Inicio de la TAR en presentadores tardios

Abordaje clinico

Sofia Sabato,
Fundacio Lluita contra les Infeccions,

Hospital Universitario Germans trias i Pujol.

[ Fur)dacié
® Lluita contrales

Infeccions




AGENDA

o Epidemiologia de Presentadores Tardios (PT)

o Cuando empezar TAR

o Consideraciones especiales (Meningitis cripto, TB)
o Con que TAR empezar

o Reflexiones



Nuevos diagndsticos

481 casos nuevos/2023
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Subgrupos diferentes en PT

47 % PT (CD4+ <350/mm3) 16% sida
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Cuando Iniciar el
TAR en PVV - PT




TAR: Cuando empezar?

Urgencias para
iniciar el TAR

" Lo antes posible

O Inicio el mismo dia?

Infeccion O
Embarazo aguda por
VIH

|[dealmente <7dias

® |O:dentro de las 2 semanas para la mayoria

Ciertas O  Excepciones: Meningitis por TB y Criptococo
oportunistas

START: N Engl J Med. 2015;373(9):795-807.
TEMPRANO ANRS: N Engl J Med. 2015;373(9):808-822.



INnicio del TAR en
contexto de
oportunistas




Factores de riesgo para IRIS

Improvement/
racovery

l ART > Clinical _

Caida rapida de la CV de VIH (especialmente en los

- primeros 3 meses de inicio de TAR)
IRIS paraddjico )
CD4+ basales bajos (especialmente <50/mm3 o < 10%) Y

rapido incremento con el inicio

Inicio del TAR temprano luego de iniciado el

" . tratamiento de una 10
S
IO diseminada vs. localizada

Naive
IRIS desenmascarado

Time

SHARMA & SONEJA: HIV & IRIS, INDIAN J MED RES, 2011
Walker et al. Research and Palliative Care 2015.
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Tuberculosis no-meningea:
SAPIT: CD4 <50 mayor sobrevida con inicio temprano

Patients with CD4 = 50 cells/mm®
o 3ramas, Sudafrica i i RS

________
_____________
]

o Secuencial=fin 2° fase TB (STOP) CD4+ >50/mm3

) P R > Sin diferencias en
Intensive | Continuation Post -TE Treatment

Phase of TB mortalidad

:

Survival probability
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o Integrado temprano<4s

o Integrado tardio 8-12 s

Patients with CD4 <50 cells/mm?®
1

. —EILI— Early integrated therapy
o N:642, media CD4+150/mm3. TBP ZN+ gl % H——TTTY cD4+ <50/mm3
g " “Ue--,  Lateintegratedtrerapy  Menor mortalidad con
§ ‘eeeonas inicio temprano
o8 Intensive | Continuation Fost =TB Treatment
. e 1 Phase Phase of T8
Mayor riesgo de IRIS con inicio temprano 20 A B

% vs 7,7%; p<0.001

Abdool Karim et al. NEIM, 2010 — SAPIT; Abdool Karim et al. NEIM, 2011 - SAPIT 10



Probability of Survival

0.8+

0.6+

0.4+

0.2+

0.0

CAMELIA - Aumento de la sobrevida con el
inicio temprano (<2 sem)

Earlier-ART group

Later-ART group

P=0.004 by log-rank test

T T = T 1
50 100 150 200 250

Weeks after Tuberculosis Treatment Initiation

» n:661,CD4 <200/mm3 y TBP ZN+
*>70% con CD4 <50/mm3

» Camboya
Temprano:2s
Tardio: 8 s

> < mortalidad con el inicio temprano (18% vs 27% p=0.006)

Multivariado: Sin diferencias con CD4 <50 vs 51-200/mm3
p=0.24

» >riesgo de RIS con inicio temprano p<0.001

Blanc et al. NEIM, 2011 - CAMELIA study group
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A5221: beneficio con el inicio <2
semahnas en CD4+<50/mm

*  N=809, CD4 <250/mm3 (media 77)

