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Tori-No AIDS 2025: incontri con I'esperto su HIV

Giovedi 25 settembre ore 18:15
Sala Polivalente
Vol.To, Via Giolitti, 21 - Torino

LE TERAPIE ANTI HIV LONG ACTING: FACCIAMO IL PUNTO

Relatore: dr. Giancarlo Orofino
Infettivologo Ospedale Amedeo di Savoia Torino

Moderatore: dr. Pietro Altini
Presidente ARCOBALENO Aids 0DV

Per informazioni: 3517552585 - arcobalenoaidsto@gmoil.com
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Un farmaco long acting e una formulazione
farmaceutica a rilascio prolungato che permette di
mantenere un'azione terapeutica costante
nell'organismo per un periodo di tempo piu lungo
rispetto alle formulazioni convenzionali, spesso
tramite somministrazione iniettabile

periodica. Questi farmaci garantiscono una
copertura farmacologica piu stabile, migliorano
I'aderenza al trattamento e possono ridurre le
ricadute e le ospedalizzazioni, come si osserva
negli antipsicotici long acting injectable (LAIl) per la
schizofrenia.



https://www.google.com/search?rlz=1C1FKPE_itIT996IT996&cs=0&sca_esv=e1142bdc4d0a4f40&q=somministrazione+iniettabile+periodica&sa=X&ved=2ahUKEwj3uuDD8emPAxWW9LsIHUgnCxMQxccNegQIAhAC&mstk=AUtExfCcwP0_IopBBt0YUICdhaQWh-BK0Ac_T5bZdXpNzbHSsT79eKZbX_V5MpGVxb1bleh78dzQP3T-ntJFxZNjHC0nujiYfSC41uI87JSjUumggxeqdLx7MhtZiKUYNjuyoQs&csui=3
https://www.google.com/search?rlz=1C1FKPE_itIT996IT996&cs=0&sca_esv=e1142bdc4d0a4f40&q=somministrazione+iniettabile+periodica&sa=X&ved=2ahUKEwj3uuDD8emPAxWW9LsIHUgnCxMQxccNegQIAhAC&mstk=AUtExfCcwP0_IopBBt0YUICdhaQWh-BK0Ac_T5bZdXpNzbHSsT79eKZbX_V5MpGVxb1bleh78dzQP3T-ntJFxZNjHC0nujiYfSC41uI87JSjUumggxeqdLx7MhtZiKUYNjuyoQs&csui=3
https://www.google.com/search?rlz=1C1FKPE_itIT996IT996&cs=0&sca_esv=e1142bdc4d0a4f40&q=antipsicotici+long+acting+injectable+(LAI)&sa=X&ved=2ahUKEwj3uuDD8emPAxWW9LsIHUgnCxMQxccNegQIBBAB&mstk=AUtExfCcwP0_IopBBt0YUICdhaQWh-BK0Ac_T5bZdXpNzbHSsT79eKZbX_V5MpGVxb1bleh78dzQP3T-ntJFxZNjHC0nujiYfSC41uI87JSjUumggxeqdLx7MhtZiKUYNjuyoQs&csui=3
https://www.google.com/search?rlz=1C1FKPE_itIT996IT996&cs=0&sca_esv=e1142bdc4d0a4f40&q=antipsicotici+long+acting+injectable+(LAI)&sa=X&ved=2ahUKEwj3uuDD8emPAxWW9LsIHUgnCxMQxccNegQIBBAB&mstk=AUtExfCcwP0_IopBBt0YUICdhaQWh-BK0Ac_T5bZdXpNzbHSsT79eKZbX_V5MpGVxb1bleh78dzQP3T-ntJFxZNjHC0nujiYfSC41uI87JSjUumggxeqdLx7MhtZiKUYNjuyoQs&csui=3
https://www.google.com/search?rlz=1C1FKPE_itIT996IT996&cs=0&sca_esv=e1142bdc4d0a4f40&q=antipsicotici+long+acting+injectable+(LAI)&sa=X&ved=2ahUKEwj3uuDD8emPAxWW9LsIHUgnCxMQxccNegQIBBAB&mstk=AUtExfCcwP0_IopBBt0YUICdhaQWh-BK0Ac_T5bZdXpNzbHSsT79eKZbX_V5MpGVxb1bleh78dzQP3T-ntJFxZNjHC0nujiYfSC41uI87JSjUumggxeqdLx7MhtZiKUYNjuyoQs&csui=3
https://www.google.com/search?rlz=1C1FKPE_itIT996IT996&cs=0&sca_esv=e1142bdc4d0a4f40&q=antipsicotici+long+acting+injectable+(LAI)&sa=X&ved=2ahUKEwj3uuDD8emPAxWW9LsIHUgnCxMQxccNegQIBBAB&mstk=AUtExfCcwP0_IopBBt0YUICdhaQWh-BK0Ac_T5bZdXpNzbHSsT79eKZbX_V5MpGVxb1bleh78dzQP3T-ntJFxZNjHC0nujiYfSC41uI87JSjUumggxeqdLx7MhtZiKUYNjuyoQs&csui=3

Concenliazione

FIG. 1 Simulazione grafica del profilo
farmacocinetico di una terapia orale e
di una terapia long-acting iniettabile
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FIGURE 2

Lenacapavir: a first-in-class HIV-1 capsid
() inhibitor

Dvory-Sobol, Hadas; Shaik, Naveed; Callebaut,
Christian; Rhee, Martin S.

