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Evoluzione della terapia antiretrovirale (ART)
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Ente del Terzo Settore

1987
Zidovudina (AZT): Approvazione del primo farmaco antiretrovirale, che segna
I'inizio del trattamento farmacologico contro I'HIV.

Inizio anni '90 (1991-1994)

Espansione degli NRTI: Introduzione di altri nucleoside reverse transcriptase
inhibitors (NRTI) come didanosina, stavudina e lamivudina, che ampliano le
opzioni terapeutiche.

1995
Inibitori della proteasi (PI): Arrivo dei primi inibitori della proteasi, come
saquinavir e ritonavir, che rivoluzionano il trattamento riducendo
drasticamente la carica virale.

1996
HAART (Terapia Antiretrovirale Altamente Attiva): Introduzione della terapia
combinata, che unisce piu classi di farmaci per bloccare efficacemente |a
replicazione dell'HIV e prevenire lo sviluppo di resistenze.
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2003
Regimi a dose fissa: Sviluppo di pillole combinate che
semplificano la terapia e migliorano |'aderenza dei pazienti.

2007
Inibitori dell'integrasi: Approvazione del primo inibitore
dell'integrasi, Raltegravir, che introduce una nuova classe di
farmaci con meccanismi d'azione differenti.

2012-2013
Nuovi inibitori dell'integrasi: Introduzione di farmaci come
Dolutegravir, caratterizzati da maggiore efficacia e tollerabilita,
che consolidano ulteriormente il ruolo degli integrasi nella
terapia antiretrovirale.
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2017-2021
Terapie a lunga durata d'azione: Sperimentazione e
approvazione della formulazione iniettabile mensile di
Cabotegravir e Rilpivirine (CAB-RPV), offrendo una valida
alternativa ai regimi orali per pazienti virologicamente
soppressi.

2022 e oltre
Innovazioni con nuove classi di farmaci: Introduzione di
Lenacapavir, il primo inibitore della capside, disponibile in
formulazione orale e iniettabile sottocutanea con rilascio
estremamente lento (possibilita di dosing ogni sei mesi).
Questo rappresenta un ulteriore passo avanti, soprattutto per

| pazienti con esperienza terapeutica estesa che non hanno
ottenuto la soppressione virale con le terapie precedenti.
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CICLO DI
REPLICAZIONE
VIRALE E TARGET
TERAPEUTICI

Receptor
binding and
entry
Attachment
inhibitors
coreceptor
antagomsts
2007 Maraviroc

2018 Ibalizumab-uiyk
2020 Fostemsavir

Fusion = [ sskna \

inhibitors

2003 Enfuvirtide

Reverse
transcriptase
inhibitors

NRTIs | 1987 Zidovudine (AZT)
1991 Didanosine
1992 Zalcitabine
1994 Stavudine

1995 Lamivudine

1998 Abacavir

2001 Tenofovir (TDF, TAF)
2003 Emtricitabine

NNRTIs | 1996 Nevirapine
1997 Delavirdine
1998 Efavirenz
2008 Etravirine
2011 Rilpivirine
2018 Doravirine

Protease inhibitors

‘ 1995 Saquinavir
1996 Ritonavir

1996 Indinavir

1997 Nelfinavir

2000 Lopinavir (/r)
2003 Atazanavir (/r, /c)
2003 Fosamprenavir
2005 Tipranavir (/r)
2006 Darunavir (/r, /c)

T

= Ew
g
XZZ Zagp ] ".

Reverse
transcription

Integration

Integrase inhibitors

2007 Raltegravir
2012 Elvitegravir (/c)
2013 Dolutegravir
2018 Bictegravir
2021 Cabotegravir

Trends in Pharmacological Sciences

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

Trends in Pharmacological Sciences,

Volume 43, Issue 1,
2022
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Importanza della ottimizzazione e semplificazione terapeutica

* Tollerabilita al regime terapeutico corrente

e Rischio di complicazioni a lungo termine

* Valutazione della barriera genetica

* Valutazione delle comorbidita (insufficienza
renale, osteopenia/osteoporosi, infezione da
HBV, dislipidemia)

* Ridurre il Pill Burden

e Migliorare I'aderenza al trattamento

* Ridurre le interazioni tra farmaci e con il cibo

Single Tablet Regimens — Two Drugs Regimens — Booster Sparing Regimens — Long Acting Injectable
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Terapia Long Acting Iniettabile

Una buona opzione per sostituire i
regimi orali in pazienti con:

- difficolta a deglutire le compresse

- difficolta a conservare il farmaco al
domicilio per questioni di riservatezza
- stigma

Attenzione all’'aderenza
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B FIG. 1 Simulazione grafica del profilo
farmacocinetico di una terapia orale e
di una terapia long-acting iniettabile

~— Somministrazione quotidiana
w | ong-acting inlettabile
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Cabotegravir e Rilpivirina

N
|l
N
. O OH o |l
{\N = Questo regime
O/}:\/N P terapeutico a due farmaci
H (CAB-RPV) rappresenta
attualmente un’opzione HN. N. NH
e INSTI di switch per le persone U
 Strutturalmente simile a Dolutegravire ~ ¢€on HIV (PLWH) _N
Bictegravir virologicamente
* Formulazione orale (30 mgcp) e soppresse, non in e NNRTI
iniettabile (600 mg 3 mL) gravidanza e non in * Formulazione orale (25 mgcp) 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

con rifampicina, rifapentina,
carbamazepina, oxacarbazepina,

oxacarbazepina, fenitoina o fenobarbital senza una storia di
per induzione dell’enzima UGT1A1 fallimento virologico o

Emivita 41 ore per la formulazione orale;
emivita 5,6-11,5 settimane per la
formulazione iniettabile

99% legato alle proteine plasmatiche
Inattivazione per glucurorinidazione

mutazioni associate alla
resistenza (RAM), ad
eccezione della
mutazione NNRTI K103N,
se presente da sola

fenitoina o fenobarbital per

induzione dell’enzima CYP3A4
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Drug-Drug Interactions after Oral and Intramuscular Administration of CAB and RPV

Mechanisms of DDIs after
ORAL administration

Stomachl/intestine

» Change gastric pH

« Chelation divalent cations

« Inhibition/induction of CYP3A4,
drug transporters

Liver
+ Inhibition/induction of CYP3A4,
UGT1A1/9, drug transporters

CYP3A4
UGT1A1/9
drug transporters

pH
chelation

CYP3A4

Adapted from Hodge D et al. Clin Pharmacokinet 2021

Examples of medications interacting with the oral but not the intra-
muscular administration of RPV

Mechanisms of DDIs after
INTRAMUSCULAR administration

Stomachl/intestine
Bypassed

Yy

Liver
+ Inhibition/induction of CYP3A4,
UGT1A1/9, drug transporters

Antacids
famotidine
lansoprazole
liraglutide
omeprazole
orlistat
pantoprazole
rabeprazole
ranitidine

