,
levels of proteinuria and spe-

cific proximal tubular pro-
teinuria (indicators of kidney
damage) were significantly
lower in those in the TAF
group than those in the efavi-
renz group.

The participants were also
assessed for central nervous
system (CNYS) side effects,
including dizziness, insomnia,
impaired concentration, som-
nolence and abnormal
dreams. At week two, those
in the TAF group reported a
reduction of 58% while those
in the efavirenz group report-
ed a reduction of 5%, accord-
ing to Shamblaw.

Additionally, a second
study examined E/C/F/TAF
in patients with an estimated
glomerular filtration rate

(eGFR) between 30-69 mL/

min. Glomerular filtration
rate is a measure of how well
your kidneys filter out waste
products, with a number be-
low 60 signifying kidney dam-
age. The study followed 80
patients who had achieved
undetectable viral loads, who
were then switched to E/C/
F/TAF. After 48 weeks, they
maintained a stable eGFR
and saw significant reduction
in levels of proteinuria. These
results suggest that E/C/F/
TAF could be a safe option
for patients who have im-
paired kidney function.

The U.S. Food and Drug
Administration will decide on
the new coformulation of E/
C/F/TAF by eatly Novem-
ber 2015.

THE CAC 1S LLOOKING FOR A FEW GOOD CLIENTS
IF YOU ARE INTERESTED PLEASE CONTACT DEAN B AT

deanb.odcac@outlook.com OR CALL EITHER CENTER AND ASK FOR
EXT. 375 AND LEAVE YOUR INFORMATION OR CONTACT PERRY M.
OR
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GENVOYA, NEW SINGLE - TABLET HIV REGIMEN
TENOFOVIR ALAFENAMIDE, APPROVED By FDA

From TheBodyPRO.com

On Now. 5, the U.S.
Food and Drug Admin-
istration (FDA) approved
elvitegravir/cobicistat/
emtricitabine/tenofovir
alafenamide (E/C/F/
TAF), which will be mar-
keted as Genvoya, for the
treatment of HIV in adults
and children over 12.

E/C/E/TAF is a single
-tablet combination regi-
men, the first FDA-
approved regimen to con-
tain tenofovir alafenamide
(TAF), a prodrug of
tenofovir that has
been shown to be more
potent at lower doses and
gentler on the bones and
kidneys than tenofovir
disoproxil fumarate (TDF,
Viread).

Previous clinical trials
showed that E/C/F/
TAF was noninferior to
elvitegravir/cobicistat/
emtricitabine/tenofovir
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01 - Positive Support Group (A)
4p - 5p

02 - Positive Support Group (E)
12p - 1p

03 - Recovery Support Group (E)
12p - 1p

04 - Support Group (A)
4p - 6p

08 - Positive Support Group (A)
4p - 5p

10 - Recovery Support Group (E)
12p - 1p

11 - Positive Support Group (E)
12p - 1p

11 - Support Group (A)
4p - 6p

12 - CAC Holiday Party (G)
3pm - 7pm

disoproxil fumarate
(Stribild), while offering
better
bone
and
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y safety.
An-
other
clini-
cal
trial

showed that switching to
E/C/F/TAF from efavi-
renz/tenofovir/
emtricitabine (Atripla)
maintained viral suppres-
sion in addition to bone
and kidney safety benefits.
E/C/F/TAF is ap-
proved for treatment-naive
patients, as well as adults
with undetectable viral
loads on other regi-
mens, according to the
FDA press re-
lease.Additionally, E/C/F/
TAF is not recommended

E M B E R

14 - Health & Wellness Group (A)
10a - 12p

14- Pain Management Group (E)
12p

14 - Latino Support Group (E)
3p - 4p

15 - Positive Support Group (A)
4p - 5p

16 - Support Group (A)
4p - 6p

16 - Positive Support Group (E)
12p - 1p

17 - Recovery Support Group (E)
12p - 1p

21 - CAC Meeting
5:30p - 7p

21 - Health & Wellness Group (A)
10a - 12p

kidney

-

for patients with severe
kidney disease, but can be
taken by those with moder-
ate kidney disease.
"Today's approval of a
fixed-dose combination
containing a new form of
tenofovir provides another
effective, once-daily com-
plete regimen for patients
with HIV-1 infection," said
Edward Cox, M.D., direc-
tor of the Office of Anti-
microbial Products in the
FDA's Center for Drug
Evaluation and Research,
in the press release.

The FDA will decide on
two other coformulations
containing TAF in early
2016: an updated version
of tenofovir/emtricitabine
(Truvada) at two different
doses for combination with
other antiretrovirals, and
an updated version of rilpi-
virine/tenofovir/
emtricitabine (Complera).

21 - Latino Support Group (E)
3p-4p

22 - Positive Support Group (A)
4p - 5p

23 - Positive Support Group (E)
12p - 1p

24 - Recovery Support Group (E)
12p - 1p

25 - Merry Christmas & Happy
Holiday Centers Closed

28 - Health & Wellness Group (A)
10a - 12p

28 - Latino Support Group (E)
3p-4p

28 - Pain Management Group (E)
12p
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Happy Holidays!

ELGIN

CENTER

1665 LLARKIN AVE
ELGIN, IL 60123

PHONE (847) 695-1093
FAX  (847) 695-0501

AURORA
CENTER

157 S. LINCOLN AVE.
RooMm K
AURORA, IL 60505

PHONE (630) 264-1819
FAx  (630) 229-0182

www.odhcil.org
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MONTHLY NEWSLETTER
VIA E-MAIL OR HAVE ANY
SUGGESTIONS YOU WOULD
LIKE TO SEE IN THE
NEWSLETTER.
PLEASE EMAIL DEAN B AT

deanb.odcac@outlook.com
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(A) Aurora Center
157 S. Lincoln Ave STE K
Aurora, IL 60505

(E) Elgin Center
1665 Larkin Ave. Elgin, IL
60123

(G) First Congregational Church
321 Hamilton Geneva IL 60134
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