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EPIDEMIOLOGIA:

Summary of the global HIV epidemic, 2021

People living with HIV People acquiring HIV People dying from HIV-
in 2021 in 2021 related causesin 2021

38.4 million 1.5 million 650 000
Ford [33.9-43.8 million] [1.1-2.0 million] [510 000-860 000]

Adults 36.7 million 1.3 million 560000
(15+ years) [32.3-41.9 million] [990 000~1.8 million] [430000-740000]

Worren 19.7 million 640000 240000

(15+ years) [17.6-22.4 million] [480 000-870000] (180 000—-320000]

Men 16.9 million 680000 320000

(15+ years) [14.6-19.7 million] [500 000-920000] [250 000-430000] -
childien 1.7 milli_or_l 160 000 98 000

(<15 years) [1.3-2.1 million] [110 000-230000] [67 000-140 000]

Source: UNAIDS/WHO estimates

Updated: July 2022
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Un DbjE‘“VD ambicioso para erradicar el VIH Progress towards 90—90-90 and 95-95-95 targets of the HIV service cascade,
T rge to global, 2021

a5
40 Additional gap to Additional gap to Additional
"'-whi"BE the fat % reaching the first and e
The treatment fqrgei - - 13 millio second 95s: reaching the
3 o/ - o, 3.5 million three 95s:
% 2 ™~ Gap to reaching the / / 5 million
= first 90: 2.1 mill LIS, 3ap to reaching the
e e e e i B ettt e m ey = = - e ’////‘////// = — lirnr;:ds:r:m:B:Js'
i - r SR i ; £ 2.4 million -
i y i3 P ] 2 s b
I 1 = 1 I I ) three 50s:
1 ]l i : i : L 20 1.7 million
: I = [ = I 8
1 i i 1 i I o 75% 68%
: 1 : : : : s [66-B5%] (60-78%]
i ; i ! i ! I-
i i 3
i i I i i 1 =
1 i 1 1 i 1
i I 1 [ 1 1
1 [ 1 [ 1 I
1 ! 1 [ 1 I
[ N ————— [ TS ——————— [ T ——————
o
People living with HIV who know their status People Iving with HV whao are on treatment People living with HIV who are virally suppressed
Diagnosticados En tratamiento Suprimidos
?Irﬂléglc a I'I"Ienfe Source: UNAIDS/WHO estimates, 2022

Y World Health
¥ Organization

Updated: July 2022

Mbiche Sditd. Execulive Direcfors report — unaidh. Disponible e
e e, Loty cong e oed ot ik irnecia,_osse 20 140001 _5P_EXD PCEI_en pl




iVIH v sifilis en numeros
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CUALES SON LOS OBJETIVOS DEL TARV ?

* Supresion viroldégica maxima y continua

— Alta barrera a la resistencia

— Mejorar / preservar la rta inmune

— Minima toxicidad y eventos adversos
— Minimas interacciones de drogas

— Reduccion de la actividad inflamatoria

— Preservar la vida y la salud con la menor alteracion en la calidad de vida




EVOLUCION DEL TARV

Highly adherent patients aggressively
treated with nonsuppressive regimens led
to selection of multidrug-resistant HIV

Sequential NRTI
monotherapy and
dual-NRTI therapy

“Hit hard,
hit early”

Sequential
monotherapy Deferral
with unboosted Pls of
and NNRTIs without therapy
actlve NRTIs

Earlier

initiation of
therapy with

better
treatments
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Slide credit: clinicaloptions.com




OPTIMIZACION DEL TARV

" Ppios de la epidemia :EFECTIVIDAD
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SUPRESION VIROLOGICA

Full SET analysis: The median time (95% Cl) to achieve VL<50 cps/mLin
1430 ART-naive patients starting HAART treatment is 18 (17-19) weeks
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30 Years of HIV/AIDS

THE LANCET THE LANCET

June 12, 2010 August 14, 2010

Association of Highly Active
Antiretroviral Therapy
Coverage, Population Viral
Load, and Yearly New HIV
Diagnoses in British

Heterosexual HIV-1
Transmission after Initiation
of Antiretroviral Therapy: a
Prospective Cohort Analysis

Decreases in

Community Viral Load
Are Accompanied by
Reductions in New HIV

Infections in San D Donnell et al. Columbia, Canada: a

Francisco Population-Based Study

M Das;:ON Colfax ot al. JS Montaner, P Kendall, et al.

1981 1985 1990 1995 2000
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Figure 1: Number of active HAART participants and number of new HIV diagnoses peryear in British Columbia, Canada, 1996-2009
p values are for trend and were obtained from the generalised additive model. Injecting drug user (IDU} refers to individuals who have ever injected illicit drugs.
HAART=highly active antiretroviral therapy. BC=British Columbia. NA=not available.



Undetectable = Untransmittable U - U

UNDETECTABLE

UNTRANSMITTABLE

= HPTN 052: 1763 HIV-serodiscordant couples

— NO linked infections after 5 yrs of follow-up among HIV-uninfected partners of HIV-
positive persons with stably suppressed HIV-1 RNA on ART

= PARTNER and Opposites Attract Studies: 35,000 acts of condomless anal sex in
serodiscordant couple

— NO linked infections among HIV-uninfected partners of HIV-positive persons with stably
suppressed HIV viral load on ART!2

= Partner 2 Study: 76,088 acts of condomless sex among 782 HIV-serodiscordant
MSM couples

— NO linked infections after 1593 couple-yrs of follow-up among HIV-uninfected partners
of HIV-positive persons with undetectable HIV viral load on ART!

1. Cohen. N Engl J Med 2016;375:830. 2. Bavinton. Lancet HIV. 2018;5:PE438. 3. Rodger. Lancet. 2019 [Epub] Slide credit: clinicaloptions.com
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Articles I

Risk of HIV transmission through condomless sex in
serodifferent gay couples with the HIV-positive partner taking
suppressive antiretroviral therapy (PARTNER): final results of a
multicentre, prospective, observational study

Alison | Redge, Wofenting Cambiono, Tina B, Pt Wemmazss, S Cofling, Ol Degen, (Gulio Mara Corell, Voense Estrado,
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Fhass-fibrgen Saelbrink, Anddirw N Philkps, Jens Lusdgren, Jor the PARTNER Study Geug®

SUMmmany

Eachuground The level of evidence for HIV ira ission risk ihrougk domiless sex in serodifferent gay couples with

hl-li\n'pnnmpumrujminnlf ppressh i iral therapy (ART) is linsited with the evidence
risk in et I couples. The aim of the second phase of the PARTNER study

lPﬂmﬂﬂmhpmﬂeFﬁ&mdlﬂmmlmﬂh gay serodifferent parnerships.

Methods The PARTNER siudy was a prespective ohserational study done at 75 sites in 34 European tu.l.ntrﬂ.
Thee first phase of the study (PARTMNER]: Sepd 15, 2000, to May 31, 2004) recruited and followed wp bath b
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and gay serodifferent couples (HIV-pesitive pariner aking suppressive ART) wha reported condomless sex, whereas
the PARTMER? extension {io Apeil 30, 3018} recruited amd followed wp gay coupls onby. At study visits, data
collection included sexaal behaviour questionnadres, HIY issting (H1V negative partner), and HIV-1 viral load iesting
(HIV-positive pariner. If a serocoaversion occurred in the HIV-negative parteer, anomymised phylogenetic analvsis
was done o compare HIV-1 pol and owr sequences inboth p to identify linked transmissions. Couple-years of
follow:ap were eligible for inclesion if condomless sex was reporied, use of pre-exposure prophylass or post
exposure prophviasis was not reported by the HIV-negative partmer, and the HIVopositive partoer was virally
suppressed (pasma HIVE RNA <200 copies per mij at the most recent visit jwithin the past year). Incidence mate of
HIV transmission was caloulsted as the number of phylogenetically linked HIV infecions that oocurned disring
eligible couple-years of fallow-up divided by eligible couple-years of follow-ap. Teo-sided 95% Cls for the incidene
rate of transmisshon were calloalited wsing sao Polsson nesthods.

Findings Between Sept 15, 2010, and Jaly 31, 2017, 972 gay couples were enrolled, of which 732 provided 1593 eligible
couple-years of follow-up with a median followup of 2-0 years (IQR 1.1-3.5). A1 baseline, median age for HI¥-
positive partners was &0 vears (IR 33-46) and couples reported condomless sex for a median of 1:0 years
(IR @-4-2-9). During eligible couple-years of followaap, couples reporied condomless amal sex a okl of
Te0EE times. IE8 (379%) of 777 HIV.negative men condomless sex with other pariners. 15 new HIV
imfections eorurred during eligible couple-years of follow-up, bt none were phylogenetically linked within-couple
tramsmissions, resulting in an HI'V transmission rate of reno jupper 95% C1 0 23 per 100 cowple-years of follow=ap).
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gay men io that d fior b | comples amd suggest that the risk of HIV issiom in
gay cowuples Iimlﬂ:-:uﬂnm.lm sex when HIY viral load is suppressed is effectively zem. Our findings support
the message of the Uswll [undsiectable squals untransminablej ampaign, and the benefits of early testing and
treatmient for HIV.
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Has your doctor talked to
you yet about U=U?

