Case Series Examining the Long-Acting Combination of Lenacapavir and Cabotegravir: Call for a Trial
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Background | | | Results
* Injectable cabotegravir (CAB)/ripivirine (RPV) is the In thIS Case Se”es Of 34 pa.tlents On LEN/CAB frOm » All patients (n=34: 76% male; 24% cis/trans female;

only combination long-acting (LA) antiretroviral : : : 04 - 389% Lati ; i _
tregtment I(ARI'I') regimen :approved fOIrHIVVI fOur US aCademIC medlcal CenterS, h|g h rateS Of ié]/y;?;kzgi/arlidat;nﬁfOrr:]eC(ilal\aBnea\l/geeryﬁ gragge ¢
nonnucleoside reverse transcriptase inhibitor VirOIOgiC SuppreSSiOn (94%) were seel (Up from

* RPV s not effective among individuals with weeks) reported challenges adhering to oral ART
(NNRTI) resistance (when the mutations are RPV

(Table)
: .. * Reason(s) for using LEN/CAB with or without RPV
resistance associated mutations, RAMSs), which has 47% al baSellne) : C||n|C|anS USed LEN/CAB fOr were: either documented or suspected NNRTI

>10% prevalence in many countries (Figure) mutations (n= 21, 59%), integrase mutations (n=5,

* Lenacapavir (LEN) Is a LA capsid inhibitor given adherence ChallengeS and N N RTl reSiStance. 15%), high VL (n=6, 18%), or continued viremia on

every six months but has not been studied In CAB/RPV alone (n=4, 12%)

combination with other LA agents These data SuppOrt a Clinical trial Of LEN/CAB asS * Injection site reactions on LA-LEN were reported In
44% (32% grade |, 12% grade 2).

CAB/RPV cannot be used in LMICs with high rates |[REEfaietrt ity

* Four clinics where providers are using either LA /5 copies/mL) after starting LEN at a median of 8

CAB/RPV or LA CAB paired with LA LEN for selected of NNRTI resistance (4-16) weeks, with 16/34 (47%) suppressed at
patients with adherence challenges off-label were _ _ . _ _ baseline.

identified (UCSF Ward 86, UCSD Owen Clinic, Table: Details of patients (n=34) of LEN/CAB in this case series Usi

MetroHealth’s HIV Clinic, UPenn Clinic) and a case Reason for LEN | Patient | Age/Sex/ Gender/ Race- | VLprior to | NNRTI or minor INSTI Regimen prior to Weeks between Conclusion