Current Opinion in HIV and AIDS17(1):15-21,
January 2022.

doi: 10.1097/COH.0000000000000713
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FIGURE 3

Lenacapavir: a first-in-class HIV-1 capsid
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January 2022.

doi: 10.1097/COH.0000000000000713

Predicted lenacapavir pharmacokinetics for
phase 2/3 oral and subcutaneous combination
regimens in healthy volunteers. Adapted from
[104].
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Perché i long acting ?

Per cercare di arginare il decadimento
nel tempo dell’aderenza alla terapia,
tipico delle patologie croniche ....e
HIV ( per fortuna !!! ) e patologia
cronica

Per venire incontro ad una
caratteristica peculiare della terapia
antiretrovirale :lo stigma, sia reale
che percepito
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Figura 3.2.1d Tempo (in giorni) alla discontinuazione del tratta-
mento con antipertensivi nella popolazione di eta 245 anni stratifi-
cato per sesso, le curve sono aggiustate per eta (il modello di Cox e
stato utilizzato per la stima delle curve di persistenza). L'area geo-
grafica del nord non comprende I'Emilia Romagna.

Figura 3.2.1e Tempo (in giorni) alla discontinuazione del trattamento
con antipertensivi nella popolazione di eta 245 anni stratificato per
area geografica, le curve sono aggiustate per sesso ed eta (il modello
di Cox e stato utilizzato per la stima delle curve di persistenza). L'area
geografica del nord non comprende I'Emilia Romagna.
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Figura 3.2.2d Tempo (in giorni) alla discontinuazione del tratta-
mento con ipolipemizzanti nella popolazione di eta 245 anni strati-
ficato per area geografica, le curve sono aggiustate per sesso ed eta
(il modello di Cox & stato utilizzato per la stima delle curve di persi-
stenza)

Persgeros

Figura 3.2.2e¢ Tempo (in giorni) alla discontinuazione del tratta-
mento con ipolipemizzanti nella popolazione di eta 245 anni strati-
ficato per sesso, le curve sono aggiustate per eta (il modelio di Cox
e stato utilizzato per la stima delle curve di persistenza)

ipolipemizzanti



Figura 3.3.1d Tempo (in giorni) alla discontinuazione del tratta-
mento con antidiabetid nella popolazione di eta 245 anni stratificato
per sesso, le curve sono aggiustate per eta (il modello di Cox & stato
utilizzato per la stima delle curve di persistenza). L'area geografica
del nord non comprende I'Emilia Romagna

Figura 3.3.1e Tempo (in giorni) alla discontinuazione del tratta-
mento con antidiabetid nella popolazione di eta 245 anni stratificato
per area geografica, le curve sono aggiustate per sesso ed eta (il mo-
dello di Cox e stato utilizzato per la stima delle curve di persistenza).
L'area geografica del nord non comprende I'Emilia Romagna
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Protease inhibitors

1995 Saquinavie
1966 Ritonuvir
1866 Indinanir
1647 Nelfinair

2000 Lopinavir (fr)

CICLO DI it
REPLICAZIONE ey,
VRALEETARGET e

TERAPEUTICI

2007 Maraviroc
2018 Ibalizumab-uiyk
2020 Fostemsawvir

Luis Menéndez-Arias, Rafael Delgado,
Update and latest advances in
antiretroviral therapy,

m) e, FUE Trends in Pharmacological Sciences,
- Inhibitors Volume 43, Issue 1,

5 1967 Zidovudme(AZT)

:gm Integrase inhibitors 2022

1994 Sipvudne 2007 Raltegravie
1995 Lamivuding 2012 Ehvitegravit ((c)
1998 Abacavir 2013 Dolutegravir
2001 Tenofovir (TDF, TAF) 2018 Bictegravir
2003 Emtricitabine 2021 Cabotegravir

NNRTIs | 1906 Nevirapine
1007 Dedmvirding

1998 Efavirenz
2008 Etravirine
2011 Rilpiviring
2018 Doraviring

i

2003 Enluvinida

Revers

Trends InPrarmacological Scences




Gruppo di Studio Fondazione Smith Kline
"Misurare il valore delle nuove terapie attraverso i PROs”

7. Horizon Scanning
sullo sviluppo di nuove terapie per
il trattamento dell’infezione da HIV

Tendenze nuove - Numero Speciale 2020



Tabella 2 - Molecole a lunga durata d'azione in sviluppo per la terapia dell'HIV

leronlimab; 3BNC117; 10-1074;
PGDM1400; PGT121; 10ES8; |bNAbs El =00, &
N6 LS: VR07-5231S 1-2 sett. a ogni 2-3 mesi

ev 0 s.c somministrati da ogni

- LA: long acting: INSTI = inibitore dell'integrasi; NRTLinibitore nucleosidico
della trascrittasi inversa; NNRTL inibitore non nucleosidico della trascrittasl inversa,
della maturazione; FI: inbitore della fusione; EL inibitore dell'entry; bnAb: anticorpo
amplamente neutralizzante; im: intramuscolare; s¢: sottocutaneo; ev: infusione endovenosa)




Tabella 3 - Regimi a due farmaci long-acting in sviluppo per la terapia dell’'HIV