O

Inmediato <2 sem

O Temprano 8-12 sem
® 4 continentes, 26 centros

Immediate ART  Early ART  All Patients
Arm Arm (N=806)

Characteristic (N=405) (N=401)
Continent - no. (%)

Africa 275 (68) 279 (70) 554 (69)

Asia 29(7) 23 (6) 52 (6)
 _—

North America 21(5) 18 (4) 39(5)

South America 80 (20) 81 (20) 161 (20)

AIDS y mortalidad global: Sin diferencias
O CD4 <50/mm3,1vs T: p 0.02

IRISIvsT: 0 0.002

"
=]

04
1

0.3
1

0.2
1

Proportion with new AIDS defining iliness or Death
0.1

0.0

1

Immediate ART arm (CD4 < 50)
Immediate ART arm (CD4 = 50)
Early ART arm (CD4 < 50)
Early ART arm (CD4 = 50)

N at risk
Immed 405
Early 401

T T T T T
16 24 32 40 48

Weeks since Randomization
348 341 335 324 226
342 329 325 318 218

Havlir et al. NEIM, 2011
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TB no meningea: recomendaciones

DHHS, EACS, IAS, <2 semanas si CD4 <50/mm3
2024

> 2 semanas* si CD4 >50/mm3 o tratamiento Anti-

TB no meningea -
g TB no controlado o subdptimo

GeSIDA, enero <2 semanas independiente del nivel de CD4+
2022

En CD4 >50/mm3 --> No hay mayor dafio ni mortalidad

Consenso de esperar al menos 2 semanas

13



Meningitis TB:

Inicio temprano > eventos adversos G4

Timing of Initiation of Antiretroviral Therapy in Human
Immunodeficiency Virus (HIV)-Associated Tuberculous
Meningitis

> Vietnam

»>N: 253

> Inmediato: 7 dias vs Diferido: 8 semanas
> Alta incidencia de SAEs (Grado 4) en grupo inmediato vs diferido (80.3%

vs. 69.1%; P = 0.04)
»No diferencias en mortalidad (HR, 1.17; 95% ClI, .85-1.63; P = .34)

Torok et al. CID, 2011

A - All patients B - TBM grade |

Survival probability

000 025 050 075 100
Survival probability

000 025 050 075 1.00

-‘ﬂ_\ﬂ_\—

r T T T r T T T 1
0 3 6 9 12 0 3 6 9 12
Months since randomization Months since randomization
NO ot nisk No. at nsk
Immediate ART 127 59 6 38 17 immediate ART 40 2 21 19
Deferred ART 126 63 4 40 18 Deferred ART 40 2 21 18
C - TBM grade Il D - TBM grade lll

L)

Survival probability

000 025 050 075 1.00
(,
Survival probability

000 025 050 075 100

4 !
‘L—\—
f T T T r T T T 1
0 3 6 9 12 0 3 6 9 12
Months since randomization Months since randomization
L No at nsk
Immediate ART 52 2 20 15 7 immediate ART 34 10 5 4 0
Deferred ART 46 24 19 16 7 Deferred ART 40 " 8 6 3

Unica asociaciéon con mortalidad:
Gravedad de MTB
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MTB: recomendaciones

DHHS, IAS, 2024 >2 semanas (2-8 DHHS y 2-4 semanas IAS)
- -y EACS v12.1, 2024 2 semanas si CD4 <50/mm3y MTBt optimo y
Meni ng Itis controlado
B . -
4 semanas si CD4 >50/mm3 o MTBt subdptimo o no
controlado
Gesida, enero 2025 - 4 semanas

Diferir TAR

MTBt optimo + Corticoides
Mejoria clinica

Monitoreo asegurado

Manejo interdisciplinar (infecciosas, neurocirujanos,
intensivistas)

ANRNENENEN

EACS Guidelines v12.1, 2024. IAS-USA Guidelines. 1 diciembre, 2024. DHHS, september 2024 . GeSIDA 2025. 16



