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Towards HIV elimination | Social network approaches to HIV testing

Social network approaches to HIV testing

= Should social network-based approaches

(SNA) be offered as an additional HIV
testing approach?

Unlimited waves

f HIV+ Recruit

@
'm HIV- Recruit w

= Systema

tic review looked at 47

studies published from 2010 to 2022.
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https://plus.iasociety.org/webcasts/track-c-late-breaker

Towards HIV elimination | Social network approaches to HIV testing

= Studies comparing SNA with other testing of HIV self-test kits and who promoted

approaches showed: the test.

- Uptake of HIV testing may be higher = Review concluded that SNA should be
among social contacts/partners of test offered as an additional testing approach:
promoters using SNA. SNA improves choice; benefits likely

- The proportion of first-time testers is outweigh risks; and appears to be good
probably higher. value.

- The proportion of peop|e new|y testing =~ The World Health Organization will
positive for HIV may be higher. update its recommendation on SNA later

~ No studies reported serious adverse th{s year, expanding from recgmmendmg
events or social harms linked to SNA. this approach for key populations to all
populations.

= Key variables included the availability
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Towards HIV elimination | HIV testing and long-acting PrEP

HIV testing and long-acting PrEP

= Oral PrEP research shows that
drug resistance can occur

HIVDR could lead to virologic failure on ART

when PrEP is started during HIV PREVENTION HIV TREATMENT

. B Y TDF/XTC TDF/XTC
undiagnosed acute HIV ‘ W FaF M FITAF ’
infection.

Dapivirine Ring <:::> Efavirenz
= Using the same drug (DVR)
classes during prevention Dolutegravir
.« Cabotegravir (CAB) Bictegravir, CAB/RPV

and treatment means

Transmitted resistance from failing ART could lead to breakthrough infection on

could lead to treatment PrEP modalities
failure; and transmitted
resistance from treatment
could lead to prevention
failure.

RIAS (iElLD aidsmap parich SYL1
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Towards HIV elimination | HIV testing and long-acting PrEP

= Drug resistance is also a risk for people

who acquire HIV while on long-acting
PrEP.

= Long-acting PrEP suppresses viral
replication, delaying seroconversion and
making HIV diagnosis challenging.

= Delays in diagnosis can lead to drug
resistance developing.

= |[n dapivirine ring studies, resistance
identified appeared to be transmitted.

= With long-acting cabotegravir (CAB-LA),
resistance developing through
breakthrough infections is a concern.

Starting PrEP during undetected acute infection

Continuing PrEP after breakthrough infection

PrEP not protective against transmitted resistant strains

from partner

Resistance risk on PrEP
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Towards HIV elimination | HIV testing and long-acting PrEP

= [n HPTN 083, there were 34 breakthrough

HIV infections in 2,282 participants in the

CAB-LA arm.

= There were several cases of drug

resistance and delayed seroconversion
among those with breakthrough

infections.

Major INSTI
mutations

Delayed
Seroconversion

Recent CAB PrEP

(<6 months)
N=18

10 (56%)

14 (78%)

No recent CAB
PrEP
(>6 months)
N=14

0 (0%)

1 (7%)

Updated HPTN 083 analysis of
participants who acquired HIV
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Towards HIV elimination | HIV testing and long-acting PrEP

= With CAB-LA, need to
consider delayed immune
response due to low levels of
nucleic acid. This may
lengthen the window period.

= |n HPTN 083, most incident
cases could have been
detected earlier with HIV RNA
testing.

= In some cases, HIV RNA levels
were too low to have been
detected.

Detects

Sensitivity
Specificity

Window period

Result produced

IgG, IgM
HIV-1, HIV-2
and Group O
>99.5

>99.5

2-3 weeks

single result

IgG, IgM
HIV-1, HIV-2 and

IgG, IgM
HIV-1, HIV-2 and

Group O, hiv-1 p24 Group O, hiv-1 p24

99.5
>99.8
2 weeks

single result, no
differentiation
between antigen
and antibody

Evolution of HIV testing assays

99.5
100%
2 weeks

differentiation
between HIV 1,
HIV-2, and p 24
antigen
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Towards HIV elimination | The role of viral suppression

The role of viral suppression

= WHO launched a policy brief
on the role of HIV viral
suppression in improving
individual health and reducing
transmission.

= The brief distinguishes
between three categories
of viral load:

- Undetectable
- Suppressed
- Unsuppressed

o Undetectable (not detected*):
no measurable virus. Zero risk of transmission
to sexual partner(s); minimal risk of mother to
child transmission.

Undetectable

Unsuppressed Suppressed
but detectable

Suppressed (detected but <1000 copies/mL):
some virus replicating and present: could be due
to missing doses, recent treatment initiation or
drug resistance. Almost zero or negligible risk of
transmission to sexual partner(s).

9 Unsuppressed (>1000 copies/mL):
significant virus replicating and present: could be
due to missing doses, recent treatment initiation
or drug resistance. Increased risk of falling ill and/
or passing virus on to sexual partner(s) or children.

The ultimate goal for all people living with HIV is to reach and sustain undetectable
viral loads. Taking antiretroviral therapy as prescribed will support this goal,
prevent transmission to their sexual partner(s) and/or children, and improve their
own clinical well-being.

* Not detected by the test or sample type used.
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Towards HIV elimination | The role of viral suppression

= According to WHO, people living with HIV = WHO recommends additional options
who have an undetectable viral load using  and sample types of viral load testing

any WHO-approved test and continue technologies. It emphasizes that
taking medication as prescribed have prequalified tests and sample types, such
“zero risk” of transmitting HIV to their as dried blood spot, often enable much
sexual partner(s). better access to viral load testing.

= People living with HIV who have a = Routine viral load testing is still
suppressed but detectable viral load and inaccessible for millions of people living
are taking medication as prescribed have with HIV, particularly in low- and middle-
“almost zero or negligible risk” of income countries. It is also important to
transmitting HIV to their sexual provide CD4 cell count testing at HIV
partner(s). diagnosis and ART initiation for

identifying advanced HIV disease.
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Towards HIV elimination | Undetectable equals Untransmittable (U=U)

Undetectable equals Untransmittable (U=U)

= A survey was sent to general practitioners
(GPs) in Australia to explore agreement
with U=U and discussion with clients.

= Most (74.2%) agreed with U=U, but only
33.9% had ever discussed U=U with
clients. .
= Key barriers were: .
- Lack of relevant client presentations @
(48.7%) - I
. N

- Lack of understanding about U=U

Numnber of GPs

strongly dizagres Dizagres Meutral Agree Strongly agree

(399%) Agreement with U=U
Discussed U=U: mYes m Mo
- Difficulty identifying those who would
benefit (6.6%) GPs who agreed with U=U and whether they had discussed it

with people in their care
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Towards HIV elimination | Undetectable equals Untransmittable (U=U)

= In South Africa, the U=U message has
been shown to be effective in increasing
HIV testing uptake in men compared to
standard testing invitations.

= A study team analysed the mean cost of
a U=U messaging intervention and its
cost-effectiveness.

= The cost of U=U messaging was lower
than conventional HIV testing messaging.

= |t was also at the lower end of the cost
ranges of HIV self-test distribution
models targeted at men in previous work.
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Towards HIV elimination | Pregnancy and breastfeeding in the U=U era

Pregnancy and breastfeeding in the U=U era

= Early in the HIV pandemic,
breastfeeding was identified
as a mode of HIV transmission. """" =

= [n 2008, the concept of U=U
was proposed for Sexua| 1982 1985 1987 2011 2012 - 2014 2015
transmission, but there are . ‘
evidence gaps on . it
breastfeeding. e T ' l'

= In 2023, US guidelines began —

to include breastfeeding
options for people living with
HIV on ART.

2 IAS m aidsmap Laufer PLO503


https://plus.iasociety.org/webcasts/towards-elimination

Towards HIV elimination | Pregnancy and breastfeeding in the U=U era

= |f @ mother starts ART before conception  =There is increasing evidence on regarding
and maintains an undetectable viral load, shorter or no neoPEP.

the risk of transmission during pregnancy . |n 2019, Swiss recommendations changed

and delivery may be zero. —they no longer recommend neoPEP for
= However, all infants in this scenario would  infants of people who maintain

receive neonatal post-exposure an undetectable viral load during the

prophylaxis (neoPEP). ante- and post-natal period.
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Towards HIV elimination | Pregnancy and breastfeeding in the U=U era

= In the Swiss HIV cohort, there

. Child
were no cases of vertical o~
. . . « Nutrition Availability
transmission when infants B Bonding
. A\ Less costs
were not given neoPEP.
= The re are beneﬂts to . Lower risk of Lower risk of
brea Stfeed | ng fo I both the Intestinal gastroenteritis Breast / ovarian cancers
. . Necrotizing enterocolitis (NEC) Hypertension
child and person breastfeeding, Acute ofitis media (AOM) o
including decreased risk of f\::;‘:dermaws Post-partum depression
other health conditions.
= While some high-income Benefits of breast/chest feeding

countries are revising
guidance, evidence gaps
remain.
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Towards HIV elimination | Unplanned treatment interruptions

Unplanned treatment interruptions

= Study examined mortality in
63,421 adults with HIV who
started ART between 2014 and
2019 in South Africa.

= Care interruptions were defined
as a gap in contact longer than
180 days.

= 22,593 people interrupted care,
of whom 8,845 interrupted
within the first 6 months of ART.

No

. | 40 828 132 594 2 587
Interruptlon

B 8 845 18 429 427
Interrupters

Late 13 748 37334 571
Interrupters

Total 63 421 188 358 3 585

Interruptions and deaths
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https://plus.iasociety.org/webcasts/progress-towards-hiv-elimination-are-we-there-yet

Towards HIV elimination | Unplanned treatment interruptions

= Those interrupting ART had an
increased risk of death
compared to those without an
interruption:

- Within 6 months of starting
ART — adjusted hazard ratio
(aHR) of 2.32

- After 6 months — aHR 1.90

= This highlights the need
to reduce interruptions and
support re-engagement in
care.

Overall survival (%)
70 80 90 100
| \\ |
\\

0

T T T
0 5 10 15
Duration since first ART initiation (years)

No previous interruption

Early interrupters

Late interrupters

Survival curves by interruption group
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Antiretroviral therapy (ART) | Overview of long-acting ART

Overview of long-acting ART

~ Long-acting extended delivery i L gt
. o""‘"""..". .!/. .“"’ ..'..‘ ."-
systems include oral \ ¥ il
Microarray /

:......O" '00.\’.
medications that are dosed % ; microneedle patch ¢
once a week or less; injectable % aemcresence &

device

treatments dosed once a R / \1] | B ‘Y
month or less; or implants,

1 ",..Injectabledrug monoclonal =
dosed twice a year or less. Q .

e antibodies .
= Other possibilities include ... Vaginal g
microneedle patches, broadly
neutralizing monoclonal
antibodies, wearable infusion Drug delivery systems and long-acting technologies
pumps, vaginal rings and
gastric residence devices.