Elsufavirina NNRTI + TBD
GS-6207 (lenacapavir) ~ CI+ TBD
Albuvirtide+3BNC117 [F+bNAb
3BNC117+10-1074 bNADb + bNAb
CAB+VRC07-523LS INSTI+bNAb
CAB+GSK937 INSTI+MI
CAB-LA+RPV-LA INSTI+NNRTI FDA/EMA submitted

éHuHuHH




Tabella 4 - Molecole e regimi in sviluppo commercializzabili entro i prossimi
10 anni come molecole long-acting (LA) e/o regimi a due soli farmaci (2DR)

DTG/RPV 2019 orale SI NO
DTG/3TC 2020 orale SI  |NO
CAB+RPV 2021 orale S1 SI
Islatravir/doravirina | 2023 orale SI  |NO
GS6207 (CI) + tbd 2024 sc TBD |SI
GSK254 (MD+ DTG | 2025 orale SI NO
CAB + N6LS 2027 im - s¢ SI SI
10E8+VR07-523LS | 2027-30 ev - sc SI SI
Elsulfavirina 2027-30 Im - sc TBD |SI
Islatravir + thd 2027-30 orale Sl SI
Combinectina+tbd 2027-30 sc SI SI
GSK937 (MI)+CAB | 2027-30 = st sI
GS-97224PGT-121 2027-30 ev - sc SI SI

(*) La previsione di approvazione regolatoria & basata sulle attuali informazioni disponibili

e puo variare significativamente sulla base dei programmi di sviluppo.




D1i cosa parliamo

*\Vocabria © + Rekambys ©
*Sunlenca ©

*Non parlero di PrEP !!!



D1i cosa parliamo

*\Vocabria © + Rekambys ©

Cabotegravir ( inibitore integrasi )



D1i cosa parliamo

*\Vocabria © + Rekambys ©

Rilpivirina ( inibitore n.n. Trl)



Cabotegravir e Rilpivirina

__ O OH
~N O F F Questo regime
(oiK/N _ H terapeutico a due farmaci
H
0

(CAB-RPV) rappresenta
attualmente un’opzione

« INSTI di switch per le persone
* Strutturalmente simile a Dolutegravire ~ con HIV (PLWH)
Bictegravir virologicamente
* Formulazione orale (30 mgcp) e soppresse, non in * NNRTI
iniettabile (600 mg 3 mL) gravidanza e non in * Formulazione orale (25 mg cp) e
 Non dovrebbe essere somministrato con  allattamento, di eta iniettabile (900 mg 3 mL)
rifampicina, rifapentina, carbamazepina, superiore ai 18 anni e * Non dovrebbe essere somministrato
oxacarbazepina, fenitoina o fenobarbital senza una storia di con rifampicina, rifapentina,
per induzione dell’enzima UGT1A1 fallimento virologico o carbamazepina, oxacarbazepina,
* Emivita 41 ore per la formulazione orale; mutazioni associate alla fenitoina o fenobarbital per
emivita 5,6-11,5 settimane per la resistenza (RAM), ad induzione dell'enzima CYP3A4
formulazione iniettabile eccezione della
* 99% legato alle proteine plasmatiche mutazione NNRTI K103N,

* Inattivazione per glucurorinidazione se presente da sola



HIV lifecycle (2021)

HIV

CD4 rpceptor
CCRS corocaptor

Now viral 6
material

Stages in the tecycle

! HIV attaches 10 a CD4 call

Z  HIV enters a CD4 cell..

i The capsia enfers tha
nucleus where HIV protains
and enzymes are released *

4 Reversa transcriptase (RT)
makes double strand HIV
Integrase enables HIY DNA
10 i the cell DNA

£ New viral material Is made

! Protease cuts and aszembiles
new HIV

8 Each call produces hundrads
ol new virions
* Updated in 2021.

Note: In March 2021,
researchers accepted
that the capsid uncoats in
the nucleus.

Cytoplasm

Cutting &
assembling

%%

and budding

New HIV




HIV lifecycle (2021) Note: In March 2021,

researchers accepted
that the capsid uncoats in
HIV the nucleus.

CD& rpcaptar
CCRS corocaptor

Cytoplasm

%
N =

nucleus Cutting &
uumﬂlng

Now viral 6
3 material
Stages in the ‘ecycle
! HIV attaches 10 a CD4 call

< HIV enters a CDA4 cell..
i The capsia enfers tha

nucleus where HIV protains
and enzymes are released *
4 Reversa transcriptase (RT)
makes double strand HIV
& Integrase enables HIV DNA

10 i the cell DNA

£ New viral material Is made,
T Protease cuts and aszembies
new HIV

8 Each call produces hundrads

ol new virions
« Updased ir 2021, New HIV




Drug-Drug Interactions after Oral and Intramuscular Administration of CAB and RPV

CYP3A4
UGT1A1S
drug transporters

Mechanisms of DDIs after
ORAL administration

Stomachlintestine

* Change gastric pH

+ Chelation divalent cations

« Inhibitionvinduction of CYP3A4.
drug transportens

Liver
« Inhibition/induction of CYP3A4,
UGT1A1/9, drug ransporters

Adapted from Hooge D et ot Cin Pharmacokinet 2021

Mechanisms of DDIs after

INTRAMUSCULAR administration

Liver

Inhibitionvinduction of CYP3A4,
UGT1A1/9, drug transporters

Examples of medications Interacting with the oral but not the Intra-
muscular administration of RPV

it
B
&

muscular administration of CAB

* Antacids
« calcium

* Iron

* magnesium
« multivitamins containing divalent cations
« orlistat

« strontium ranelate



Farmacl fong-acting
per il trattamento
della infezione da HIV:
I'impottanza dei dati

di real world
29 Novembre 2024

monthly
or every 2-month dosing

CAB + RPV extended-release suspensions contain finely-milled drug particles suspended
in an aqueous vehicle that supports LA dosing:

CAB + RPV LA is LA suspension forms a Medications are slowly
administered as separate drug depot in the muscle absorbed from the depot site
o iLMa%L%EeuglrmJeCtlon into the bIoodstréTg AT’

* Trezza C, et al. Curr Opin HIV AIDS
2015;10:239-45

FONDAZIONE 1 ASIA



Slow release from the depot yields an absorption-limited half-life of at least 40 days,
versus approximately 40 hours when compared with oral dosing of the drugs."*

Riproduci (k)

P Pl ) 2207412

VOCABRIA (cabotegravir) + REKAMBYS (rilpivirine) Mechanism of Action as
Long-Acting Regimen for HIV



MAT-CRR-PET - 250008

CAB + RPV LA is recommended by guidelines as a strategy

to improve QoL for some people with HIV

1

[Consider] switch to a long-

acting injectable regimen for

convenience, to relieve pill
fatigue or to decrease

potential stigma or

disclosure concemns

associated with taking daily

oral medications
19

L

IAS-USA guidelines?

Injectable CAB + RPV LAis
recommended for persons
who experience
or
of taking
pills daily or in response to
strong

EACS guidelines?

The objectives of treatment
modification should be to
improve AEs, facilitate
adequate treatment of
comorbid conditions and

. Inframuscular
CAB + RPV LA, among
other dual therapies, is a




schema

Si puo iniziare assumendo due compresse al
giorno per 1 mese oppure inziare subito con le
iniezioni, una per ogni gluteo

Le prime due sono a distanza di un mese, poi ogni
2 mesi

La “ forchetta “ di somministrazione edi+o0—7
giorni

In casi selezionati, possibilita di sostituire |a
puntura con la terapia orale ( due compresse al

giorno ) per 1 mese, poi bisogna ritornare alle
iniezioni o cambiare terapia



Cabenuva Cabenuva 600-mg/900-mg kit contains:

(CAB IM and RPV IM)
» CAB 600-mg/3-mL vial and RPV 900-

mg/3-mL vial

Cabenuva 400-mg/600-mg kit contains:

» CAB 400-mg/2-mL vial and RPV 600-
mg/2-mL vial

Optional Lead-in with Oral CAB and RPV

» CAB 30 mg PO and RPV 25 mg PO once daily
with food for 4 weeks

Monthly IM CAB and RPV

* Loading dose: CAB 600 mg/3 mL IM x 1 dose
and RPV 900 mg/3 mL IM for 1 dose

» Continuation phase: CAB 400 mg/2 mL IM
every 4 weeks and RPV 600 mg/2 mL IM
every 4 weeks

Every 2-Month IM CAB and RPV

» Loading dose: CAB 600 mg/3 mL IM and RPV
900 mg/3 mL IM once monthly for 2 doses

» Continuation phase: CAB 600 mg/3 mL IM
and RPV 900 mg/3 mL IM every 2 months



Initiation of long-acting cabotegravir plus rilpivirine as
direct-to-injection or with an oral lead-in in adults with

Oral Leaq l.n. . ~ HIV-1infection: week 124 results of the open-label phase 3
precauzione per possibili eventi avversi  FLAIR study

- 2 8 g i 0 rn i d i te ra p i a O ra le (e (dvkin, Enrigiw Remal Moeall Daerell H S Tan, Hamid Katner, Hans-firgen Stallbeink; Flena Hilonosoun, Rebecen DeMoar Sandy Griffith

Shanker Thiagarajah, Rodica Van Sofingen-Risten. Susan L Ford, Merta Crauwels, Pard Patel Ay Cutrell Kimberly ¥ Smith, Kati Vandermeulen,

5 assunzione Con il Cibo Eifeen Birminghom, Marty St Clair, William R Spreen, Ronald D'Amico

- no PPI, no multivitaminici o antiacidi =
. -0 S g o & B
- OpZ‘Ona le e There were no drug-related hypersensitivity reactions
ettt M Y B0 and no significant creatinine changes from baseline
< ar PRIV v 2 for the extension switch or randomly assigned long-
- acting groups since the week 96 analysis, There were no
Cabotegravi Rilpivirine A e o dlinically significant changes in lipase concentration
E Ly AR in the extension switch population (from extension
¥ o3 s baseline) or the randomly assigned long-acting group;
?% » gg\ E e N T no lipase.abnonmlities were associath with clinical
8 22 ] e e 0 W pancreatitis diagnoses. One (1%) participant in the
;% H B £ 1003 — vt v o direct-to-injection group, one (1%) in the oral lead-in
_g's 1 5?{' - o o fradose group, and two (1%) in the randomly .assigncd logg-
75 . §§ Tromnademnton [ “— ol acting group (since the weelf 96 analysis) had alalmne
= led Inksbitory concentration 0166 pgiml. inbibitory concentraton W2 ngimé. :_-— :: :: ::: ar'mnotransfcrasc conce.ntltamns three olr more .tlmcs
"Oligrous* DTigroup OUgronp" DTigroup. 7 ars” DTigroop OUgroes” DTIgrow. — N higher than lht‘: upper l‘lmll of normal (§mglc cplsodcs
(nw268)  (ned08)  (ne350)  (w70) (0262)  (n104)  (We251)  (we78) oD i THRFT AR each), No participants in the oral lead-in or direct-to-
‘ ~ o ~ —~—" ~ < e T (R injection groups and only one (<1%) participant in the
HANKPINC Aol 490 Pt et TAEaone | Asmizhom e 00N, S randomly assigned long-acting group met protocol-
Figure 2: Initial plasma cabotegravir and rilpivirine concentrations following first injections as D) and jmerrwes s “”""'T:T_:" defined livef sl9pping criteria. This participant met Ii\'/(:r
after OLl - stopping criteria at week 124 due to secondary syphilis
Data are median (Sthand 95th percentiles). DT1=direct-to-injection. OLl=oral lead-in. "Historical data: particpants e iy g e et b e
who were randomly assigned to receive long-acting cabategravie plus rilpivirine in the maintenance phase ooy ey oy
WL Sy o oy -



