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Nuevos farmacos antirretrovirales

* Cabotegravir/Rilpivirina
* Lenacapavir

e |slatravir



SOLAR 12-MONTH RESULTS: RANDOMIZED SWITCH TRIAL OF
CAB+RPVLAVS ORAL B/FTC/TAF
Moti N. Ramgopal, Antonella Castagna, Charles Cazanave,

Vicens Diaz-Brito, Robin Dretler, Shinichi Oka, Olayemi Osiyemi,
Kenneth Sutton, Denise Sutherland-PhiIIips, Alessandro Berni,

Cabotegravir/Rilpivirina

EC Fase 3b, randomizado (2:1), abierto y muticéntrico, de no inferioridad

Proporcion de participantes

Christine Latham, Feifan Zhang, Ronald D’Amico, Kimberly Smith,
Jean Van Wyk
Screening Phase Maintenance Phase Extension Phase
= BIC/FTC/TAF
- 218 years of age ﬁ QD n=227t
’ :rg;';g,?mp — 5 Extension® Switch to or
HIV-1 RNA E CAB (600 mg) + RPV (900 mg) LA continue
) £ IM Q2M n=166* CAB (600 mg) +
<50 copies/mL for £ RPV (300 mg) LA
>6 months prior to = 9
and at screening &
I T T T >
Study month -6 -1 Day 1 1

Confirm HIV-1 RNA <50 copies/mL

Caracteristicas basales

CAB + RPV LA Q2M

BIC/IFTC/TAF

(n=447) (n=223)

mITT-E population

Median age (range), years 37 (18-74) 37 (18-66)
250 years, n (%) 86 (19) 42 (19)
Female (sex at birth), n (%) 77 (17) 41 (18)
Race, n (%)
Black 95 (21) 49 (22)
White 307 (69) 156 (70)
Asian 23 (5) 11(5)
Other races* 22 (5) 7(3)
BMI (kg/m?), median (IQR) 26.0 (23.2-29.4) 25.4 (23.4-29.6)
Piof ghration of ART, 258 247

Proportion of participants (%)

100 +

80 4

60 1

40 4

20

1% <19

Virologic non-response Virologic success

(250 copies/mL)

Primary endpoint

90% 93%

(<50 copies/mL)

con CV 250 cop/mL (FDA
Snapshot, 4% NI margin)

Adjusted Treatment Difference (95% Cl)
Proportion with plasma HIV-1 RNA 250 copies/mL

CAB + RPV LA Q2M

BIC/FTC/TAF

i
2.0

:4% NI margin

-12-10 -8 6 -4 -2 0 2 4 6 8 10 12
Difference (%)
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Proporcién de participantes con CV <50 Incidencia de FV confirmado
cop/mL (FDA Snapshot, -12% NI margin) (2 CV 2200 copies/mL consecutivas)

> - : Participants With CVF in the mITT-E Population
| Proportion with plasma HIV-1 RNA <50 copies/mL | - e
Viralload  RPYRAMS  INIRAMs ~ RPVRAMs  INIRAMs  Phenotypic ST
Sex at birth, Baseline HIV-1 subtype observed observed observed observed resistance = -
' BIC/FTC/TAF CAB &+ RPV LA Q2M country BMI (kg/m2) at baseline cil SYF’;:V: at baseline at baseline at failure at failure (fold-change) tlmep‘:ll.lnt
: (copiesimL) .\ viral DNA) (proviral DNA) (viralRNA)  (viralRNA) to RPVICAB (month)
i -7.0 2.7 17 Male, Italy* 215 B 132711408 None None M230L Q148R 3.2/3.1 6
-129 . )
! 12% i Male, Spain' 229 AE 6348/419 None G140G/R K101E G118R 1.9/8.4 11
1 NI margin
T L L] L L) L] L) L L L] T 1
- - - - - - o,
12 -10 -8 -6 -4 2 0 2 4 6 8 10 12 0. 4 %
Difference (%)
S idad v tolerabilidad Satisfaccion con el tratamiento
e g uridady tolerabilida
CAB + RPV LA Q2M BIC/FTC/TAF . n
Parameter, n (%) (n=454) (n=227) 0 (min) Worsening 58 (BL) Improvement 66 (max)
GIYAE S5 ({77, {72 (715, Adjusted difference (95% Cl)
Drug-related AEs 90 (20) 2 (<1)
> Month 6
Any Grade 23 AE 42 (9) 26 (11) = F@DE:]; g',’::‘gs‘?m +3.86(3.14, 4.57) -
Drug-related 7(2) 0 Month 12, n=410) 040 (141 061) } 4.26 (3.02, 5.49); p<0.001
I Leading to withdrawal 16 (4) 2(<1) I
Drug-related 9(2) 0 = BIC/FTCTAF
Any serious AE 21 (5) 15 (7) (Month 6, n=220;
= Month 12
Drug-related 3 (<1)’ 0 Month 12, n=213) +3.36 (2.59, 4.13)
} 4.95 (3.59, 6.31); p<0.001
~1.59 (-2.71, ~0.47)

<4 3 -2 - 0 1 2 3 4 5
Adjusted mean (95% CI) change in total HIVTSQs scores

A M12 LA CAB/RPV Q2M demostrd la no inferioridad en eficacia virolégica vs BIC/TAF/FTC.
Ambos farmacos fueron globalmente bien tolerados.
La satisfaccion de los participantes fue mayor en la rama CAB/RPV.
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LOW CONCENTRATIONS OF LONG-ACTING CABOTEGRAVIRAND
RILPIVIRINE IN PATIENTS WITH HIV
Emma Rubenstein, Myriam Diemer, Lauriane Goldwirt, Caroline Lascoux,

Estudio prospectivo de cohortes realizado en 2 hospitales
franceses entre marzo 2022 —enero 2023.