' number | ethnicity/ substance use | LEN/CAB, mutations for patients 28- | LEN/CAB CAB doses/ RPV LEN/CAB : : : : :
SEHES _asser_nble_d . . S z(/,usin co i/es/mL 32 P / included/ ,/SR* pappes ¢ First case series of patients on a novel combination
« All patients in this series experienced challenges to SHE/OT 0TS 8 P - -
. L . insecurity/BMI (kg/m?)/ VS of long-acting ART with LEN (subcutaneous every 6
taking oral ART which is why LA ART was prescribed viral subtype months) and CAB (intramuscular every 4-8 weeks)
« Variables, including SEX, gender; age, race, ethnicity; NNRTI mutations- |1 55/M/M/Latino/yes/29.1 UD A98G, K103N, V179E, G190A DRV/c/FTC/TAF 4 weeks/ no/ no Yes/ NA with or without RPV
h - ] b o I I d VI_ virologically 2 32/M/M/Latino/no/33.8 uD K103N, G190A DRV/c/FTC/TAF + DTG 8 weeks/ yes/ no Yes/ NA
Cu_rl’ent OUS.|ng S’[atUS, Su Stan(-:e use, viral 10a ( ) supprzssed when 431 i?jml/:%/lftir}o/r};g 1 Bg EllgglR,K\ngND ggwcig$g gweets; yes// grade 1 iesﬁ E: ° A” experienced adherence Cha”enges W|th Oral ART
. LEN atina/no/28. , C weeks/ no/ no es ]
ngOI’ to starting LEN/CAi’ dUI’ﬂthhn b?t\_lveenb?AB starte 2 75/F/F/Black/no/23.1/B UD L1001, K103N, V179!, Y181C DTG + 3TC + DRV/r 8 weeks/ no/ no Yes/ NA e Most common reason for use of this off-label
" 41/M/M/Black/yes/23.57/B ubD V108I, V179D EVG/c/FTC/TAF + DRV 8 weeks/ no/ grade 1 Yes/ NA . . .
OSGSI (eve_ry 4.0I'. S Ivvee S?’ W _et re]r IIQIJISI(;:_?_I e RPV 7 55/M/M/White/no/21.7/B UD V90!, E138G BIC/TAF/FTC 8 weeks/ yes/ no Yes/ NA combination was NNRTI mutations
\III\<IaSST6|l SIO glveBnI\,/l\Inrg mutatlﬁns IN -t e j L(éFN 8 29/F/F/Black/no/30.9/AG UD V181C DTG/ABC/3TC g weeks/ yes/grade 1 | Yes/NA . Overall, viral suppression doubled from 47% at
Class,; : time on the re Imen; an NNRTI mutations - |9 58/F/F/Latina/yes/29.2/B 329 K101K/Q, K103R, V179l BIC/TAF/FTC+ DOR 4 weeks/ yes/ grade 2 Yes/ 4 wks :
.. . i . g . viremic when 10 48/M/F/Black/yes/26.7/B 815 VI0l, V106l, Y181C, H221Y DTG + TAF/FTC 4 weeks/ no/ grade 1 Yes/ 12 wks basellne to 94% on LEN/CAB
|nject|on Site r_eact_lo_n garnered from m_edlcal re_cord started LEN E 41/M/M/Black/no/46.22/B 5 280 Y181C, Y188L K103V DRV/c/FTC/TAF + DTG 8 weeks/ yes/ grade 1 Yes/ 4 wks e Patients with documented or Suspected NNRTI
o IRB apprOvaI in CIInICS tO present data. I.I: no patlent 54/M/M/BIaFk/yes/22.1/B 9,760 L100I, K103N, Y181Y/C, H221H/Y EVG/c/FTC/TAF + DRV 8 weeks/ yes/ grade 1 Yes/ 16 wks _ _ _
13 50/M/M/Latino/yes/23/B 36,342 11001, V179I, Y181l DRV/c/FTC/TAF 4 weeks/ no/ grade 2 Yes/ 4 wks mutations all achieved suppression on | EN/CAB
|dent|f|ers 14 51/M/M/White/yes/28.2/B 239,000 L100l, K103N DRV/c/FTC/TAF+DTG 4 weeks/ no/ grade 1 Yes/ 4 wks . .
15 59/M/M/Latino/no/19.9/B 1,271,051 V1061, G190S, V179T, F227L DRV/c/FTC/TAF + DTG 4 weeks/ no/ no Yes/ 8 wks * Dueto prevalence of NNRTI mutations worldwide
Suspected ar(.:hived 13 31/M/M/Black/no/25.18/B 7,740 None BIC/TAF/FTC + DRV/c 8 weeks/ yes/ no Yes/ 8 wks (Fl g U rE), CAB/R PV nOt apprOved as LA ART by