U=U means that
undetectable

viral load

untransmittable

HIV
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Figure 1: Rate of within-couple HIV transmission through condomless sex according to sexwal behaviour reported by the HIV-negative partner
STi=sexually transmitted infection. NA=not applicable. *Estimated using the exact Poisson method. fNumerator is the number of HIV-negative men within the
eligible couples ever reporting that specific sexwal act and denominator is the group-specific number of HIV-negative participants who contributed eligible
couple-years of follow-up. $Refers to 5Tis (excheding HIV) self-reportad by the HIV-negative partner.
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CUANDO EMPEZAR ?ESTRATEGIAS DE INICIO
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Same day initiation improves

\/TESTEAR y TRATAR range of ART outcomes
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Highlights of IAS 2015 ——

I ) . CLINICAL CARE OPTIONS®
clinicaloptions.com/hiv HIV

START: Immediate vs Deferred Therapy for
Asymptomatic, ART-Naive Pts

: . : Study closed by DSMB
= |nternational, randomized trial

following interim analysis

Immediate ART

ART initiated immediately
following randomization
HIV-positive, ART-naive (n = 2326)

adults with CD4+ cell
count > 500 cells/mm3 ~_ Deferred ART
(N = 4685) Deferred until CD4+ cell count < 350 cells/mm3,

AIDS, or event requiring ART

(n = 2359)

= Composite primary endpoint: any serious AIDS-related (AlIDS-related death or AIDS-defining event) or non-AlDS—
related event (non-AlDS-related death, CVD, end-stage renal disease, decompensated liver disease, non-AIDS—
defining cancer)

= Mean follow-up: 3 yrs; median baseline CD4+ cell count: 651 cells/mm3; median baseline HIV-1 RNA: 12,759
copies/mL

= Median CD4+ cell count at initiation of ART for deferred group: 408 cells/mm?3

INSIGHT START Study Group. N Engl J Med. 2015;373:795-807. Lundgren J, et al. IAS 2015. Abstract MOSY0302.



HIV Therapy Recommended Regardless of CD4:
START

HIV-infected adults Number of Serious Events

with CD4 >500 100 - 96
. [l Deferred ART (n=2359)

Bandomlzed to B Immediate ART (n=2326)
immediate or deferred 80 -
ART z
TB, KS, lymphoma — l%’ 60 -
most common AIDS- s
related events — all )

i o 40
less frequent in £
immediate-ART group < 20
Cancer rates
(combining AIDS/non- .
AIDS) lower in Composite AIDS- Non-AIDS
) di ART Endpoint Related Related
Immediate- group Components

(Serious Events)

Lundgren J, et al. 8™ |AS Conference. Vancouver, 2015. Abstract MOSY0301.
The INSIGHT START Study Group. N Eng/ J Med. 2015;July 20. Lifson A et al, CROI 2016, #475; Borges et al, CROI 2016, #160



il B 53% Reduction in Risk of AIDS, Serious Non-AIDS

Initiation of Antiretroviral Therapy in Early
Asymptomatic HIV Infection

Event or Death with Early ART

Early Deferred HR P value

PRIMARY composite:
AIDS, serious non-AIDS, 41 86 0.47 <0.001
or death

= Reduced AIDS-related events - Most common events:
— Pulmonary TB
— Kaposi’s sarcoma
— Non-Hodgkins lymphoma
= Reduced serious non-AlDS events - Most common events:
— Cancer
— Heart attack
— Deaths other than AIDS or non-serious AIDS
= No difference AE between arms NEIM 2015; epub July 20, 2015



Higher CD4 at ART Initiation Predicts

Greater Long Term Likelihood of CD4 Normalization

Years after cART initiation to achieving CD4 > 750 by CD4 stratum at cART
initiation: 1996-2012 (N=1,327)
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F. Palella et al., CROI 2014, Abstract 560



EACS, IAS-USA Recommendations on Timing of ART
Initiation
= |AS-USA guidelines!!!

— “ART should be initiated as soon as possible after diagnosis, including immediately after
diagnosis, unless patient is not ready to commit to starting therapy (evidence rating Ala)”

= EACS guidelines!?

— Evidence accumulating for same-day ART — Consider same-day ART:
initiation
— In primary HIV infection, especially with
— Requires identification of person’s meningoencephalitis

readiness to start and adhere to regimen - . :
— In persons wishing to start immediately

— llow-up
" WHO®l [ T3Kke-home Message: Do not delay treatment! ‘

— “ART initiation should be offered on the same day to people who are ready to start
(Strong recommendation)”

Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

Improved Clinical Outcomes With Rapid ART Initiation

= Systematic review of rapid ART initiation (including 4 RCTs)

— In the 4 RCTs, compared with standard care, same-day ART increased
likelihood of ART initiation in first 90 days, patient retention, and viral
suppression at 12 mos

Characteristic

INICIO EN EL DIA , PARA TODOS LOS
PACIENTES ?

Died by 12 mos

P 0.53(0.28-1.00)
2 1 2 3
Standard Care Same-Day ART O]

Ford. AIDS. 2018;32:17. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

Inicio del Tratamiento Antiretroviral

SE RECOMIENDA OFRECER TARV SIN DEMORA A TODAS LAS PERSONAS
CON VIH INDEPENDIENTEMENTE DE SU RECUENTO DE LINFOCITOS CD4+ (Al).

Situaciones especiales :
v'Tuberculosis
v Criptococosis

Sociedad Argentina de Infectologia - VII Consenso Argentino de Terapia Antirretroviral Act 2021



Situaciones en la que se debe posponer el inicio del TARV : TB

* Los pacientes con TB sin compromiso del SNCy con CD4 <50
cél/mm?3deben iniciar TARV dentro de las 2 primeras semanas
de iniciado el tratamiento anti TBC

* Los pacientes con TBy CD4 >50 cél/mm?3 o TB meningea
deberian iniciar el TARV dentro de las 8 a 12 semanas de

iniciado el tratamiento anti TB.

EVALUACION INICIAL Y SEGUIMIENTO DE PACIENTES CON INFECCION POR VIH, SADI 2019
Banc F, Sok T, Rekacewicz C, et al. Earlier versus Later Start of Antiretroviral Therapy in HIV-Infected Adults with Tuberculosis. N Engl J Med.

2011;365(16):1471-1481.
Havlir D, Kendall M, Ive P, et al. Timing of Antiretroviral Therapy for HIV-1 Infection and Tuberculosis. N Engl J Med. 2011;365(16):1482-1491.

Abdool S, Grobler A, Sc M, et al. Integration of Antiretroviral Therapy with Tuberculosis Treatment. N Engl J Med. 2011;365(16):1492-1501.
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Situaciones en la que se debe posponer el inicio del TARV :

Crigtococosis -

* No se recomienda el inicio del TARV durante las primeras 2 semanas del tratamiento antifungico (fase
de induccion) (BII).

» Si el paciente presenta en la evaluacidn inicial deterioro neuroldgico, antigenorraquia elevada,
hipertensidon endocraneana o baja respuesta inflamatoria en el LCR (<5 cél./mm?3) se recomienda
diferir el inicio del TARV entre 4-6 semanas (Al).

* Elinicio mas temprano (dentro de las 2-4 semanas) puede considerarse si hay acceso a terapia
combinada con anfotericina B mas flucitosina o fluconazol y si se logra la negativizacion del cultivo de
LCR luego de la inducciéon (BIl).

 Silainfeccion oportunista se presenta durante el transcurso de un TARV iniciado con anterioridad,
este evento no debe ser motivo de suspension del mismo (Al).

EVALUACION INICIAL Y SEGUIMIENTO DE PACIENTES CON INFECCION POR VIH, SADI 2019

Perfect JR, Dismukes WE, Dromer F, et al. Clinical practice guidelines for the management of cryptococcal disease: 2010 update by the Infectious Diseases Society of America. Clin Infect
Dis. 2010;50(3):291-322.

Bisson GP, Molefi M, Bellamy S, et al. Early Versus Delayed Antiretroviral Therapy and Cerebrospinal Fluid Fungal Clearance in Adults With HIV and Cryptococcal Meningitis. Clin Infect
Dis. 2013;56(8):1165-73.

Boulware DR, Meya DB, Muzoora C, et al. Timing of antiretroviral therapy after diagnosis of cryptococcal meningitis. N Engl J Med. 2014;370(26):2487-98.

Jarvis JN, Bicanic T, Loyse A, et al. Determinants of Mortality in a Combined Cohort of 501 Patients With HIV-Associated Cryptococcal Meningitis: Implications for Improving Outcomes.
Clin Infect Dis; 2014;58(5):73645.



Terapia Antirretroviral

Tratamiento precoz a TODOS los
pacientes es una estrategia clave para
reducir la morbimortalidad en personas

HIV positivas y eliminar la transmision.

Considerar inicio de TARV el dia del
diagnostico.




Tratamiento antirretroviral

CUANDO
INICIAR
EL TARV

Se recomienda iniciar lo antes posible el TARV
en todas las PcVIH independientemente de su
estadio clinico y su recuento de CD4'.

Si la persona esta preparada y no existen con-

diciones clinicas que lo impidan, se recomienda
fuertemente el inicio de TARV el mismo dia de
la visita inicial’

"*.._r Drgan]za_tifm &:f;‘ % Drganiza{iﬁn
Egnlg"gg“f[?"a A Mundial de la Salud Direccién de Sida,
s s s s AMEricas ETS, Hepatitis y TBC

Secretaria de
Gobierno de Salud

2

- ."l* :
-, }

RECOMENDACIONES PARA
EL INICIO DE TRATAMIENTO
ANTIRRETROVIRAL
EN ADULTOS CON
INFECCION POR VIH-1

RESUMEN PARA EQUIPOS
DE SALUD

Ministerio de Salud y Desarrollo Social
Presidencia de la Nacion

&




Tratamiento antirretroviral

CON QUE
INICIAR EL TARV

Se recomienda una combinacién de
3 drogas antirretrovirales incluyendo

2 inhibidores nucleosidicos/nucleotidicos

de la transcriptasa reversa (INTR)
asociados a una tercera droga de otra clase
(en orden de preferencia:

inhibidor de la integrasa [INSTI],

inhibidor de la proteasa [IP] potenciado o

inhibidor no nucledsido de la

transcriptasa reversa [INNTR]).

El uso de INNRT debe reservarse para aquellos casos
en los que se haya descartado resistencia previa.

2 ) Organizacion \“‘i:_;, Organizacion
: Panamericana ¥ Mundial de la Salud

s de la Salud e —
onona keciona maa s AMETICas

Direccidén de Sida,
ETS, Hepatitis y TBC

Debe seleccionarse el esquema
de mejor posologia (menor
numero de
comprimidos y tomas diarias),
menor toxicidad y mayor barrera
genética

DSYETS, 2019

Secretaria de Ministerio de Salud y Desarrollo Social
Gobierno de Salud #7 Presidencia de la Nacién
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Mature Virion

by protease
releasing individual
HIV proteins.