Chi puo andare a tale terapia ?

Soppressione ( HIV — RNA <50 copie / ml )
per almeno 6 mesi .... ( quindi non puo
essere la prima terapia )

Avere il proprio virus HIV che non presenti
una farmacoresistenza ai farmaci ( o alla
classe di farmaci ) che andremo a utilizzare

non avere evidenziato una intolleranza /
tossicita alla rilpivirina
Volerlo .......



Chi non puo / potrebbe andare a
tale terapia ?

Se donna, non essere in gravidanza o in un
progetto di gravidanza

Avere la coinfezione HBV (epatite B)
Essere eccessivamente sovrappeso
Avere protesi glutee

Ditficolta a recarsi ogni 2 mesi in ospedale
per le iniezioni ( non si possono fare da soli)

Avere un sottotipo HIV Al / A6
Avere un BMI >30kg/m2 ||



HIV-1 HIV-2

T

Group M Group N Group O Group P

. O 31"&'3&2353&'.15 8o B caror ALw

R | A B Sloramawr T oonncinT pata
W03 AL OPHER i

B commiants o B AS

Albero filogenetico e distribuzione dei vari sottotipi di HIV



N persone in trattamento

Starting L.A. - Cumulative trend
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Sex at birth Treatment OFF/ON

FEMALE OFF=12%

17° CONGRESSO NAZIONALE Italian Conference on AIDS and Antiviral Research 7101 ceio conciess poois conesess 21 21 wicoo. ,_‘




Situazione attuale

e 338 trattamenti avviati

* 53 sospensioni , per tutte le cause
(15,6 % )



Efficacia / durabilita



MR T -LER-PHT 20

b
ATLAS-2M: Virologic outcomes at Weeks 48 and 152
Week 4381 Week 152°
£ 100 1 54 93 = 100+
g W G8W [n=522) g a7 88 W CEW (n=522)
5 807 Q4W [n=523) 3 B Q4W [n=523)
Qa o
§ o 2 a0
o o
o :
2 o
§ 20- 5 204 12
& 0 ——— r r— . & 0 r r -
Virologic Virologic Na virologic data Virclogic Virologic No virologic data
non-résponse SUCCess non-response SUCCESS
(230 c/mL) (=30 cimL] (250 cimL) (=50 cimL)

CAB + RPV LA dosed Q8W or Q4W achieved a high rate
of virologic suppression through to Week 152
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LATTE-2: Virologic Snapshot outcomes at Week 256

= 100 - » Q8W CAB + RPV LA
.- J— Q4W CAB + RPV LA
;g' o = Extension switch Q8W CAB + RPV LA
g Extension switch Q4W CAB + RPV LA
T 40 -
g 26
§ 204 . 10
§- 3 0 3
a 04— — "
Virologlc Virologic success No virologic data
non-response (<50 c/mL)
(250 c/mL)

/' 81% of participants randomized to CAB + RPV LA at Day 1, and 93% of participants who switched from
oral CAB + ABC/3TC at Week 100 maintained virologic suppression at Week 256

/ No participants met the PDVF criterion after Week 48

St GUR et w. Cpan Folom efact Dk 2001 Stataad s
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LATTE-2 Week 256 conclusions

{ CAB + RPV LA, dosed both Q4W and Q8W, demonstrated durable antiviral activity through ~5 years of
treatment in virologically suppressed participants randomized to LA therapy!

[ At Week 256, 81% of participants randomized to LA therapy at Day 1 and 93% of participants who switched
from oral CABE + ABC/3TC at Week 100 maintained virologic suppression (HIV-1 RNA <50 ¢/mL)

{ Mo participants had PDVF after Week 48 in any treatment arm, demonstrating the durability of CAE + RPV LA
as maintenance therapy’

{ CAB + RPV LA continues to be well tolerated through 5 years of treatment for both dosing I'E':Qil'l"lEﬂS1
{ 1SRs, whilst frequent, were mostly mild or moderate in severity and resolved within a median of 2-3 ﬂﬂ}"ﬁ‘

! CAB + RPV LA is therefore a potential therapeutic alternative to daily oral ART that may help address
challenges such as stigma, drug/food interactions, pill burden, and adherence’2