0
. 0
. . 0
..........
-------------
......
-------
...............
0 .
o ‘e
o 0

.,
wed
RS

. .
---------

slide courtesy of Dr. Andrew Owen (adapted)

. .
.....
‘e .
-------
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Antiretroviral therapy (ART) | Overview of long-acting ART

= Many different long-actin =

a ntl ret rOVI ra | d rUgS a re I n Semzuvolimab Alburtide TAF implant Elsufaviride S-365598 Lenacapavir  GSKg37
01-0 Cenicriviroc  Islatravir Depulfaviride Cabotegravir
development that target g Ripivein :

bNAbs

gp120-gp41 interface High-mannose V3 loop
V1-V2 loop
i CDA4 binding site
MPER

teropavimab

different parts of the HIV snlrvimab

N6LS

| Ife CyC | e . GSK3810109A

www.treatmentactiongroup.org :\"M = R. Landovitz et al. Nat Rev Microbiol. 2023 Jun

Long-acting ART pipeline
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Antiretroviral therapy (ART) | Overview of long-acting ART

= Two long-acting antiretrovirals for HIV

) ) . LA- Cabotegravir + Rilpivirine Lenacapavir
treatment are available in some high-
income countries: IM, every 4 or 8 weeks SCevery 6 months
with/with out OLI Combined with oral ARV

- Long-acting cabotegravir and rilpivirine,
) o ] ] FDA/EMA Approved
an intramuscular injection given every T e A
. Feb 1, 2022: ART /8 weeks
four or eight weeks, approved for euiech with o datectablo VL
people with undetectable viral load

FDA/EMA Approved

Dec 2022: Twice-yearly treatment
for PLH multi-drug resistant HIV

- Lenacapavir, a sub-cutaneous injection
given every six months, but which must
be combined with oral antiretrovirals.
Approved for people with multidrug-
resistant HIV

Approved long-acting and extended-release ARVs
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Antiretroviral therapy (ART) | Overview of long-acting ART

= Long-acting ART for HIV S
treatment may be a “game- R
changer” for HIV care and frm China
treatment.
Japan, Taiwan, Hong Kong,
= However, these drugs are UsA Singapore, South Korea
. . (>12y) .
currently available in only a Mex —_—
few countries. —— _
Brazil Argentina m Approved
Australia B Submitted
Chile Botswana
South Africa
Long-acting cabotegravir and rilpivirine approvals
R I AS Nam aldsmap Cortes PLO2
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Antiretroviral therapy (ART) | Long-acting ART for adolescents

Long-acting ART for adolescents

= The proportion of adolescents with viral (n=288)

suppression at 12 months ranges from C
27% to 89%, globally.

~ In a study of 13—24-year-olds living with g
HIV in the United States, a high level of §9' - o
interest in long-acting ART was Q- 181
noted. Those with an unsuppressed viral B 2 .

load showed pa rticular interest. Undetectable Low Detectable High Detectable
I Oefinitely not I Probably not
- However’ a stu dy among South African B Probably would W Definitely would

* 1<0.05; significance tested by adjusted Polsson regression, robust variance

young people found much lower
interest (12%) in long-acting ART over
daily oral regimens.

Interest in long-acting ART among young people in the US

2 IAS m aidsmap Rakhmanina PLO2
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Antiretroviral therapy (ART) | Long-acting ART in people with adherence challenges

Long-acting ART in people with adherence challenges

= Long-acting cabotegravir (CAB) and = A demonstration project at Ward 86 in
rilpivirine (RPV) were approved based on San Francisco General Hospital offered
trials with people who already had an long-acting CAB/RPV to people in its care

undetectable viral load.

Inclusion criteria of trials:

* Virologically suppressed x at least 16
weeks on oral regimen first

* No history of virologic failure

* Only K103N in NNRTI; no INSTI
mutations

* Oral CAB/RPV x 28 days but direct-
to-inject approved FDA March 22

who had adherence challenges with oral
ART.

Inclusion criteria of Ward 86

Need not be virologically suppressed or take
oral ART before injectables

No RPV or INSTI mutations (strengthened
criteria later)

Express willingness to come to clinic g4 weeks,
contact information, outreach from staff

Rigorous protocol, Biweekly review of patients | Ward 86 demonstration
project criteria
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https://plus.iasociety.org/webcasts/injectable-therapies-treatment-and-prevention

Antiretroviral therapy (ART) | Long-acting ART in people with adherence challenges

= Of 133 participants, 66% were unstably
housed, and 33% reported substance use.

8

= In those with undetectable viral load at
baseline, all maintained viral suppression.

6
1

= Among 57 people with an unsuppressed
viral load at baseline, 55 had achieved
viral suppression after 33 days.

4
1

Proportion Reaching Suppression
2
L

= There were two early treatment failures.

Both related to minor drug resistance o{
mutations, and the study protocol was P AR R R ARAES AW
tighte ned. KM curve of probability of reaching virologic suppression (VL<30)

on LA ART (n=57); dotted lines 95% Cl

RIAS (iElLD aidsmap Gandhi sY08
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Antiretroviral therapy (ART) | Lenacapavir oral bridging

Lenacapavir oral bridging

= Lenacapavir can be given by injection
every six months or in an oral
formulation.

Dec 20, 2021 May 16, 2022

v

FDA-imposed full clinical FDA hold lifted,

= During a clinical hold on injections, hold of SC LEN due to glass SC LEN resumed?
. - lal compatibility concerns’
57 participants in the CAPELLA study e
and 82 participants in the CALIBRATE

trial used “oral bridging” — switching The clinical hold provided the opportunity
to weekly oral dosing. to examine the efficacy and safety of

| bridgi ing QW LEN
= All the CALIBRATE participants Se e
maintained viral suppression
during the oral bridging period.

Clinical hold

2 IAS m aidsmap Ogbuagu OAB0205
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Antiretroviral therapy (ART) | Lenacapavir oral bridging

= With one exception, all CAPELLA CAPELLA®
participants with an undetectable viral
load at the time of the switch maintained
suppression.

a
& & 8 8

HIV-1 RNA <50 ¢/mL

N
o

Proportion of participants with

= One participant experienced viral
rebound after missing two oral doses,but
re-suppressed after resuming injections. CALIBRATE®

= Of the 11 people in CAPELLA who had a P A
detectable viral load at switch, three
achieved viral suppression while taking
the pills, and none saw a notable rise in
viral load.

0

OB baseline Wk 10 Wk 20 Wk 30
n/NT  46/46 44/45 30/31 10/10

OB baseline Wk 10 Wk 20
44/44 38/38 43/43  34/34 32/32  26/26

Efficacy during oral bridging
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Antiretroviral therapy (ART) | Viral re-suppression without switching from dolutegravir

Viral re-suppression without switching from dolutegravir

= Data from the ADVANCE trial,

to exam | ne ou tCO mes Of Routine viral load monitoring

for early detection of treatment failure:

. ] obtain and review result by 6 months after
peop le who experience d viral ART initiatia:l; J;er::lll;trhs;:;:}rt :.rrtr initiation
rebound above 1,000

copies/mL.

Undetectable Viral load =50 to Viral load >1000

(<50 copies/ml) <1000 copies/ml copies/ml If on NNRTI-based

regimen, switch to
appropriate regimen®®

= All received enhanced
adherence counselling
within 4 weeks.

Maintain ARV Provide enhanced adherence counselling;
drug regimen repeat viral load testing after 3 months®

Undetectable Viral load >50 to Viral load >1000

(=50 copies/ml) =1000 copies/ml copies/ml

Maintain ARV Maintain ARV drug regimen,
drug regimen but continue enhanced
adherence counselling and
repeat viral load testing after
3 months?

Switch to
appropriate regimen

WHO guidelines for virological failure

RIAS  (iElD aidsmap
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Antiretroviral therapy (ART) | Viral re-suppression without switching from dolutegravir

= The rate of viral re-suppression was
significantly higher in people taking g
dolutegravir compared to people 8 -
taking efavirenz. s
~ At week 24, 88% of people taking }
dolutegravir and 46% of people taking :
efavirenz had re-suppressed viral load. ool — Zl‘éliZZZEZZZf;EIZZﬁii; | 213‘2235;’2223;’2.'53:2215
By week 48, it was 95% and 66% D TR
= The results support keeping people o v 076 ams | Emrmi | |

on dolutegravir-based treatment

_ _ HIV RNA re-suppression
with adherence counselling.

RIAS  (ElD) aidsmap 1 0AB0204
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Antiretroviral therapy (ART) | Integrase inhibitors and weight gain
Integrase inhibitors and weight gain

= [n the DEFINE study in the US, people
who had gained at least 10% of body
weight on an integrase inhibitor-based
regimen were randomized to stay on the
regimen (n=50) or switch to a darunavir-
based regimen (n=53).

Virologically suppressed
adults with 210%
increase in body weight
within a 36-month
period on INSTI +
TAF/FTC ARV regimen

1:1 |
(open |
|
|

= Participants were 30% female, 61%
Black, median weight was 100kg, and
median weight gain 14%.

|
|
[~
|

(N =103) I
Screening Baseline
o C .\ Y £\
h—y S !
Stable INSTI + TAF/FTC <30 days Dayl Week4 Week 12

regimen (=6 months prior to
from screening) baseline

Week 24 Week 28
Primary analysis

O O O O

Week 36 Week 48

DEFINE study design

RIAS  (iElD aidsmap
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https://plus.iasociety.org/webcasts/track-b-late-breaker

Antiretroviral therapy (ART) | Integrase inhibitors and weight gain

= There was no significant difference

in percentage change in body
weight between the study arms at

= The study is ongoing, but these
early results suggest INSTI-related
weight gain may not be reversible
by switching treatment regimens.

Black
Black/ Non-Black/ - /
S Female Male African African CElER
230 kg/m2 - - American
American American
female
1.5
1 0.99
> M D/C/F/TAF
3 0.73 0.66 INSTI + TAF/FTC
) 0.51
& 05 0.43 :
2D 0-2> 0.16 0.16 0.18
= g 0.03
0
SE ||
)] -0.15
5 [
0 2 -0.5 -0.34
—
)
[a W
1 n =26 n=36|n=14 n =15 n=35 n=31 n =30 n =29 n=19 n=17 n=12 n=12

Changes in body weight across
subgroups at week 24
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https://plus.iasociety.org/webcasts/track-b-late-breaker

Antiretroviral therapy (ART) | Integrase inhibitors and weight gain

= Another analysis looked at e e
. Population <
PO17

data from two studies of e Bl il HIVEY
. . .. « Virologically suppressed bART* Open-label DOR/ISL
people switching to doravirine on stable, oral 2-or 3 OORP ) tafn ot ey
drug ART for 23 months * Stratified by regimen: Pl-bas;
. . InSTl-based, Other(mainly NNRTI)
and islatravir * Plasma HIV-1 RNA <50

copies/mL at screening DOR/ISL (100/0.75 mg) and Placebo to B/F/TAF

. . * No history of treatment taken once daily

= [n study PO17, participants failure on any regimen 0 1g < 1:1

either stayed on any existing B o

* No active HBV infection o

regl men Or SW ItChed to TV106A/M, V108I, Y188L, H221Y, P225H I Randorlmza“on I

d O raVi ri n e a nd iSl at ravi r. F227C/L, M230I/L, L2341, P236L or Y318F Screen Day 1 Week 96
= [n study PO18, participants Study design

either stayed on Biktarvy or

switched to doravirine and

islatravir.
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Antiretroviral therapy (ART) | Integrase inhibitors and weight gain

= |n PO17, weight gain at week
48 was slightly higher in the
doravirine arm when the
comparator regimen contained
efavirenz and/or tenofovir
disoproxil.