MNew viral RNA |5
used as genomic RNA
and to make viral
prateins.

o New viral RNA »

and proteins move to

the cell surface and a

new, immature, HIV
forms.




INHIBIDORES DE LA ENTRADA
Antag CCR5 : MARAVIROC
Inhib de fusion : ENFUVIRTIDE Inhib—_
post fusion :IBALIZUMAB

Inhib de la fijacion :FOSTEMSAVIR

INHIBIDORES DE
LA
INTEGRASA
Rakegravir
Elvitegravir

Dolutegravir

Bictegravir
Cabotegravir

HIV Replication Cycle

Fusion of
HIW 10 e ezl
all s Tas.

4y A, reverse

waesoriptase, integrasa,

and other viral profeing

aiviiaf Wi host cidl.
3

-
viral DM 15 il
Taiavvid by Firvin
Iraneciiphion

Host Cell

wiral ANG
Heveren

L} L
= A !
iral DHA is 'J' itk ik
tracaported acmes the N
nucleus and inbegrates | W
into the host D88, el
. :¢
" ntegrae
l ﬂ* o 0 st D
% ‘/h
‘h". x
b
.

T

X
sz @2

Mature
Virion

e & )
.N—}—Hunnm
" -_1.-‘- !
q.‘-. L ‘.#f- — >

P wiral RMA

Haw wirad EHA& |18
used a5 genomic RMA
and 1o miakoe viral

prodeins.

and probers move
o the cell surfacs,
anid 3 nesy, immestune
HIW farme,

| —

INHIBIDORES DE
LA
TRANSCRIPTASA
REVERSA
ZDV
3TC
FTC
ABC
TDF
Nevirapina
Efavirenz
Etravirina
Rilpivirina
Doravirina

INHIBIDORES DE
LA PROTEASA

RTV
FPV LPV
ATV
DRV




Factores para Seleccionar el Regimen ARV

Carga viral basal

Comorbidilidades (ECV, drogas, alcohol, hepatopatias, status
psiquiatrico, nefropatias, TB)

Coinfeccion HBV

Genero, embarazo

Genotipo basal

Nivel de CD4+

HLA-B*5701 (abacavir): Solo con test (-)
Emergencia (embarazo de término, PEP)




Regimenes preferidos: recomendados como regimenes iniciales para la

mavoria de las personas con VIH, en base a eficacia virologica demostrada, perfil
de toxicidad-tolerancia y posologia favorables 775,

: = DTG/TDF/3TC *
Actualizacion 2021 A1 Alta barrera genética.
del VIl Consenso Argentino de
Terapia Antirretroviral BIC/TAF/ETC # A DI SPONI_BI__ES COFORM_U_LADOS en
1 comprimido para administrar
CADA 24 HS.
DTG/ABC/3TC® A1
C:oc-rdinu-;ic’: ey E-_diciuim genaral: o Alta barrera gen Btica
DTG TDF/FTC o 2 comprimidos cada 24 fs.
0 A1l o TDF no iniciar con clegrance de
TDF/3TC creatinina < de 50
0
TAFIFTC#®
Uso de ABC:
o Con HLA-B*5701 negativo.
DTG ABCI3TC Al o Valorar riesgo cardiovascular.
o HBs Ag negativo.
Comision o Con CV < 500000 copias y
de VIH e ITS DTG/3TC Al o CD4 =200
o Prueba de resistencia basal que
asegure sensibilidad a 3TC
DTG 31C Al o HBsAg no reactivo




Terapia Antirretroviral

Esquema general de inicio: 3 drogas

~_1TINNTI
S2INTI+ —11P

Alin



INSTIs Exhibit Higher Antiviral Activity

vs Other Drug Classes

PoC ART monotherapy: maximum change in HIV RNA (log,,) over 7-14 days

“ © o NG v z»’” ¥ v N
AR o e &S
Y e S T ogo'\’o‘@ogbzé”%%eé
Q g
PSR R ARSI
> X O 0 Q& > P NPT
. PRV o D\'/b N Y N Q’\ 3 K2 I <& O v
< 00 S = = S o S
g : 4 H H H B
= q (=} 3 ) o (=}
c -0,5 S = B El N B
S s
o N
=]
B -1,0 -0,85
<
-1,19
£ -15
Z 161 °
T ~b i} -1,67 17
= _2'0 1,73 ’
g -1,99 -1,99
% 25 2,16
ke ,5 2.6 234 43
=0

*Single dose. "Mean / median value as available. *Day 21. SWeek 24. **Day 28.
Al = attachment inhibitor; ART = antiretroviral therapy; BID = twice daily; El = entry inhibitor;

INSTI = integrase strand transfer inhibitor; M1 = maturation inhibitor;

NNRTI = non-nucleoside reverse transcriptase inhibitor; NRTI = nucleoside reverse transcriptase inhibitor;

INSTIs:
Also active
against HIV-2

Pl = protease inhibitor; PoC = proof of concept; QD = once daily; TAF = tenofovir alafenamide fumarate;
TDF = tenofovir disoproxil fumarate.

100 mg

1200 mg

17 1,73

-1,96



TOXICITY/TOLERABILITY:
INSTI-Containing Regimens Were Associated With Fewer Discontinuations
Due to AEs Than EFV/TDF/FTC and Pls in Treatment-Naive Patients

Discontinuations from Phase 3 studies
in treatment-naive patients: INSTIs vs Pls

Discontinuations from Phase 3 studies of
treatment-naive patients:

INSTIs vs NNRTIs

11
7
GL_EI_

IS
g 20 - 14
<
“B_ 15 = 9 20
§ 10 + 6 7 6 7 5
= 4
§ 543 I I 2 I 1 10 6 7
2 DTG DRV/r DTG/ ATVr EVO/d ATV/i+ RAL+ DRV + AT+ () o :
=] + 2NRTIs 2NRTls ABC/3TG TpF/FTc T0F/FTC TDF/FTC  TDF/FTC TDF/FTC TDF/FTC
FLAMINGO ARIA Study 103 WAVES ACTG5257* EVG/c/  EFV/
(96 weeks)! (48 weeks)? (144 weeks)® (48 weeks)* (96 weeks)® TDF/FTC  TDF/FTC
Study 102
(144 weeks)*

1. Molina et al. Lancet HIV 2015; 2:e127-36;

2. Orrell et al. Lancet 2017 [Epub ahead of print];

3. Clumeck et al. J Acquir Inmune Defic Syndr2014;65:e121-4;
4. Squires et al. Lancet HIV 2016;3:e410-20;

5. Lennox et al. Ann Intern Med 2014;161:461-71.

DTG/ EFV/ RAL+  EFV/
ABC/3TCTDF/FTC TDF/FTC TDF/FTC
SINGLE STARTMRK-1
(144 weeks)? (156 weeks)?

1. Wohl et al. J Acquir Inmune Defic Syndr 2014;65:e118-20;
2. Walmsley et al. J Acquir Inmune Defic Syndr 2015;70:515-9;
3. Rockstroh et al. Clin Infect Dis 2011;53:807-16.



Proportion (%) of patients with AE

leading to discontinuation

Proportion (%) of patients with AE

leading to discontinuation

Safety

201 SINGLE SRING2 FLAMINGO STARMRK® GS 102 GS 103 GS 104/111
up to 96 weeks
¢ 48 weeks
11%
o
10 = 7.4% 8.5%
5=
o
29, 29, 3.3%
0 :-—
DTG+ EFV/ DTG RAL DTG DRVIr RAL/ EFV/ EVG/c/ EFV/ EVG/c/ ATV/ EVG/c/ EVG/c/
ABC/ TDF/ 50mg 400mg 50mg 800/ TDF/ TDF/ TDF/ TDF/ TDF/ r TAF/ TDF/
o0 (3TC FTC/ QD BID QD 100 FTC FTC FTC  FTC FTC  TDF/ FTC FTC/
QD FTC
GS1489  GS1490 ONCEMRK DRIVE DRIVE
FORWARD AHEAD
10 7%
1. Eron J Jr, et al. Lancet 2006;368:476-482. 2.
Walmsley SL, et al. J. Infect Dis 2009;50:367-374. 3.
S o o Ortiz R, et al. AIDS 2008; 22: 1389-1397. 4. Molina
29, 2.3%, o 3% 3% JM, et al. Lancet 2008; 372:646-655. 5. Gathe J, et
1% <1% 0.8% 2% al. CROI 2008. Abstract 775. 6. Arribas J. et al.
0% JAIDS 2017, 75:211-218. 7. De Miguel R. et al. Exp Gentileza I.
0 4 " Opinion on Drug Safety 2018 Feb;17(2):217-223. 8. Cassetti
BIC+ DTG+ BIC+ DTG+ RAL1200 RAL DOR/ DRV/r DOR/ EFV/ GallantJ, et al. IAS 2017. Abstract MOABO105LB. 9.5ax  Njanagment
FTC/ ABC/ FTC/ FTC/ QD + 400 bid 49 +2 FTC/ FTC/ PE, et al. IAS 2017. Abstract TUPDB0201LB. 10. CahnP, et p5ive

al. IAS 2017. Abstract TULBPEB20.