Excepciones:
Meningitis por Criptococo - IRIS grave

Patients enrolled
n=130

Excluded n=2

Predictores clinicos y

mico I 6g ICOS de M Cr' I R I S* Death prior to cART Commenced on cART Lost to follow-up
Incidencia 25,5%, mortalidad 25% commencamert n=108 n=3

oo Any neurological deterioration
o Sudafrica n=43
(40.6%)

o Induccion: AmBd
o Tiempo al TAR:17-20 dias

o PLdeclearence:14-15 dias No-ND ND-not C-IRIS
N=63 N=16
(59.49%) (15.19%)

*Chang et al. AIDS 2013, Vol 27 No 13. 17



MCr: factores de
riesgo para IRIS

Convulsiones como presentacion
Proteinas bajas en LCR
Leucocitos bajos en LCR

> UFC/ml en LCR al diagndstico

RN NI NEEN

Cultivo + en PL de Clearence

PA, glucosa LCR, titulos CrAgsy en LCR =
sin diferencias entre grupos

Neurological deterioration

Cryptococcosis-associated IRIS (C-IRIS)

100 100
-E 'L‘_l‘_ll Culture megative
Cutlture negative
E m 4 a0 b,
§ [ @ LR L
- = My Culture positive
B [ 5 T e
B 1 by 2 e 4
'\5 ‘__‘——-L‘_____ Culture positive g
5 I Kl P ow
£ Hazard ratio 0.3288 (85% Cl 0.1791 to 0.6036); P=0.0003 5 Hazard ratio 0.3202 (95% C10.1539 to 0.7045); P= 0.0042
T 20 20
B
&
a T T T T ) o T
[ [ 12 16 20 24 o @ iz [3 ED F.1
Wieeks from cAFT commencemen Weeks from cART commencement
Cregaive  n=Gi 45 (BLI%) 42 [R2.1%) M(TEA%) Creguive n=Gi 46 (30E%) 42 [80.7) 40 {85.4%)
Cpasiive  n=55 40 (TAE%) 27 [B2.0%) 21(400%) Cpostve n=55  40(B0.6%) 30 (74.6%) 27 (5B.3%)
Cryptococeal persistence/ relapse Deaths
Culture negafive 100 -
1L Culture negative
by &y
" -
- S Culure pocie =1 L Cuure pesitve
s .
2f : 6
i :
£i g 40 )
44 Hazard ratio 01163 (95% CI 0.0354 to 0.3818); P=0.0004 Hazard ratio 0.5160 (35% C10.2430 to 1.2160); P=0.1302
L 20
] : T T y T )
04 ® 12 16 0 24 0 [ [ 12 16 - 2
Wieeks from cAFT commencemen Weeks from cART commencement
Cregative n=51 48 (100%) 48 [100%) 44 (100%) Cregatve n=61  48(322%) 48 (32 2%) 44 B6.3%)
Cpmitve n-56 47 [324%) 27 (B5.4%) 22 ([76.9%) Cpositve n-66 61 (30.9%) 42 {Ta5%) 41 [Ta5%)

Peores outcomes tras el inicio con cultivo positivo

Sin diferencias en mortalidad

*Chang et al. AIDS 2013, Vol 27 No 13, 18



MCr - Diferir TAR

P Value for
Group Earlier ART  Deferred ART Hazard Ratio (95% CI) PValue Interaction

no.of no.of mo.of no.of
patients deaths  patients deaths

All Patients
The NEW ENGLAND G Fr———" == T —
Overall mortality 8 41 89 29 —— 166 (L03-263) 004
JOURNAL U_f MEDICINE Days 0-7 312 53 L] ——e— 135 (0.59-3.30) __0.46
@0 75 21 3-0 3 i 3.10 [LJ?—?.E 0.007
Days 31-183 54 B 72 12 H—| 0.92 (0.35-2.43) 0.87
Subgroup