Matthieu Lafaurie, Jeremy Zeggagh, Mariagrazia Tateo, Diane Ponscarme, Inclusion criteria
Julien Gras, Blandine Denis, Agathe Rami, Pierre Sellier, Marie-Laure Chaix, + Plasma HIV-1 RNA <50 copies/mL for at least 6 months
(onstance Delauge"e Jean_Michel Molina * No previous virological failure with INSTI or NNRTI

* No major INSTI/NNRTI resistance-associated mutations, except K103N

» Positive anti-HBs antibodies

Oral lead-in only in

ad-in ¢ Z M Injection 2 M Injection Z M Injection ietiv
; Lariboisiere: i | Cabotegravir 600mg Cabotegravir 600mg Cabotegravir 600mg O b] et o
. Cabotegravir 30mg/day : | Rilpivirine 900mg Rilpivirine 900mg Rilpivirine 900mg

Rilpivirine 25mg/day

sl i * Determinar las concentraciones valle a M1y M3.

s ) - (dentificar factores asociados a bajas concentraciones valle.

+/- 7 days +/- 7 days
Monitoring Monitoring Monitoring Caracteristicas basales
Plasma HIV RNA level || Plasma HIV RNA level Plasma HIV RNA level
Drug trough levels Drug trough levels
Median age, years (IQR) 30 (27 - 34)
Male, n (%) 51 (88)
| Median BMI, kg/m? (IQR) 24 (22 - 26)
Geographical origin, n (%)
Europe 40 (69)
Other 18 (31)
. . Population groups (%)
MSM 3(7
Concentraciones valle bajas otoa b
IV drug user 2(3)
HP4 Median time since HIV RNA < 50 copies/mL, years (IQR) 8(3-10)
<Q1 en la poblacién agrupada de FLAIR/ATLAS/ATLAS-2M e L v o4 52550
b n (%)
| A(A1) 2(3)
H gthe 21 (36;
* Ca boteg ravlr { 1 1 20 ngjlmL Cumulative RNA/DNA genotype: major NNRTI RAM (K103N), n (%) 3(5)
. R .l . omw < 3 2 Ifm L Tremg%nt before switch to CAB/RPV combination, n (%) o
npivirine ng NNRTI 28(48)
Pl 3 (5)
Oral lead-in with CABIRPV, n (%) 16 (28)
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Follow-up

Trough concentrations

Drua trouah concentrations At 1 month (n=58) | At 3 months (n=56)
Median follow-up, months (IQR) 8 (7-10) Trough < 1120 ng/mL, n (%) 35 (60) 43 (77)
Patients with viral blip, n (%) 4 (7) . _ _
At1 morith 2 (3) CAB Median trough, ng/mL (IQR) 976 (706 — 1434) 701 (440 - 1087)
At 3 months 3/56 (5) No lead-in (n=42) 957 (687 — 1196) 625 (397 - 880)
- - . — P Lead-in (n=16) 1213 (908 — 1479) 1103 (689 — 1246)
|Virologic failure, n (%) ' 1(2) Trough < 32 ng/mL, n (%) 16 (28) 15 (27)
Drug-related adverse event, n (%) 23y Median trough, ng/mL (IQR) 48 (29 - 66) 43 (32 - 55)
Death, n (%) 2 RPV i :
* Pain b f infect both nafients stooped after 3 months): ** Death due & dial infarcti No oral rilpivirine before switch (n=25) 47 (35— 68) 44 (30 - 58)
ain because or Injections ( otn patients stopped arter 5 mon S), ea ue to myocardial Infarction Oral rilpivirine before switch (n=33) 49 (29 - 62) 43 (32 _ 53)

Patient with virologic failure

- MSM, 30 years old, BMI 29.4 kg/m2, HIV subtype CRF02_AG

- Virologically suppressed for 1.8 years with DTG/ABC/3TC, no oral lead-in
- Plasma HIV RNA level 2870 copies/mL at M1, no CAB/RPV RAM

- C,CAB =701 ng/mL, C,RPV = 28 ng/mL at M1

Risk factors for low trough levels

» Cabotegravir:

M1 cabotegravir trough level

Characteristics <1120 ng/mL |2 1120 ng/mL
(n=35) (n=23)

Median age, years (IQR) 29 (26-34) 31(28-34) 0.7

Male, n (%) 29 (83) 22 (96) 0.2
European origin, n (%) 25 (71) 15 (65) 0.8
Median BMI, kg/m? (IQR) 24 (22-27) 22(20-25) 0.01 0.009
No lead-in, n (%) 29 (83) 13(57) 0.04 0.02

* Multivariate analysis

Las concentraciones valle de CAB en mes 1y 3 fueron bajas,
describiéndose como factores de riesgo un IMC elevado y la no

realizacion de lead-in oral

+¢* Elevada variabilidad de niveles de concentracion valle intra e

interindividuales.
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PREDICTORS OF POST SWITCH VIREMIA IN o . )
PATIENTS ON INJECTABLE CABOTEGRAVIR/RILPIVIRINE Objetivo: evaluar los predictores de CV detectable tras switch
Stephanie Kenney, Nimish Patel, Lucas Hill a LA CAB/RPV en vida real