= |In PO18, there was no
difference in weight gain
between the two regimens.

= |[n summary, switching from an
integrase inhibitor-based
regimen to doravirine and
islatravir did not reduce weight
over 48 weeks.

P017: Overall

Baseline ART strata
Pl-based
InSTl-based
NNRTI-based

Baseline ART components
w/ EFV and/or TDF
No EFV or TDF

Baseline ART < 1 year

=1 year

P018: Overall
B/F/TAF < 1 year
= 1 year

* from ANCOVA model with terms for bas

eline w

DOR/ISL (100/0.75 mg) |
N Mean Change (kg) |
321 144

45 1.81
167 0.66
109 2.49
102 323
219 0.61

53 163

268 1.40
306 0.23
100 0.82
206 -0.06

eight, sex, race, and treatment group

i 326
{169
P

| 115
[

P2

302

Baseline ART Treatment Difference (95% CI)*

N Mean Change (kg)

020 — &
46 012 -

010 — -
0.38 —
035 L
0.11 ——

55 0.54 =
055 S om

93 0.44 —_——
0.61 —a—

200

Less weight gain (kg)
with DOR/ISL

Weight change by baseline ART

More weight gain (kg)
with DOR/ISL
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Antiretroviral therapy (ART) | ART for children
ART for children

= Children in the CHAPAS-4 study were
randomized to one of two backbone
regimens: TAF and emtricitabine; or
standard of care (lamivudine with
abacavir or zidovudine).

=~ They were also randomized to one of
four anchor medicines: dolutegravir;
darunavir/ritonavir; atazanavir/ritonavir;
or lopinavir/ritonavir (standard of care).

CHAPAS4
Children with HIV in Africa: Pharmacokinetics and

Acceptability of Simple
novel second-line antiretroviral regiments

Aged 3 — 15 years
(N=919)

failing first-line ART

RANDOMISE

; TAF+emtricitabine

(N=458)

RANDOMISE
(factorial)

abacavir+lamivudine
or zidovudine+lamivudine

(depending on first-line)
(N=461)

= | pTG DRVIr ATVIr LPVIr
(N=229) (N=232) (N=231) (N=227)
Study design
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Antiretroviral therapy (ART) | ART for children

= Viral suppression was high in all
study arms.

= Children had better viral suppression on
TAF and emtricitabine compared to
standard of care (abacavir/lamivudine

or zidovudine/lamivudine) (89% vs 83%).

= Dolutegravir was more effective as an
anchor medicine, in comparison to
lopinavir/ritonavir and
atazanavir/ritonavir (92% vs 83%).

= The authors highlight the need for
child-friendly fixed-dose combinations
of these medications.

% with VL<400 copies/mI [95% CI

NRTI backbone

% with VL<400 copies/ml
100

r—""f""‘:ﬁ-’_—t——\*—?
80 T L

60+

I
I
I
a0 |
I
I
201 ||
I

0 : .
0 6 24 48 72 96
Week
—-—ABCorZDV —#-TAF

Anchor drug

% with VL<400 copies/ml

60

40+

N
o
1

% with VL<400 copies/ml [95% CI]

TV v LPV p=0.22; DRV v LPV p=0.02; DTG v LPV p<.001

o
I

T T T T 1 .
0 6 24 48 72 96
Week
- |LPVIr —e-ATV/r =-#:-DRV/r -#-:DTG

Viral suppression
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Antiretroviral therapy (ART) | ART for children

= Some programmes are transitioning
children from protease inhibitor-based
regimens to dolutegravir regimens.

= A retrospective cohort study included
children (up to 9 years of age) who
transitioned between July and December
2021 in Nigeria.

= 2,358 children (median age: 6 years)
were transitioned from a protease
inhibitor-based regimen to a
dolutegravir-based regimen during the
study.

- At baseline, 81.6% (n=1,924) had an

undetectable viral load, 14.6% (n=345)
had low-level viraemia, and 3.8% (n=89)
had an unsuppressed viral load.
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Antiretroviral therapy (ART) | ART for children

= There were improvements in

viral suppression among those
who transitioned.

= Programmes should prioritize
dolutegravir-based regimens
for children in order to
improve treatment outcomes.

2.4%
Unsuppressed VL
3.8%

7.0%
Low Level Viraemia
14.6%
90.6%
Undetectable VL
81.6%

0.0% 10.0% 20.0% 30.0% 40.0% 50.0% 60.0% 70.0% 80.0% 90.0%100.0%

® 12 Months post-transition  ® Pre-transition

Virological changes
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Co-morbidities and co-infections | Statins and HIV

Statins and HIV

= People living with HIV are twice as likely .

. . Reduced
to develop cardiovascular disease (CVD), @ Ondate s
even when controlling for traditional risk

Anti-thrombotic STAT'NS unii%(:}(::‘g:u FOnA e e '. .,,:-J.r:‘//j- >
factors, and at a young age. Q- - o [

Tone == =‘ e .-;’-e&-"‘

~ Pitavastatin has good LDL and anti- -
. . P &

inflammatory properties, and few -
interactions with antiretrovirals.

= The REPRIEVE team hypothesized that
pitavastatin would prevent major
adverse cardiovascular events in people
living with HIV at low to moderate risk of
CVD, who would not typically be
prescribed statins.

Effects of statins
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Co-morbidities and co-infections | Statins and HIV

= REPRIEVE enrolled 7,769
people living with HIV aged
40 to 75 (median age 50).

= 100+ sites in North and

South America, Europe,
Africa and Asia.

= Participants were randomly
assigned to daily pitavastatin
(4mg) or placebo.

= Median follow-up time was
5 years.

Time

Screening
Asymptomatic PWH on ART, with low-moderate ASCVD risk and
Consent
N=7769 Randomization
Placebo Pitavastatin Intervention
< Méchanistic"- =
~SubStudy
N=805,2yrs o
Coronary plaque, vascular Mechanistic
Inflammation, immune activation Primary Endpoint
Clinical
|cvDDeath | Mi | | Unstable Angina || TIA & Stroke| = Arterial Revasc| | PAD | primary
Endpoint
[ Individual components of primary endpoint and all cause mortality |
| Predictors of statin effects |Secondary
| Inflammatory, immunological, metabolic biomarkers | Endpoints
|

Statin safety and non AIDS comorbidities, DM, infections, cancer |

REPRIEVE trial design
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Co-morbidities and co-infections | Statins and HIV

= Significant benefits were
observed in the pitavastatin
arm:

- 35% reduction in the
incidence of major
cardiovascular events
(MACE) compared with the
placebo arm

- 21% reduction in the
incidence of MACE or death
compared with the placebo
arm

(a) First Primary MACE
0.10

0.08
0.06

0.04
0.02 Pitavastatin
0.00

-35% vs Placebo

Cumulative incidence of event

0% 0.6%
0% 0.7%
0 12

Number at risk
Pitavastatin 3888 3647
Placebo 3881 3693

1.0% 1.4% 1.9% 2.4%
1.4% 2.1% 2.7% 3.4%

24 36 48 60
Months on study

3475 3364 2997 1947
3506 3356 2997 2182

Placebo

2.7%
4.4%

72

1052
959

(b) First MACE or Death

0.10
0.08
0.06
0.04
0.02
0.00

-21% vs Placebo

Cumulative incidence of event
0% 0.8% 1.6% 2.4% 3.4%
0% 0.8% 2.0% 3.3% 4.4%

0 12 24 36 48
Months on study

Number at risk

Pitavastatin 3888 3647 3475 3364 2998
Placebo 3881 3693 3506 3356 2997

Primary and key secondary endpoints

Placebo

Pitavastatin

4.5% 5.5%
5.3% 7.1%

60 72
1948 1027
1975 919
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Co-morbidities and co-infections | Statins and HIV

= Low-density lipoprotein
(LDL) was lowered by 30% in
the pitavastatin group.

= The reduction in cardiovascular
events was similar for people
with high or low LDL
cholesterol at baseline,
indicating that benefits go
beyond lowering LDL.

= This effect is as yet
unexplained, but the
researchers are exploring
inflammation biomarkers.

Additional
Efficacy

40% 1
Actual 35%|{+-----=---------------- I
~
L 1
30% 5 REPRIEVE
1
o) - | R
25% : Statin vs.
——- i - : /g control
M . i
£ 20%] ?_r:S;S : (21 trials)
& = mmmm e (Btrials) g L
=0 1D :
33X 15%] ; !
143 °| | Predictgd 17%&///ﬁ PROV
= O
S8 10%] Aoz W i
E - |
g' = 5% Ml scarcH '[
o I
1
00/0 T T T OI.S
0.0 0.5 1.0

N

Mean LDL cholesterol difference between
treatment groups (mmol/L)

Note: 35% is point estimate, Cl % is 17 — 52%

Effect larger than lowering of LDL
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Co-morbidities and co-infections | Hypertension and HIV

Hypertension and HIV

= [n the NAMSAL study, 613 people living
with HIV in Cameroon were randomized
to either dolutegravir or lower-dose
efavirenz (400mg) combined with
tenofovir disoproxil and lamivudine.

p=n.s p=0.02 p=0.02 p=0.01

T 1

p<0.01

= Very few participants (less than 1%) were
given antihypertensives.

= Blood pressure rose in both study arms,
with significantly greater increases in the
dolutegravir arm.

TDF/3TC/DTG

. TDF/3TC/EFV

Difference
=6.5 mm Hg

2
1
O ———
1

120

Week 329

60 72 84 96
544 538

144
499

48
572

04 12 24 36

n=613 598588 575 564 556 542

168
488

192

481
NAMSAL blood pressure change over time
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Co-morbidities and co-infections | Hypertension and HIV

= [n the ADVANCE trial, 1,053 people in
South Africa were randomized to:
dolutegravir, TAF and emtricitabine;
dolutegravir, TDF and emtricitabine; or
efavirenz (600mg), TDF and
emtricitabine.

= Participants developing Grade 1
hypertension were offered
antihypertensives.

= By week 192, there was no significant
difference in mean systolic blood
pressure or Grade 1 hypertension
between arms.

SBP (mm HG)
L T P

e TAFIFTC/IDTG TDF/FTC/DTG s TDF/FTC/EFV

o
wn
N

192

987 948 887 867 860 834 590 593

ADVANCE blood pressure change over time
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Co-morbidities and co-infections | Hypertension and HIV

= A further analysis examined the
relationship between ART, weight and
blood pressure in 13 observational
cohorts in Europe and Australia.

= 30% of 9,704 participants developed
hypertension during 39,993 person-years
of follow-up.

= Those taking both an integrase inhibitor
and TAF had a 48% higher rate of
hypertension after adjusting for body
mass index (BMI) and other confounding
factors.