GCS score within

48 hr of randomization 018
g 15 76 30 7o —— 154 (0.89-267) 012
+  Sudafrica, Uganda P oo on s e amam oo
D4 cell count at randomization i 031
=50/mm’ % 13 4 10 —— 183 (0.80-4.17) 015
¢} Tem prano 1-2 sem <so/mm? 2% 54 16 —— 174(093-324) 008
CSF eryptococcus culture results : 038
. . at meningitis diagnosis !
O D | fe r | d O >5 Se m 100,000 CFU/ml 75 bt | 39 17 ——— 1.37 (0.61-3.11 0.45
A E e 244 (120456) 001
Data excluded (>48 hr after diagnosis) 16 4 14 4 e 037 (0.22-3.47) 084
. N 'I '7'7 CSF eryptococcus culture results | 087
at randomization !
<100 CFU/ml I 1 34 6 —— 237 (088-641) 009
AR 100-10,000 CFU /ml 16 s 14 —e—i 157 (0.77-322) Q.22
* I n d uccion: A m Bd + FCZ 80 O 10,000 CFUjml 12 ] 10 4 ——y 136 (0.41-453) 061
Culture not performed 12 5 10 3 |—1—0—| 1.62 (0.38-6.80) 0.51
m g /d I'a CSF white-cell count at meningitis 3 076
diagnosis |
<5 /mm* 36 16 27 6 H—— 234 (0.51-5.59) 0.08
=5/mm? 4 6 20 ——i 158 (0.86-292) 014
Cell count not performed S 3 6 1 ————+—» 115(013-7105) 050
CSF white-cell count at randomization | 0.07
= —
3 33 15 31 5 ! =
=5 /mm} 42 17 40 18 —— 028 (0.46-171) 071
Cell count not parformed 13 7 12 4 F——+—» 301 (087-103% 008
Cayptococcal antigen titer | 047
at meningitis diagnosis i
<1:2000 13 7 25 5 | S | 213 (067-673) 020
21:2000 67 31 6 22 F——i 148 (0.86-2.56) 016
—R—
010 100 10.00
Earlier ART Deferred ART
Better Better

Boulware et al. COAT trial. NEIM, 2014.

>Mortalidad con

el inicio Temprano

Si >105 UFC y < leucocitos
5/mm3

Diferir TAR > 5 semanas
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v China

MCr - Cuando iniciar TAR

v' Temprano 2-5 sem vs Tardio >5 sem

v N=102 (ITT), 78 (PP)*

*Desvios >, LFU

v Esguemas antifungicos variados, al igual que el inicio

del TAR

Defarred ART Hazard ratio (85% CI) p-value
No. of patients No. of deaths No. of patiants No. of deaths

Induction treatment
AmMB-+SFC 21 4 24 6 0.910 {0.597, 1.287) 0.661
FCZE5FC o 3 0 - :
AmMB-4SFO+FCZ 2 4 2 0.918 {0.799, 1.770) 0.799
AmB+ FCZ 12 1 10 3 0,580 {0.272, 1.234) 0.157
VCZ+ AmB 0 2 1 - :
VCZHEFC 4 1 3 1 1.145 {0.430, 3.050) 0.787
Other 5 2 1 1 0,607 {D.241, 1.531) 0.290
Timing for initiating ART
2W-3W 0 0 9 3 -
34w 1 [ 15 4 - 1
2N-5W 1 18 5 1,663 [0.778, 3.556) 0.189
SW—BW az 5 1 0 - -
> BW 17 1 2 0 - -
NA 3 3 2 2 0,699 {0.312, 1.567) 0.385

>

—_

]
<

60+

40+ Log-rank p=0.144

Cumulative Probability
of Survival

(X
=]
1

=]

—— Early ART

T T T T T
0 5 10 15 20 25

Weeks since Randomization
Number at risk

Defarred ART 55 51 50 48 48 45
Early ART 47 4z 38 34 33 33

B 1004

—*= Deferred ART
\_\_\_‘1_‘_‘__\‘__\_'_._—%?‘ h

404 Log-rank p=0.042

60+

of Survival

Cumulative Probability
]
=

o 5 10 15 20 25 30

Weeks since Randomization
Number at risk

Deferred ART 41 41 40 38 36 36
Early ART a7 33 27 25 24 24

Mortalidad week24

Sin diferencias en ITT (A), si en el PP (B)