LATAM201
11. Di Perri G, et al. EACS 2017. Abstract BPD1/3 019

TAF 3TC TAF TAF  FTC/TDF *FTC/TF NRTISNRTIs3TC TDF



Regimenes alternativos: Son regimenes eficaces y tolerables, pero con
algunas desventajas como interacciones medicamentosas, baja barrera
genética, mayor numero de comprimidos diarios o requerimiento de

TRATAMIENTOS ALTERNATIVOS

alimentacion.
DRVIgobilTAFIFTC A Precaucién con Interacciones
medicamentosas
TDF/I3TC o
TDFIFTC -
DRV/r 800/100
Carga viral menor a 100.000 copiss
: : ABC/3TC Bz
Actudlizacion 2021 con sbacavir
del VIl Consenso Argentino de = Barrera genatica menor que ofros
Terapia Antirretroviral EVG/Gai TAFIFTC - INSTI.
EVGI/gohi/TDFIFTC o Precaucion con interacciones
medicamentosas.
RAL 400 TDF/FTC o o
o TOF3TC Barrera genética menor que otros
= ) - o : INSTI
Coordinacion y edicion general: RAL 600 ARG B2
istina F
DOR/TDF/3TC B1
DOR TAFIFTC B3
o Con CV <100.000 copias/ml y
CD4 =200 gél/mm3.
RPVITDFFTC B1 o Precaucion con interacciones
medicamentosas.
o Requiere toma con alimentos.
B1
Comision EFVITDFIFTC o EFVITDF/3TC o Efectos adversos sobre SNC.
; o Precaucion con interacciones
deVIHe ITS B2 !
EFV 600 TAF/FTC medicamentosas.
o Con CV <100.000 copias/ml y
DRV/r £00/100 RAL C1 CD4 =200 gél/mm3
o Usode RAL 400 mg cada 12 b5,
o Con CV <100.000 copias/ml y
DRV/r 800/100 3TC c1 CD4 =200 gélmm3.
o Con resultado de prusba de
resistencis basal.
> RAL 400 u 800
Coinfeccidn . DTG n
TBC ¢/12bs TDFI/FTC




...........

Regimenes preferidos: recomendados como regimenes iniciales para la

mavoria de las personas con VIH, en base a eficacia virologica demostrada, perfil
de toxicidad-tolerancia y posologia favorables 775,

DTG/TDF/3TC*

Actuadlizacién 2021

A1

Alta barrera genética.

Teniendo en cuenta estas consideraciones se recomienda que el
tratamiento esté basado en un INSTI de alta barrera genética
+dos INTL: DTG+ TDF/FTC o TDF/3TC o TAF/FTC 0
ABC/3TC o BIC/TAF/FTC o biterapia con DTG + 3TC
Se recomienda elegir esquemas coformulados que permitan

indicar ¢l TARV en un solo comprimido al dia.

DTG

31C

Al

o rFiuciud Uue 12opleliuvid bdodl yue
asegure sensibilidad a 3TC
o HBsAg no reactivo

v DTG / 3TC

v INSTI de alta barrera genética + 2 INTI




TRATAMIENTO ANTIRETROVIRAL EN EL EMBARAZO

INTI TERCERA COMENTARIOS
DROGA
REGIMENES TDF/FTC DTG* TDF/FTC o TDF/3TC es la
PREFERIDOS TDF/3TC asociacion de eleccion para el
TAF /FTC tratamiento de las embarazadas
con HBs Ag positivo
REGIMENES ABC/3TC RAL ABC/3TC requiere testeo previo
ALTERNATIVOS DRVIr de HLA-B*5701.

DRYV se debe indicar en dosis de
DRV 600 mg/RTV 100 mg c/12 hs.
En pacientes que se embarazan
intratratamiento] con DRV 800
mg/RTV 100 mg y mantienen la
supresion virolégica, no hay
evidencia suficiente que justifique
la modificacion de la dosis.

TAF mostré similar perfil de
seguridad que TDF/FTC, pero
podria asociarse a mayores
incrementos de peso

VIIl Consenso Argentino de Terapia Antirretroviral 2020/21
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Globally, the Number of PLHIV Aged >50 Years |s
Increasing

Number of people, millions

People aged 250 years living with HIV?

14 -

=
N
1

=
o
1

UNAIDS, The Joint United Nations Programme on HIV/AIDS

Individual-based model analysis of the ageing

Based on latest UNAIDS global estimates,
the proportion of PLHIV aged 250 years

has increased from:!

=
8% o 21%

in 2000 in 2020

HIV population indicate this will
rise to 73% by 20302

1. UNAIDS. People living with HIV — epidemiological estimates, 2021. Available at: https://aidsinfo.unaids.org. Accg% d Jan 2022
2. Smit M, et al. Lancet Infect Dis 2015;15:810-8



n Many Regions, the Fastest Growing Cohort of

PLHIV Are Those Aged >50 Years

Proportion of PLHIV aged >50 years in each region (2020 UNAIDS estimates), and increase in
proportion since 2014

Eastern Europe and Central Asia

Western and Central Europe
and North America

15% 20%

Middle East/North Africa Asia and the Pacific

f 13% 50%

Caribbean Islands I 40/o 18% t gty 24¢y\
0 o
I 80/0 27» West and Central Africa

\
15% 17%

East and Southern Africa

180/0 30% Iﬁcyo 18?

Latin America

See slide notes for additional information UNAIDS Factsheets 2014—2020. Available at: https://aidsinfo.unaids.or

41

g. Accessed Jan 2022
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HIV treatment can normalize survival

R h s HAART Era (Triple Therapy)
—> 2

g +51 +55
RS ywais

70 +45 ¥

i +36 R

'.I'E‘_i_r‘i
50
s 1]
+8

L [H years

Expected impact of HIV treatment in survival of a 20 years old person living with HIV in a

high income setting (different periods)
@UNAIDS




PLHIV Experience Greater Life-years Lost From Age-
associated Chronic Comorbidities Compared With HIV-
negative Individuals

Life-years lost from chronic age-associated comorbidities in PLHIV and

90 - matched HIV-negative controls

82,6
% 30 A mPLHIV (N=6,449)
o
Q 70 - |
3 mHIV negative (N=29,273)
© 60 -
L |
8 50 -
48* 41,5
PR 32,5
)
2 30 23,1
@
5 20 e 14,1
9,2
10 1 4,4
, 0,5 . 0,5 2,1
0 4 T T T _-—|
Cancer CvD Chronic liver COPD Chronic kidney Diabetes
disease disease

Excess life-years lost in PLHIV likely reflect persistent inflammation and ARV toxicities,
as well as socioeconomic and lifestyle differences between people with and without HIV

Nanditha N, et al. International Workshop on HIV and Aging ZoﬂsAbstract 13



In GEMINI-1 and -2, Older Adults Living With HIV Were
More Likely to Report Comorbidities and Polypharmacy

Rates of comorbidities at BL stratified by age
DTG + 3TC DTG + TDF/FTC

B <50 years (n=651) B <50 years (n=637)
%/, >50 — <65 years (n=61) % >50 to <65 years (n=77)
100 265 years (n=4) >50 to <65 years (n=3)

100 -

75 75

(0]
o
1

67

(o))
o
1

48 50
8 38

T 726 17 18 18722
14 13%r 12 12/7 o o 4. /;f
w7 lléé mm7 0 llééoo

Cardiac Gastrointestinal Metabolism and nutrition Nervous system Psychiatric

IS
o

N
o

T g 11

Percentage of participants
reporting comorbidities

N

o

* Use of co-medications ranged from 37% for patients aged <50 years, to 68% in patients aged =50 — <65 years, rising to
100% in the seven patients who were aged 265 years

Spinelli F, et al. EACS 2021.%§§ter PE2/60



Prevalence of renal disease is higher in PLHIV and
increases with age

Rate of renal disease” according Serious clinical events in PLHIV
to HIV status and age and CKDt (D:A:D Study)?
(n = 2467)

10 m No HIV ‘ PLHIV
n = 66,840 = 33,420 ESRD A : ——
X 8 :
e Death4 r
"2 6 CVDq it
D 4 t-l) NADM -+ . -
S o v  Any SCE- : v
Q 2 - ESLD - A
0 - Other AIDS event- i =
<40 4049 50-59 >60 ADM - =——t—s
LU 1 I T TTTTI I LA
Age, years 1 10 100
nPLHIV 8522 14561 7225 3122 Crude SCE incidence rate ratios (95% Cl)
nNeHIV 17044 29122 14450 6224 ! Lower SCE rates after CKD Higher SCE rates after CKD

*Including renal insufficiency, renal failure and glomerulonephritis.
tConfirmed =3 months apart, eGFR <60 mL/min/1.73 m2 or 25% eGFR decrease when eGFR <60 mL/min/1.73 m2.
ADM, AIDS-defining malignancy; CKD, chronic kidney disease; eGFR, estimated glomerular filtration rate; ESLD, end-stage liver disease; ESRD, end-stage renal disease; NADM, non-AlIDS-defining malignancy; PLHIV, people living with HIV; SCE, serious clinical

event.
1 Adanted from: Coiillat | at al Clin Infact Die 2007-A5°-18502_1AN01 2 Rvom |l ot al CROI 2018 ahectrart 75
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GARDEL: LPV/RTV + 3TC Noninferior to Triple ART in
Treatment-Naive Patients at Wks 48 and 96

" |[nternational, open-label, randomized phase Il study (N = 426)

— Baseline: 43% HIV-1 RNA > 100,000 ¢/mL

100

88.3

83.7

Patients (%)

0
Wk: 48

90.3
84.4

962!