Examples of medications interacting with the oral but not the intra-
muscular administration of CAB

Antacids

calcium

iron

magnesium

multivitamins containing divalent cations
orlistat

strontium ranelate
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Studi principali Cabotegravir Rilpivirina

ATLAS: efficacia e sicurezza rispetto alla terapia orale
ATLAS-2M: confronto tra somministrazione mensile e bimestrale
FLAIR: switch da ART orale a cabotegravir/rilpivirina

p NDA submitted 1o US FDA (Apr)
P MAA submitted to EU EMA (Jut)
> MAA submitted to Health Canada (Aug)

US FDA issue Complete Response Letter declining
p Phase | trials commenced (Feb 2008) > approval of long acting cabolegravir and rilpiviring (Dec)

p Phase |l tnials commenced (Jun 2009) P Appraved in Canada for HIV-1 infection in adults (Mar)

LATTE-2 (NCT02120352)
B Phase libtrial FLAIR (NCT02938520
- [ ATLAS(NCTO02851052) 4
B Phase llitrials ATLAS (NLTUZ851052
ATLA ( ) c--
LATITUDE (NCT03635788
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Ente del Terzo Settore

Risultati di efficacia - Studio ATLAS
Studio di fase lll, open-label,
multicentrico di non -inferiorita

Confronto tra cabotegravir/rilpivirina 4 wks e terapia orale PI, NNRTI,
INSTI in switch di pz in soppressione virologica da 6 mesi
Risultati di mantenimento della soppressione virologica a 48

settimane

Outcome favorevoli nel 93% dei pazienti
5/308(1,6%) CVF nel gruppo LA — RAMs E138A, E138K+ V108,
E138E/K + N155H, 2 polimorfismi L74I

3/308 (1%) CVF nel gruppo terapia orale

83% reazioni avverse prevalentemente per inieizione

A Trial Design

Screening Phase

Pl-, NNRTI-, or

with a two-NRTI
backbone

INSTI-based regimen | _

Randomization

(1)

Maintenance Phase

Extension Phase

Continued daily Pl-, NNRTI-, or INSTI-based
oral therapy

Extension phase
or transition

>

to the ATLAS-2M

Oral CAB

+RPV >

monthly injections

Long-acting CAB + long-acting RPV>

trial

Day

4
Trial Week

1 I I

48 52 96

LAssessment of primary
end point

705 Patients were assessed for eligibility

1

&7 Were excluded because of screening failure

618 Underwent

randomization

2 Were assigned to long-acting therapy

but not treated

|

308 Received long-acting therapy and were

included in the intention-to-treat
exposed population

308 Continued to receive their oral therapy
and were included in the intention-to-treat
exposed population

2 Were withdrawn
by physician
1 Withdrew

26 Discontinued treatment during
mazintenance phase
13 Had adverse events

3 Had lack of efficacy

5 Had protocol deviation

1 Met a protocol-specified
withdrawal criterion

1 Was lost to follow-up

J

J

18 Discontinued treatment during
mzintenance phase
5 Had adverse events
4 Had lack of efficacy
3 Had protocol deviation
1 Was lost to follow-up
5 Withdrew

282 Completed maintenance phase

280 Completed maintenance phase

252 Transitioned to ATLAS-ZM
at the end of maintenance or |-
during the extension phaze

1 Withdrew

2 Discontinued treatment after
maintenance phase
1 Had adverse event

J

244 Transitioned to ATLAS-2M
at the end of maintenance or
during the extension phase

& Diiscontinued treatment after
maintenance phase
1 Had adverse event
1 Was withdrawn by physician
& Withdrew

25 Were ongoing at extension phase

35 Were ongoing at extension phase
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Studio ATLAS-2M, studio di fase lll, randomizzato
multicentrico, open-label — analisi alla 152
settimana

Confronto tra somministrazione ogni 4 wks e ogni 8 wks

Maggiore preferenza per la somministrazione bimestrale

1045 pazienti arruolati; randomizzazione 1:1

regime bimestrale & stato non inferiore rispetto a quello mensile in termini di
mantenimento della soppressione virologica, con un profilo di sicurezza
favorevole e una buona accettabilita da parte dei pazienti

Virologic Failure
Owerall, there were numerically more virologic failures in the

Q8W arm (2% [n=12/522]}, including 2 participants since

week 96 [18], than in the Q4W arm (<1% [n=2/523]; no
new CVFs since week 48). An additional participant in the

Q8W arm experienced a non-protocol-defined virologic fail-
ure at week 48 and is included in the total (Supplementary
Table 1). This participant was classified as having virologic fail -
ure after the week 96 publication based on an exploratory viral
load assay. Excluding the participant with non-protocol-
defined virologic failure, 5 (45%) of the 11 participants with
CVF through week 96 developed RPV resistance-associated mu-
tations (RAMSs) (Y188L, KI0D1E, KI01E +EI138A, E138E/K,
K101E + M230L) in combination with INSTI RAMs (Q1480Q/R +
NI155N/H, QI148R, N155H, Q148R + E138E/K). Both partici-
pants with CVF since week 96 had treatment-emergent RAMs
to RPV (E138A + M230M/L, E138A +Y181Y/C) and INSTIs
(Q148R) at suspected virologic failure (SVF) (Supplementary

A

3911 ATLAS phase 3 study
(cabotegravir plus

Screening phase Maintenance phase* Extension phase

rilpivirine L& every

Oral
Randomly cabotegravir 522 every B weeks cabategravir (600 mg)

ks
Aweet) assigned phus rilpivirine plus rilpivirine (300 mg) LA Option to continue randomised
113 Except cabotegravir phus rilpivirine LA
6541 ATLAS standard-of-care participants i avery 4 weeks or every B weeks at
group +additional from ATLAS 523 every 4 weeks cabotegravir (400 mg) week 100

standard-of-care

already on LA plus rilpivirine (600 mg) LA

participantss: protease therapy . dogi
inhibitor, NNRTI, or Primary endpoint
INSTI-hased regimen v
with 2 NRTI backbone T T T T T *
By b Nl =]
Y 4 [ o &
o & e s v

[ 1149 participants screened l

100 not randomly assigned4
78 did not meet requirements
5 physician decision

h

b

18 withdrawal by participant
1 adverse event

|1&49rand0mlyassigned |

1 enrolment target reached

v

v

524 assigned to cabotegravir plus rilpivirine L& every & wesks 525 assigned to cabotegravir plus rilpivirine LA every 4 weeks
5272 treated 523 treated
2 not treated 2 not treated
36 discontinuations 42 discontinuations
12 adverse evant 13 adverse event
9 lack of efficacy 3 lack of efficacy
& physician decision 1 physician decision
6 withdrawal by participant 21 withdrawal by participant
1 pregnancy 3 pregnancy
1 protocol deviation 1 protocol deviation
2 lost to follow-up 0 lost to follow-up
r 4
486 ongoing l | 481 ongoing
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A Trial Design
Screening Induction Maintenance Extension
Phase Phase Phase Phase