1. Gmeithi GHA, 8 . Dpan Fosem infece D 506 B ofabed 28
& oGmthi G, a0l YRk BE30. Paus D0
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ATLAS-2M: Virologic outcomes at Weeks 48 and 152
Week 43 Week 1524
£ 100 4 54 93 = 100 4
g W QEW (n=522) g 87 &8 W GEW [n=522)
E BT Q4W (n=523) 5 Q4W (n=523)
[4] [4]
§ o0 g ol
o o
s : o
0 8
g 20 § 201 0 13
£ 2 4 6 H I
0 - — . 0 r r - .
Virologic Virologic Mo virclogic data Virologic Virologic Mo virologic data
non-response SuUccess non-response SUCCEess
(230 ciml) (=30 cimL) (250 efmL) {=50 cimL)

CAB + RPV LA dosed Q8W or Q4W achieved a high rate
of virologic suppression through to Week 152




De-stigmatizzante



CARISEL: Participants perceive CAB + RPV LA to be less
stigmatising than daily oral BIC/FTC/TAF

81, ©)

‘agreed’ or ‘completely agreed’ that CAB + RPV LA is less stigmatising
than oral medication*

I

‘agreed’ or ‘completely agreed’ that they would recommend CAB + RPV LA
to other people living with HIVt

Prasentcd 3 J RIS MIEONeE AR M fakond TR SDavpsemiy agres SE 5% agee 2o D% sait tLO% Susgea 1IN covglendy dusgres TN neaing I~
s

NXAT-CBR-PPT-250008
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Tollerabilita, il vero problema



ATLAS, FLAIR, and ATLAS-2M:
Frequently reported AEs* at Week 48

f DR

Headache:2 Pyrexial-2

ISRs12

*Very common, 210%; please refer to the SmPCs for the full list

of adverse reactions
TATLAS n=308; FLAIR n=283; ATLAS-2M n=1,045

ISR, injection site reaction; SmPC, Summary of Product
Characteristics

b EU SmPC. Se| p2022 2 Rekambys EU SmPC. Sep 2022

1. Voc ep
3. Rizzardini G, et al. J Acquir Immune Defic Syndr 2020;85:498-506 (and suppl. appendix)
4. Ovel t ET et al. Lan 12021 396 1994-2005

______
- s

o <2%
.. (n=23/1,636")
of participants
discontinued due
*.._ toinjection-related
. reasons34

—— \
~ \

B
=~

© 98%
(n=9,196/9,322)
': of ISRs were
f mild-to-
3 davs moderate and
_y declined r ®
median tlme(q/ §
duration3#

FONDAZIONE 1 ASIA



Effetti collaterali pitu comuni di
Cabotegravir Rilpivirina:
- generalmente ben tollerato
- reazioni nel sito di iniezione (dolore
nel sito di iniezione, arrossamento e
gonfiore; ma anche noduli,
indurimento, lividi, prurito)

- addestramento dei pazienti ad
applicare ghiaccio sul sito di
iniezione, o impacchi caldi,
assunzione di antidolorifici

- la reazione si risolve in alcuni giorni
(durata mediana di 3 gg)

- cefalea, disturbi del sonno, vertigini,

febbre, astenia, rash cutaneo

1004 CJGradel
B Grade 2
B Grade 3
B Grade 4

80+

40+

L Hﬂ IOARAARARnn

Week 4 2 1 16 20 '4 Bn]o 41 M 48 52 s6 60 o usﬁn.noacnq
() 199 (1w (105 (87 (8% 1'3'3 Y GV 7 (9 (64 (6 (67/ (53 (66/ B2 (52 (470 (S (a6 (W& (a0 (3t l.df
278) 6) Z6) 1) 220 270) 265) 6;: 267) 265) 264) 25%) 160) 259) 258) 258) 255) 253) 253) 253) I51) 249) 245) 245)
Study week (n)

Participants with bnjection site reaction (%)

o

Figure 2: Injection site reaction incidence over time through week 96
Incidence Is derived relatave to the number of participants who received injections at each respective study visit. There were na grade 4 Injection ©to mactions




Causes of discontinuation of long acting cabotegravir and
from the prospective multicenter SCOLTA cohort.

Lucis Taramasso (1), Nicols Squillace (X), Elena Ricc (3), Sergio Ferram (4), Giancarlo Orofino (5)
), Olivia Bargiacchi (12}, Maris Aurors Carleo () 13) izi Posterls {14), Salvatore Martini (15), Rits Bﬂllg:lnlhl (14, (‘mrd.lnu M.Id.td.d.‘ll [k
(21}, Antomio Cascio (22), Antonio Di Biagio (1,123} snd Paoko Banfanti (1) for the CISAI stody group.

(hpualal: Pullinin San Marino Jdi G
Ml Univ iy af Faggia. Fa

gt ol Mudi
Wepartmund ol Healdh S

P.066
1 clinical practice. Results

ul

Periodo di osservazione media di 10 mesi,
34 persone (9 % ) su 377 interrompono (