A favor de diferir el TAR > 5 semanas

Zhao et al. Frontiers in Medicine, 2021. 20
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Extrapolar datos de RCT en distintos escenarios

Antifungicos
Antirretrovirales
Acceso a tratamientos
Recursos hospitalarios
Recursos humanos

Carga de enfermedad

@@ High Income [ Upper-middle Income Lower-middle Income (@ Low Income Not Classified

Imagen: New World Bank country classification by income level, 2023. www.worldbank.org 2]



http://www.worldbank.org

Impacto global de la MCr asociada a VIH

179,000
112,000
] 75,000
Eastern & Southern Africa - 63,000
55,000
) 22,000
Western and Central Africa 19,000
16,000
. . 51,000
Asia & Pacific r 44,000
26,000
) 14,000 CrAg+
Central and South America 12,000
7,000
' 12,000 B Cryptococcal meningitis
Eastern Europe & Central Asia 10,000
6,000
— 1 CrAg+/meningitis deaths
West Central Europe & North America [ 2,000
1,000
0 40,000 80,000 120,000 160,000 200,000

Rajasingham et al. Lancet, 2017. 22



Tiempo de inicio de TAR en MCr en
paises de renta alta

Cohortes colaborativas (COHERE, NA-ACCORD

y CNICS HIV)

- Periodo 1994-2012

- Registros de CD4, CVy mortalidad a6 m
-Modelo matematico que imita un RCT
-Temprano (<14 dias) vs Tardio (14-56 dias)

1387 Individuals with a
CM diagnosis date

754 Excluded as they were ART experienced

hefore CM diagnosis

n=633
2 Excluded as <16 years old at CM diagnosis

1 excluded for missing DOB

n =630
256 Excluded because no follow-up data were available

8 Excluded because they died or their last follow-up
date was the same date as their CM diagnosis
n =366

176 Excluded owing
to missing baseline
D4’ T-cell counts or VLs

il

n=190

Participants, No. (%)®

Early ART Late ART

QOutcome or Characteristic Category (n=180} (n=190)
Outcome at 6 mo Avrtificially censored® 126 (66.3) 109 (57.3)
Administrativaly censored (databaze close) 510258 81032.1)

| Death 13 (6.8) 20 (105) |

Started ART under this regimen? 56 (29.4) 68 (35.8)
Time from CM diagnosis to start of ART, median (IQR), d 0 (0-7) 31 (23-42)
Type of ART received Pl based 39 (69.6) 35 (51.5)
NNRTI based 14(25.0) 29 (42.7)

NRTIs only 1(1.8) 1(1.5)

Other 2(3.6) 3(4.4)

Causes of death AlIDS-defining events 9(69.2) 9(45.0)

Non-AlDS-defining events 2 (15.4) 1(5.0)

Unknown 2(15.4) 10 (60.0)

Modelo marginal estructural:
Clonacioén de datos

Censurar si se desvia de su régimen asignado
Ponderacion de datos: cdlculo de la probabilidad de ser

censurado

Ingle SM, et al. CID 2023. 23



Tiempo de inicio de TAR en MCr

Kaplan-Meier survival estimates

1.04
1=y
£ 0.9
<
7
T 0.8
2
o
S 07
S
‘g_ 95% ClI for early ART
E 0.6 95% Cl for late ART
————— Early ART
a5 Late ART P=.44
T T T T
0 2 4 6
Time Since CM Diagnosis, mo
No. at risk
Early ART 190 52 50 48
Late ART 190 67 62 59

No hay evidencia que el inicio temprano de TAR

se asocie a > mortalidad

en paises de renta alta

Interpretacién a datos contradictorios
con RCT:

» >uso de terapia antifungica 6ptima??
» <carga fungica en LCR y < gravedad
clinica al diagndstico ?7?

» >monitoreo clinico (control de PIC) ?7?

Ingle SM, et al. CID 2023.
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MCr:
recomendaciones

Meningitis por DHHS, EACS, 2024. 4 —6semanas
Criptococo GeSIDA 2025.