No previous ART

. . HIV-1 RNA Daily oral DTG-ABC-3TC F
=1000 copies/ml
u I O = S u I O a S e Any CD4+ cell count Daily oral
V4 Negative for HBV DTG-ABC-3TC F 7
surface antigen aily oral - ot
No NNRTI resistance / CAB Monthly injections of long-acting CAB + Eiehsion
T T T

randommizzato, open-label, e B R )
multicentrico, di non-inferiorita sl B3 :

Randomization (1:1) Assessment of primary
RNA <50 copies/ml end point

Passaggio da Standard of care con terapia orale DTG/ABC/3TC el Week
a iniettiva ogni 4 wks B Screning, Randorization,and T

Risultati a 48 settimane e 96 settimane
Tasso di soppressione virologica stabile ————=| TR |
Feedback positivo da parte dei pazienti [ oo |

65 Were excluded before
randomization

+RPV

809 Participants were assessed for eligibility

Long-actinggroup  Standard care Difference, percentage  Adjusted difference, I

566 Were randomly assigned to therapy
(n=283) group (n=283) points (95% CI)*t percentage points in the maintenance phase
(95%C1)°# I
Snapshot outcomes (intention-to-treat population) l l
HIV-1 RMA <50 copies par mL§ 245 (B7%) 253 (Bo%) -2.B(-8-2t025) -2.8(-8-2to25) ’ 283 Started lead-in therapy ‘ ‘ 283 Continued oral therapy ‘
HIV-1 RNA =50 copies per mL§ 9 (3%) 9 (3%) 0-0(-2-9to 2-9) 0-0(-2-9t02-9)
Data in window not below threshold 3(1%) 2 (=1%) 22 Discontinued during the
maintenance phase
Discontinued for absence of efficacy 6 (2%) 5{2%) 5 Discontinued lead-in therapy 7 Withdrew
2 Had adverse events 5 Were withdrawn
Discontinued for ather reason while not below threshold ] 2 (<1%)9 - - 1 Withdrew ~— e by physician
. - o 1 Was lost to follow-up 4 Had adverse events
Mo virclogical data inweek 96 window 29 (10%) 21 (7%) - - 1 Had lack of efficacy 3 Had lack of efficacy
- - 2 Were lost to follow-up
Discontinued due to adverse event|| 12 (4%) 4(1%) - - 1 Had protocol deviation
Discontinued for other reason 16 (6%)** 17 (6%) 1T
On study but missing data in window 1(=1%) [u] 278 Started long-acting therapy
Snapshot outcomes (per-protocol population)
- 20 Discontinued long-acting
HIV-1 RMA <50 copies per mL§ 241378 (87%) 252/281 (90%) -3-0{-8-3to2-4) -30(-8-3to 2.4) therapy
7 Had adverse events
HIV-1 RMA =50 copies per mL§ 9378 (3%) qJ281 (3%) 0-0({-2-9 ta 3-0) 01(-2-9t0 2.9) 6 Withdrew
. " . - - - 4 Had lack of efficacy
Confirmed virological failure (intention-to-treat population) 2 Were withdrawn
e
Confirmed virological failure between week 48 and 96 0 1(=1%)%t - - 1 \‘:;az |Z,ssl‘cla°nf°||ow_up
Total confirmed virological failures at week 96 4 (1%)85 4(1%)

Total treatment-emergent resistance 3(1%) 0 . . 258 Continued ongoing study | ‘ 261 Continued ongoing study
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Efficacy, safety, and tolerability of switching to long-acting
cabotegravir plus rilpivirine versus continuing fixed-dose
bictegravir, emtricitabine, and tenofovir alafenamide in
virologically suppressed adults with HIV, 12-month results
(SOLAR): a randomised, open-label, phase 3b, non-inferiority
trial

Moti N Ramgopal, Antonella Castagna, Charles Cazanave, Vicens Diaz-Brito, Robin Dretler, Shinichi Oka, Olayemi Osiyemi, Sharon Walmsley,
James Sims, Giovanni Di Perri, Kenneth Sutton, Denise Sutherland-Phillips, Alessandro Berni, Christine L Latham, Feifan Zhang, Ronald D"Amico,
Miguel Pascual Berndldez, Rodica Van Solingen-Ristea, Veerle Van Eygen, Parul Patel, Vasiliki Chounta, William R Spreen, Harmony P Garges,
Kimberly Smith, Jean van Wyk

Screening phase Maintenance phase Extension phase
n=837 Bictegravir, emtricitabine, and tenofovir alafenamide once daily Extension$ switch to or
+ 218 years of age (n=227)1 continue long-acting

+ Receiving bictegravir, cabotegravir (600 mag) plus

emtricitabine, and tenofovir i i - rilpivirine (900 mag)
alafenamide* with HIV-1 Oral cahotegrawr> Long-acting cabotegravir (600 mg) plus > intramuscularly every

rilpivirine (900 mg) intramuscularly every

RNA <50 copies per mil for plus rilpivirine 2 months
=6 months before and at (n=175)1% 2 months (n=166)t+
screening
Long-acting cabotegravir (600 mag) plus rilpivirine
(900 mag) intramuscularly every 2 months (n=279)11
I I I T I I :
=6 =1 Day1 1 1 12
Study month
—_—
Confirm HIV=-1 RNA Randomisation {2:1) Primary endpoint
<50 copies per mL

Figure 1: Trial design



1
| m%w Infermieri di

1> CONGRESSO NAZIONALE IM24 NEORKETS

l Malattie Infettive

Ente del Terzo Settore

Initiation of long-acting cabotegravir plus rilpivirine as
direct-to-injection or with an oral lead-in in adults with
HIV-1 infection: week 124 results of the open-label phase 3
FLAIR study

Chlae Orkin, Frrigue RBernal Marell, Darrell H S Tan, Harald Katner, Hans-Jiirqen Stellbrink, Flenn Belnnnsowa, Rebecen DeMaar, Sandy Griffith,
Shanker Thiagarajah, Rodica Van Solingen-Ristea, Susan L Ford, Herta Crauwels, Parul Patel, Amy Cutrell, Kimberly Y Smith, Kati Vandermeulen,
Eileen Birmingham, Marty 5t Clair, William R Spreen, Ronald D'Amico

Oral Lead In
- precauzione per possibili eventi avversi
- 28 giorni di terapia orale
- assunzione con il cibo
- no PPI, no multivitaminici o antiacidi SR

24weeks 24weeks  long-acting
of CAB  ofCAB  arm (after

plusRPY;  plusRPY; 124 weeksof

n=111)  n=121)  CABphus

.
opzionale e
p Any adverse event 102(92%) 100(83%) 276 (98%)