24 per eventi avversi )



|'I'-BI'.'|I-E 2. Adhverse svents kxading to discontinuation of long-acting therapy with cabotegravin/dlpividne in SO0TA ooy,

first

rss 3coTG Yes, G 3 Mo Mo Certain 132
2 R Yoz, G 2 Yes, G2 Mo Certain 56
EJn. 55 rPwDTG Yos, G 2 Me Mo Certain 5
v a0 rewDTs Yas, G 2 Mo Mo Ceartain 28
En. 61 rPwDTG Yos, G 2 Me Mo Certain 55
Elr s+ Froimar/ec Yos, G 2 Me Mo Certain 445
B M. 55 FTC/TAR/RPY Yes, G 1 M Nex Cartain &1
ERm.35  Fromarsec Mo Yes, G3 Mo Certain 112
EPnM. 44 RPWDTG M Yes, G2 Arthromyalgia, G 2 Possibike &7
10 NELIE (ol e Mo Yas, G2 No Probabile 1
[EYnm. 32 31c/oT6 e Yes, G 1 Mo Unifikely o4
12 [T e Ne Yes, G1 Mo Possilile 1E1
EEJ M. 56 3TC/ABC/RPY Ne Ne difficulty walking, G 3 ; weight gain, G 1 Unilikely for both &7
.45 rPwDTE Ne Ne Arthremyalgia, G NA Certain 30
[Em. 55 Fro/TaFsEIC Mo M Arthromyalgia, G 1 Probatie 19
16 RSN = Ne Ne Rash, G2 Possilile 140
EE@m. 31 FrC/TAF/EIC Mo Me Arthromyalgia, G 4 Certain &3
Y M. 54 FTC/TAR/RPY Mo Mo Acute pancreatitis, G 4 Probabie &7
[ER M. 66 FTC/TAF/RPY Mo Me Glycaemic decompensation, G 3 Possilike S8
Elr a1 Fromarsec Mo Me Migraine, G 2 Certain 31
EEYm. 62 FTC/TAF/EIC M Me Hapatitis, G 3 Probabile o2
22 [ o Mo Me Rash, G3 Possilike 143
EEJm. 50 FTC/TAF/BIC M Ne Mtered emationality, G 3 Probabile 339

Erss  rPuDTE N M N MA 283



La resistenza,il vero dramma



Qual e il vero dramma che
dobbiamo evitare ?

e Indurre farmacoresistenze !!

* A causa di un regime che non riesce a
mantenere la soppressione

* Se compaiono resistenze a cabotegravir,
c’e il rischio di rendere inutilizzabili tutti
gli altri farmaci della stessa classe , ossia
quella importantissima degli INSTI



FIG. 2 Sviluppo della farmacoresistenza di HIV

O Varianti virali suscettibili
Inizio del trattamento O Varianti virali farmacoresistenti

Soppressione virologica  Selezione delle varianti
incompleta resistenti (fallimento)
* Potenza inadeguata

« Livello dei farmaci insufficiente
* Aderenza inadeguata

Carica virale
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Protease inhibitors

1995 Saquinavie
1966 Ritonuvir
1866 Indinanir
1647 Nelfinair

2000 Lopinavir (fr)

CICLO DI it
REPLICAZIONE ey,
VRALEETARGET e

TERAPEUTICI

2007 Maraviroc
2018 Ibalizumab-uiyk
2020 Fostemsawvir

Luis Menéndez-Arias, Rafael Delgado,
Update and latest advances in
antiretroviral therapy,

m) e, FUE Trends in Pharmacological Sciences,
- Inhibitors Volume 43, Issue 1,

5 1967 Zidovudme(AZT)

:gm Integrase inhibitors 2022

1994 Sipvudne 2007 Raltegravie
1995 Lamivuding 2012 Ehvitegravit ((c)
1998 Abacavir 2013 Dolutegravir
2001 Tenofovir (TDF, TAF) 2018 Bictegravir
2003 Emtricitabine 2021 Cabotegravir

NNRTIs | 1906 Nevirapine
1007 Dedmvirding

1998 Efavirenz
2008 Etravirine
2011 Rilpiviring
2018 Doraviring

i

2003 Enluvinida

Revers

Trends InPrarmacological Scences
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Study population and design

CAB + RPV LA in virologically suppressed* people with HIV (N=958)
/ Median (IQR) age: 45 (37-53) years / 250 years: 36% / Male: 85%

Effectiveness

Participants with HIV-RNA <50 c/mL

9%  97% 9% g9
80 0.3%
3/956
60 -
on CAB + RPV LA experienced CVFt
20 4 with NNRTI and/or INSTI resistance
0.5% (5/956) expenenced CVF overall;

4/5 resuppressed on Pl or INSTI-based regimens*
Last VL M12  Mm24 op &
(n=025/837) (n—u-ﬂmh (n=3501366)  (n=46/40)

Virologic suppression and CVF rates were consistent across BMI categories (<30 vs =30 kg/m?2)
Virologic suppression: 99% vs 99%; CVF: 0.5% vs 0%

*HW VL =50 oimL; f0efined as two WL =200 o/ml or one WL =200 c/ml plus discontinuation; 0sta wnavailable for one individual
13th IAS Conference on HIV Science; July 13-17, 2025; Kigali, Rwanda

NX-IT-DLL-PPT-250009

COMBINE-2 C2C: High effectiveness, persistence and adherence
to CAB + RPV LA in a large pan-European cohort

/ BMI 230 kg/m2: 10% ?.

w o

Persistence and adherence

/ High persistence

of participants remained on
CAB + RPV LA with a median
(IQR) follow-up of

10.2 (7.1-16.6) months

/ High adherence

of participants had on-time
injections, 3% had delayed
injections and 1% missed injections

Pozniak et al. 145 2025; Kigali. Rwanda. Poster EPOMT1




IAS 2025
Kuretski et al'

Follow-up (FU) time NR

181 aged 250 years,
including 42 (23%) with 265 years

! 68% multimorbidity*
!/ 68% polypharmacyt
{  Mean 20 years since diagnosis

Key results through M11
97% virologically suppressed
3 Virological failures
99% adherence to injections
(n=1,998)
4% discontinued due to ISRs$

Wulirnorbidity defined as z2 conditions in Kuretski, 23 comorbidities in GEPPO
tPolypharmacy defined as =5 medications in Huretski and GEPPO

RELATIVITY?