ART regimen and Adjustment* IRR[95% CI]

1.48[1.31, 1.68]

—8—— 156[1.38, 1.77]
—8— 1.70[1.54, 1.88]
1.25[1.13, 1.39]
1.29[1.17, 1.43]
1.41[1.30, 1.53]
1.33[1.14, 1.55]
1.25[1.07, 1.46]

1.22[1.05, 1.42]

INSTI with TAF: Fully Adjusted
INSTI with TAF: Partially Adjusted
INSTI with TAF: Unadjusted
INSTI, no TAF: Fully Adjusted ——
INSTI, no TAF: Partially Adjusted ——
INSTI, no TAF: Unadjusted ——
No INSTI with TAF: Fully Adjusted =
No INSTI with TAF: Partially Adjusted
No INSTI with TAF: Unadjusted

—_—
—_—

Risk reduced with NSTI or TAF +——— — Risk increased with NSTI or TAF
I T T T T

*Fully Adjusted means adjusted for confounders, plus 1.00 1.20 140 1.60 1.80
time-updated BMI i i )
Partially Adjusted means without time-updated BM| Incidence rate ratios (IRRs) of hypertension

*Note: ART and BMI time-updated, ref group=No INSTI or TAF

Incidence rate ratios of hypertension
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Co-morbidities and co-infections | COVID-19 and HIV

COVID-19 and HIV

= Using data from 821,331 hospitalized = While the mortality rate among HIV-
people, a study found people living with negative people declined from 22% (Delta
HIV have an increased risk of death from wave) to 9.8% (Omicron wave), the
COVID-19 than other people. reduction among people living with HIV

was modest (from 23.4% to 19.6%).

People without HIV People living with HIV
8 re-Deta Defta(>90%)

Strata pre-Delta =+ Delta(>30%) == Omicron(>30%)

1.00

‘_ﬁ?‘_:.* 1.00
£ = hb‘:‘%\\ —
2 075 %
o 0.75
s g
g 0.50 =
z < 050
3 L K :
® 0z og-ran| 3 ]
g p < 0.0001 g 02s{  ogrank
o > p <0.0001

<]
0.00
0 ? ke « % 0 7 14 21 28
Day Day:
Number at risk Number at risk

B
c% DelllaE=U“"0l| 84188 78917 2097 69615 68455 'g Delta(>90%){ 5552 4759 4425 4317 4267 . .

: : i A > - : = e o Mortality among patients

MNaue . . .
hospitalized with COVID-19
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Co-morbidities and co-infections | COVID-19 and HIV

= People with unknown HIV status were = Vaccination reduced the risk of death by
also at higher risk of mortality than almost 40% in people living with HIV
people without HIV. during the Delta and Omicron waves.
= A low CD4 count was also associated with = The findings highlight the importance of
mortality. booster vaccines for people living with
HIV.

Characteristic aHR (95% Cl)

Pre-delta Delta Omicron

Severe/critical  2.17 (1.91-2.47) 1.95 (1.46-2.59) 1.97 (1.65-2.35)
COVID-19 at

hospital
admission

CD4 <200 cells/pL |1.64 (1.45-1.89) |1.52 (1.15-1.96) [1.79 (1.45-1.96)
Risk factors across all waves
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https://plus.iasociety.org/webcasts/track-c-late-breaker

Co-morbidities and co-infections | COVID-19 and HIV

= Another study looked at effectiveness of = Lower vaccine effectiveness among
COVID-19 vaccination in people living people with a history of injection drug
with HIV who inject drugs. use was also seen in the HIV-negative

= The analysis included 2,700 people living cohort but was less pronounced.
with HIV and 375,043 matched HIV-
negative individuals, of whom 40.7%
and 4.3% respectively had a history of
injection drug use.

= Vaccine effectiveness was lower among
people living with HIV who had a history
of injection drug use (65.8%) than
among people living with HIV who
did not (80.3%).
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Co-morbidities and co-infections | COVID-19 and HIV

= There are parallels between
HIV and long COVID.

= Treated HIV is associated
with excess risk of multiple
morbidities, including
cardiovascular disease
and cancer.

= Acute and persistent HIV can

lead to chronic inflammation,

which in turn can cause
vascular disease.

= Proposed mechanisms of
long COVID are the same.

HIV-Associated Chronic lliness: Mechanisms

S //:r_v\

+f Lymphoid fibrosis
H i | dysfunc

Immunodeficiency %

Disease mechanisms

-

Long COVID: Proposed Mechanisms

Persistent  Reactivation of  Changes in
COVID virus other viruses microbiome

L 4

Inflammation Clotting
issues
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Co-morbidities and co-infections | COVID-19 and HIV

= HIV seems to be a risk factor for long
COVID, although this is not consistent
across all studies.

= There are various possible reasons why
people with HIV might be at increased
risk for long COVID, such as chronic
co-morbidities, socioeconomic factors,
or baseline inflammation.

= Early COVID treatment appears to reduce
long COVID risk.

= Inflammation is consistently identified
in long COVID.

= Microbial translocation may drive
inflammation.

= Like HIV, long COVID may be a
generation-defining challenge.
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Co-morbidities and co-infections | Mpox and HIV

Mpox and HIV

= A year on from the mpox outbreak, there
have been 87,972 confirmed cases,
including 147 deaths.

= The mpox outbreak has been contained,
but with ongoing transmission beyond
historically affected countries.

= There has been significant progress in
understanding mpox, including viral
evolution, clinical presentation and
transmission.

= Neither natural nor vaccine-induced
immunity appear to be lifelong.

87,972 147

Confirmed cases Deaths

112

Countries reporting
cases

Mpox in figures
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Co-morbidities and co-infections | Mpox and HIV

= Communities vulnerable to mpox were
quickly identified.

= There were sincere efforts to engage
communities at increased risk, which
contributed to significant behaviour

change.

48% 50%

reduced number of sex partners reduced one-time sexual
encounters

= Vaccines were rapidly deployed, and a
treatment identified: tecovirimat (TPOXX).

= Of concern, mpox presents in a severe
form in people with advanced HIV.

= Mortality in people living with HIV with a
CD4 under 100 was around 30%.

49%

reported reducing sex with
partners met on dating apps or at
sex venues

Behaviour change
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Co-morbidities and co-infections | Mpox and HIV

= An analysis examined 80,843 80+ 0
cases reported in 2022 to the . ‘1’
WHO mpox global surveillance | _soso 0

D 40-49 18
system. < 30-39 7,407 15
= Information on HIV status was Ef‘j '18
available for 44% of reported 09 i 1
0] 8,000 6,000 4,000 2,000 0
cases. Of these, 52% were Number of cases
eople living with HIV.
Peop 5 . |:| Female . Male

= [mmunosuppression,
concurrent STls and mortality Mpox cases among people living with HIV
were higher in people living
with HIV.
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Co-morbidities and co-infections | Mpox and HIV

= Immunosuppressed people oy —
(Ref: 15-44)
living with HIV were at higher 5 BT
risk of hospitalization, as were 514 .
45-64 -
those who were
. 65+ ———
immunosuppressed and HIV Unknown .
ﬂ e gat | Ve . HIV/Immunocompromised status
(Ref: HIV- and not immunosuppressed)
= The risk of hospitalization for HIV+ and not immunosuppressed .l
people living with HIV with an PR s *
HIV+ and immunosuppressed ——
adequate CD4 count was s .
similar to that of HIV-negative e
. . (Ref: Male)
people without immune . T
suppression. Unknown ——
0.5 1 2 4 8

Odds Ratio (95% CI)

Risk of hospitalization
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Co-morbidities and co-infections | Mpox and HIV

= In New York City, the RESPND-MI study
team (RST) was established to gather
actionable data on mpox.

= [n May 2022, it began a study on sexual
activity and mpox symptoms among
those most vulnerable to mpox.

= RST organized an online community
forum and weekly cross-sector calls.

= [ts website hosted community-generated
information on vaccination, testing and
treatment services.

= Educational materials and policy
recommendations were adopted by city,
state, and federal public health agencies.

= Community-led research efforts can
provide useful data in public health
emergencies.

= Facilitating spaces for community
members to discuss challenges can yield
creative solutions.
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Co-morbidities and co-infections | Doxycycline PEP: is it time for implementation?

Doxycycline PEP: Is it time for implementation?

= There has been a dramatic increase in
bacterial sexually transmitted infections
(STIs) in recent years.

= Prevention tools available include
promoting condom use, regular testing
and treatment and vaccines (where
available).

= Offering antibiotics to prevent bacterial
STls is not a new strategy, and there are
concerns about drug resistance,
particularly with gonorrhoea.

= Antibiotic strategies have included daily
doxycycline, monthly azithromycin, mass
treatment by location, and post-exposure
prophylaxis (PEP).

= PEP for syphilis is already recommended
in the US.
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Co-morbidities and co-infections | Doxycycline PEP: is it time for implementation?

= The first randomized French

study of doxycycline PEP found a

47% reduction in STls in those
offered PEP.

= The US DoxyPEP trial confirmed
a significant impact on
chlamydia and syphilis, and also
showed a nearly 50% reduction
in gonorrhoea diagnoses.

= The French DOXYVAC trial also
reported a significant impact of
PEP (nearly 80% reduction) on
chlamydia and syphilis.

Percent of quarterly visits with an STI
o

o

w
o
'

5%
o
'

PrgéP cohort

31.9%
(82/257)

STI

. Gonorrhea only
Chlamydia only

. Syphilis only
B -=2sTs

10.7%
(61/570)

doxycycline PEP  Standard of care

PLWH cohort

30.5%
(39/129)

11.8%
(36/305)

doxycycline PEP  Standard of care

Reduction in STl incidence/quarter
risk reduction (95% Cl)
PrEP 0.34
(0.24 - 0.46)
Living with 0.38
HIV (0.24 - 0.60)
Total 0.35
(0.27 - 0.46)
all p< 0.0001

Luetkemeyer et al NEJM 2023

DoxyPEP trial: STl incidence per quarter
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Co-morbidities and co-infections | Doxycycline PEP: is it time for implementation?

= There are concerns that using
antibiotics as PEP may create
drug resistance.

= One study modelled how best
to use doxyPEP to limit
exposure to antibiotics while
preventing the most STls.

Doxy-PEP prescribing scenario

ALL people s

Presaribe doxy-PEP to: = All PLWHIV and PrEP users LS

wn
(7]

%

PrEP users -
( Any STI
Rectal STI

Gonorrhea Dx

14% : o s
m Proportion of all individuals prescribed doxy-PEP

Prescribe doxy-PEP following: 2 STIs in past 12m
T Proportion of all STIs averted by doxy-PEP

2 STls in past ém BE.

Syphilis Dx

Ig
S

L Concurrent STls 8%

10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Traeger M, CROI 2023, Abs. 122

0%

o~

Doxy PEP use vs STls averted in a US clinic
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Co-morbidities and co-infections | Doxycycline PEP: is it time for implementation?

= Molina recommended targeted doxyPEP = DoxyPEP would be given as a single dose
use for gay men and other men who have  of 200mg monohydrate, no later than 72

sex with men and trans women: hours after condomless sex, and no more
- Who have sex with casual sexual than three times per week.
partners without regular use of = Monitoring should include STI testing at
condoms least every three months.

- Who have had more than one or two
STls in the past year

- Who have tested negative for
gonorrhoea, chlamydia and syphilis
before starting PEP

- Who have no contraindications for
doxyPEP use
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Co-morbidities and co-infections | Latent TB and HIV

Latent TB and HIV

= People living with HIV are at an increased o
risk of reactivation of latent tuberculosis

(TB) compared to those not living with
HIV .

= Previous research shows gaps in the TB 20% -
care cascade in Taiwan, especially before o
starting latent TB treatment.

99%

80% - .