Virologic Success

B LPV/RTV + 3TC
LPV/RTV + 3TC or FTC + NRTI

Treatment Difference in Virologic Success
Wk 48: +4.6% (95% Cl: -2.2% to 11.8%; P =.171)
Wk 96: +5.9% (95% Cl: -2.3% to 14.1%; P = .165)

10.6
4.7 5.9 5 2. 6 5
w2421 1 =2 06 28, ma—— |
481 9612 481 962! 4811 962!
Virologic Nonresponse D/c due to AE D/c for Other Reasons
or Death

= Safety and tolerability also similar between treatment arms

1. Cahn. Lancet Infect Dis. 2014;14:572. 2. Cahn. EACS 2015. Abstr 961.

Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

ANDES: DRV/RTV + 3TC Noninferior to Triple ART in
Treatment-Naive Patients at Wk 48

= Multicenter, open-label, randomized phase IV study (N = 145)
— Baseline: 24% HIV-1 RNA > 100,000 ¢/mL

100 - 93 94 91 92
B DRV/RTV + 3TC

80 - W DRV/RTV + 3TC/TDF
=33
& 60 .
< g Treatment Difference
=3 20, All patients: -1.0% (95% Cl: -7.5% to 5.6%)
S Patients with high BL HIV-1 RNA: -1.4%
=V, (95% CI: -17.2% to 14.4%)

0 - : . : .
All Patients Patients With BL = 1 virologic failure with DRV/RTV + TDF/3TC
n/N = 70/75 66/70 HIV-1 RNA > 100,000
c/mL (n = 35)

= No significant difference in AEs leading to d/c, serious AEs, or deaths between arms -

Figueroa. CROI 2018. Abstr 489. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/
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Research article

Dolutegravir—lamivudine as initial therapy in HIV-1
infected, ARV-naive patients, 48-week results of the
PADDLE (Pilot Antiretroviral Design with Dolutegravir
LamivudinE) study

Pedro Cahn®, Maria José Roldn’, Maria Inés Figueroa', Ana Gun®, Patricia Patterson’ and Omar Sued®

“Comesponding authar: Fedm C3hn FnGEoan Hatses, Susaos Awes O NILAHE Arpenting. | peere. can @uesded 06 30

ACTG A5353: A Pilot Study of Dolutegravir
Plus Lamivudine for Initial Treatment of Human
Immunodeficiency Virus-1 (HIV-1)-infected Participants

With HIV-1 RNA <500 000 Copies/mL

Babafemi 0. Taiwo,' Lu Zheng,! Andrei Stefanescu,’ Amesika Nyake,' Baiba Berins,' Carole L. Wallis,® Catherine Godirey,’ Paul E. Sax,
Edward Acosta,’ David Haas,” Kimberly Y. Smith," Beverly Sha,” Comelius Van Dam,"” and Roy M. Gulick™

#W96 | SCR | BSL [DAY4|DAY7]| W.2 | W.3 | W.4 | W.6 | W.8 | W.12 | W.24 | W.36 [w.48] W 96
1 | 5.584 |10.909] 383 | 101 | <50 | <50 | <50 | <50 | <50 | <50 | <50 | <50 |<50] <50
2 |8.88710.233] 318 | <50 | <50 | <50 | <50 | <50 | <50 | <50 | <50 | <50 |<50] <50
151.56
3 |67.335| 9 |1565|1178| 97 | 53 | <50 | <50 | <50 | <50 | <50 | <50 |<50| <50 Virologic
14837 . .
4 [99291] o |3303| 432 | 178 | 55 | <50 | <50 | <50 | <50 | <50 | <50 |<50| <50 o Baseline HIV-1 RNA, COpIES/mL
5 |34.362|20.544] 1.292 | 570 | 107 | <50 | <50 | <50 | <50 | <50 | <50 | <50 |<50] <50 utcome at
6 |16.024|14.499] 1.634 | 162 | <50 | <50 | <50 | <50 | <50 | <50 | <50 | <50 |<50] <50 Wk 24 % Total
7 |37.604|18.597] 819 | 61 | <50 | <50 | <50 | <50 | <50 | <50 | <50 | <50 |<50] <50 » N ( °) N = 120
> 100,000 <100,000 (N =120)
8 [25.071|24.368| 1.377 | done | 105 | <50 | <50 | <50 | <50 | <50 | <50 | <50 |<50| <50 [Primary
9 |14.707|10.832] 516 | 202 | <50 | <50 | <50 | <50 | <50 | <50 | <50 |  SAE (n=37) (n=83)
10 |10.679] 7.978 | 318 | <50 | <50 | <50 | <50 | <50 | <50 | <50 | <50 | <50 [<50| <50 endpoint]
273.67 70/<50
11 [50089| 6 |68.129|3.880| 784 | 290 | 288 | 147 | <50 | <50 | <50 | <50 [<50] *
12 [13.508]64.103] 3.296 | 135 | 351 | 84 | 67 | <50 | <50 | <50 | <50 | <50 |<50] <50 Success
13 |28.093]33.820|26.343| 539 | 61 | <50 | <50 | <50 | <50 | <50 | <50 | <50 |<50| <50 (pVL<50 33 (89) 75 (90) 108 (90)
14 [15.348[15.151] 791 | 498 | <50 | 68 | 64 | <50 | <50 | <50 | <50 | <50 |<50] <50 S
Not
15 [23.185(23.500| 4.217 | 192 | <50 | <50 | <50 | done | <50 | <50 | <50 | <50 |<50| <50
16 |11.377|3.910 | 97 | 143 | <50 | <50 | <50 | <50 | <50 | <50 | <50 | <50 |<50] <50 Nonsuccess 3 (8) 2 (2) 5 (4)
17 |39.100]25.828| 1.970 | 460 | 52 | <50 | <50 | <50 | <50 | <50 | <50 | <50 [<50] <50
18 [60.771]73.069] 2.174 | 692 | 156 | <50 | <50 | <50 | <50 | <50 | <50 | <50 [<50] <50
106.32 No data 1 (3) 6 (7) 7 (6)
19 [82.803) o |2.902| 897 | 168 | 76 | <50 | <50 | <50 | <50 | <50 | PDVF
20 |5.190 | 7.368 | 447 | 56 | <50 | <50 | <50 | <50 | <50 | <50 | <50 | <50 [<50] <50
n = 3 with PDVF; n = 1 with emergent M184V and R263RK
ITT-e: 90% < 50 copies/mL at W 48 & 96
Observed data: 95% <50 copies/mL ITT-e: 90% < 50 copies/mL at W 24
n=1 with PDVF; No mutations detected
Cahn: JIAS 2017

8 FUNDACIONHUESPED

Taiwo: CID 2018,

Gentileza Dr P.Cahn



GEMINI-1 and -2: DTG + 3TCvs DTG +
FTC/TDF in Treatment-Naive Patients

 Parallel, international, randomized, double-blind phase Il noninferiority studies!l!

Stratified by HIV-1 RNA (< vs > 100,000 Primary Analysis
copies/mL), CD4+ cell count (< vs > 200 cells/mm?3) Wk 48 Wk 144

ART-naive adults with HIV-1 RNA 1000- DTG + 3TC PO QD C"'I’;;’;“f;"‘;z of
500,000 copies/mL, < 10 days on previous ART, (n=716) permitted
no major resistance associated mutation, no

HBV infection or HCV requiring therapy
(N=1433)

* Primary endpoint: HIV-1 RNA < 50 copies/mL at Wk 48 (FDA Sna

» pshot) (noninferiority margin: -10%)!2!
e DTG+ 3TCvs :91% vs (difference: -1.7%; 95% Cl: -4.4% to 1.1%)
* No treatment-emergent INSTI or NRTI mutations in patients with VF in either arm

Screening within 28 days of study start; studies double blinded until Wk 96, open label until Wk 144.

Cahn: Lancet. 2019 Jan 12;393(10167):143-155



GEMINI-1 and -2: Viral Suppression Through Wk 144
With DTG + 3TC vs DTG + FTC/TDF as Initial ART

* Parallel, international, randomized, double-blind phase Ill noninferiority studies comparing
initial ART with DTG + 3TC (n = 716) vs DTG + FTC/TDF (n = 717)

e DTG + 3TC noninferior at Wk 48 (primary analysis HIV-1 RNA <50 ¢/mL, ITT-E Snapshot)!and Wk 962

Wk 144 Virologic Efficacy®

100 ™ DTG+3TC I DTG+ FTC/TDF Favors DTG +3TC

X 79 83 84 38 g 84 NI Margin: -10%
= 80
GEMINI-1
% 94  -36 2.1
60
R GEMINI-2
v 10 53 0.0 5.3
<
2 Pooled
: 20 -58 -18 21
< i 231/ 303/ 584/
< ”/NO— 356 360 716 -10-8 6 -4-2 0 2 4 6 8 10
GEMINI-1 _GEMINI-2 Pooled Adjusted Treatment Difference (95% Cl)

1. Cahn. Lancet. 2019;393:143. 2. Cahn. JAIDS. 2020;83:310. 3. Cahn. HIV Glasgow 2020. Abstr P018. Slide credit: clinicaloptions.com
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Participant Proportions With TND or TD Were Similar
Across Arms From Week 4 Through Week 144, ITT-E

Population

* Proportions with TND trended upward through “Week 48 and were similar between arms at all visits

* The proportions that had highest TD occurred in earlier visits and decreased to stabilize around Week 48
DTG+ 3TC TD DTG + TDF/FTC TD mDTG + 3TC TND mDTG + TDF/FTC TND

100% -
o/ — 1/
90% T e V7 ) i
80 8 170 | & | R | B N | B 7 I’i il
0 77 U / 4%///, // ) ) D //
0 i AR ey 4y” . R %Z n %%
70% - 1\l R R | | o Rl .

A vz
¥ T y T V 7 77 ////// //II/I/ / /
60%_’,/,/,,/,/,,/,/2% 7 i i i .
% n . 7

0 _ V;V 7%

0 ”;}/’/ 5

722

30% -
20% -
10% -
0% -

Proportion of participants, %

Week Week Week Week Week Week Week Week Week Week Week Week Week Week Week
4 8 12 16 24 36 48 60 72 84 96 108 1200 132 144

Study visit

aPercentages calculated for DTG + 3TC and DTG + TDF/FTC in the figure used, respectively, N=716 and N=717 ITT-E population as denominators.
Underwood et al. IAS 2021; Virtual. Poster PEB163.




Participant Proportions? With ‘Blips” Were Similar
Across Arms by Visit Through Week 144, ITT-E
Population

* ‘Blip’ proportions were higher early and decreased around Weeks 36 to 48

* The proportion of ‘blips’ was generally numerically lower for DTG + 3TC but similar across arms through Week 144

4.0% - mDTG +3TC mDTG + TDF/FTC

3.5% A
3.0%
2.5%
2.0%
1.5%

1.0% 3
IN IN EN

¥4

N
NN

Proportion of participants, %

ﬂ%%&“% JIREBIISHZISHRSISHERIS A FEEY FEY A B B S
Week 8 Week Week Week Week Week Week Week Week Week Week Week Week Week

12 16 24 36 48 60 72 84 96 108 120 132 144
Study visit
aThe denominator is in white overlaid on the vertical bars and is the total number of observations from all participants with data for the specified visit window. Numbers on tops of bars are # of ‘blips’ at given week visits. Note that individual can

have had more than one ‘blip.’