Excluding ISRs BB (79%) 85(70%) 271(96%)

ar

There were no drug-related hypersensitivity reactions
and no significant creatinine changes from baseline

Any grade 3-4 adverse events 5(5%) 9 (%) 49 (17%)
Excluding ISRs 4 (4%) 5{4%) 38 (13%) . . .
SO S for the extension switch or randomly assigned long-
Dnug didadvriesenss 3057 0 ol acting groups since the week 96 analysis. There were no
'q
Drug-related adverse events 86 (77w)  79(65%) 248 (88%) i : : : : :
Cabotegravir Rilpivirine S ) ooty oo clinically significant changes in lipase concentration
5 5 S A in the extension switch population (from extension
3 = Any serious adverse events 404%) 5w 33(2%) b 1 th d 1 . Cl 1 . .
£ 7 - R e . aseline) or the randomly assigned long-acting group;
—f events . .- . . - . .
SE 10, EE ] Falsrosaivaseavens 0 o e no lipase abnormalities were associated with clinical
o p=2] E o ] Commaon adverse avents§ - . . s .
53 ? %% Nmepmyngi oam  nam s pancreatitis diagnoses. One (1%) participant in the
[ - Headache 7 (6%) 3(2%) 55(19%) . . . . . .
¢ % ] g % 100 g ey 059 768 53099 direct-to-injection group, one (1%) in the oral lead-in
E =5 1 n = = infection ° i .
g £ el L= - Diarhoes 200 1060 4sur) roup, and two (1%) in the randomly assigned long-
_;_ 9 3 a2 g -1 Back pain 33%) 3@%)  47(17%) g . P . ( ) y . g . g
- 2 . ez w9 e w0 acting group (since the week 96 analysis) had alanine
98 - Protein-adjusted 90% = & | Protein-adjusted 90% Pyreia 9w 4@w 0% K . .
0.1 inhibitory concentration 0-166 pg/mL inhibitory concentration 12 ng/mL S 7:5%}} :wﬁ: zz:m%: aminotransferase concentrations three or more times
""""""""""""""""""""" yphilis 4 (4% (5%! 10%) . . . . .
N ' R ! 10 T ' N ! Dz s 4e0 20w higher than the upper limit of normal (single episodes
OLl group* DTlgroup OLIgroup* DTIgroup OLl group® DTlgroup OLlgroup® DTIgroup

Comman drug-related adverse eventst]
(n=251) (n=79) Pyrexia Bis%)  202%)  18(6%)
\

J Fatigue o 2zE) 10(4%)

(n=261) (n=104) (n=250)  (n=79) (n=262)  (n=104) each). No participants in the oral lead-in or direct-to-

injection groups and only one (<1%) participant in the

\ )

Headache 1(1%) %) 15(5%)

~" ~
1-week postdose  4-weeks post dose

~" ~
1-week postdose  4-weeks post dose

Diziness 303%) 2(2%) 6(2%)

Figure 2: Initial plasma cabotegravir and rilpivirine concentrations following first injections as DTl and

after OLI

Data are median (5th and 95th percentiles). DTl=direct-to-injection. OLI=oral lead-in. *Historical data: participants
who were randomly assigned to receive long-acting cabotegravir plus rilpivirine in the maintenance phase.

Data are n (%), CABacabotegiavir. DTladirect-to-injection. SRainjection site
reaction OLlsoral lead-in. RPVail| ade 4 drug-related senous adverse
event (Hodgkin lymphomma) led to withdrswal from the DTI group. T0se (1%)

inued d X ite pain and one (1% ight gain, {0ne
drusg-related serious adverse event, right itis, was reported in the
week 48 analysis. §Common adverse events that occurred in 5% or more of the
extension switch population or 10% or more of the randamly assigned long-
acting group, excluding 1SRs. YiCommen drug-related adverse events that were

reported by 3% or more of the extension switch population or the randomly
assigned long-acting group, excluding ISR

Table 3: Summary of adverse events

randomly assigned long-acting group met protocol-
defined liver stopping criteria. This participant met liver
stopping criteria at week 124 due to secondary syphilis



% infermieri d I° CONGRESSO NAZIONALE IM24 NETWORK ETS

l Malattie Infettive

Ente del Terzo Settore

Eleggibilita Cabotegravir Rilpivirina
- Soppressione virologica e aderenti ad un regime orale da almeno 6 mesi

- Assenza di mutazioni documentate o sospette che potrebbero
compromettere |'attivita di cabotegravir e rilpivirina

- Possibilita e comodita a recarsi in ospedale per le iniezioni —farmaco non
autorizzato per la self-administration

- no protesi glutee e filler — il farmaco al momento e approvato solo per
'iniezione intramuscolare glutea

- assenza di coinfezione HBV
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Exploring predictors of HIV-1 virologic failure to
long-acting cabotegravir and rilpivirine:

AIDS
July 15, 2021, Volume 35 (9 ), p 1333 - 1342

Copyright © 2021 The Author(s). Published
by Wolters Kluwer Health, Inc.
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a multivariable analysis

Amy G. Cutrell?, Jonathan M. Schapiro®, Carlo F. Perno®,
Daniel R. Kuritzkes®, Romina Quercia®, Parul Patel®, Joseph W. Polli®,
David Dorey’, Yongwei Wang?, Sterling Wu", Veerle Van Eygen',
Herta Crauwels', Susan L. Ford), Mark Baker®, Christine L. Talarico®,
Marty St Clair®, Jerry Jeffrey®, C. Thomas White®, Simon Vanveggel',
Kati Vandermeulen’, David A. Margolis**, Michael Aboud®,
William R. Soreen? and lan van Lunzen'

Design and methods: Data from 1039 adults naive to long-acting CAB+RPV were
pooled in a multivariable analysis to examine the influence of baseline viral and
participant factors, dosing regimen and drug concentrations on confirmed virologic
failure (CVF) occurrence using a logistic regression model. In a separate model, baseline
factors statistically associated with CVF were further evaluated to understand CVF risk
when present alone or in combination.

Results: Overall, 1.25% (n=13/1039) of participants experienced CVF. Proviral RPV

resistance-associated mutations (RAMs), HIV-1 subtype AG/AT, higher BMI (associafed
with Week 8 CAB trough concentration) and lower Week 8 RPV trough concentrations
were significantly associated (P < 0.05) with increased odds of CVF (all except RPV
trough are knowable at baseline). Few participants (0.4%) with zero or one baseline
factor had CVF. Only a combination of at least two baseline factors (observed in 3.4%;
n=235/1039) was associated with increased CVF risk (25.7%, n =9/35).