- 73.6%
“ 67.6%

60% -

40% A

Cumulative proportion (%)

Medical evaluation completed TBI diagnosed Treatment initiated Treatment completed

. . ] Latent TB care cascade in Taiwan
= Rifapentine-based regimens for latent

TB have a higher completion rate than
others; however, rifapentine may reduce
plasma concentrations of integrase
inhibitors.
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Co-morbidities and co-infections | Latent TB and HIV

= |n a study from Taiwan,

1HP regimen (n=205) 3HP regimen (n=274) P

people testi Ng positive or Age, median (IQR), years 43 (34-51) 43 (35-51) 0.417
i ndete rml nate for | nte rfe ron- Male sex, n (%) 193 (94.1) 260 (94.9) 0.722
Risk factor, n (%)
gamma release assay (IGRA)

) ) Male-to-male sex 155 (75.6) 158 (57.7) <0.001
were a d VISE d to recelve Heterosexual sex 22 (10.7) 23 (8.4) 0.386
d ire Ct|y @) bse rve d th erapy fO I llicit drug use 28 (13.7) 94 (34.3) <0.001
| ate nt TB (afte r exc | u d | ng Incarceration, n (%) 8(3.9) 32 (11.7) 0.002
. HBsAg positivity, n (%) 24 (11.7) 14 (5.1) 0.008
active TB) ' Anti-HCV positivity, n (%) 38 (18.5) 73 (26.6) 0.037
= The y rece ived either 3HP or Baseline CD4 count, median (IQR), cells/mm® 658 (503-878) 636 (487-814) 0.186
1 H P Baseline PVL, median (range), log,;, copies/mL UD (UD-4.74) UD (UD-4.15) 0.383
. ART during LTBI treatment, n (%) <0.001

BIC-containing regimen 142 (69.3) 38 (13.9)

DTG-containing regimen 46 (22.4) 214 (78.1)

Others 17 (8.3) 22 (8.0)

Clinical characteristics
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Co-morbidities and co-infections | Latent TB and HIV

= Completion rates were similar in the 1HP
and 3HP groups (92.7% vs 90.0%).

= After excluding those who did not
complete TB treatment or who were |lost
to follow-up, only one person did not
achieve viral suppression, due to poor o
adherence. T et | acemningregmen | otcemsingrgnen | otes

09%100% g, 100%  100%400% 100%  ggy99%  100%100% 100%
k. Sk 95%

80% -

60% -

40% -

PVL <200 copies/mL (%)

OBefore LTBI treatment

= The authors conclude that combinations
of integrase inhibitor-containing regimens
and rifapentine-based regimens both had Viral suppression in per protocol analysis
good safety profiles and maintained viral
suppression.

OWithin 12 months after
LTBI treatment
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Co-morbidities and co-infections | Hepatitis C and HIV

Hepatitis C and HIV

= Direct-acting antivirals (DAAs) are = A study reviewed results of participants
associated with high hepatitis C virus diagnosed with HCV in the
(HCV) cure rates, but re-infection can RV254/SEARCHO10 study, which
occur. enrolled people with acute HIV in

Thailand, between 2009 and 2022.

HCV RNA 2 12 week
after treatment completion

Anti-HCV Confi d HCV RNA
onfirme
Enrollment DAA therapy
Annually Anti HCV positive HCV RNA annually
HCV RNA detected R after HCV clearance
RV254/SEARCH010 Spontaneous
clearance

Antl HCV negatlve

HCV management
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Co-morbidities and co-infections | Hepatitis C and HIV

= Between 2009 and 2022, 694 HCV

seronegative participants were enrolled.

=98 (14.1%) acquired HCV.

= Of 72 participants who completed
treatment, 68 achieved sustained
virologic response (SVR).

= Additionally, 10 participants
spontaneously cleared HCV.

= HCV re-infection occurred in nine people:
Three re-infections occurred after
spontaneous clearance and six after SVR.

= The authors conclude that post-clearance
follow-up with harm reduction measures
is essential to identify and minimize HCV
re-infection.
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Remission and cure | The “Geneva patient”

The “Geneva patient”

= This is the first person in long-term HIV remission

following a transplant from a donor not immune to
HIV.

Viral Load

= The man, known as the “Geneva patient”, is in his

mid-50s, has been living with HIV since 1990 and 500 A 0 S
started ART in 2005.

Days Months Years
= He developed rare solid white-cell cancer; the

Time post ART interruption
prognosis is usually poor.

Viral rebound after ART interruption in other people
~ He received a stem cell transplant for cancer in July who received allo-HSCT

2018. A donor with homozygous CCR5-A32 mutation
(immune to HIV) could not be found.

= Prolonged remission of HIV was unexpected; similar
patients have only had remissions of months.

RIAS  (iElD aidsmap
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Remission and cure | The “Geneva patient”

= He received intensive chemotherapy and & <
radiotherapy to delete the host immune system. f \

~ Within a month, he received full chimerism, i.e., all MEF ( 7 H H
host immune cells were replaced by the donor’s. 2 o T B

= The “Geneva patient” had multiple episodes of acute “ T
and chronic graft-versus-host disease (GVHD). 3 ~

= GVHD was managed with immune suppressants, qus,;éﬁf\
especially ruxolinitib (Jakavi). é:j * ol T

= ART was gradually tailed off, ending in November 59
2021 (analytical treatment interruption — ATI).

T T T T T
1991 1996 2001 2006 20112016 2019 2020 2021 2022 2023

r T T T T T
0 10 20 30 40 50 60
Months after allo-HSCT

20 months of undetectable viremia without ART
after CCR5WT allo-HSCT
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Remission and cure | The “Geneva patient”

= |s this remission — or cure?

ultra sensitive VL HIV-1 DNA PBMCs

= The “Geneva patient” has an
undetectable viral load in ultrasensitive
tests; it has now been 20 months since

RNA coples/ml
P E

',.
b
DNA copies/10®cells

0] ‘ 1
the ATI. Y s SN I L
= Only defective HIV DNA can be found,
inc|uding in the gut. : EHIV-1 DNACD4+:TceIIs p— Agone Siiiow
= HIV cannot be induced from his CD4 é‘“" | émoo_\;
cells. g0 | , § \\
" s Jioa s |\
~ CD8 cells are not sensitive to HIV. 8 olgert ———=wf 3 ol meoo
~ HIV antibodies are gradually declining, e sersle e onihe amerale TSt
suggesting there is no HIV to react to. P gtz ansiyi

Drop in markers of HIV persistence
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Remission and cure | The “Geneva patient”

= What contributed to the Geneva patient’s = Ruxolitinib, a medication taken to manage

remission? GVHD (see next slide).

= GVHD — when donor cells attack remnant = “Viral rebound is still a concern in this
host cells. This was a factor in Timothy patient as he lacks the safety net of CCR5-
Ray Brown’s cure. deleted cells other recipients have had. If

~ NK (natural killer) cells — these distinguish ~ thereisany HIV leftin his system, the

self proteins from foreign proteins. The mechanisms controlling it may be more
host’s NK Subtype was Capab|e of transient. But the |Onger his remission
lasts, the more secure it will feel.” — Asier

suppressing HIV replication in vitro.
Saéz-Cirion
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Remission and cure | Ruxolitinib (Jakavi)

Ruxolitinib (Jakavi)

= Ruxolitinib is an anti-inflammatory and
anti-proliferative drug (JAK/STAT
inhibitor) used to treat cancer.

= Another study at IAS 2023 showed that
ruxolitinib suppressed HIV replication

and contributed to reducing the size of
the HIV DNA reservoir.

= This effect, however, was only seen in
people who had lots of cells containing
replication-competent HIV. It did not
reduce size of smaller reservoirs.

Ruxolitinib-Treated

High Baseline Reservoir

Abs A Total Proviral DNA Copies
&
e o

Low Baseline Reservoir

1S Abs A Total Proviral DNA Copies

2000

1000
1000 T

ns, 0.2318

ns, 0.7294 *,0.0114

|

-6000 T T 1
0 5 12
Week
50000
1 ns, >0.9999
5000 ¥
ns, 0.8318 ns, 0.2361
2500+ I
0 —
-2500+
-5000 +~
-150000 1,- T 1
0 5 12
Week

Reservoir decay
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Remission and cure | South African post-treatment controllers

South African post-treatment controllers

= Young children are good candidates for
cure/viral control since:

- The date of acquisition is known.
- They start ART very early.

- They have fewer of the CD4 memory
cells that become reservoir cells.

= Previous cases include the “South
African child”: undetectable viral load
maintained for 14 years following
analytical treatment interruption.

M MISSISSIppI Ba by (Persaud et al. N Engl ) Med 2013)
* VISCONTI Child (Frange et al. Lancet HIV. 2016)

* South African Child (Violari et al. Nature Commun. 2019)

Reports of post-treatment control/functional cure
in early cART-treated children
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Remission and cure | South African post-treatment controllers

= The South African cohort had 281 mother-
baby pairs; all infants were born with HIV.

= Two-thirds of the mothers were diagnosed
when pregnant, some during labour.

= All babies were given ART at birth and 92%
received pre-natal ART via placenta.

= Before ART programmes started in South
Africa in 2005, the average viral load of
newborns was 155,000 copies/mlL.

= |n years following universal ART for
pregnant women in 2013, the average viral
load of newborns was 4,600 copies/mL.

‘ Pre-cART era

o

Mother Child

Plasma HIV RNA load c/ml
-— - b 8 - - - -—

CART era

- 4,600

a HIV RNA load c/ml
>

I 103

£ 1079, =]
ﬂ 101 e - - —I—— <+— 14.0%
o Mother Child

Low baseline viral loads,
cART beginning pre-birth
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Remission and cure | South African post-treatment controllers

= 10% of babies were born with baseline

viral loads below 20 copies/mL. - p=2.01
~ This was more common in males: S 10° o
- 8% of females and 12% of g T §§ 30
males exposed to lopinavir z1 0% o ® gz 20-
- 16% of females and 33% of males = 10: | T 25
exposed to dolutegravir % 121 0., o\‘?,g " lll
= 36 months after birth, 37% were lost a Al F M Al F M Al F MAI F M

to follow-up.

= Of those retained, 63.5% had viral load
<20 copies/mL.

Lower baseline viral loads with dolutegravir-based regimens

2 I AS m aidsmap Cromhout OALBX0104


https://plus.iasociety.org/webcasts/co-chairs-choice

Remission and cure | South African post-treatment controllers

= Five males (no females), had viral load
<20 copies/mL throughout follow-up
despite not receiving ART from <2
months after birth.

= Male children made up 40% of the
cohort.

= One male had not received ART since
just after birth. Clinicians told mother
he need no longer required ART at age
40 months. Now aged 5, he is still
undetectable, though HIV antibodies
appeared at month 37.

= Three of the other four males are now
in treatment interruption studies.

RIAS (@ELD aidsmap
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Remission and cure | South African post-treatment controllers

= The cohort highlights sex differences in = Hypothesis:

viral response. - Females produce more type 1

= Males are less likely to vertically acquire interferon, so more CD4 cells are
HIV. sensitized to be targets for HIV.