Underwood et al. IAS 2021; Virtual. Poster PEB163.




DESAFIOS DEL TARV : BITERAPIA

> EFICACIA
= Durabilidad
= TND /TD

= Blips
NAIVE ‘
» SEGURIDAD

» TOLERANCIA

» Experiencia en la vida real



SWITCH A BITERAPIA

TARV : ESTRATEGIA A LARGO

MEJORAR LA ESTRATEGIA DE

P

LAZO

Disminuir nUmero de
comprimidos

Mejorar tolerancia
ADHERENCIA

Prevenir toxicidades
Minimizar interacciones

 CRITERIOS PARA EL SWITCH :
* Indetectable x mas de 6 meses
e Sin antecedents de fallo

e Sin mutaciones conocidas
* No HVB




ESTRATEGIAS DE SWITCH PREVENTIVO

TANGO Study Design

Phase 3 randomized, open-label, multicenter, parallel-group, non-inferiority study

Eligibility criteria

=22 documented HIV-1 RNA
measurements <50 ¢/mL

=No HBV infection or need
for HCV therapy

=No prior virologic failure and
no documented NRTI or
INSTI resistance

TAFIFTC +Plor INSTl or
NNRTI as initial regimen*

Randomization®
1:1 DTGI/3TC early-switch (ES) phase
Screenin
- DTGI3TC (N=369)°
=Adults, virologically
suppressed (HIV-1 DTG/3TC late-switch
RNA <50 c/mL) for
>6 months (LS) phase
- Stable TAF-based
o TAF-based regimen (N=372) DTG/3TC (N=298)
T T T 1 I T 1
Day Week Week Week Week Week Week
1 24 489 96 144 148 196 200
Switch if

HIV-1 RNA <50 c/mL

Exploratory endpoints: proportion of LS group with
HIV-1 RNA <50 c/mL (Snapshot) and LS safety

Faricipants with inkal TOF treatment who switched 10 TAF 23 months bedore screening, with no changes 10 other drugs in ther regimen, were aiso eligbie. *Stratified by baseline third agent class (FL, INSTI, or NNRTI). °2 paricpants excluded
who were randomized but not expased %o study drug. “Primary endpoint was proporion of paricipants with plasma HIV-1 RNA 250 o/mL at Week 48 (Snapshaot, ITT-E), with a 4% non-inderiarity margn

De Wit et al. HIV Drua Theraov Glasoow 2022 Virlual and Glasoow. Scofand. Sides MO41




ESTRATEGIAS DE SWITCH PREVENTIVO

DTG/3TC IS NON-INFERIOR TO TAF-BASED REGIMEN AT WEEK 48

93,2 93,0

_ 100 -
8~
0
£ 80 -
©
e
L
= 60 -
©
Q.
2 40
=
=
2 20
o
Q.
0

03 05

HIV-1 RNA
=50 ¢/mL3

HIV-1 RNA
<50 c¢/mL

mDTG/3TC
(N=369)

= TAF-based regimen
(N=372)

65 65

No virologic
data

DTG/2TC TAF-based regimen

12 0.7 ! Primary endpoint:
—e—t i DTG/3TC non-inferior to
03| ¥enon-i TAF-based regimen
' inferionily | (250 c/mL) at Week 48
margin |

o 4

] 6 -4 -2 0 2 4 6

TAF-based regimen DTGRTC

|

Key secondary endpoir
DTG/3TC non-inferior to
02 TAF-based regimen

(=50 c/mL) at Week 43

-3.4 38

-8% non-
inferiority margin

)

i

|

i

]

s B8 4 2 0 2 4 B8 8
Difference, %

» Inthe per-protocol population, 0/352 participants in the DTG/3TC group and 2/358 participants in the TAF-based regimen
group had HIV-1 RNA 250 c/mL at Week 48 (adjusted difference, -06; 95% Cl, -1.3t0 0.2)®

Primary endpoint (Snapshot virologic non-response, ITT-E). "Based on Cochran-Mantel-Haenszel stratified analysis adjusting for baseline third agent class

10th IAS Conference on HIV Science; July 21-24, 2019; Mexico City, Mexico

van Wyk et al IAS 2019; Mexico City, Mexico. Slides WEABO403LE.




ESTRATEGIAS DE SWITCH PREVENTIVO

Screening Randomization® Randomization phase
11

SALSA Phase l Study Design
<50 c/mL) for _>6 months
Randomized, open-label, active-controlled, multicenter, parallel-group, non-inferiority study el bl b —
CAR (N=247)
Virologic outcomes (Snapshot analysis) Adjusted treatment difference (95% CI)®

INSTI, NNRTI, or PI)
ITT-E g OTGATC (N=246) [ CAR (N=247)

HIV-1 RNA =250 c¢/mL
DTG/3TC is non-inferior

24 03
24 o1 08
TT-E* to CAR at Week 48 base
. on & 5% non-inferiority
. £ -4 =2 0 2 4 g g Mme@n
Difference in proportion of participants with HIV-1 RNA 250 cimL, %
_m
E 28 59 HIV-1 RNA <50 ¢/mL
—T— TG/3TC is non-inferior
<1 5 6 nTE | 1.6 D
1 E to CAR at Week 48 basec

— & —12% non-inferiority ma

2

o
o
1

(=)}
o
1

N
o
1

Proportion of participants, %
NS
o

o

HIV-1 RNA 250 cimL  HIV-1RNA <50 cimL No irologic 18-18-14-12-10-8 6 4 2 0 2 4 8 8 10 12
. . 13
P"mary endpoint* Key seco'.‘dary Difference in propartion of participants with HIV-1 RNA <50 ¢/mL, %
endpoint

» In the per-protocol population, 1/222 (0.5%) in the DTG/3TC group and 3/234 (1.3%) in the CAR group had HIV-1 RNA =50 ¢/mL at Week
48 (adjusted difference, —0.8%; 95% CI, -2.5% to 0.9%)

Frimary endpont {Snapshot Wologic nonsresponse, | TTE). "Based on CochranMamiad-Haerazel strathNed analyss (DTG/ATC - CAR) adusting for baseine thind agent class

11th |1A & Conferonoe on HIV Bolence; July 13-21, 2021; Virtual Ubre ef al IAS 2021; Vinual Slides QALBO303



ESTRATEGIAS DE SWITCH A TERAPIA DUAL

Two-year outcomes of DTG+3TC in ART-naive and
pre-treated people living with HIV in Germany:

real-world data from the German URBAN cohort

Clmca!Care PZB Aschen - Praxis DrHKnechtenAachenGel TANDEM

StudyCent Hamburg Germany MedrcalA!T&us GlaxoSmrthK?

Real-world Treatment Experience of Single-Tablet
R RIMLIESE  DTG/3TC in Those Naive to Treatment With Baseline
Baseline Drug Resistance Viral Loads =100,000 copies/mL in the United States

'Be Well Medical Center, Berkiey, M, USA; 2ViiV Healthcare, Durham, NC, USA; *Adelphi Real World, Bollington, Cheshire, UK

DUALING: ReaI World EV|denc£e comparmg swﬂchmg to DTGIE’»TC VS
DTG 3-Drug Reglmen t and

Treat Settlng In the Unlted States

e, Durh am, NC, USA; Adefphi Real World, Boflington, Cheshire, UK




CAMBIANDO EL PARADIGMA

POTENCIA

DURABILIDAD TRIPLE TERAPIA

= AEs Y eventos clinicos

Costo ?
POTENCIAL EXPOSICION A

TOXICIDAD DE UNA TERCERA DROGA

AN NI NI NN

GAPS :

B

EMBARAZO

R ARCHIVADAS
Rol deM184 V
Test and treat ?

CV > 500.000 copias

POTENCIA
DURABILIDAD

= AEs Y eventos clinicos
Costo ?

AN NI N



En vias a la optimizacion del TARV .....

CUAL ES EL VALOR
DE LA TERCERA
DROGA ?




Terapia Antirretroviral

Esquema general de inicio: 3 drogas

~_1TINNTI
S2INTI+ —11P

Nueva opcion de inicio: 2 drogas @

SEBITERAPIA T INNT + 1 1IN




Survey: Preferences on Mode of ART Administration in
Treatment-Experienced Patients

= Survey of patients with HIV in North and South Carolina (N = 263, mean 12 yr on ART,
59% on single-pill daily ART)

— Q@Greater interest in injection in those with higher education or younger age

100 Compared with your current HIV medicines, how interested would you be in
switching to a new treatment that involves. ..
A single pill taken once per wk
30 glep P
66 [ 2 shots given in clinic every other mo

3 58 B 2 small plastic implants in the forearm every 6 mo
z
c
2
—_—
T
a

Not at All Somewhat Very

Interested Interested Interested 0|

Derrick. Open Forum Infectious Diseases. 2018;5:10.

Slide credit: clinicaloptions.com




NUEVAS POSOLOGIAS :TRATAMIENTOS DE
ACCION PROLONGADA

Route of delivery “ Implant / Device
Dosing frequency PRRWEIS > 1month > 6months

Long-acting drugs:
H Are slowly absorbed slowly excreted
Long_aCtlng PK Persist in the circulation/tissue
Are effective over a long period me
Toxici
35 mimimimisimimimia s s e R s -.t! ........
3 Lttty ||| TR b
E LLidia bl il Ll e e g S e
52‘5 L Maximum Safe Concentration
1 | ™
E 2 / Therapeutic
- f Range
gus ||/ i
: ‘(L'”’”H _ Minimum Effective Concentration
0.5 Suboptimal
' aaaaaa ce
0
0 5 10 15 20 25 a0 35

Time (Days)
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TRATAMIENTOS DE ACCION PROLONGADA

Long-Acting Antiretroviral Therapy:
Potential Opportunities and Challenges

OPPORTUNITIES

» Less frequent dosing

» Avoidance of “pill fatigue”

* Oral dosing by-passed:;
bioavailability ~100%

+ Less adverse events

» Less drug-drug interactions

* Protection of health privacy

» Avoidance of HIV-related stigma

* Improved adherence?