iy At least one All VL <20 epm P
. . Total [n=144) VL 220cpm (m58) (n=86) In the multwanate
» Study design: Retrospective cohort study Median Age (IGR) a1(31.58) 45 (33.63) 41 (34.-54) . regression model:
~ 5% X P x g % ol R %
* Population: Adult PLWH receiving care at the University of California San Diego Owen Clinic ",f:,:“__,' 62 (43.1) 27 (46.6) 35 (40.7) 051 Having persistent
5 igis Black 27188 13(22.4) 14(16.3)
* Inclusion criteria: A::n ‘a8 i 365 L::!.: Isism::iremia
g - was
~Treatment with LAl CAB/RPV for at least 3 months Other/unknown 51(354) 17(29.3) 34(39.5) skoniicant
Qg Ethnicity (% Hispanic) 53 (40.3) 27 (46.6) 31(36.0) 0.46 g y
- Availability of both pre- and on-treatment HIV RNA values [Female ste i 16(1L1) s a6 11(12.8) 0.43 associated with
~HIV RNA <200 copies/mL (cpm) at the time of switch to CAB/RPV Dimpleted oral feaetin (%] | 135 (S.0) 20 {845) 781584 a0 having at least one
Late injection or used 15 {10.4) 5 [8.6) 10{11.5) 056 VL =20cpm post
- At least one HIV RNA value collected greater than 21 days after start of LAl CAB/RPV oral bridge (%) switch [OR 3.55
C:B.Fllh;teﬂr::n "f} 3(21) 1{L.7) 2(2.3) 057 (164500
= oo very 1m only : 4 E 1
Viral Load Category Definition Every 2 month enly 73(50.7) 27 (46.6) 45 (53.5)
Blip At least one viral load 20-199cpm followed by Switched to every 2 month 63 (47.2) 30 (51.7) 38(44.2)
viral load <20cpm Median CD4 count () 745 (520-941) 809 (554-961) 680 (504-923) 0.08
Persistent low-level viremia (pLLV) At least two consecutive viral loads 20-199cpm I S ra AR 263124430 I I8 (L e G512 280 0) Lt
High viral load At least one viral load 2200cpm et
4 =il Blip 20-199 cpm 26 (18.1) 12 (20.7) 14(16.3) 0.0001
Continually suppressed All viral loads < 20cpm pLLY 26(18.1) 17(29.3) 9(10.5)
High wiral load 6(4.2) 2(3.4) 4{a.7)
Always <20 cpm 86 (59.7) 27 (46.6) 59 (68.5)

144 participantes
Media de seguimiento de 278 dias
1 Fracaso virologico

Estos datos sugieren que los pacientes con viremia persistente de bajo grado antes del switch a LA CAB/RPV son

mas propensos a tener al menos 1 determinaciéon con CV detectable tras el switch.
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HIGH VIROLOGIC SUPPRESSION RATES ON LONG-ACTINGARTIN
ASAFETY-NET CLINICPOPULATION

Monica Gandhi, Jorge Salazar, Matthew D. Hickey, Katerina
Christopoulos, Jon Oskarsson, Mary Shiels, John Szumowski, Janet
Grochowski, Francis Munoz-Mayorga, John Sauceda, Elizabeth Imbert,
Janet Nguyen, David V. Glidden, Diane V. Havlir

Table 1: Demographics and clinical characteristics of cohort in Ward 86 LA
ART program (n=133)

Characteristic Distribution, n (%)
Age (median, range) 45 (38-45) years
Gender
| cis man 117 (88%) |
Cis Woman 11(8%)
Transgender Woman S (4%)
Race/ethnicity
Black 21 (16%)
Latino/a 50 (38%)
White 43 (32%)
Multiracial 15 (14%)
Housing
|_unstable 77058%) |
Stable 45 (34%)
Homeless 11 (8%)
I Medicare or Medicaid or both 130 (58%) |
ADAP 3 (2%)
Current stimulant use 44 (33%)
Major mental iliness 51 (38%)
Virologically non-suppressed 57 (43%)
{>30 copies/ml) with log10 viral load (mean, STD) 4.21 (1.30)
CD4 count (median with Virologically suppressed 616 (395-818)
interquartile range) Virologically non-suppressed 215 (75-402)

* Note: ADAP is AIDS Drug Assistance Program; Baseline CD4 defined as the CO4 count closest to and including date

of first injection. Median time from CD4 count to first injection was 70 (range O to 882) days

Estudio descriptivo de administracién de LA CAB/RPV con
criterios de inclusién muy diferentes a los de los EC:

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

Resultados

Figure: KM curve of probability of reaching virologic

suppression (VL <30) on LA ART (n=57); doted lines 95% C1 * 55 paciente con CV detectable
N j suprimieron en una media de

33 dias.

3 * 2 FVen primeras 24 semanas,
3| ambas con mutaciones de

; resistencia.

N o * 97.5% estabanindetectables a
M T T las 26 semanas.

A pesar de las barreras a la adherencia en el entorno del estudio, los resultados
son exitosos con tasas de FV similares a los EC
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LENACAPAVIR WITH bNAbs GS-5423 AND GS-2872 DOSED EVERY
6 MONTHS IN PEOPLEWITHHIV

Joseph J. Eron, Susan R. Little, Gordon Crofoot, Paul Cook, Peter Ruane,
Dushyantha Jayaweera, Edwin DeJesus, Sarah E. Waldman,

Megha L. Mehrotra, Laurie A. VanderVeen, Hailin Huang, Sean E. Collins,
Jared M. Baeten, Marina Caskey

Lenacapavir

Estudio aleatorizado Fase 1b para evaluar la seguridad y eficacia de un

regimen LA (6M) que incluye LENACAPAVIR y 2 bNABs:

TEROPAVIMAB y ZINLIRVIMAB

Key Inclusion Criteria Dosing {
» Adults living with HIV-1 Week 0 26 . 52
+ Virologically suppressed = 18 .
B 1-1 Group 1: LEN + TAB 30 mg/kg + ZAB 10 mg/kg T
« Viral susceptibility to both TAB Continued
and ZAB e Group 2: LEN + TAB 30 mg/kg + ZAB 30 mg/kg Follow-up

+ CD4 nadir = 350
+« CD4 at entry = 500

Day 1 Day 2

¥ X
P

Q -
Q -

LEN oral 600 mg
LEN SC 927 mg

TAB IV 30 mg/kg

ZAB IV 10 mg/kg or
30 mg/kg

—‘

1" endpoint W26

Screened (N = 124)

Met bNADb susceptibility criteria
(N = 55)

Not enrolled (N = 34)

Randomized (N = 21)

+ Clinical hold (N = 18)
+ Other eligibility criteria (N = 16)

Assigned to
LEN + TAB + ZAB 10 mg/kg (N = 11)

Withdrew! (N = 1)

Received full
treatment regimen (N = 10)

Assigned to
LEN + TAB + ZAB 30 mg/kg (N = 10)