= Viruses in females were less sensitive to - Only viruses which are non-sensitive to
type 1 interferons and had low replicative interferon get through but when they
capacity. do, they find a more permissive

= Viruses in male children were more environment.
sensitive to type 1 interferons and - Males: all viruses get through, but less
had higher replicative capacity — except in virulent ones die off.
five post-treatment controllers, whose ~ “Points to pivotal importance of
viruses had low replicative capacity. interferons in control of HIV” —

Gabriela Cromhout
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Remission and cure | Germline targeting

Germline targeting

= The HVTN133 study is testing a vaccine

. . Unmutated Early Late
des|gn ed to push the Immune System Aniestor Intermediate Intermediate
into developing B cells that can produce w — — —
broadly neutralizing antibodies (bnAbs).  + notipidbinging - Nosipia binding _ A
+ Binds DKW + Binds DKW + Binds DKW + Binds DKW
I h “ | 1 FERES . E‘Z’iltl?r‘?jllﬂtloll of . ilzi:(t)rr::ization of . ilzit:(t)rzeleization of
> t uses t e germ Ine ta rgetlng Tier 1 HIV in Tier 1 HIV in Tier 2 HIV in
. TZM-bl/ FcyRI TZM-bl assay TZM-bl assay
approach” that guides the B cells that ssay
make antibod €S, from unmodified Degree of proximal-MPER BnAb lineage maturation induced
precursor cells that react to part of HIV by Gp41 MPER-peptide liposomes in humans

but do not produce neutralizing
antibodies, to cells that can generate
bnAbs fully capable of neutralizing hard-
to-neutralize tier 2 viruses.
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Remission and cure | Germline targeting

= The vaccine is designed to stimulate
production of bnAbs that bind to two
parts of the virus.

= The main target is the membrane
proximal target region (MPER): part of
the gp41 "spike" that is closest to CD4
cell surface during entry.

= But MPER is only exposed for a brief
period, especially in tier 2 viruses.

= So the bnAb must bind to the viral lipid
membrane first, then await attempted
cell entry and rapidly block the MPER.

virus lipid
bilayer

Vigp41-mediated
fusion process of
viral entry into
CD4+ cells

Virion infection of
HIV gp41 MPER ‘i3 LY host CD4 T cell
bnAb binding %y N prevented
to virus lipid Y
bilayerand __ ¥
gp41

HIV envelope gp41
(red)

MPER broad neutralizing antibody site of action
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Remission and cure | Germline targeting

= The vaccine consists of lipid nanoparticles

MO0.5, v3 M2.5, v6 M6.5, v7 Wk12.5, v11

(fat droplets) bearing the most —— Y Y V  croorstay
immunogenic amino acid sequences in e 4 : : '

. MO M2 M6 M12 M18
MPER and the viral membrane. vist2 - Visitd L L

£ V4 2 L
9 A 9 A\

= The original schedule was four injections
(20 vaccine, 4 placebo) at months O, 2, 6,

12 Immunization schedule for HYTN133 human clinical trial that studied
. Gp41 MPER-peptide liposomes

= The study stopped at month 6: one
person had an anaphylactic reaction to
polyethylene glycol, commonly used as a
carrier in vaccines. By then, 20
participants had had two vaccinations,
and five had had three.
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Remission and cure | Germline targeting

= Reactivity after two immunizations = By analysing the most potent antibodies,
(n=20): they found 38 B cell genetic sequences:
- Crucial ‘DKW’ amino acid sequence in - 24/38 cells could produce "early
MPER was recognized by 13 recipients. neutralizing" bnAbs.
- B cells producing antibodies were - 14/38 cells could make "intermediate
reactive to MPER in 7 recipients: 0.03% neutralizers"”, that neutralized tier 1
of B cells capable. viruses.
= Reactivity after three immunizations - 2/38 cells could make fully mature
(n=5): bnAbs that neutralized tier 2. One

.87 individual cells that produced bnAbs such cell was called DH1317.
with high affinity for MPER.
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Remission and cure | Germline targeting

= The researchers looked at the B cells and
their genetic relatedness in the two best
responders (out of the five who had had

three immunizations).

= Gene sequencing traced lineages of
bnAb-producing B cells as they developed

during study.

= Found 11 sequences capable of
producing bnAbs: 8/11 turned out to

have DH1317 lineage.

= Evidence of proliferation of different

bnAb responses: exactly what you'd
want to see.

« DH1317.9 s

Not Ies@
’14 « DH1317.6 s ——
[
"3 e + DH1317.4 s
2 N—— l « DH1317.5 mumm—
«4110 T“ [
N UCA +« DH1317.8 mmmmmm

+« DH1317.2 e

sm— DH1317.11 mes—

{IS—

DH1317.7 mm s

Not tested 18

« DH1317.10 m—u——

HIV-1 neutralization profile 17
. TZM-bl/ FcyRI - Tier 1/2 HIV
B ZM-bi - Tier 1 HIV

- TZM-bl - Tier 2 HIV

« DH1317.3 N a——

{IG--

« DH1317.1 s
11 member clone (IgG): 9:91
VH7-4-1, HCDR3 = 15aa
VK1-12, LCDR3 = 11aa

Progression of neutralization capacity in HVTN133 vaccine-induced
heterologous HIV-1 neutralizing B cell clonal lineage, DH1317; late
intermediates/early bnAbs
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Remission and cure | Germline targeting

- “Never been reported before” — Wilton = The next step is to repeat the study with

Williams. But there are cautions... PEG-free formulation and >4

= Genetic development is promising, but immunizations.
bnAbs from cells with DH1317-4-1 lineage = “Lack of additional breadth is due to
(one of the two most promising) only insufficient antibody affinity maturation,
neutralized 15% of multiclade viruses, and insufficient recognition of HIV
compared to 35% of clade B viruses. sequence diversity” — Wilton Williams

= They did not neutralize clades Aand C
(predominant in Africa), but evidence was
found in genes that sequences capable of
neutralizing them were developing.
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Remission and cure | BH3 mimetics

BH3 mimetics

= HIV reservoir cells may persist because
they produce anti-apoptotic proteins
such as BCL-2 and MCL-1 that have also
been seen to be overactive in leukaemia
and lymphoma cancer cells. These
prolong cellular life by evading
apoptotic mechanismes.

= BAX and related proteins are pro-
apoptotic proteins that join on to BCL-2
and MCL-1 and moderate their effects.
But BCL-2 is so overproduced in cancer
cells that BAX cannot counteract it.

= BH3 mimetics (also called BCL-2
inhibitors) are small molecules that "slot
into" the same active site on BCL-2 as
BAX. They restore the immune system’s
ability to kill off disordered cells.

= BCL-2 inhibitor venetoclax (Venclexta)
was licensed in 2016 to treat som
types of leukaemia and lymphom:
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Remission and cure | BH3 mimetics

= Study in mice: venetoclax was given to eight mice Y (I,
"humanized" to have CD4 cells receptive to HIV. A
infection [ ART > ' l ' pliiﬁ'fn'é"

= The drug was given for six weeks while the mice were

still on ART, then treatment was interrupted. S — i
= Humanized mice normally have viral rebound within /\ [ 7

d Week Off ART TEX ek';:o'{z :4'1'6'1.8 rrfg’ 2.0 21 2

= The average time to rebound more than doubled in
mice on venetoclax.

one
=

log,, HIV RNA copies
mL"* blood

—e— Vehicle
Venetoclax

= Adding in a second investigatory drug, S63845

aviremic animals
a

N S D @™ o

o o o o o

(inhibits MCL-1, a different anti-apoptotic N
protein), extended the average rebound time to et vaburshe
three weeks. Venetoclax significantly delays viral rebound in

humanized mice by up to 2 weeks
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Remission and cure | BH3 mimetics

= In human cells, venetoclax only killed
off cells containing intact HIV DNA.

= Lymphocytes were donated by 10
people with HIV.

= They were cultured in a lab dish with
venetoclax (or DMSO placebo).

= The total HIV DNA significantly reduced
in a dose-dependent manner by 42%.

= Intact HIV DNA also reduced, though
not quite significantly (p = 0.064). There
was no decline in defective HIV DNA.

o

T p=0.031

8 4

change vs DMSO)
o

0*0 .
: '
-

05 & 7
2 . ‘m

per 10° CD4" cel

“ 0.0

T

T T
OMSO S5 10 100
VNX (nM)

< [ -
> - 25
Intact S+ 2 204 1 =
.- 9 e
HIV 0 § 19 gde X1 P
: 0 & «or = . Y . @
DNA §23'9% b G S
£33 05 o L W
= 00

A N
OMSO 5 10 100
VNX (nM)

Venetoclax reduces levels of total and intact HIV
DNA in CD4 T cells from people living with HIV
on ART ex vivo
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Remission and cure | BH3 mimetics

= A separate study included obatoclax
(GX15-070, a BH3 mimetic), which
inhibits both BCL-2 and MCL-1.

= Lymphocytes from nine donors with HIV
were cultured in a lab dish with 10 drugs
known to have immunological properties,
including obatoclax, or DMSO placebo.

Auranofin 20nM-5uM inhibits redox

enzymes; modulates
p53
Interferon 2ng/ml antiviral
alpha 2A
Interferon  200pg/ml|  antiviral
gamma
Acitretin S5uM retinoid; induces RIG-|
GS-9620 50nM TLR7 agonist
(vesatolimod)
Nivolumab 0.2-7nM PD-1 blocker
Obatoclax 5-50nM Bcl-2 inhibitor
(500 x1)
Birinapant  20nM XIAP/cIAP1 inhibitor
(100nM x1)

Bortezomib 0.5-10nM  proteasome inhibitor

INK-128 25nM mTOR (TORC1/2)
(sapanisertib) (125nM x1) inhibitor

P A L -l
tested

FDA-
approved

FDA-
approved
FDA-
approved
FDA-
approved
Phase2+

FDA-
approved
Phase 3

Phase 2
FDA-

approved
Phase 2

Drugs tested
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Remission and cure | BH3 mimetics

= Obatoclax was the only drug to reduce intact HIV P
DNA in all donors. 400 . i

2 200

g
T
N
®
»

= The average reduction in intact DNA: 83% at 5-50 i 0176
M (ct 42% on 100nM with venetoclax). - P Tl ;
= There was no significant reduction in total or F el = *+ g1t =
defective DNA. AR o
= Caution: some cell toxicity was seen; the dose was e \*“““"3*"@0*”‘;‘%@&«

reduced, but without affecting efficacy.

= Conclusion from the two studies: human trials in BH3
mimetics are warranted. Other BH3 mimetics (e.g.,
navitoclax) exist and may have additive effects.

Obatoclax (Bcl-2 inhibitor) reduced intact
HIV DNA
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Community-led interventions | All-virtual, community-led PrEP

All-virtual, community-led PrEP

= HIV incidence is increasing in the = A blood-based self-test kit is delivered,
Philippines, with 50 new diagnhoses every followed up with a self-assessment tool to
day (up from 6in 2011). determine sexual behaviour and any

~ Removing barriers to PrEP access is an indicators that PreP would not be
important part of the country's HIV suitable.
prevention response. = Information is validated by trained

~— The e-PrEPPY online service offers PrEP to ~ community peers, and PrEP information
clients (men who have sex with men) and counselling is available by phone.

who participate in an HIV self-testing
programme and report an HIV-negative
result.
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Community-led interventions | All-virtual, community-led PrEP

= Once assessed, the client is ____
sent PrEP, another HIV self- S HIV

Screening

test kit, and a QR code for
refill instructions. —

= Between August 2022 and

April 2023, 230 clients started Ao -
PrEP, 10.44% of those invited {ffd?h: o
via the HIV self-testing

programme. Unvemarkeble ——

Start PrEP daily
Dispense 1=t bottle

e-PrEPPY service algorithm
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Community-led interventions | Key population-led same-day ART

Key population-led same-day ART

= An implementation trial piloted same-day = Participants were followed up at 2-4

ART initiation following counselling and weeks, referred to a long-term ART
testing at two key population-led services  facility, and supported for 12 months by
in Bangkok. lay providers.
= Aim was to reduce loss to follow-up. = Between October 2021 and March 2023,
~ Trained key population lay providers led 587 individuals registered.
counselling, laboratory testing, = 97.9% started ART — 52% on the day of
opportunistic infection screening, and HIV diagnosis.
ART dispensing under physician ~ At month 12, of 210 participants with
supervision primarily via telehealth. viral load data available, 94.3%

had undetectable viral load.
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Community-led interventions | Community-led monitoring in Asia

Community-led monitoring in Asia

= Community-led monitoring (CLM) is = It focuses on indicators that are
an approach where communities: relevant to communities to improve

- |dentify concerns services.