CHALLENGES

» Large injection volumes

* Need for oral lead in

* Management of missed doses

» Coverage of the “tail”

* Development of drug resistance

» Management of drug-drug interactions
+ Management of serious adverse events

* Unknown dosing for children &
pregnant women
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TRATAMIENTOS DE ACCION PROLONGADA

LA ARVs in Development or Clinical Use

| ARVCass | Agent | __Formulation | DevelopmentStage _

MK-8591 Implant Preclinical
NRTI TAF Implant Preclinical (Px)
GS-9131 Implant Preclinical
Rilpivirine Injectable Phase IlI/NDA
NNRTI
Elsulfavirine Injectable Preclinical
o Atazanavir Injectable Preclinical
Ritonavir Injectable Preclinical
Cabotegravir Injectable Phase IlI/NDA,
INSTI Phase I1/I1l (Px)
Raltegravir Injectable Preclinical
Ibalizumab Intravenous FDA Approved (Tx)
PRO 140 Intravenous and Injectable Phase III
Entry Inhibitors Albuvirtide Intravenous and injectable Approved in China
bNADs (e.g., VRCO1) Intravenous Phase II/1lI
Combinectin Intravenous Preclinical

Capsid Inhibitors GS-CAl Injectable Preclinical



ATLAS and FLAIR: Long-Acting Intramuscular CAB + RPV
After Initial Virologic Suppression With Oral Therapy

= Multicenter, randomized, open-label phase Ill noninferiority trials

Day 0 Wk 4 Wk 48 Primary Endpoint
ATLAS!
CAB 30 mg +
Adults on stable ART (either first RPV 25 mg PO QD LA CAB 400 mg + LA RPV 600 mg IM Q4W Comparator arm
. . mg (n = 303) patients eligible to
or second regimen) with (n =308) f receive CAB + RPV
HIV-1 RNA <50 cople‘s/mL for . ) in extension phase
>6 mo with no previous VF \ Continue Baseline ART after Wk 52
(N=1616) (n=308) (ATLAS-2M study)
Day 0 Wk 4 Wk 48 Primary Endpoint Wk 96
FLAIR? Wk 20 ‘ ‘ ‘ ‘
‘ CAB 30 mg + LA CAB 400 mg +
ART-naive patients with RPV 25 mg PO QD LA RPV 600 mg IM Q4W
HIV-1 RNA >1000 copies/mL, / (n=283) (n=278)
DTG/ABC/3TC PO QD

HBsAg negative, no NNRTI RASs =
but K103N permitted
(N =629)

\ Continue DTG/ABC/3TC PO QD
(n=283)

* Primary endpoint for both trials: HIV-1 RNA >50 copies/mL at Wk 48 by FDA Snapshot in ITT-E
_Zl:@

1. Swindells. NEJM. 2020;382:1112. 2. Orkin. NEJM. 2020;382:1124. Slide credit: clinicaloptions.com
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FLAIR: LA CAB + RPV Maintenance After

Oral DTG/ABC/3TC Induction

Virologic Outcomes at Wk 48

100 A 93.6 93.3
80- I LA CAB + LA RPV
—_ (n =283)
X
w601 B DTG/ABC/3TC
3 (n = 283)
® 40-
a.
204
2.1 2.5 4.2 4.2
O_
Virologic Virologic No Virologic
Nonresponse Success Data
(250 ¢/mL) (<50 c/mL)

= Noninferiority also observed at Wk 96

= No additional CVF during Wk 48 to 96 in CAB + RPV arm
Orkin. NEJM. 2020;382:1124. Orkin. CROI 2020. Abstr 482LB.

Adjusted Treatment Difference (95% CI)*

LA CAB + LA RPV DTG/ABC/3TC
6% NI ,
0.4 margin i Primary Endpoint
} ‘. (HIV-1 RNA 250 copies/mL)

2.1

i LA CAB + LA RPV noninferior
! to DTG/ABC/3TC
1 1 1 1 1 1 1 II 1 1
-0 8 6 -4 -2 0 2 4 6 8 10
Difference (%)
DTG/ABC/3TC LA CAB + LA RPV
] . 0.4 ~ Key Secondary Endpoint
-10% NI | 3' 7 = 4'5 (HIV-1 RNA <50 copies/mL):
margin ! -2 "> LA CAB + LA RPV noninferior to
I DTG/ABC/3TC
-10 8 -6 4 -2 0 2 4 6 8 10

Difference (%) 0

*Adjusted for sex, BL HIV-1 RNA (<vs 100,000 ¢/mL). Slide credit: clinicaloptions.com
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ATLAS: Switch to LA CAB + RPV vs Continued
3-Drug ART in Virologically Suppressed Adults

Virologic Outcomes at Wk 48 Adjusted Treatment Difference (95% CI)*
100 7 92.5 95.5 LA CAB + LA RPV Continued ART
6% NI ,
80~ B LA CAB + LARPV 0.6 margini Primary Endpoint
= (n=308) —H— | (HIV-1 RNA 250 copies/mL)
S -1.2 2.5 | LA CAB + LA RPV noninferior
v 60 - B Continued BL ART ! to continued BL ART
Q=J (n = 308) I J T 1 T T T ; T 1
= 40- -0 8 6 -4 -2 0 2 4 6 8 10
& Difference (%)
204 Continued ART LA CAB + LA RPV
L 16 10 >3 3.6
Virologic ~ Virologic No Virologic i -3.0 Key Secondary Endpoint
100 ! L ' (HIV-1 RNA <50 copies/mL)
NonresPonse Success Data I:’an/: an i -6:7 - 0.,7 LA CAB + LA RPV noninferior to
(250 ¢/mL) (<50 c/mL) arein | continued BL ART

| |
-10 -8 -6 -4 -2 0 2 4 6 8 10
*Adjusted for sex and Difference (%) 0|
Sswindells. NEJM. 2020;382:1112. BL third agent class. Slide credit: clinicaloptions.com
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ATLAS-2M: Virologic Outcomes at Wk 48 in ITT-E by
FDA Snapshot

Virologic Outcomes Adjusted Treatment Difference (95% CI)*
100+ 94.3
93.5 Q8W Q4w
80 - B CAB LA + RPV LA Q8W i Primary endpoint
(n =522) 0.8 | (HIV-1 RNA 250 ¢/mL):
3 0 6'“"2' 5 ] CAB LA + RPV LA Q8W
@ 60- = CAB LA +RPV LA Q4W ' " 14% NI noninferior to Q4W
€ (n=523) ! margin
g I T T | | 1 : 1 1 1
S -10-8-6-4-202 46 81
B 40+ Difference (%)
©
o Qaw Q8w
204 .
Key secondary endpoint
1.7 1 40 3 0.8 (HIV-1 RNA <50 ¢/mL):
— — | 2137 CAB LA + RPV LA Q8W
Virologic Virologic No Virologic -10% NI noninferior to Q4W
Nonresponse Success Data margin
Z L < ] I I I I I I I I 1
(250¢/mL) (<50 ¢/ml) 108-6-4-202 4 6 810
*Based on Cochran-Mantel-Haenszel analysis adjusting for prior CAB + RPV exposure. Difference (%)

Overton. Lancet. 2021;396:1994. Slide credit: clinicaloptions.com
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Factors That May Contribute to Risk of Treatment
Failure With Long-Acting CAB/RPV

= Post hoc analysis of phase Il data (Wk 48)
— ATLAS and FLAIR (Q4W dosing)
— ATLAS-2M (Q4W and Q8W dosing)
= Backwards elimination model (10 covariates)

m  Factors associated with increased odds of
confirmed virologic failure:

— RPV RAMs at baseline (OR: 40.36;
P <.001)

— Log, of post hoc Wk 8 RPV trough concentration
(OR: 5.00; P =.002)

— Baseline HIV-1 subtype A6/A1 (OR: 5.92;
P = .008)

— BMI =30 kg/m? at baseline (OR: 1.13; P =.020)

= (Q8W dosing was not a significant factor

Cutrell. AIDS. 2021;[Epubl].

Baseline Patients, CVF, HIV-1 RNA
Factors % (n)* % (n) <50 c¢/mL, % (n)
None 70.5(732)  0.41(3) 94.8 (694)

1 26.2 (272)  0.37(1) 96.0 (261)
>) 3.37(35)  25.71(9) 71.4 (25)

*For CVF analysis, N = 1039

Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

NUEVOS MECANISMOS DE ACCION

Membrane Fusion
gp41 hairpin folding enables viral-cell
membrane fusion

CD4 (Ibalizumab)) CCR5 (Maraviroc)

Gp120 Fostemsavir gp41 (Enfuvirtide)

gp120 oscillates - . ' ' 5 - S Key
between different v % 1. Nascent gp120-g41complex
conformations. 'ﬁ ‘ - . =1 2.gp120 binds to CD4
TMR binds gp120 and - . % N Gt l-gar: & °J 3.9p120 binds CCRS
“ocks” it into the closed ?‘_C_'",.i -\ ' 4. gp41 inserts into host
conformation (state 1), e : 5. gp41 folds/membranes fuse
and is unable to attach bt U N . ; 6. Fusion pore formed
to CD4.
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Randomised Cohort5:

HTE participants failing current regimen

with confirmed HIV-1 RNA = 400 ¢/mL

and:

* 1 or2 ARV classes remaining & =1
fully active & available agent per class

* Unable to construct viable regimen
from remaining agents

Non-Randomised Cohort %:

HTE participants, failing current regimen

with confirmed HIV-1 RNA = 400 c/mL

and:

* 0 ARV classes remaining and no
remaining fully active approved
agents?