Received full
treatment regimen (N = 10)
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~ TAB 30 mg/kg, median (Q1,Q3) 100 LEN v TAB v LEN v TAB =
1000 B 248 10 mg/kg, median (Q1,03) ZAB 10 mg/kg ZAB 30 mg/kg
\ = 2AB30 mg/kg, median (Q1,03) _ N =11 N=10
= £ Any adverse event (AE), n 9 10 19
£ <
B 100 £ AEs of any grade occurring in 3 or more
= Zz 104 study participants
2 e 192 3 ng/mt Injection-site pain, n 5 5 10
5 104 g Injection-site erythema, n 4 3 7
3 Injection-site nodule, n 4 2 6
2 ug/mLt 14 B LN, median (@1,03) Injection-site induration, n 2 4 6
P (" ; ; 1'2 1'6 2'0 2'4 2'6 Injection-site mass, n 3 1 4
0O 4 8 12 16 20 2426 ) e} from first d COVID-19, n 3 0 3
Time (weeks) from first dose Time (weeks) from first dose Upper respiratory tract infection, n 3 0 &
Se mantuvieron concentraciones terapéuticas durante las 26 S No se produjeron discontinuaciones por AEs
HIV-1 RNA by Study Week
10000 -
001 90% M LEN + TAB + ZAB 10 ma/kg (N = 10)
M LEN + TAB + ZAB 30 mg/kg (N = 10) —_ Restarted Baseline ART
804 7E' (RPV/FITAF)
2
£ 60- 'E_ 1000 - _
2 b 534 copies/mL
] <
=
o 404 &
- 155 copies/mL
>
207 £ 100 - .
10% 10% t 50 copies/mL
=]
iy - - o B g
HIV-1 RNA < 50 copies/mL  HIV-1 RNA 2 50 copies/mL No Virologic Data: | _—— o
Discontinued study treatment
and last availablle 10 . . . . . . . . . . . .
HIV-1 RNA < 50 copies/ml 0 2 4 6 8 10 12 14 16 18 20 22 24 26

Study Week

“Este estudio demuestra que la combinacién LEN + Teropavimab + Zinlirbimab puede

mantener la supresidn virolégica durante 6 meses en pacientes seleccionados.”
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EFFECT OF ISLATRAVIR ON TOTAL LYMPHOCYTEAND

LYMPHOCYTE SUBSET COUNT

Kathleen E. Squires, Todd A. Correll, Michael N. Robertson,
Stephanie 0. Klopfer, Peggy May Tan Hwang, Yun-Ping Zhou,

Elizabeth Martin, Elizabeth G. Rhee

Evalian los cambios en la cifra
linfocitos en distintos EC con islatravir

—>

Islatravir

T T - e

HIV Prevention

MK8591-016 Blinded; 2:2:1
phase 2 randomization
MK8591-022  Blinded; 1:1
phase 3 randomization
MK8591-024  Blinded; 2:1
phase 3 randomization

HIV-1 Treatment

MK8591-013 Blinded; 1:1:1:1
phase 2 randomization
MK8591A-017 Open-label; 2:1
phase 3 randomization
MK8591A-018 Blinded; 2:1

phase 3 randomization
MK8591-011 Blinded; 1:1:1:1
phase 2 randomization

Adults without HIV ISL 60 or 120 mg once 194  Placebo 48
monthly (QM)

Cisgender women ISL 60 mg QM 362 FTC/TDF 365

Cisgender men & ISL60 mg QM 328 FTC/TDF or FTC/TAF 166

transgender women

Virologically suppressed ISL 20 mg + 8507 100, 200, 121 BIC/FTC/TAF 40
or 400 mg once weekly (QW)

Virologically suppressed ISL 0.75/DOR 100 mg once 662 Baseline ART 336
daily (QD)

Virologically suppressed ISL 0.75/DOR 100 mg QD 322 BIC/FTC/TAF 319

Treatment-naive ISL0.25,0.75, 0r 2.25 mg + 12 DOR/3TC/TDF 31

DOR 100 mg QD

Cambio medio (%) del recuento de linfocitos totales desde la visita basal
| DOR/ISL 100/0.75mg QD

ISL 60mg QM for PrEP
PO16Wk24 P022Mo3 P024 Mo3
i 10

-21.3

B ISL 60 mg B Comparator*

*P016, Placebo. P022 & P024, FTC/TDF.

I = :
-7.0 -10

31 5

= |SL+8507100
& |SL+8507400

ISL 20mg QW Treatment

PO13 Wk24

NISL+8507200
W BIC/FTC/TAF

-25
-30
-35

P07 Wk24

-5.4

P018 Wk24

mDOR/ISL = Comparator*

*P017, Baseline ART. P018, BIC/FTC/TAF.
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Percent Change, Mean (95% CI)

Percent Change, Mean (95% Cl)

Fase 2 ISLA mensual PrEP: 60 y 120 mg ISLA (linf.) Fase 2b ISLA/DORA diario switch: 0.25, 0.75 y 2.25 mg ISLA
Study Treatment f\;\r/]:LEZBe) | Follow-up ( linf. / C D4)

: I
D o-jame T ! % € w0
< * O
g 1 R
= [ ] - Treatment Group a
o » 4 . ISL (60 mg) QM & 20
2 &« & - ISL(120 mg) QM s
5 20 |l - - @ - - Placebo g ,
§ . - g
& * . T il v
. g
e 4 Treatment Group
a . .
gy ISL(0.25mg) + DOR
0 4 8 12 16 20 24 28 2 3% 0o 4 8 1 24 36 48 72 ,L 0 Doy >
Study Week Study Week ISL(0.75mg) » DOR
ISL 2.25mg) « DOR
. . . . P
. z . i DORITCTDF QO
Fase 3 ISLA/DORA diario Switch: 0.75 mg ISLA (linf./CD4) £
2
b % g
PO17 Treatment Group * DORASL - Baseline ART P0‘|8 Treatment Group a DORASL —&— - BICFTC/TAF :
Discontinuation Discontinuation g o |
Criteria in Effect 10 Criteria in Effect 1
1 T __® T \ ; ) . .\‘_____—c/\ ]
[ ] = - -
I ! I 51 M ) S | . \ U » el ] .
A it B g /
) § ) v
= & i 0 - & - a £
L 0 & 8 n 2 % I
A 5 L s Neak
3 > 4 A Study Week
& 4 | B * & |
e -10
12 24 36 48 60 72 84 . 0 4 12 24 36 48 60 72 84
Study Week St Waal

‘ PO17 [TreatmentGroup A— DORNSL —@- - Baseline ART PO18 [Treatment Group &— DORASL —®— - BICFTC/TAF ° Mayor descenso con mayores dosis de ISLA.