IAS 2024 *2 — 4 semanas

Mejoria clinica

Cultivo negativo
Control de la PIC
Puede ser monitorizado

ASENE NN

EACS Guidelines v12.1, 2024. IAS-USA Guidelines. 1 diciembre, 2024. DHHS, september 2024 . GeSIDA 2025. 25
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Recomendaciones para el inicio de TAR en PVIH naive

BIC/F/TAF

DTG/3TC

DTG/ABC/3TC

DTG +TFV/XTC

DRVcorr
+ TAF/FTC

DHHS

HBsAg negative

HIV-VL < 500,000 copies/mL
Must have baseline HIV
genotype

Not for rapid start (TDR, HBV
data)

HLA-B*5701 negative
HBsAg negative

If CAB LA as PrEP failure

EACS

HBsAg negative
HIV-VL < 500,000 copies/mL
Not recommended after PrEP failure

HLA-B*5701 negative
HBsAg negative
Cardiovascular risk (ABC)

IAS-USA

Al
In failed PrEP with TAF/XTC or TDF/XTC

Al

HBsAg negative

HIV-VL < 500,000 copies/mL
Limited data with CD4 > 200 cells
If 3TC resistance is not present
Not for rapid start (TDR)

NOT RECOMMENDED
Concerns with ABC and CVD.
HLA-B*5701 negative; ABC HS
HBsAg negative

Al
In failed PrEP with TAF/xTC or TDF/XTC

Allb
In failed PrEP with CAB — LA (if cannot wait
genotyping test)

GeSIDA

HBsAg negative
Not HIV infection on PrEP

HLA-B*5701 negative
HBsAg negative

EACS v12.1, 2024. IAS-USA, 2024. 27
DHHS, 2024 . GeSIDA, 2025.



LAPTOP: BIC/F/TAF vs DRV/c/F/TAF
en VIH avanzado

Randomization 1:1 Week 48

n=220
Untreated PWAD HIV-RNA >1.000 cps/mL and >
1. AlDS/any CD4 count,
2. or severe bacterial infection/CD4 <200/uL,
3. or any or no symptoms/CD4 <100/pL,
4. or serious opportunistic infection currently
under treatment. L—

n=222

B/FITAF QD

DIc/FITAF QD

Primary outcome: Time to treatment failure, defined as the first occurrence of a composite of specified virological or clinical
events,

H Virological events: Insufficient virological response (Wk 12 HIV-1 RNA reduction <1 log,,copies/mL) or viral rebound (Wk 48

HIV-1 RNA >50 copies/mL)
Clinical event: Mortality attributed to severe bacterial infection or HIV/AIDS/opportunistic infection, new or recurring AlDS-

defining event, serious non-AIDS defining event, clinically relevant AEs, or immune reconstitution inflammatory syndrome
necessitating treatment

Behrens G. et al. CROI, 2025, poster 658 28



LAPTOP: BIC/F/TAF vs DRV/c/F/TAF

en VIH

PRIMARY COMPOSITE
OUTCOME (VF&CE)

VIROLOGICAL FAILURE (VF)

Insufficient virological
response

Viral rebound

CLINICAL EVENTS (CE)

New/recurrent AIDS
defining event

SAE due to non-AIDS
defining event

AE leading to
discontinuation

Death related to
HIV, AIDS, OI/BI

avanzado

p=0.052 070 !
i
048  1.00
p=0.013 osa |
—_—
033 0388 |
p=0.014 053 |
— g
032 0388
=0.687 069 |
0.12 | 415
p=0.974 0.99
e
057 | 172
p=0.114 0.48
— O
020 i 119
p=0.119 2.32
N S
081} 6.68
p=0.071 0.15
0.02 118
p=0.202 i 2.41
062 | 933
107 100 0t

Adjusted Hazard Ratio (95% ClI)