- Monitor implementation and = To build an evidence-base for CLM,
a programme in Asia developed a
toolkit on sustainable CLM for key

populations.

experiences of services
- Compile and analyse data

- Review, advocate and co-create
solutions to improve health
services

2 IAS m aidsmap Kusen OAE0203
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Community-led interventions | Community-led monitoring in Asia

= Toolkit framework:

CLM Participation Quality

- Eight core indicators to
monitor availability,
accessibility, acceptability,
and quality of services

Availability Service Satisfaction

Accessibility Serious Incidents

- Five indicators to measure
and ensure follow-up for
those experiencing stigma,

Stigma &
Discrimination

Acceptability

@& K
0000
0000

Serious Indicent Follow-up

discrimination, and/or o Follow-up o Referrals
violence o
Success Rate Timeliness
Q- . om

CLM indicators

2 IAS m aidsmap Kusen OAE0203
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Community-led interventions | Community-led monitoring in Asia

= The toolkit was piloted in Mongolia,
Bhutan and Sri Lanka with key population
groups.

= [t helped identify the type of healthcare
settings where stigma and discrimination
were more prevalent, supporting targeted
efforts to reduce these.

= Engaging government staff and
healthcare providers helped to improve
sustainability and reach.

= The process identified the type of
services with the least availability of CD4
count and viral load testing.

= The authors advise paying particular
attention to how data are presented, so
data are accessible to community groups.
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Community-led interventions | Community-led monitoring in India
Community-led monitoring in India

= CLM was piloted in the three,

high HIV burden states of Assessment of performance
Maharashtra, Delhi and and service quality

Telangana from May 2020 to

September 2022. P Identifying & addressing barriers- access,

stock-outs, stigma & discrimination.

= Two rounds of CLM were
completed, with 240
community champions
trained, 445 action points
identified based on
community feedback and 208 Aspects of CLM
action points resolved.

Integration of real-time data- analyzed

to support decision making
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Community-led interventions | Community-led monitoring in South Africa
Community-led monitoring in South Africa

= The Ritshidze CLM programme monitored = Knowledge of PrEP, ever having been

PrEP access among key populations in offered PrEP, and PrEP satisfaction were
seven provinces of South Africa. highest among trans people and sex
~ Recruitment was between July and workers, followed by gay, bisexual and
September 2022 using community-based other men who have sex with men.
snowball sampling. = People who use drugs gave the lowest
= 5,060 (55% of those surveyed) indicated scores in all categories.
they accessed public health facilities. = Less than a third of HIV-negative key

population respondents had ever been
offered PrEP.
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Community-led interventions | Community-led monitoring of community engagement in DSD

Community-led monitoring of community engagement in DSD

= A differentiated service delivery (DSD) = 55% of community groups were engaged
approach should ensure that HIV services in DSD policy and programming at policy
are tailored for recipients of care. level, 51% at programme level and 59% at

~ Advocates developed a tracking tool community level.
defining community engagement in = Community engagement varied by area:
shaping DSD policy and programming. 65% at design, 51% at implementation

~ The tool was used in seven countries in and 45% at monitoring and evaluation.

Africa to collect datain 2022.
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HIV care, integration and service delivery | Hepatitis C services in ART clinics

Hepatitis C services in ART clinics

= Nasarawa state has the highest HCV = New clients received HCV screening as
prevalence in Nigeria and is focusing on part of their initial appointments and
HCV elimination in people living with existing clients were contacted for
HIV. screening.

= Limited access to HCV services for people = People testing positive for HCV were
living with HIV was identified as a critical linked to viral load testing and treatment.
gap, e.g., no routine HCV screening.

= A pilot programme in four ART clinics,
from July 2020 to December 2022,
trained healthcare workers, provided HCV
screening, and linked people to HCV
care.
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HIV care, integration and service delivery | Hepatitis C services in ART clinics

= An average of 70% of people
living with HIV were linked to
care across the HCV treatment
cascade.

= The authors conclude that
service integration was a
successful strategy to expand
HCV screening and treatment
for people living with HIV.

4,042

Male

|

Female

250

Enrolled HCV HCV HCV RNA HCV RNA Treatment Completed
PLHIV Antibody Antibody Tests Positve Initiation Treatment
Tested Seropositive
Results of the integration pilot
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HIV care, integration and service delivery | Key population services in Uganda

Key population services in Uganda

= The hostile environment

75

Weekly cumulative service delivery visits at 3 DICs

created by the Anti- 1
y . . 22 <— Media reporting and public debates ~>
Homosexuality Act in Uganda .
has led to reduced access to Q. PEPFAR begins |
. . 535 o ’ . adapting AHAPd:rﬁ:::gr:? e
services for key populations. o .
~ PEPFAR supports over 80 : O ! |
d rop_l n Centres prOVId Ing H |V 2 ' 2-8J 9-15J 16-22 J ) 23-29 J i 30 Jan - 5 Feb . 27 Fb°5M .... (; W?ngwzo‘:lw
services for key population
lients Impact of Anti-Homosexuality Act on PEPFAR HIV drop-in centres
cli .

= [n an analysis of three drop-in
centres, weekly data show a
steady decrease in client
VIsSits.
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HIV care, integration and service delivery | Key population services in Uganda

= The centres adapted their services: home R S R
delivery of ART, condoms and PrEP; extra | : “’Q . 0
safety measures at centres; more multi- @@@ ,_x_, @.ﬁ,@‘“‘” @MLJQQG
month dispensing; and paralegal peers @@eoeee

offering legal support for clients.

PEPFAR program adaptations began early Feb and ongoing monitoring,

- These supportive measures led to an Bl e
increase in key population clients
accessing HIV services at these three
centres by April 2023.

= 20 other drop-in centres have not seen a
rebound in client attendance despite
adaptations.

Impact of Anti-Homosexuality Act and adaptations
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HIV care, integration and service delivery | Reproductive coercion

Reproductive coercion

= Information was collected from = Data came from 16 countries in eastern
interviewer-administered questionnaires Europe, central Asia and central, eastern,
on reproductive coercion among 12,794 western and southern Africa between
cisgender women living with HIV. 2020 and 2022.

= Data was collected as part of the People = Reproductive coercion was categorized as
Living with HIV Stigma Index 2.0. This is a coercive experiences in the last 12
socio-behavioural survey led by networks months relating to: sterilization;
of people living with HIV. contraception and family planning; and

pregnancy and feeding practices.
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HIV care, integration and service delivery | Reproductive coercion

= Forced sterilization (3% vs. 1
%), coercion related to family
planning (4% vs. 2%) and
coercion related to pregnancy
(10% vs. 5%) were more
prevalent among respondents
from eastern Europe and
central Asia compared to
those from central, 3

eastern, western and .

I FORCED COERCION RELATED COERCION RELATED
SOUthern Afrlca' STERILIZATION TO FAMILY PLANNING TO PREGNANCY

®m sub Saharan Africa Eastern Europe and Central Asia

10%

5%

4%

3%

I 1%

Experiences of reproductive coercion in past 12 months
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HIV care, integration and service delivery | Reproductive coercion

= |In central, eastern, western and = [n eastern Europe and central Asia, sex
southern Africa, women with a history of workers and women with a history of
drug use and migrant women drug use were at increased risk of
disproportionately experienced coerced coercion related to contraception by
family planning, pregnancy and healthcare professionals (1.5 and 1.77
sterilization from healthcare times).
professionals. = Young women were at increased risk for
= Migrants were 7 times more likely to coercion related to pregnancy (1.75
experience coerced sterilization and times).
women with a history of drug use 3 times
more likely.
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HIV care, integration and service delivery | Pharmacy-based PrEP refills

Pharmacy-based PrEP refills

= |[n many settings, PrEP is delivered from = [n the intervention clinic, a clinic

HIV clinics, which can create barriers to navigator helped people move quickly to
access due to long waiting times. HIV self-testing and the pharmacy for

- Researchers in Kenya worked with four their PrEP refill, usually without needing
HIV clinics with established PrEP services:  to see a testing counsellor or clinician.
two intervention clinics and two controls =746 clients were enrolled: 338 in standard
(standard of care). of care and 380 in intervention clinics.

=~ 57% were female, median age was 33,
and 58% were in serodifferent
partnerships.
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HIV care, integration and service delivery | Pharmacy-based PrEP refills

= 80 clients participated in a time and = PrEP continuation was significantly higher
motion study to determined client time in  in the intervention clinics than control
the clinics. clinics:

= Visit time was 35% shorter in intervention - Month 1: 45% vs 33%
clinics than standard-of-care clinics: - Month 3: 35% vs 25%

- Median 33 minutes vs 51 minutes

RIAS (iElLD aidsmap Jewdie 0ACOS02
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HIV care, integration and service delivery | Integrated HIV and SRH services

Integrated HIV and SRH services

= Young people have lower rates
of HIV testing, treatment and
viral suppression than adults.

= In Zimbabwe, the Chiedza trial
involved young people in the
design and delivery of
community-based integrated
HIV and sexual and
reproductive health (SRH)
services.

Counselling
Referral to Support
Services |
Helpline '

A

SMS Information Service
STl Testing and Treatment
Pregnancy Tests
Contraception*
Condoms
Referral for VMMC
Menstrual Health

Information & Products
*Morning-after pill, Depot Injection,
COC, POP, Implants, IUDs

 Provider-delivered 7 €
~ Self-testing Chiedza
HIV Testing ‘
& Counselling -

y X G 7
General HIV ; ART Provision
Health CD4 & HIV

¢ : Treatment .
Information viral Loads Tests
and ;

& Monitori TB Screening
Counselling CHIEDZA ohforing CrAg testing

Intervention

HIV
Treatment
Adherence
Support

Sexual &
Reproductive
Health

Adherence Counselling
Defaulter Tracing
CAPS* Groups

*Community Adolescent Peer Support

Services offered through the Chiedza trial

RIAS  (iElD aidsmap

Ferrand OAE0204



https://plus.iasociety.org/webcasts/power-people-community-based-models-improve-hiv-outcomes

HIV care, integration and service delivery | Integrated HIV and SRH services

= 36,991 young people attended health
services (78,810 visits in total). e

(didn’t take any of

= The most popular services for young these 3 services)
women were menstrual hygiene products

(taken up by 96.5%), HIV testing (83.7%)
and period pain management (59.9%).