30 Discontinuation

' 3 * Enlos EC Po17 y P018 hay una estabilizacion
! L] i - 4 entre S48 y S72.
" * Laincidencia de infecciones no aumento.

CROI 2023, Oral Poster 192



Virologic Outcomes, Week 48 (FDA Snapshot Approach)

DOR/ISL (100/0.7% ART

Stratified by bART

regimen: Pl-based, OB/
InSTI-based, Other WDOR/IS

SWITCHTO DOR/ISL (100/0.75MG) QD: WEEK 48 RESULTS FROM Popultion

AN OPEN-LABEL PHASE 3 TRIAL

Jean-Michel Molina, Giuliano Rizzardini, Catherine Orrell, Alejandro
Afani Saud, Alexandra Calmy, Shinichi Oka, Federico Hinestrosa, Princy
Kumar, Pablo Tebas, Sharon Walmsley, Anjana Grandhi, Isaias Noel
Gendrano, Karen Eves, Jason Kim, Todd A. Correll

Adults with HIV-1

+ Virologically suppressed on
stable, oral 2- or 3-drug ART
for 23 months

+ HIV-1RNA <50 copies/mL at
screening

* No history of treatment
failure on any regimen

+ Noknown resistance to DOR*

+ Noactive HBV infection

* VIOGA/M, V1081, YI8BL, H221Y, P225H,
F227C/L, M230I/L, L2341, P236L or Y318F

(mainly NNRTI)

Open-iabel DOR/ISL (100/0.75 mg)
taken once daily

Open-label DOR/ISL
(100/0.75 mg) taken once daily
Randomization
[ I 1
Screen Day 1 @ Week 96

Primary Efficacy Endpoint: HIV-1RNA 250 copies/mL at Week 48
(FDA snapshot approach), non-inferiority margin 4%

Baseline ART (bART)
taken per label

+ Switching to DOR/ISL is non-inferior to
continuing Baseline ART:
0% vs 1.5% with HIV-1RNA 250 ¢/mL
(difference -1.49; 95% Cl -3.44, -0.34)

+ No participant on DOR/ISL had virologic
failure (confirmed HIV-1RNA 2200 ¢/mL)

* 3 participants (1%) on Baseline ART (1
InSTl-based; 2 NNRTI-based) had virologic
failure, with resistance to z1 component of

the regimen

Virologic Outcomes Week 48, FDA snapshot Approach
DOR/ASL {100/0.75 mq) vs. B/F/TAF
Population 1004 MSL (10010 78 mg) (N=322)
SWITCHTO DOR/ISL (100/0.75MG) QD FROM B/F/TAF: WEEK 48 B oot O b to B TR DORISL 000/075mg) DT TS et i
RESULTS FROM A PHASE 3 TRIAL i UL s —
. . . . .. . . . . : L
Anthony M. Mills, Giuliano Rizzardini, Moti Ramgopal, Olayemi Osiyemi, B L o & One participant taking DOR/ISL had
Johannes R. Bogner, Debbie Hagins, Roger Paredes, Jacques Reynes, S o . i, virologic falure (confirmed plasma
Jiirgen Rockstroh, Andrew Carr, Feng-Hsiu Su, Stephanie 0. Klopfer, o3 fils onany Feghman | Randomization : : £ il
Rebeca M. Plank, Michelle C. Fox, Todd A. Correll DORS Scien, 0Wy 1 Weskos Wesis 3 Noresit tedto DOR or 5L
. ! . ’ . *  No active HBV infection (Basoline) 0 2L MOTSSUSROER SVEREEIC & VP OF
§ n SIMa samples
e Blinded Intorvention Open Label & . |s::n ~t u:«uc In plasma
x Primary En s coliected at Week 12
Primary Efficacy Endpoint: HIV-1RNA 250 copies/mL at Week 48 (FDA snapshot i ,&",:':."‘f?'.:'?s, VAR
approach), non-inferiority margin 4%
oot e

MIV) RNA 50 coprow/ml.  MIVE1 RNA <50 copmuimt. o vieologic data i window

En semana 48 ambos EC mostraron la no inferioridad de DORA/ISLA (100/0.75 mg) para mantener CV suprimida en

comparacion con el TAR basal con un perfil de seguridad similar.

¢ Los EC de Fase 3 se continuaran realizando con una dosis de ISLA de 0.25 mg.
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PrEP y prevencion de otras ITS

* PrEP con LA Cabotegravir

e PEP con Doxiciclina



CABOTEGRAVIR PHARMACOLOGY IN THE BACKGROUND OF
DELAYED INJECTIONS IN HPTN 084

MarkA. Marzinke, Xu Guo, James Hughes, Brett Hanscom,

Estelle Piwowar-Manning, Craig Hendrix, Scott Rose, Jim Rooney,
Alex R. Rinehart, Susan Ford, Adeola Adeyeye, Myron S. Cohen,

Mina Hosseinipour, Sinead Delany-Moretlwe
Research Group: HPTN 084 Study Team

LA Cabotegravir

HPTNo084: EC fase 3 aleatorizado que demostro la superioridad de LA
CAB Q2M comparado con TDF/FTC para la prevencidn de VIH en mujeres
africanas. Tras un analisis intermedio del DSMB todas las participantes

pasaron a la rama LA CAB.

Objetivo: evaluar los episodios con retraso en el momento de la inyeccién

Retraso Tipo 1: 8-14 semanas entre 17 y 2% inyeccion.

Retraso Tipo 2: 12-18 semanas entre otras dos inyecciones.