Conclusion: CVF is an infrequent multifactorial event, with a rate of approximately 1%
in the long-acting CAB4+RPV arms across Phase 3 studies (FLAIR, ATLAS and ATLAS-
2M) through Week 48. Presence of at least two of proviral RPV RAMs, HIV-1 subtype
A6/AT and/or BMI at least 30 kg/m” was associated with increased CVF risk. These
findings support the use of long-acting CAB+RPV in routine clinical practice.
Copyright @ 2021 The Author(s). Published by Wolters Kluwer Health, Inc.

AIDS 2021, 35:1333-1342



3 nformieri I° CONGRESSO NAZIONALE IM24 NETWORK ETS

l - Malattie Infettive

Ente del Terzo Settore

Table 1 Full population characteristic at baseline lannone et al. BMC Infectious Diseases (2025) 25:105 BMC |nfecti0us Diseases
Variables N=74 https://doi.org/10.1186/512879-025-10499-0
Age, years, median, (R} >4
(44.7-61)
Gender n (%) 59(79.7)
Cls-gender man 12(16.2)
Clig=gender woman EYEN)]
Ethinicity, n (3) a5 (87.8)
Caucasian 3(4.0)
Afsican S5({08) . . . . @
Latino-American Check for
S Unconventional use of injectable long-acting Dm
MSM 283748 . o o . e N
Heterasexual 9125
o cabotegravir and rilpivirine against HIV-1
Zenith HV-RNA as log10 copies/mL, median (08) 522 . . . .
linical need: ks real-world
- in PWH in clinical need: 52 weeks real-wor
(E25-4842)
Tirne since HIV diagnasis, years, median (IQR) 1148 d ata
(66-18.2)
Time on ART, years, median (KJF) 11 (8-18)
Antiretroviral regimen befone BL, n (%) 27 (36.5)
= ZNRTI+INSTI 2{27 . . . . . . B .
ONRTLANNRT S Valentina lannone'", Roberto Rossotti?!, Nicholas Brian Bana?, Gabriele Cavazza?, Federico DAmico?,
. igg?;gm - i"ﬁ-‘i’ Francesca Lombardi'?, Pierluigi Francesco Salvo!, Gianmaria Baldin®, Simona Di Giambenedetto'?,
- Other 208 340) Dario Bernacchia®, Gabriele Pagani®, Alberto Borghetti® and Stefano Rusconi*
= Other ARV regimen
€DC Stage €, n (36) 27 (36.5)
HIV VL < 30 copies/mi at BL, n (%) 53(716) Methods Retrospective observational study in two Italian outpatient settings enrolling PWH who switched to LA
HIV VL = 30 copies/ml at BL, n (%) 21(284) f F b 2021 J 2024 . f | . . . | d . . . | . ‘ . h
TCD4 4 calls/mem3, median (08 at B 81 CAB+RPV from February to January in presence of exclusion criteria enlisted in registrational trials or wit
B, K2, median 1) g“:l“"”’ other worrisome clinical risks. Kaplan-Meier (KM) was used to assess the probability of CAB/RPV discontinuation. Cox
(226-302) regression analysis was used to evaluate potential predictors of discontinuation.
QOral lead in, n (%) 7(95) ) . . L . X X
PYWH with NNETI resistance-assaciated mutations (RAMs) 12 (169%) Results We enrolled, with a median of 7 injections (IQR 5-9), a median age of 53 years (IQR 45-61), median
t BL, ni (%) . y . . . . .
annfbidmmm S time of exposure to antiretrovirals of 11 years (IQR 8-18) and median time from HIV diagnosis of 11.8 years (IQR
Eﬁﬂ:ﬁﬂﬁfm e 6.6-18.2). Eleven (14.9%) discontinued | A CAB + RPV mainly for injection-site pain Of 53 PWH who were undetectable
;'E”if,"l”-g’;f"'m :gﬁ;g; before switch, 37 maintained viral suppression at week 52. We reqistered only one virological failure a@
sychiatric disease ! — - - - -
Neurological disease 2027 <Twenty-one started injections with unsuppressed viral loads (median 66 cps/ml, IQR 40-215) and 10 (47.6%) achieved—
Pul di 5(6.8) . . oo - - - . .
Oncalogionl disease { viral suppression. Overall probability of discontinuation was 14.9% at week 52. Younger age was protective against
PWH with <2 comaridities, n #6) 35 47.9 discontinuation (HR 0.93, 95%C| 0.88-0.99, p=0.048).

PWH with =2 comorbidities, n{%) 39527
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Effetti collaterali piu 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

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

- cefalea, disturbi del sonno, vertigini,

febbre, astenia, rash cutaneo

1004

80

Participantswith injection site reaction (%)

20—

0
Week

(n)

60

40

[ Grade 1
= Grade 2
M Grade 3
M Grade 4

AR R o aalaalatle

4 8

(199/ (119/ (105/ (87/

278) 276)

276)

272)

I 12 I 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96

(85/ (90/ (79/ (71 (73! (92/ (64/ (60/ (67/ (53/ (66/ (52/ (52/ (47/ (50/ (46/ (46/ (42/ (37/ (45/

270) 270) 269) 267) 267) 265) 264)

259) 260) 259) 258) 258) 255) 253) 253) 253) 251) 249) 245) 245)
Study week (n)

Figure 2: Injection site reaction incidence over time through week 96
Incidence is derived relative to the number of participants who received injections at each respective study visit. There were no grade 4 injection site reactions.
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(a) How often are you worried people may unintentionally discover HIV status because of current HIV treatment?

CAB + RPV LA BIC/FTC/TAF
(n=409) (n=214)

Impatto sulla qualita di vita

80%
Improvements in Patient-Reported Outcomes After 12 Months 2
of Maintenance Therapy With Cabotegravir + Rilpivirine Long-Acting £
. . . . e . . . 3 60%
Compared With Bictegravir/Emtricitabine/Tenofovir Alafenamide 5
in the Phase 3b SOLAR Study £
S a0%
Cristina Mussini' - Charles Cazanave? - Eisuke Adachi® - Beng Eu*® - Marta Montero Alonso® - Gordon Crofoot”
Vasiliki Chounta® - Irina Kolobova® - Kenneth Sutton® - Denise Sutherland-Phillips® - Rimgaile Urbaityte® -
Alice Ehmann'® . Jenny Scherzer'" - Patricia de los Rios® - Ronald D’Amico® - William Spreen® - Jean van Wyk'2 20%
Accepted: 24 August 2024 / Published online: 8 October 2024 0%
©The Author(s) 2024 Baseline Month 12 Baseline Month 12
"Never" or "Rarely" m"Sometimes" ™ "Often" or "Always"
(b) How often are you worried about forgetting to take your HIV medication?
Mean (95% Cl) change from baseline in HIVTSQs total score?®
(35% Cl) chang CAB + RPV LA BIC/FTC/TAF
(n=409) (n=214)
CERTTIT  e
Adjusted difference (95% CI)® a0
+3.86 (3.14, 4.57) ] g
4.26 (3.02, 5.49); p<0.001 £
0.4 (~1.41, 0.61) & eo%
=CAB + RPV LA Q2M %
]
EBIC/FTC/TAF é 40%
Month 12
+3.36 (2.59, 4.13)
} 4.95 (3.59, 6.31); p<0.001 20%
-1.59 (<2.71, —0.47)
4 3 -2 -1 0 1 2 3 4 5§
Adjusted mean (95% Cl) change in total HIVTSQs 0%
score Baseline Month 12 Baseline Month 12