-

Randomised
e
——

/

Phase lll Study: Study Design and Endpoints

Blinded
FTR 600 mg
BID + failing
regimen

Open-label FTR 600 mg BID + OBT

. -—e ! e ? o
End of
Day1 Dayé&- Day 9 - . ,
Primary  Open Label Week 24 Wiceicn Week 96*  Study'
Endpoint FTR + OBT
Non-randomised / Openabel FTR 600 mg BID + OBT
® L L L 3 °
End of
Day 1 Week 24 Week 48 Week96  study'
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BRIGHTE: Virologic Response Over Time
(Observed Analysis)

Participants, %

Randomized cohort (N=272)1

Non-randomized cohort (N=99)1

BRIGHTL

100 - 100 -
80 - 80 -
. 61 Y
0\ .o ';.
60 - % 60 4 65
€
©
o
40 4 s L 40
o T
. ©
b a
20 - o cedke <400 20 4 y
7 ——<200 7 —8— <200
—p—<4() Y - <40
0 0
Baseline Wk 24 Wk 48 Wk 72 Wk 96 Baseline Wk 24 Wk 48 Wk 72 Wk 96
(N=272)" (n=246) (n=233) (n=221) (n=214) (N=99)* (n=89) (n=83) (n=75) (n=66)

1. Latailade M, ot al. Lancet HIV 2020,7.e740-51

“Al baselne 8 paridpants had HIV-1 RNA <400 ol 5 had HIV-1 RNA <200 ol and 1 had HIV-1 RNA <40 oml’ 2. Latailade M, et al IAS 2019 Oml MOABO102

TAt baselne 5 parscipants had HIV-1 RNA <400 o'ml, 4 had HIV-1 RNA <200 o, and 1 had HIV-1 RNA <40 omL*

Fully Active and Available ARV (FAA)
in initial OBT

100 -

Participants (%)
co3838883388

Number of FAA

20 m1 m2

6

Randomised
Cohort (N=272)

81

0

Non-randomised

Cohort (N=99)



NRTIs and NNRTIsand NRTTIs
ISLATRAVIR
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Protocol 011 Islatravir + Doravirine in Treatment Naive
Adults: Wk 96 Safety Analysis

= Multicenter, randomized phase Ilb dose-ranging trial

Wk 96
Stratified by screening HIV-1 RNA If HIV-1 RNA <50 ¢/mL at Wk 20 1
(< vs >100,000 ¢/mL) without meeting any VF criteria*
Part 1: . Wk20 Part 2: ' Wk 60-84 !’art 3: Wk 144
3-Drug Dose Ranging ¥ 2-Drug Dose Ranging 4 Maintenance ¥
ISL 0.25 mg + DOR + 3TC ISL 0.25 mg + DOR QD
—
/' + PBO QD* (n = 29) (n=29)
Treatment-naive ISL 0.75 mg +
adults with HIV-1 ISL0.75 mg + DOR + 3TC ISL0.75 mg + DOR QD ’
—
RNA >1000 c/mL, — + PBO QD* (n = 30) (n =30) DOR(10_08n(;|)g Qb Part 4:
CD4+ count 2200 n= Open-label
cells/mm3, no ARV~ [P RLR RN o EE) (¢ ISL 2.25 mg + DOR QD DOR/ISL to
drug resistance, + PBO QD* (n = 31) (n=27) Wk 192

no active HCV or HBV
coinfection NN 00R/3TC/TDF +PBO QD'

(N = 121) (n=31)
*Received placebo for DOR/3TC/TDF. "Received placebo for ISL + DOR + 3TC. *If HIV-1 RNA >50 c/mL at Wk 20, continued Part 1 until
HIV-1 RNA <50 ¢/mL and, if not meeting any VF criteria, transitioned to Part 2.

= Baseline participant characteristics (ISL combined groups vs DOR/3TC/TDF)?: male (93.3% vs 90.3%),
White race (75.6% vs 77.4%), Black race (21.1% vs 16.1%), median age (28.5 vs 27.0 yr) 0|

1. Cunningham. IAS 2021. Abstr OAB0304. 2. Molina. Glasgow 2020. Abstr P0415. Slide credit: clinicaloptions.com
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Lenacapavir Targets Multiple Stages of HIV Replication
Cycle'?

LEN
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Early-stage events

EC... half-maximal effective concentration; Gag, group antigens; LEN, lenacapavir; Pol, polymerase.



CAPELLA: Study Design

14 days
Functional Monotherapy l Maintenance Therapy

= Ongoing, 2-cohort phase Il/1ll trial

Oral LEN + SC LEN Q6M for 52 wk
Failing Regimen + OBR
_ _ Randomized / (n=24)
Patients with Decline of <0.5 log;
g "_”V'l RNA _ copies/mL (vs screening) Placebo + Oral LEN for14d >
2400 copies/mL, resistance Repeat or 2400 copies/mL Failing Regimen SC LEN Q6M for 52 wk
to 22 agents from3of4 __ v 1 RNA (h =12) + OBR
main ARY classes, and at Screening \
<2 fully active agents from
4 main ARV classes Nonrandomized
(N =72) Decline of 20.5 log; . Oral LEN + OBR SC LEN Q6M for 52 wk
copies/mL (vs screening) (n =36) + OBR
or <400 copies/mL

Oral LEN administered as 600 mg on Days 1 and 2, 300 mg on Day 8; SC LEN
administered as 927 mg (2 x 1.5 mL) in the abdomen on Day 15 and Q6M thereafter.

= Current analysis: safety and efficacy (FDA Snapshot) of LEN + OBR at Wk 26
and 52 e

Ogbuagu. CROI 2022. Abstr 491. Slide credit: clinicaloptions.com
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CAPELLA Secondary Endpoints:
Wk 26 Efficacy in Randomized Cohort

100 FDA-Snapshot Algorithm 100 Efficacy by No. of Fully Active Agents in OBR
89 o T
o '|' 86 81
_ 80- = = 807 67
g S
2 60- 5 £ 60-
c n ©
(8}
'_E 40- _% < 40-
© = 2
o T x
()
20- o 20~
n/N = 0 /N = 0= T 1
<50 <200 >50 >200 0 1 2
HIV-1 RNA, copies/mL No. of Fully Active Agents in OBR

= Mean change in CD4+ cell count: +81 cells/mm?3

= Proportion of participants with very low CD4+ cell count (<50 cells/mm?3) decreased from
22% (8 of 36) at baseline to 0% (0 of 34) at Wk 26 -

Molina. IAS 2021. Abstr OALX01LBO02. Slide credit: clinicaloptions.com
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CAPELLA: LEN Efficacy at Wk 26 and 52

Nonrandomized Cohort Randomized Cohort
Wk 26 Wk 26 Wk 52
(presented at IAS 2021) (new data)
100 1 100 1 39 :
81,20 81 : 8386 HIV-1 RNA cutoff
° 801 © 80 - M 50 ¢/mL
" > M 200 c¢/mL
£ 601 £ 601
® (]
2 2
= 401 = 401
© ©
a a 19
20+ 17 .. 201 11
0 3 3 0 00
Virologic Virologic  No Virologic Virologic  No Virologic  Virologic Virologic  No Virologic
Supression Failure Virologic Supression Failure Data Suppression Failure Data
Data N= 29 32 7 4 0 0 30 31 5 4 11

= CD4+ count increased by 83 cells/mm? at Wk 52 in randomized cohort

Ogbuagu. CROI 2022. Abstr 491. Reproduced with permission. Slide credit: clinicaloptions.com
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Participants with HIV-1

CAPELLA: LEN Efficacy by Fully Active Agents and
Emergent Resistance

Efficacy by Number of Fully Active Agents in Emergent LEN Resistance, Randomized  Nonrandomized

OBR at Wk 52 in Randomized Cohort n (%) ?:P:g)t (cnot‘;;;

94
100 A 67 79 Participants meeting
T criteria for resistance 11 (31) 10 (28)
X 80- testing
_Ei‘ Emergent LEN resistance 4 (11) 4 (11)
S 60- = M661 4 2
2 = Q67H/K/N 1 2
v 40- = K70H/N/R/S 1 3
<2t = N74D/H/S 3 0
€ 20- = = A105S/T 3 1
. 4/6 = T107A/C/N 1 3
0 1 22 = All 8 persons with emergent LEN resistance were
No. of Fully Active Agents in OBR high risk for resistance (0 active drugs in OBR,

n = 4; inadequate adherence to OBR, n = 4)
Ogbuagu. CROI 2022. Abstr 491. Reproduced with permission. Slide credit: clinicaloptions.com
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Technology for Drug Delivery

MICRONEEDLES DRUG PATCH

Microneedle drug e

ong-acting || ooy \/
depot injections |

5 2l
Epidermis
|

Novel oral ) Subdermal
formulations Wearable Va.glnal implant
infusion pump e

Thanks to Kim Scarsi




HIV and AIDS
1n 2030

A Choice Between Two Futures




Concurre un paciente a la consulta, refiriendo resultado de testeo rapido

para HIV positivo, con una carga viral confirmatoria de 123.000 copias/ml,

con CD4 : 50 cels/ ml, refiere intensa cefalea y malestar general desde que
recibio su diagnostico . ¢Cual es su conducta?

1. Indica inicio inmediato de tratamiento
antiretroviral

2. Inicia plan de estudio para descartar
infecciones oportunistas

3. Explica al paciente las alternativas
actuales, para que el mismo decida el
momento de inicio de tratamiento

4. Solicita carga viral confirmatoria y
nuevo CD4 para decidir la conducta
terapéutica

0%




Cual de los siguientes enunciados es incorrecto en cuanto a |la
indicacion de terapia dual con dolutegravir y lamivudina?

1. No debe indicarse a pacientes
con mutaciones a lamivudina
en el test de resistencia basal

2. No debe indicarse en pacientes
con hepatitis B

3. No debe indicarse en mujeres
embarazadas

4. No debe indicarse a mayores de
50 anos

de
contestaci

0%




Cuales son los objetivos del tratamiento antiretroviral ?

1. Lograr una Supresion
virologica maxima y continua

2. Reducir la actividad
inflamatoria

3. Preservar la vida y la salud
con la menor alteracion en la

calidad de vida

4. Todas son correctas

de
contestaci

0%




GRACIAS !