Type 1 Type 2

Ilkla:.r” Dielay |
HEENEENEEEEETIEE.
oratal T st ol ol # ol o ol Al sl wsl ul ol Wl ol
224/1614 participantes (12%) tuvieron al menos un retraso. ’

En total 19 retrasos Tipo 1y 205 tipo 2.
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La dosis de LA CAB usada debia alcanzar:
*  >4xPA-Cy,(0.664 mcg/ml) en 80% de participantes.
* >8xPAICy,(1.33 mcg/ml) en 50% de participantes.

Paciente contagiada de VIH durante el estudio

Injection Delays Between 15t and 2"d Injections ~ 3/9 injections occurred late (8.5, 15.1, 16.1 weeks)
(Type 1 Delays) —~ CAB concentration at first HIV positive visit: 0.416 mcg/mL (<4x PA-ICq)
CAB 8-10 weeks 10-12 weeks 12-14 weeks * 20
1[, L Between Between Between 80 ?g;/;;‘é‘g%o days after diagnosis
e Injections Injections Injections 7 fg X 16,1 Wesr
N=11 N=4 N=4 % 60 g N
>8xPAIC,  [10(91%)  2(50%) 0 (0%) \ i 3 =
>4-8xPAIC,  1(9%) 1 (25%) 1 (25%) ‘ ": © Zt | | - 7
| 1-4x PA-IC, 0 (0%) 1 (25%) 3(75%) | ” o o' - e 3‘0 y - 'w -~ A S "m "w
<1x PA-IC,, 0 (0%) 0 (0%) 0 (0%) 10 Weeks since envolment
e Weeks Flr‘o-:: ::llsnizc(ion e
Injection Delays After the 2"d Injection Podria haber un periodo de 6 semanas de perddn
(Type 2 Delays) . . ]
e . entre dosis de LA CAB para PrEP en mujeres
1IECAB]h Between Between Between .
rong Injections Injections Injections 7
N=109 N=57 N=39 Ee
~ >8x PA-IC,, | 95 (87%) 48 (84%) 24 (62%) i
(>4-8xPA-ICy,  12(11%) 6 (11%) 11 (28%) . r
C14xPAIC,  1(1%) 2 (4%) 2 (5%) » F'F’- \ 9 £|
| <1x PA-ICy 1 (1%) 1 (2%) 2 (5%) — -,..,m.k, -m......, {L&:‘E K-} L-

Weeks From Last Injection

W< IXPAIC90 W 1-4xPAIC90 ¥ >4-8xPA-IC90 > 8x PC-IC90
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THELEVI SYNDROME: CHARACTERISTICS OF EARLY HIV
INFECTION WITH CABOTEGRAVIR FOR PrEP

Susan H. Eshleman, Jessica M. Fogel, Estelle Piwowar-Manning,
Brett Hanscom, Alex R. Rinehart, Myron S. Cohen, Marybeth McCauley,
Jennifer Farrior, Adeola Adeyeye, Mina Hosseinipour, Beatriz Grinsztejn,
Mark A. Marzinke, Sinead Delany-Moretlwe, Raphael J. Landovitz,
Research Group: for the HPTN 083 and 084 Study Teams

Infecciones de VIH durante el HPTN083
Typeofcase | #Cases

Infected despite on-time injections 6 —>
28 other infections

No recent CAB exposure (within 6 months) 16
HIV+ at enrollment 4
Infected while receiving oral CAB 3
Infected after = 1 delayed injection 3
Infected near the time of CAB re-initiation 2

LEVI: Long-acting Early Inhibition Syndrome

HPTN083 y HPTN084 son EC fase 3 aleatorizados que demostraron la

superioridad de LA CAB Q2M comparado con TDF/FTC para la prevencion

de VIH en HSH y mujeres trans y en mujeres cis africanas respectivamente.

aprox. la mitad presentaron un retraso en el diagnostico del VIH

11
months

Days
since 1t
HIV pos

visit

0
42
55
98
105
112
119
132
195

235
280
333

Rapid
test

NR
NR
NR
NR
R
NR
NR
NR
R
NR
NR
R

Assay Reversion

Ag/Ab
test

NR
NR
NR
NR
R
R
NR
R
NR
R
R
R

R
NR
R
NR
NR
NR
NR
NR
NR
NR
R
R

Qualitative Confirmatory
RNA test

LLOD 30 ¢/mL

Ab test

NEG
NEG

INDET
INDET

NEG
INDET

Viral
load DNA test
LLOQ 40 ¢/mL LLOD 4.09
or single copy c/106 cells
6.1
ND
Detect <LLOD
ND
Detect <LLOD
<40 Detect 5.8
<40
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Comparison of acute HIV infection (AHI) to infections that
occur in the setting of long-acting early viral inhibition (LEVI)

Cause Phase of natural HIV infection Long-acting anti-viral PrEP agent (prototype: CAB-LA)
. - Infection during PreP

New infection e . . .
Initiation of PrEP agent during acute/early infection
Vlra! - Explosive Smoldering
replication
Fever, chills, rash, night sweats, muscle aches, sore

. Minimal, variable, often no symptoms reported
throat, fatigue, swollen glands AL P

Symptoms

Ultrasensitive RNA assay
(often low or undetectable RNA, low/undetectable DNA,
diminished/delayed Ab production)

Ag/Ab assay, RNA assays (including less sensitive POC

Detection ..
and pooled tests), DNA assays, total nucleic acid assays

Assay

: Rare Common for many test types
reversion

1D vieeks [IrHl Ab detection) Months funtll viral breakthrough, c!rug clearafnce‘, or A‘RT start);
can persist months after the anti-viral agent is discontinued
Very likely Unlikely (except possibly through blood transfusion)

Dru A - -
No (unless transmitted) Yes (can emerge early when viral load is low)
resistance

La cuantificacion de ARN VIH-1 detecta las infecciones generalmente antes de la aparicidn de resistencias (ya

aprobada por FDA y recomendada por la CDC como método de cribado).