992

= For young men, the most popular were _—
condoms (93.9%), HIV testing (85.6%) MEEZ;r:;eii“
and text messages on SRH (67.1%).

= Of those newly diagnosed with HIV, Overlap of services (women)
90% achieved undetectable viral load.

R IAS m aidsmap Ferrand OAE0204
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HIV care, integration and service delivery | Integrated HIV and SRH services

= The primary outcome for

24 clusters in 3 provinces

T h e C h |e d Za C I uster (Harare, Bulawayo, Mashonaland East)
randomized control trial were
improvements in the UNAIDS Randomisation

95-95-95 targets among
young people, 18-24 years of

Control Arm Intervention Arm

d g e. 12 clusters (4 per province) 12 clusters (4 per province)

Existing routine services

>A populatlo n_level Outcome Existing routine services s |
. CHIEDZA Services
survey was designed to target
700 young people in each of
the geog r‘a ph|ca| CI uste rS Outcome survey of 18-24 year olds after 30 months

700 / cluster (total 16,800)

Overview of study design
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HIV care, integration and service delivery | Integrated HIV and SRH services

= Overall, there was no difference in the
primary outcomes between the control
and intervention clusters.

= The proportion of people who knew their
HIV status was especially low.

= Nonetheless, youth-friendly services
were very popular among participants.

= At the session, speakers explored
whether a trial is the most effective way
to test whether interventions work and
whether success should be defined by
communities, instead of researchers.

100%
90%
80%
70%
60% 54.9%  96.6%

50%
40%
30%
20%
10%

0%

98.5%  95.0%

76.0%

70.8%

Diagnosed on ART Virally suppressed

Cluster-level geometric mean prevalences

m Control
m CHIEDZA

HIV care cascade
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HIV care, integration and service delivery | Integrated HIV and SRH services

= |n a Chiedza sub-study, 1 in 5 young
people had a sexually transmitted

infection.

= The risk of gonorrhoea was 43% lower in

the intervention arm compared to the
standard of care arm (1.7% prevalence in
the intervention vs. 2.9% in the control).

Outcome
type
Primary CTING/TV
Secondary CT
Secondary NG
Secondary TV

Cluster-level geometric mean
prevalence

STICH (N=8)  Control (N=8)
19.1% 20.0%
12.9% 12.9%
1.7% 2.9%
7.1% 6.2%

Risk ratio
(95% CI)
0.92 (0.78-1.09)
0.96 (0.84-1.11)
0.57 (0.34-0.96)
1.08 (0.73-1.60)

0.34
0.57
0.036
0.67

Sexually transmitted infections
(STIs)

RIAS

(iEI1D) aidsmap

Ferrand SAT049


https://plus.iasociety.org/webcasts/power-people-community-based-models-improve-hiv-outcomes

Cost, financing
and sustainability

114 Long-acting PrEP for young women

117 Long-acting PrEP in Brazil

119 Differentiated service delivery models in Mozambique
121 Advanced HIV care package in Malawi

123 Demand-side financing in HIV self-testing

All page numbers are hyperlinked

RIAS  (ElL aidsmap



Cost, financing and sustainability | Long-acting PrEP for young women

Long-acting PrEP for young women

= HIV incidence among adolescent girls and = An analysis aimed to identify the price at
young women in South Africa is high (3-7 which CAB-LA remained cost-effective in

per 100 person-years). South Africa.

= Long-acting injectable cabotegravir (CAB- = Using microsimulation modelling, two
LA) is more effective than daily oral PrEP strategies were examined over 10
tenofovir/emtricitabine (TDF-FTC) as PrEP  years for 10,000 young women (15-30):
in cisgender women. daily oral TDF-FTC and injectable CAB-LA.

= However, implementing CAB-LA as PrEP is
expected to be expensive.

RIAS  (iEILD) aidsmap eilan OAZ0302
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Cost, financing and sustainability | Long-acting PrEP for young women

= Annual costs factored into the model
included:

- The cost of the PrEP drug and the
programme to provide it (TDF-FTC: USD
6.6 million, CAB-LA: USD 7.1 million)

- The cost of ART and HIV-related care

= Assumed cost-effectiveness threshold of
USD 3500 a year per life-year saved; 50%

of South Africa’s per capita GDP.

Adolescent girls and young women ONLY (n = 10,000)

Strate Incident Life- | Incremental |Costs, millions| ICER ?ﬁsl":rmz):n
9Y | infections years life years UsD ($/LY) P P :
(absolute price)
TDF-FTC 1,980 85,800 6.6 - -
CAB-LA 1,080 85,950 +150 7.1 3,440 +$40 ($80)

10-year projected outcomes
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Cost, financing and sustainability | Long-acting PrEP for young women

= Over ten years, 1,980 women 180
would acquire HIV in the 160
TDF/FTC scenario, but only 140
1,080 with CAB-LA. TOF-FTC 100

~ If costs associated with HIV dﬁj’;”ggét, 100
acquired by male partners usD
were included, CAB-LA 80
became cost-saving at just 60
under USD 80 a year. 40

20

= The authors conclude that
CAB-LA should be priced at 0
less than twice the cost of
TDF-FTC to be cost-effective.

Not cost-effective

O 20 40 60 80 100 120 140 160 180 200
CAB-LA annual drug cost, USD

Sensitivity analysis: drug prices
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Cost, financing and sustainability | Long-acting PrEP in Brazil

Long-acting PrEP in Brazil

= TDF/FTC is available as generic PrEP in
most countries, costing USD 48/year for
daily use.

= CAB-LA costs USD 22,200/year in US,
USD 9,000 in the UK.

= A voluntary licensing scheme will permit
generic producers to sell CAB-LA at low
prices in some countries, estimated
at USD 250/year.

= Brazil has a fast-growing HIV epidemic but
is not included in the licensing scheme.

= The HIV prevention budget in Brazil is
USD 6 million per year.

= A model looked at how many people in
Brazil could access PrEP under different
cost scenarios.

RIAS (@ELD aidsmap
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Cost, financing and sustainability | Long-acting PrEP in Brazil

= Including all annual costs,
Brazil can afford to provide
event-driven TDF/FTC to
230,769 people (preventing
8,077 new HIV acquisitions).

= However, it could only provide
CAB-LA to 1,707 people at the
price of USD 3,500
(preventing 77 new HIV

Annual HIV infections

9000 -

8000 -

7000

6000 -

5000 -

4000 -

3000 H

2000 -

1000 -

8077

3281

1020

I

6123

No FrEP TDF/FTC  TDF/FTCED  CAB-LA CAB-LA CAB-LA
a Cq U |S Itlo N S) ] $50/y $12/ly $3500/y $250/y $30/y
= CAB-LA would only lower
overall HIV rates if it cost less HIV acquisitions prevented in different scenarios
than USD 30/year.
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Cost, financing and sustainability | Differentiated service delivery models in Mozambique

Differentiated service delivery models in Mozambique

= |n 2018, Mozambique’s Ministry of Health

launched a guideline to implement 8
differentiated service delivery (DSD)
models to optimize HIV service delivery,
improve retention in care, and reduce

cost to the health system.

= A cost-effectiveness analysis and a budget
impact analysis compared these DSD
models to conventional services.

Cost-effectiveness

Budget impact

1. Start-up and training
2. Antiretrovirals

3. Laboratory tests

4. Service provision
interactions

1. Start-up and training
2. Antiretrovirals

3. Laboratory tests

4. Service provision
interactions

5. Opportunity cost

Analysis Primary Secondary Primary
Time horizon |2019-2021 2019-2021 2022-2024
Perspective MISAU Societal MISAU
Costs Economic Economic Financial

1. Antiretrovirals

3. Laboratory tests
4. Service provision
interactions

Effectiveness

12-month retention in treatment measured through an Interrupted time

series analysis

Study design
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Cost, financing and sustainability | Differentiated service delivery models in Mozambique

= The fast-track model with Cost per US$ per

3-month dispensing was the Model of care porspecive_

) Health Societal
least expensive model. One- System
stop shop and conventional Conventional care 174
One-stop shop maternal and child health
care models were the most :
_ One-stop shop tuberculosis

expensive. Family approach 179 218

= DSD models were also more Community adherence group 144 165
] ] o ] Fast-tract 134 162
effective in retaining clients rdherence dlub 139 103

12 months after ART initiation. Fast-track plus three months dispensing of m
ARVs

= DSD models were estimated to

have saved the health system Cost per client per year
USD 14 million from 2022 to
2024.
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Cost, financing and sustainability | Advanced HIV care package in Malawi

Advanced HIV care package in Malawi

= WHO recommends a package p N N
of care to reduce mortalit D4 count [+ Cortimorazole || TBsputum |} S0 (P |, | Rapid ART
Y cotn Prophylaxis Xpert <200/l initiation
from advanced HIV disease. e e e e
e N
i . Fl I
= A modelling study assessed TB urne reemplive
the clinical outcomes, costs, treatment
and cost-effectiveness of the /i';/
package of care in Malawi. TPT
L . . \ )
= Additionally, it examined
e|ement5 Of the package LAM, lipoarabinomannan; TPT, TB preventive therapy; CrAg, cryptococcal antigen.
singly or in combination. WHO-endorsed AHD package of care

RIAS (iElLD aidsmap e OAE0305
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Cost, financing and sustainability | Advanced HIV care package in Malawi

= The model simulated a cohort
of adults with HIV starting ART
in an outpatient setting.

= Mean age was 3/, 51% were
female, mean CD4 was 362
(19% had CD4 under 200).

= All strategies modelled would
improve clinical outcomes and
increase costs.

= The full package of care would
result in the greatest life
expectancy and be cost-
effective.

Strategy Undisc. Discountfd Lifetime* ICER
QALYs QALYs costs ($)* ($/QALY)
ART only 12.81 9.00 1,010 -
+Xpert 17.79 11.69 1,330 120
+Xpert+LAM 18.04 11.83 1,350 150
+Xpert+LAM+TPT 18.15 11.89 1,370 170
+Xpert+LAM+TPT+CrAg 18.15 11.89 1,370 300
Full AHD Care Package 18.42 12.05 1,420 360
Results
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Cost, financing and sustainability | Demand-side financing in HIV self-testing

Demand-side financing in HIV self-testing

= From November 2021 to October 2022, a
demand-side financing (DSF) pilot for HIV
self-testing was implemented in Nigeria.

= |t aimed to scale up and sustain HIV self-
testing through private sector
pharmacies.

= DSF involves generating demand from
customers by lowering the cost of kits
(lessening the risk for private sector
providers by ensuring demand).

= Pharmacists in 166 private retail
pharmacies were trained and given
reporting tools and promotional
materials.

= A “buy 1, get 3 free” model was used
to stimulate demand and gradually costs
were transferred to customers in two

phases.

» Customers redeemed vouchers to
receive kits.
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Cost, financing and sustainability | Demand-side financing in HIV self-testing

= Voucher redemption dropped initially = The DSF initiative was effective in
from 91% in the free phase to 60% in the sustaining a market for fee-based HIV
first cost transfer phase, before increasing  self-testing in Nigeria.

to 72% in the second cost transfer ~ Since the pilot, additional investments of
phase. USD 32,000 have been made by
= 2,920 HIV self-testing kits (USD 10,000 pharmacies in scale-up states, via pooled

value) were purchased by 166 pharmacies  procurement.
within 3 months of the first and second
cost transfers.
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