"Never" or "Rarely"” M "Sometimes" M "Often" or "Always"

Fig.2 Shifts in fear of disclosure (a), adherence anxicty (b) and reminder of HIV status (c) from FTC/TAF, n=9. BICIFTC/TAF, i CAB, cabotegra-
baseline to Month 12* *Participants with missing data at Month 12: CAB +RPV LA, n=38; BIC/ vir; LA, long-acting; RPV, rilpivirine
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Profilassi Pre-Esposizione

Definizione: e una strategia preventiva che
consiste nell'assunzione di farmaci
antiretrovirali da parte di persone non infette,

ma a rischio di esposizione all'HIV, per ridurne P rE P
significativamente il rischio di contrarre il (Pre-Exposure

) Prophylaxis)
Virus.

30 tablets

PrEP orale con TDF/ FTC continuativa o on
demand

PrEP iniettiva
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Risultati dello studio HPTN 083 — Trial multicentrico fase Il b/l

Confronto in tra cabotegravir e TDF/FTC in PrEP in

maschi cisgender e transgender MSM — doppio cieco e doppio placebo

Eleggibili 4566 — 58 nuove diagnosi di HIV abl . ClasifcaionfHuman Inmnodeiciney Vive Ifctone

CAB LA: riduzione dell’incidenza di nuove infezioni del 66%  ecormpe

Study Arm Infections, No. Classification Group
CAB arm :
Baseline
Step 2 CAB arm 4 (A1-Ad) HIV positive at study enroliment
Step 1 Injection phase ) 15_1'911 3 TDF/FTC arm 3 (E40-42) HIV positive at study enrollment
Oral phase CAB-LA injections l'ail phasc Incident

CAB pills Placcho pills Open-label TDF/FTC CAB arm 5 (B1-B5) Mo recent CAB exposure”
—r !

r
1 l l l 1 1 l l l l 1 1 1 l 4(D1-D4) Infected in the setting of on-time CAB-LA
- r injections
S "|'|i |7“ | 19 |' | 5 | i3 |-"T1 |-""1 |"'-" | I |"3'3‘ |"" |"T" |+3" I | | | | TDF/FTC arm 39 [E1-E39) Infected after enrollment
3 9 13 a7 65 3 g1 g9 a7 +Hw 15370 & 36 4

Screen 17 i} 13 El 19

3 (C1-C3) Infected during the CAB oral lead-in period

TDE/FTC arm * Lo studio sottolinea l'efficacia di
Seen 1 . Sfep2| Step 3 TDF/FTC e CAB LA in PrEP
ep njection phase € . .
Oral phase Placebo injections Tail phase b
Ol e Pacebo ijerion Openti e Resistenze per INSTI riscontrate 5 pz nel

ceb ! - CAB LA senza resistenza fenotipica DTB e
B e I

.‘-'-(.1-:.(\“ _ 5 0 17 :3_- 5:i.u 1l ) ;!l-? ‘ li.';h I:i” 81 89 :u:” +:h._1 13340 12 24 6 i o R|tardo nena dlagnOSI dl HIV magg|0re dl
1 visita >50%
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Risultati dello studio HPTN 084

Trial di valutazione della superiorita di Cabotegravir su TDF/FTC in PrEP

Studio Multicentrico in donne africane: 3224 randomizzazioni (1614 nel gruppo
cabotegravir e 1610 nel gruppo TDF-FTC). 40 infezioni (4 CAB LA; 36 in TDF/FTC)
Riduzione stimata delle infezioni da HIV del 91% tra Cabotegravir e TDF/FTC

Oral . Lo.ng-a.cting cabotegravir 500 mg intramuscular injection at weeks 5, 9, and every 8 weeks thereafter plus - Garanzia di aderenza
cabategravir daily oral TDF-FTC placebo . . . . .
i - Iniezione ogni 8 settimane risulta
e conveniente e discreto
Open-label daily oral TDF-FTC . P . .
Oral TDF-FTC Daily oral TDF-FTC 300 mg-200 mg plus long-acting cabotegravir placebo intramuscular injections at weeks 300 mg-200 mg for 43 weeks - Abbattlmento de”e dlffICOIta dl
e [ assunzione delle pillole (cambio di
ot abitudini, difficolta nella
Step1  Step2 tep3 deglutizione, HIV stigma e
e riecton phese ‘ R ‘ discriminazione, violenza del
BN partner)
| ol 2l 4] ‘ 6l |13| ‘21| ‘ | | 421 | | | ‘ | | ‘ ‘ | |
5 9 17 251 33 41 49 57 b5l 73 81 185 12 24 36 48
Weeks

Figure 1: Trial design
TDF-FTC=tenofovir disoproxil fumarate plus emtricitabine.
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LENACAPAVIR - un nuovo approccio
Lenacapavir (LEN) e il primo inibitore della capside della sua classe, disponibile sia in
formulazione orale che in formulazione iniettabile sottocutanea. Quest'ultima ha un rilascio
estremamente lento, che ne consente la somministrazione ogni sei mesi.

LEN Targets Multiple Stages of HIV Replication Cycle

Bl » .
o @
B B
v v
B m L - Lenacapavir (LEN) -
e udd ECs: 50-100 pM e

Reverse [| Virus assembly
transcription il and release
begins e / oy os
transport ;

3F
apsid prec ) :
% Capsid
Viral DNA
Nuclear pore y d‘sasse"‘bly ".‘ 7 35‘;} .
e olslese ;
ompl X s e
g A | - Integration \ R X e
Reverse
transcription = ,f.". T '/,ﬁ T . p

completes

Early-stage events » Late-stage events

A differenza di CAB-RPV, LEN e stato approvato per |'uso in combinazione con altri farmaci
antiretrovirali (ARV) nei pazienti con HIV (PLWH) con esperienza terapeutica estesa (HTE) che
non riuscivano altrimenti a raggiungere la soppressione virale nell'Unione Europea.
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Studi su Lenacapavir: CAPELLA. Studio fase lll, randommizzato.

HTE — HIV RNA > 400 cp/mL da 8 wks, resistenza > 2 farmaci antiretrovirali di 3-4 classi
ARV, <2 farmaci attivi. 2 coorti. OBR: optimized background therapy

Riduzione viremica di 0,5 log10 in 88% dei pazienti in monoterapia funzionale.