Favours B/F/TAF

Favours D/c/F/TAF

Percent of individuals with VL <50 copies/mL

Kaplan Meier curves for time to reach CD4 >200/mL
among participants with CD4 = 200 mL/ at BL

g a0 DJc/FITAF  (N=215 svemris=142)
g 70 BIE/TAE  Ne212, avenss1ag)
o 50 3%
% o £g ¢
= 25
z ® i3 g S
E 20 112 (B5%C1 0 851 41, p=0.339)
g 0 0 12 24 £ 48
4 8 12 24 36 48 Weeks uniil First G4 >200mm3
Weeks Murnber at risk
 Missing a0 3l : 43 5 Die/FTAF 215 132 119 100 52
nn:d,':;r.'.".‘;ﬁm 0 b o a3 ar BETAE 212 "7 101 85 43
Adjusted
B:Z'IZL'?F D"'“E;F;:]AF Incidence rate | P-value
ratio (IRR)

Any Adverse Event Grade 22

Number of events 435 548

Incidence rate per 100 p-y 220.5 264.7 0.82 (0.73-0.93) 0.0024

Drug Related Grade 22 AEs

Number of events 27 45

Incidence rate per 100 p-y 13.7 21.7 | 0.61(0.38-0.98) | 0.0431

Drug Related Grade 3-4 AEs

Number of events 5 5

Incidence rate per 100 p-y 2.5 2.4 0.99 (0.29-3.44) 0.9931

BIC/F/TAF was non-inferior to DRV/C/F/TAF in terms of time to treatment

failure and was associated with improved safety

Behrens G. et al. CROI, 2025, poster 658
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DOLCE. Eficaciay seguridad de DTG/3TC con

‘CD4+<200/mm3

v' Phase IV, exploratory, open-label , multicenter study including naive

ARV- naive subjects,
218 years old
CD4 <200 cells/mm3.

HIV-1RNA

1,000 copies/mL, no
upper limit

HB(s)Ag negative
(N=229)

PLWHIV in 11 sites in Argentina and Brazil

Dual Therapy
DTG +3TC (STR) QD,

(n=152)

Wk 48
primary endpoint

gned in a 2:1 ratio

Triple Therapy:
DTG QD + TDF/XTC, QD, FDC

(n=77)

® Randomization was stratified by country and by plasma HIV-1 RNA at screening (> or £ 100.000 copies/mL).

¥ Treatment period: 48 weeks, followed by a 4 week period to document late adverse events.

L. DTG/3TC DTG + XTC/TDF
Characteristic (n = 153) (n=77)
CDC stage, n (%)

. Category A 53 (34.6) 27 (35.1)
. Category B 52 (34.0) 23 (29.9)
. Category C 48 (31.4) 27 (35.1)
cDarcell 109 (48.8-177) 128 (58.5-200)
count, median cells/mL (1QR)
. 8 (4-12) 10 (4.1-13)
: itk £ (O3 69 (45.4) 29 (39.2)
. <100 cells/mL, n (%) ’ :
HIV-1 RNA, median c¢/mL (IQR) 137,084 (43,901-
. Median log10 (IQR) 180,000 (55(74389;468'691) 419,628)
. >100,000 c/mL, n (%) o4 (é1 a) 5 (4.6-6)
. 2500,000 c/mL, n (%) 35 (22'9) 47 (61.0)
. 21,000,000 c/mL, n (%) 16 10'5) 18 (23.4)
: 7(9.1)
Viral subtype, n (%)
. B 92 (60.5) 51 (68.0)
. BF 44 (28.9) 18 (24.0)
. Other 13 (8.5) 4(5.3)

Cahn P et al. Presentado en HIV Glasgow 2024. 10-13 noviembre. PO24 31




DOLCE. Eficacia y seguridad de DTG/3TC con
CD4<200/mm3y CV >500.000cop/ml

ITT-E missing=failure

Am =+ 0T - 17 mVirological Success (HIV-1RNA < 50 copies/mL 1 Virologic nonresponse ~  No virologic data
Overall =229 | 7 i
5 orn-152 |, v i
o a o7 [, c: N
0 E
o4 3
T ] _
2 £ oo | i 052
e} 0
- S B
g 3 g T n=47 1%
> £
2 E
4 >soo00n-53 | 3% s
T T T T T T E DTn=35
Baselne Week4 Week12 Week24 Week36 Week48 ] -
q =