** En estudios futuros se determinara si el Sd. LEVI ocurre también con otros agentes LA en desarrollo para PReP.
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ANRS174 DOXYVAC: AN OPEN-LABELRANDOMIZED TRIALTO

PREVENTSTIsIN MSMON PrEP PEP Con dOXICIChna
Jean-Michel Molina, Beatrice Bercot, Lambert Assoumou,
Algarte-Genin Michele, Emma Rubenstein, Gilles Pialoux,
Christine Katlama, Laure Surgers, Cecile Bebear, Nicolas Dupin,
Jean-Paul Viard, Juliette Pavie, Claudine Duvivier,

Jade Ghosn, Dominique Costagliola

Research Group: ANRS 174 Doxyvac Group

ANRS 174 DOXYVAC es un EC abierto, aleatorizado de superioridad.

Doxy PEP: 200 mg
within 24-72h post sex

DoxyPEP or no PEP el

MSM on PrEP > 6 months
2.1
Enrolled in ANRS Prevenir 1 (&) ~ Up to 96 wks
Bacterial STI in prior 12 months A CE R follow-up
bo STl symploms B 4CMenB vaccine 2 injections (MO and M2)
(N =720) or no Vaccine
(1:1) No Vaccine
. e . . | Participants Baseline Characteristics |
Objetivos primarios e
Median (IQR) or % y PEP No PEP 4CMenB vaccine No Vaccine
* impacto de DoxyPeP en el tiempo hasta el primer e T
episodio de clamidia o sifilis. S i — 57 5 e
* Impacto de la vacunacion 4CMenB en el tiempo T A T M R T R v
hasta el primer episodio de gonorrea. 3 e as i3 a3
c’:r::r,r'.il:”::x (4 weeks) no. 5(3;:_01 5:2'-212; 5(239; stgm 5(42':_01
Partners (last 3 months) no. 10 (5-20) 10 (5-20) 10 (5-20) 10 (5-20) 10 (5-20)
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Doxycycline PEP 4CMenB Vaccine
Time to First CT or Syphilis Infection Time to First GC infection
S 8 4
= No interaction between Doxy PEP o No Vacci
No interaction between Doxy PEP No PEP d 4CMenB : ‘0y41 ° ASM:r:CB":/chine
and 4CMenB vaccine (p=0.99) © Doxy PEP an enB vaccine (p=0.41) 2
o Adjusted Hazard Ratio: 5 S Adiiicted Hazaid Ratio:
. E & 0.16 (95% CI: 0.08-0.30, p<0.0001) = g T 0.49 (951% Cl: 0.27-0.88, p=0.016)
Median follow-up: 9 months E o | § B R S )
: o 2 . I
(a6 %0712) o 49 subjects infected & S+
- N :
49 subjects infected S5 ‘32. in No Vaccine arm =]
36 in No PEP arm (incidence: 19.7/100 PY), s
(incidence: 35.4/100 PY), S | 17 in 4CMenB vaccine arm S
13 in Doxy PEP arm S 5 T T T 1 (incidence: 9.8/100 PY) s T T T !
(incidence: 5.6/100 PY) 0 3 6 9 12 0 3 6 9 12
Months from randomization Months from randomization
Numbere}t gltsIF( o . e . o GC infections were considered from M3 Number at risk
DoyPEP 332 211 20 144 8 VRt (1 emvonth e 2 vaccine o) iCMenbvacone 257 28 10 12 4

Doxycycline PEP
Time to First GC and MG infection

Con una reduccion de la incidencia de clamidiay

g No PEP 2 @
= Doxy PEP 2 i No PEP
s o g sifilis de aprox. 80% y de gonorrea de aprox. 55% en

0.49 (95% CI: 0.32-0.76, p=0.001) 0.55 (95% CI: 0.34-0.89, p=0.015)

B e S " 5 & 5 % DoxyPEP y 4cMenB a todos los participantes.

0 3 6 9 12 st
Months from randomization Monttis trom randornization

Probability
0.50
N
Probability
0.50

sept. 2022 el DSMB paré el estudio y recomendé

0.00
0.00

: Number at risk
Number at risk NoPEP 170 148 110 67 38

No PEP 170 125 20 47 20 =
Doxy PEP 332 259 201 128 66 Doy PEP 332 298 234 157 89
84 subjects infected 68 subjects infected
40 in No PEP arm (incidence: 41.3/100 PY), 31 in No PEP arm (incidence: 29.4/100 PY),
44 in Doxy PEP arm (incidence: 20.5/100 PY) 37 in Doxy PEP arm (incidence: 16.8/100 PY)
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MUCOSALPHARMACOLOGY OF DOXYCYCLINE FOR BACTERIAL
STIPREVENTION INMEN AND WOMEN
Richard Haaland, Jeffrey Fountain, Chuong Dinh, Tiancheng Edwards,

Amy Martin, Deborah Omoyege, Christopher Conway-Washington,
Colleen Kelley, Walid Heneine

Male Female
(n=11) (n=9)

Age
Median 38 34

Objetivo: definir la farmacologia de doxiciclina en mucosas tras
una dosis oral de 200 mg de doxiciclina de liberacion retardada

(Doryx®).

Se recogen muestras de sangre y frotis rectales y/o vaginales
durante 7 dias después de la administracidon de doxiciclina

Mucosal Doxycycline Concentrations

Doxycycline concentration (ng/mil)
i i i

© Pasa Coas AUC, e, AUC
(ng/mL) | P (ng*h/mL) Ratio
[95% I [95% Ci] (5:P)
S 1042 . 33,951
[889—=1222] ) [29,632 = 38,899]
Rectal 704 73,511
48 h " 2.17
Secretions  [311— 1596] " [34,332-156,487)
' : Vaginal 1284 & hr 58,562 173
2 - secretions [742—2223] ) [32,719 - 104,816] '
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C trachomatis

Doxycycline concentration (ng/mL)

Time above MIC value

Cooax MIC 4x MIC
Plasma 16x 87 hr 44 hr
Rectal Secretions 11x 97 hr 62 hr
Vaginal Secretions 20x 101 hr 45 hr

Minimum Inhibitory Concentrations (MIC)
C trachomatis MIC, = 64 ng/mL Zheng Sex Transm Dis 2015