Oral Lead in: giorno 1-2 e 8 (600 mg cp)- sottocute in addome (927 mg 1,5 mL )

A Change in HIV-1 RNA at Day 15 B HIV-1 RNA at 26 Weeks

Day No. of Patients 2% 30

05 T
o Placebo (N=12)
]
2
EE 05 £
2
& _ﬁ %
Bg -0 2
H £
2
U
i
g
= 204
3 a5 " HIV-1RNA
-2 r
0o 2 8 15

7 5

HIV-1 RNA No V 0| logic
<50 copies/ml =50 copies/ml

C CD4+ Cell Response at 26 Weeks

Lead-in Subcutaneous Maintenance

LS Mean Change from Basell
fcellsfmm?)
g 2 8
v |
1 o ]
£ S
3 S
3 =
~
z
0 0
5
—_—
&_|

i i L
254
1 (N=38)

[1 R B g« i ------------------------------------------------------------

T T T T T
1 g 1stS5C 4 10 16 22 26

Day Week

No. of Patients 72 68 70 71 66 66 &7 &7

Figure 2. Antiviral Activity of Len
Panel A shows the least-squares (LS) mean change from baseline
during the functional monotherapy (rand
liter of HIV-1 RNA in cohort 1 and cohort 2 at weel k26 Panel C shows the LS mean change from baselin
ment for the baseline HIV-1 RNA and CD4+ v |

cluding the period during which some patients h rt 1 received placebo). In Panels A and C, I bar

acapavir by Day 15 and Virologic and Immunologic Response at Week 26.
in the HIV-1 RNA level after adjustment for the baseline level in cohort 1
omized) period. Panel B shows the percentage of patie twhhdl s than 50 copies prm\lli-

n the CDA

ach cohort through week 26 while the patien twamrecelv

indic: teBS% fd

unt after adjus

pavir (l,e s BX-
ervals.

(a) CAPELLA Study Design
Key eligibility criteria: Functional monotherapy Maintenance
= HIV-1 RNA 2400 copies/mL
. (14-d)
* Resistance to 22 agents
from 3 of 4 main ARV classes *
= <2 fully active agents from 4 m SC LEN* QGM for 52 weeks
main ARV classes Failing regimen OBR
Randomized cohort
NO r(oouble blind)
vl Placebo Oral LEN* SC LEN* Q6M for 52 weeks
Screening Period
Pre-randomization repeat HIV-1 RNA Failing regimen OBR

= Decline of 20.5 log,, copies/mL
(vs screening) or

= <400 copies/mL

YES *
LNonrandomlzed cohort M. SC LEN* Q6M for 52 weeks

(Open label)
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Lenacapavir administered every 26 weeks or daily in
combination with oral daily antiretroviral therapy for initial
treatment of HIV: a randomised, open-label,

CALIBRATE: studio fase Il, active-controlled, phase 2 trial

. . . . Samir K Gupta, Mezgebe Berhe, Gordon Crofoot, Pawl Benson, Moti Ramgopal, fames Sims, Cheryl McDonald, Peter Ruane, William E Sanchez,
Va | u ta Z I O n e d I I_e n a Ca Va VI r | n Anita Scribner, Shan-Yu Liv, Lourie & Vanderieen, Hados Dvory-5obal, Martin 5 Rhee, jared M Baeten, Ellen Koenig
| 1 1 Summary
CO m b I n a Z I O n e CO n a |t re te ra p I e Background Antiretroviral agents with novel mechanisms and dosing intervals could expand treatment options for

people with HIV. Lenacapavir, an inhibitor of capsid protein that makes use of a unique mechanism, can be

TA F, Bl C , TAF / FTC — ART NAIVE administered orally or subcutaneously. We sought to explore the efficacy of lenacapavir in various combination

regimens as initial and maintenance therapy for HIV.

R I S U |tat I p rO m ette nt I e Methods In a phase 2, randomised, open-label, ongoing study at 41 investigational sites in the USA and Dominican

Republic, we randomly assigned adults with HIV who had not previously received antirelrovirals te four groups

S I C u re Z Za a | u n go te r- m I n e (2:2:2:1). Randomisation was stratified by plasma HIV-1 RNA load (=100 000 or =100000 copies per ml) al screening.

Groups 1 and 2 both received lenacapavir (927 mg) subcutaneously every 26 weeks (afler 2 weeks of oral loading

[600 mg on days 1 and 2, followed by 300 mg on day 8]) with oral daily emiricitabine (200 mg) and tenofovi

(b) CALIBRATE Study Design alafenamide (25 mg) for 28 weeks followed by subcutaneous lenacapavir (927 mg) plus oral daily tenofovir alafenamide
Indiction Méintsnance (25 myg, group 1) or bictegravir (75 mg, group 2). Group 3 received oral daily lenacapavir (600 mg on days 1 and 2,

BL Wk 28 54 80 followed by 50 my daily) with emiricitabine (200 mg) and tenofovir alafenamide (25 mg). Group 4 received oral daily

bictegravir (30 mg), emiricitabine (200 mg), and tenofovir alafenamide (25 mg). Parlicipants and investigators were

Treatment Group 1° ] LEN SC Q6M" 7 - not masked to group assignment. The primary endpoint was the percentage of participants with virological

n=52 > suppression (HIV-1 RNA <50 copies per mL) al week 54, analysed in the full analysis set (all randomly assigned
2 SIS Ol LA DI G participants who received at least one dose of study drug) using only on-treatment data. The safety outcome measures
mat::;'stzm'va Treatment Group 2° )] LEN SC Q6M* were incidences of lrealment-emergent adverse evenlts and graded laboratory abnormalities, analysed in the full

= , > analysis sel. This study is registered at Clinical Trials.gov, NCT04143594.
Key eligibility criteria: Open label n=53 F/TAF oral QD BIC oral QD' yis regt gov.
« ARV - . .
i 1";‘;: ot Randomized |- INESNNN Group 3° || LEN oral QD F|n|_:lmgs Between Nm'_ 22,2019, and Au._g 27, li_]lﬂ. 249 pmpl_e with HIV were screened, li:ﬂ participants were randomly
n=52

« CD4+ cell count 2200 celisul FITAF oral QD assigned and 182 received a dose of antiretroviral drugs (52 in group 1, 53 in group 2, 52 in group 3, and 25 in group 4).
22 participants did not complete the full study course (five in group 1, 12 in group 2, four in group 3, and one in

Treatment Group 4° group 4). Al week 54, virological suppression was 90% (47 of 52 patients) for group 1 (difference v group 4:
n=25 B/F/TAF oral QD -2.6%, 95% CI -18-4 to 13.2), 85% (45 of 53) for group 2 (-7-1%, -23-4 to 9-3), 85% (44 of 52) for group 3
(-7-2%, -23-5 1o 9-1), and 92% (23 of 25) for group 4. The most frequent non-injection-site adverse events with