Time E

>1,000,000 n=23
DTn=16

o7 T

Rapida caida de la CV, con resultados observables desde la semana 4'
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Co-infeccién
HIV/TB

= Interacciones con Rifampicina

= DTG 50 mg BID y mantener por dos semanas luego de
stop rifampicina (1)
=  EFV 600mg/dia. Eventos adversos SNC

= RAL 400 0 800 mg BID (2)

1- Dooley K. et al, INSPIRING. CID 2020.
2- Grinsztejn B. et al. REFLATE TB, Lancet ID 2014. 34



INSIGHT study: BIC/f/TAF BID

con RIF

INSIGHT Study Design

Phase llb open-label, non-comparative, randomized-controlled trial

N
18 . PE——
treatment HRZE (2 months) HR (4 months)

o B
and non-naive Adults with iy P

HIV and Tuberculosis
DTGITDF/3TC (QD) + DTG (50mg Nocte) 5 DTe F”"';":F(:z’p
HIV
treatment
T | 1
Screening Day 1 24 weeks 48 weeks
14 days Enrolment End of study

Participant to be on < 8 weeks Pfima';v er:dpolm
of TB treatment (RIF) at time Proportion (%) <50 copies/mL
of screening in BIC Arm (FDA Snapshot)

Secondary endpoint
Proportion (%) <50 copies/mL in
BIC & DTG Arm (FDA Snapshot)

n=122; 2:1
BIC n=80; DTF n=42

100% FDA snapshot analysis —

95(81-99)

5%

BIC (n= 2 early withdrawals)*
DTG (n= 1 death)**

Viral Suppression Rate
g
*

25%

* BIC (n=75)
* DTG (n*38)
0%

Screening Week 04 Week 12 Week 24

Week 08
Study Visit Weeks

95% de supresion virolégica por rama

Naidoo et al., CAPRISA. CROI 2024, abstract 211
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INSIGHT study
Bictegravir PK data

BIC 50 mg BID + RIF BIC 50 mg QD

BIC 50 mg BID + RIF ?
BICtrough %
Ma/L (%) 0,397 (73,4) § |
g 0.10+ *
BIC 50 mg QD without RIF g
o 0031 .
BlCtrough 0.01+ »
Mg/L (CV%) 2,29 (451) —
5 2 18 4 Tlme(;) 24

Bajas BIC,ougn €N general
Algunas concentraciones bajo el limite de deteccion (adherencia)

Naidoo et al., CAPRISA. CROI 2024, abstract 211 36



(ng/mL.h)

TFV AUCO_24

TAF BID con RIF:
subestudio INSIGHT

g

100

g
g

3
8

w
8

e i s

%

TFV-DP C.Averageg.yjas¢ (fmol/3mm punch)

|

F

Week 4 Week 12 Wook 32 Week 4 Woek 12 Weok 32
(TAF 25 mg BD + RIF) (TAF 25 mg BD + RIF)  (TAF 25 mg QD) (TAF 25 mg BD + RIF) (TAF 25 mg BD + RIF)  (TAF 25 mg QD)
Visit Visit

Concentraciones intracelulares TFV-DP similar a las
alcanzadas con TAF QD

95 % de supresion virologica a week 24

TFV AUCy TVF-DP C, 4 de TAF BID
+ RIF (week 4y 12) y TAF QD sin RIF
(week 32)

Osuala et al. CAPRISA, CROI 2025, poster 647 37



‘ Reflexiones

En contexto de IO:
= Demorar el inicio en meningitis TB y Criptococo

= Tener en cuenta no solo el “calendario gregoriano”,
si no también parametros clinicos y escenario de

trabajo

En PT, iniciar con 3DR o0 2DR (sin VHB)
Ajuste de dosis con RIF

38



GRACIAS!

Email: ssabato@lluita.org
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