Figure: Rates Of N N RTI resistance 3Cross Countries 3s Nf\|RTI mu.tat.lons 54/M/M/Black/yes/21.8/B 229,000 None DRV/r/TAF/FTC 8 weeks/ yes/ no Yes/ 16 wks WHO |n IOW-and-mlddle-lnCOme COuntrleS (LM ICS)
0 High VL within 3 18 57/M/M/Black/yes/22.0 uD K103N, V108I, P225H LA CAB/RPV 8 weeks/ yes/ no Yes/ NA ] ] o ] ] ] o
of WHO report 2021 (RPV 2.7-18.7%) months priorto |19 43/M/M/Black/no/24.9/B UD K103N, V108I, P225H DRV/c/FTC/ TAF+DTG 8 weeks/ yes/ no Yes/ NA * Therefore, In 2024, disparities exist in availability of
starting LA ART 20 42/M/M/White/yes/19.4/B uD None LA CAB/RPV 8 weeks/ no/ grade 2 Yes/ NA :
Fig. 1.3. Prevaéené:&"nf_p(tgtrtga;megt Htw rl_rugi {ﬁsistpancj]:z eiz?]vzirﬂenz Or nevirapine (+/- NNRTI 21 28/I\/I/I\/I/Latino/no/30.5 UD None LA CAB/RPV 8 Weeks/ no/ no Yes/ NA LA ART betweeﬂ h |g h and LM I CS
OIS AT ITHAtg amtiretrovirat ferapy, £ : 22 60/M/M/White/yes/28.2/B 190 None BIC/TAF/FTC 8 weeks/ yes/ no Yes/ 12 wks . : : : :
. o . | H IV D R U G mutations) 23 39/M/M/Latino/yes/21.2/B 194,000 None BIC/TAF/FTC 8 weeks/ yes/ no Yes/ 5 wks Trlal needed to StUdy LEN/CAB In patlents Wlth _
.- T Low level viremia |24 39/M/M/Latino/no/36.0/B ubD K103R LA CAB/RPV 8 weeks/ yes/ no Yes/ NA N N RTI reSIStance WorldWIde glven thIS d'Spa”ty, thIS
. ° on CAB/RPV 25 35/M/I\/I/Blaf:k/yes/34.7/B 95 None LA CAB/RPV 8 weeks/ yes/ no Yes/ 3 wks case Serles serves as a Ca” for th|S tr|a|
. (+/- NNRTI 26 38/M/M/Latino/yes/23/B 145 None LA CAB/RPV 4 weeks/ yes/ grade 2 No/ no VS
. mutations) 27 42/M/M/White/yes/26.5/B 165 K103N, V106l LA CAB/RPV 8 weeks/ yes/ no Yes/ 16 wks
:. - R E P 0 RT INSTI mutations 28 34/M/M/Latino/yes/22/B uD V90I, T66T/I BIC/TAF/FTC 4 weeks/ yes/ grade 1 Yes/ NA Ackn OWIGdgem ents: Funded by NIAID/NIH 5R37A1098472
- 29 52/M/M/White/yes/22.2/B 105 £92Q DTG/RPV + DRV/c 8 weeks/ yes/ no Yes/ 16 wks '
e ' 30 44/F/F/Black/no/25.5/B 228 T97A BIC/TAF/FTC 8 weeks/ yes/ no No/ no VS
y 31 40/F/F/Latina/no/24.8/B 290 E92Q DRV/c/FTC/TAF + DOR 8 weeks/ yes/ grade 1 Yes/ 9 wks I ’ V.| CASE
>e 32 72/M/M/Black/yes/17.7/B 50,900 T97A BIC/TAF/FTC + DRV/c 8 weeks/ yes/ no Yes/5 wks % e I l I l KVEESSETRE\I}EN
_' Other 331 47/F/F/Black/no/41.2/B uD None BIC/TAF/FTC 8 weeks/ yes/ grade 1 Yes/ NA S I S UNIVERSITY
Te 342 57/M/M/White/yes/22.7/B uD None LA CAB/RPV 4 weeks/ no/ grade 1 Yes/ NA ;
5 ' M-male; F-female; UD-undetectable; DRV/c-darunavir/cobicistat; BIC-bictegravir; TAF-tenofovir alafenamide; FTC-emtricitabine; DTG-dolutegravir; 3TC-lamivudine; EVG-elvitegravir; DOR- 1 ‘_:;iié;: :
doravirine; IHigh BMI > 40 kg/m?; 2Intolerance to LA-RPV; *ISR injection site reaction; K103(X) mutations not counted as RPV associated mutations UC San Dlego :?' MetrOHea Ith
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	Slide 1: In this case series of 34 patients on LEN/CAB from four U.S. academic medical centers, high rates of virologic suppression (94%) were seen (up from 47% at baseline). Clinicians used LEN/CAB for adherence challenges and NNRTI resistance. These dat