2 Endpolnt 1 Endpoint lenacapavir (subcutaneous or oral) were headache (13%, 21 of 157) and nausea (13%, 21 of 157). The most commaon
lenacapavir-related injection-site reactions were erythema (27%, 28 of 105), swelling (23%, 24 of 105), and pain

(19%, 20 of 105), which were generally mild or moderate. No serious adverse event related to study treatment occurred.
Three participants discontinued subcutaneous lenacapavir because of grade 1 injection-site reactions (two for
induration and one for erythema or swelling).
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Twice-Yearly Lenacapavir or Daily F/TAF for HIV Prevention
in Cisgender Women

L-G. Bekker, M. Das, Q. Abdool Karim, K. Ahmed, |. Batting, W. Brumskine, K. Gill, |. Harkoo, M. Jaggemnath,
G. Kigozi, M. Kiwanuka, P. Kotze, L. Lebina, C.E. Louw, M. Malahleha, M. Manentsa, LE. Mansoor, D. Maoodley,
V. Maicker, L. Naidoo, M. Naidoo, G. Nair, M. Ndlovu, T_ Palanee-Phillips, R. Panchia, S. Pillay, D. Potloane,
P. Selepe, M. Singh, Y. Singh, E. Spooner, AM. Ward, Z. Zwane, R. Ebrahimi, Y. Zhao, A. Kintu, C. Deaton,
C.C. Carter, |.M. Baeten, and F. Matovu Kiweewa, for the PURPOSE 1 Study Team®

ABSTRACT

BACKGROUND
There are gaps in uptake of, adherence to, and persistence in the use of preexposure pro-  The asthors’ full names, academic de-

. - . . . . gress, and affiliations are listed in the
phylaxis for human immunodeficiency virus (HIV) prevention among cisgender women. Ropendis. D Das can be cantacted 2t

METHODS moupal.dasggilead com or at Gilead Sci-

L E NACA PAVI R I N P r E P We conducted a phase 3, double-blind, randomized, controlled trial involving adoles-  ences, 333 Lakeside Dr., Faster City, CA
cent girls and young women in South Africa and Uganda. Participants were assigned Beale

S d . P U R POS E 1 E 2 in a 2:2:1 ratio to receive subcutaneous lenacapavir every 26 weeks, daily oral emtrici  “The members of the PURPOSE 1 Study

tabine-tenofovir alafenamide (FITAF), or daily oral emtricitabine—tenofovir disoprondl I:P':ﬂ:: ﬁ:ﬂ;;‘t‘;'&:m';’""’*
fumarate (F[TDF; active controll; all participants also received the alternate subcutane-

ous or oral placebo. We assessed the efficacy of lenacapavir and FTAF by comparing
the incidence of HIV infection with the estimated background incidence in the

screened population and evaluared relative efficacy as compared with FITDE. ;;ﬁ“’;:‘i;::::::ﬂf;:l
RESULTS Copyipht i 2004 Monachusetts ifesiom! Saniety.
Among 5338 panticipants who were initially HIV-negative, 55 incident HIV infections

were observed: 0_infections among 2134 participants in the lenacapavir group (0 per

100 person-years; 95% confidence interval [CI), 0.00 to (.19}, 39 infections among 2136 H

This articks was published on |uly 24, 2024,
at ME|M.arg.

participants in the FTAF group (2.02 per 100 person-years; 95% CI, 144 to 2.76), and
16 infections among 1068 participants in the FTDF group (169 per 100 person-years;
95% CI, 0.9 to 2.74). Background HIV incidence in the screened population (8094
participants) was 2.41 per 100 person-years (9% CL 182 to 3.19). HIV incidence with
lenacapavir was significantly kower than background HIV incidence (incidence rate ra-
tio, (L00; 5% CL, 0.00 to 0.04; P<0.001) and than HIV incidence with FITDF (incidence
rate ratio, 0.00; 95% CI, (.00 to 0.10; De0.001). HIV incidence with ETTAF did not differ
significantly from background HIV incidence {incidence mte ratio, 0.84; 95% CI, 0.55
to 1.28; P=0.21), and no evidence of a meaningful difference in HIV incidence was
observed between FITAF and FTDF (incidence rate ratio, 1.20; 95% CI, 067 to 214)
Adherence to FITAF and FITDF was low. No safety concerns were found. Injection-site
reactions were more common in the lenacapavir group (68.8%) than in the placebo
injection group (FTAF and FTDF combined) (34.9%}); 4 participants in the lenacapavir
group (0.2%) discontinued the trial regimen owing o injection-site reactions.
CONCLUSIONS

No participants receiving twice-yearly lenacapavir acquired HIV infection. HIV inci-
dence with lenacapavir was significantly lower than hackground HIV incidence and HIV
incidence with FTDF. (Funded by Gilead Sciences; PURPOSE 1 ClinicalTrials gov num-
ber, NCTO4994509)
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ABSTRACT

BACKGROUMND

Twice-yearly subcutaneous lenacapavir has been shown to be efficacious for preven-
tion of HIV infection in cisgender women. The efficacy of lenacapavir for preexposure
prophylaxis (PrEP) in cisgender men, transgender women, transgender men, and
gender-nonbinary persons is unclear.

METHODS

In this phase 3, double-blind, randomized, active-controlled trial, we randomly as-
signed participants in a 2:1 ratio to receive subcutaneous lenacapavir every 26 weeks
or daily oral emtricitabine-tenofovir disoproxil fumarate (F[TDF). The primary
efficacy analysis compared the incidence of HIV infection in the lenacapavir group
with the background HIV incidence in the screened population. The secondary effi-
cacy analysis compared the incidence of HIV infection in the lenacapavir group with
that in the FTDF group.

RESULTS
Among 3265 participants who were included in the modified intention-to-treat analy-
sis, HIV infections occurred in 2 participants in the lenacapavir group (0.10 per

100 person-years; 95% confidence interval [CI], 0,01 to 0.37) and in 9 participants
in the F[TDF group (0.93 per 100 person-years; 957 CI, U.43 to 1.77). The back-

ground HIV incidence in the screened population (@634 participants) was 2.37 per
100 person-years (95% CI, 1.65 to 3.42). The incidence of HIV infection in the lena-
capavir group was significantly lower than both the background incidence (incidence
rate ratio, 0.04; 95% CI, 0.01 to 0.18; P<0.001) and the incidence in the F[TDF group
(incidence rate ratio, 0.11; 95% CI, 0.02 to 0.51; P=0.002). No safety concerns were
identified. A total of 26 of 2183 participants (1.2%) in the lenacapavir group and 3
of 1088 (0.3%) in the FTDF group discontinued the trial regimen because of injec-
tion-site reactions.
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