T pallidum

O Plasma
& Rectal Secretions
W Vaginal Secretions

Doxycycline concentration (ng/mL)

«-lLLOQ

T T T
o 24 48 T2
Time (hours)

Time above MIC value

G MIC 4x MIC
Plasma 10x 71 hr 32hr

Rectal Secretions 7% 88 hr 51hr

Vaginal Secretions 12x 70 hr 38 hr

Sensitive N gonorrhoeae

QO Plasma

10°

1074

Doxycycline concentration (ng/mL)

2
—=

B Rectal Secretions
W Vaginal Secretions

-[LLoa

T T
48 72
Time (hours)

°
n
®

Time above MIC value

G MiC 4x MIC
Plasma 4x 45 hr 3hr
Rectal Secretions 3x 62 hr NA
Vaginal Secretions 5x 45 hr 11 hr

Minimum Inhibitory Concentrations (MIC):
N gonorrhoeae MIC = 250 ng/mL CDC Antimicrob Resist Susc Test

Minimum Inhibitory Concentrations (MIC):

T pallidum MICq, = 100 ng/mL Edmondson Antimicrob Agents Chemother 2020

La doxiciclina se distribuye eficientemente en mucosas expuestas y su concentracidon se mantiene por

encima de la CMI para C. trachomatis y T. pallidum en mayor medida que para N. gonorrhoeae sensible.

CROI 2023, Oral Poster 118



DOXYPEP & ANTIMICROBIAL RESISTANCE IN N. GONORRHOEAE,
COMMENSAL NEISSERIA, &S. AUREUS

Anne F. Luetkemeyer, Deborah Donnell, Julia C. Dombrowski,
Stephanie Cohen, Cole Grabow, Clare Brown, Cheryl Malinksi,

Sharon K. Martens, Alison Cohee, Veronica Viar, Phong Pham,

Susan P. Buchbinder, Diane V. Havlir, Connie Celum, Olusegun 0. Soge
Research Group: DoxyPEP Study Team

D@XYPEP

EC abierto, aleatorizado 2:1 a doxy-PEP vs. SOC.
En mayo 2022 el DSMB recomendd parar la rama SOC tras demostrarse una

reduccion de clamidia, sifilis y gonorrea de 65% por trimestre en HSH.

Objetivo: andlisis de la aparicion de resistencia a doxiciclina de N. gonorrhoeae, S. Aureus y especies no

patogenas de neisseria en participantes del estudio doxyPEP.

CROI 2023, Oral Poster 120



Tetracycline resistance (TCN-R) in incident GC with culture data

o Incidenciasimilar en
o basaly Doxy-PEP.

w * Mayorincidenciaen
v Doxy-PEP que en

o SOC.

Baseline Standard of care

Doxy-PEP
n=17 n=19 n=20

2 MIC < 2 (not resistant) ® MIC z 2 (resistant) ® MIC 2 16 (high-level resistance)

Commensal Neisseria in oropharynx:
High rates of colonization & no change with doxy-PEP use

p=078 p=008
88%

e 9% 83%
80%
60%
40%
20%

% o “ 0 m

Standaed of care Doxy-PEP

Neissoria spp. solated
0 Basetre I Moot 12 (SOC) I Moot 12 Dowy)

40%

20%

10%

S. aureus: 8% absolute increase in doxycycline resistance
(doxy-R) in doxy-PEP arm

* Tasade R bajaengeneral.
oy . [T/« 8%aumentodeR enrama
Doxy-PEP
p=0.16 p<0.01

I

sﬁpolnt‘l" Lo

Standard of care Doxy-PEP Standard of care Doxy PEP -

S. aureus grown in culture Doxycycline-resistant

0 Basebne B Month 6 (SOC) W Month 12 (SOC) B Month 6 (Doxy) I Month 12 (Doxy)

MRSA: No change in doxycycline resistance with doxy-PEP

i-i*

2 " &5 Lrel ¥ m " (23 an 0 w2
Standard of care Doxy-PEP Standard of care Doxy-PEP
MRSA grown in culture Doxycycine-resistant
3 Baseline B Mon® 6 (SOC) W Month 12 (SOC) [ Moo 6 (Doxy) B Month 12 (Daxy)

““No encontramos un aumento marcado de la resistencia a la doxiciclina”
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DOXYCYCLINE POSTEXPOSURE PROPHYLAXIS FOR PREVENTION
OF STIs AMONG CISGENDER WOMEN

Jenell Stewart, Kevin Oware, Deborah Donnell, Lauren R. Violette,
Josephine Odoyo, Caitlin W. Scoville, Olusegun 0. Soge, Victor Omollo,
FelixMogaka, Fredricka A. Sesay, R. Scott McClelland, Elizabeth A. Bukusi,
Jared M. Baeten

Research Group: the dPEP Kenya Study Team

Caracteristicas basales

Doxycycline PEP Standard of Care
(N=224) (N = 225)

Age, Median [IQR], years 24 24
[22-27) [22-27)
Months on HIV PrEP, Median [IQR] 7.5 7.2
[4.1-14.9] [3.7-13.8)
% (n) % (n)
Bacterial STI at baseline 18% (40) 18% (40)
Chlamydia trachomatis 13% (30) 15% (33)
Neisseria gonorrhoeae 5% (10) 3% (7)
Treponema pallidum 0% (0) 1% (2)

Objetivo: analisis de la incidencia de clamidia, sifilis y gonorrea

Overall STl incidence of 27 per 100 person-years

Analysis Total SOC 95% CI
(N=225)

Intention to All STls 59 0.88
Treat Chlamydia 85 35 50 0.73
Gonorrhea 31 19 12 1.64

El uso de doxi-PEP en mujeres cis no redujo la incidencia de ITS

Posibles motivos

Diferencias entre tejidos (cervical, uretral, rectal, faringeo).
Distribucion de microorganismos resistentes.

Adherencia a la Doxy-PEP.

0.60-1.29 0.51
0.47-1.13 0.16
0.78-3.47 0.19
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