Maonth 11

[ 4

I T0% comorbidities

154 aged >60 years

I Median 22 years since diagnosis

Key results

= = 90% virologically suppressed
= 0 Virological failures

= 1.3% discontinued due to ISRs#

§lIn Kuretski, 45% discontinued CAE+RPY LA, mostly due to relocation (18%) and loss to follow-up (4.4%]; in
RELATIVITY, 5.2% discontinued CAB+RPWY LA, mostly due to other reasons not specified (2.6%)

NX-IT-DLL-PPT-250009

GEPPO?

Median FU: 173 months

{Cl 85%: 16.7-17.6)
' E

f 62% multimorbidity™
f 32% polypharmacyt

f  Median 20 years since diagnosis

78 aged >65 years

Key results

= 100% virologically suppressed

= 0 Virological failures

= 92% remained on CAB+RPV LA,
13% with =5 years on treatment

4. HuretskiJ et al. [AS 2025, Poster EPDOTE
2. Troya J, et al. |DiNesk 2024. Poster P331
3. Calcagne A, et 3l CROI 2025, Foster 877




D1i cosa parliamo

Sunlenca ©

Farmaco di “ nicchia”



4.1 Indicazioni terapeutiche

Sunlenca iniettabile, in associazione con altri antiretrovirali, € indicato per il trattamento degli adulti
con infezione da HIV-1 multifarmaco-resistente per 1 quali non ¢ possibile instaurare un regime
antivirale soppressivo alternativo (vedere paragrafi 4.2 ¢ 5.1).

Non puo essere somministrato da solo,
ma bisogna trovare almeno un altro
farmaco antiretrovirale efficace



Lenacapavir: a first-in-class HIV-1 capsid
inhibitor

FIGURE 1

Dvory-Sobol, Hadas; Shaik, Naveed; Callebaut,
Christian; Rhee, Martin S.

Current Opinion in HIV and AIDS17(1):15-21,
January 2022.

doi: 10.1097/COH.0000000000000713

LEN Targets Multiple Stages of HIV Replication Cycle

.
Ll K] Lenacapavir (LEN)
| ECs: 50-100 pM
Cytoplasm
Virus assembly
and release
- Gag / Gag-Pol : '
g (capsid precursors) s
Viral DNA
Nuclear pore d'“my o%le® P
®l%®* 000 O NEE S Na s e ey
complex i * S eration \ . ™
Reverse 4 —————
transcription T M POR ot
completes RS A
= = Early-stage events %o Late-stage events

3 Wolters Kluwer

Lenacapavir targets multiple stages of the HIV
replication cycle. Adapted from [4==,5].

Copyright © 2025 Wolters Kluwer. Published by Lippincott Williams & Wilkins. 55


https://journals.lww.com/co-hivandaids/fulltext/2022/01000/lenacapavir__a_first_in_class_hiv_1_capsid.4.aspx
https://journals.lww.com/co-hivandaids/fulltext/2022/01000/lenacapavir__a_first_in_class_hiv_1_capsid.4.aspx
https://journals.lww.com/co-hivandaids/fulltext/2022/01000/lenacapavir__a_first_in_class_hiv_1_capsid.4.aspx
https://journals.lww.com/co-hivandaids/fulltext/2022/01000/lenacapavir__a_first_in_class_hiv_1_capsid.4.aspx
https://journals.lww.com/co-hivandaids/fulltext/2022/01000/lenacapavir__a_first_in_class_hiv_1_capsid.4.aspx
https://journals.lww.com/co-hivandaids/fulltext/2022/01000/lenacapavir__a_first_in_class_hiv_1_capsid.4.aspx
https://journals.lww.com/co-hivandaids/fulltext/2022/01000/lenacapavir__a_first_in_class_hiv_1_capsid.4.aspx
https://journals.lww.com/co-hivandaids/fulltext/2022/01000/lenacapavir__a_first_in_class_hiv_1_capsid.4.aspx

Generic Name Elimination/

Dosing
Abbreviation Metabolic
( ) Recommendations
Trade Name Pathway
Lenacapavir 200-mg Initiation Option 1 PO: 10- Substrate of Injection site
{LEN) - 12 day= P-glycoprotein, reactions,
able = =
Sunienca Day L2t mgSIxl CYP3A (minor), including
« Single-dose dose + 800 mg PO x 1 SQ: 8- UGTLAL (minor) nodules and
463.5- dose 12 induration
e weeks CYP3A4 inhibitor
mg/i.o5-m - £ - 600 -
'gl 5 = Day 2 mgPox 1 (moderate) Nausea,
e s dose diarrhea,
injection

Initiation Option 2 headache
= Dayl:600mgPOx 1
cose

- Day2:600mpgPOx 1
dose

= Day8:300mgPOx 1
dose

« Day 15:927 mg SQ x
1 dose

Maintenance Dosing

- 927 mg by SQ
injection every 6
months from the
date of the last
injection (+/-2
weeks)

= Note: Each SQ dose

reguires two

injections.
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