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Background Results

Key Findings

LEN is a first-in-class, long-acting HIV-1 capsid inhibitor which targets viral « 72 participants were enrolled in CAPELLA, Table 1: Baseline characteristics Figure 4: CD4 cell count changes by category
nuclear import, virion assembly, and capsid core assembly, thereby inhibiting with baseline disease characteristics 100 -
virion production’ consistent with the profile of a HTE Median (range) age, vears 52 (23.78) 61
. . . . - ) ) - — 80 - : 39.7 41.4
Lengcapawr (LEN) IS approved f(_)r the.trea-tment of | | . LEN is indicated for the treatment of MDR HIV-1 in HTE PWH. in population with MDR HIV-1 (Table 1) Sox ot 9 612 o e
multidrug-resistant (MDR) HIV-1 infection, in combination with combination with other ARVs?2 » Most participants (n=66/72 [92%]) remained — ’ E— £ 60- ' '
| ' ' - ' . on the study beyond Week 52 | g
Olf:?l_eEr antlretlrow.r ?JSH(ICR\F{\SA)/,I_TOLhea;/”y triatmentl exaet‘:enced — LEN is administered every six months (Q6M) by subcutaneous (SC) - i/ =Y s discontinued study d Female 18(25.0) s
(HTE) people wit ( ) based on the results of the injection following initiation dosing? — TIVE parubipams dISLONNUSH SIEY A9 | race, n 4y - 20 - 38.8 30.3
ongoing Phase 2/3 CAPELLA trial | prlor to Week 52 . 15 @11) |
| N | « The approval of LEN was based on the results of the ongoing Phase 2/3 _ost to follow-up, n=3 N 27 (38.0) 0 - _ -
+ With an additional year of follow-up from the previous analyses, CAPELLA trial (NCT04150068), in which LEN combined with an OBR . Investigator’s discretion, n=1 White 20 (40.6) n= pesene e A e oete Hees
CAPELLA participants continued to experience high and resulted in a:; high rate of virologic suppression in HTE participants with . Death, n=1 VA RNA B <50 CD4 cells/yL B 50-<200 CD4 cells/yL 2200 CD4 cells/pL
: . . . _ o SC, subcutaneous
SUStalned rateS Of VIrO|Og|C SuppreSS|On (82% by MDR HIV-1 _ One part|C|pant Completed the Study Median (range), log,, c/mL 4.5 (1.3-5.7)
missing=excluded analysis at Week 104) — At Wegk 52, 78% of participants achleved4\g|rologlc suppression, with a without entering the post-Week 52 phase >100,000 c/mL, n (%) 14 (19.4) - Five additional participants had emergent LEN resistance in the 2" year of CAPELLA, bringing the total number of participants with LEN
- Consistent with previous analyses, clinically meaningful mean increase in CD4 cells of 97 cells/uL™ * AtWeek 104, 627% of participants achieved | cp4 cell count resistance to 14 after two years (Table 2)
increases in CD4 cell count were observed throuah « After reporting the efficacy and safety data in CAPELLA through Week 52, virologic suppression (HIV-1 RNA Median (range), cells/uL 150 (3-1296) « All 14 participants had high risk of emergent LEN resistance (no fully active drugs in OBR or inadequate OBR adherence) (Table 2)
J ies/mL FDA S h ; - - - - - -
Week 104, with a mean increase of 122 cells/uL the protocol was amended to allow longer follow-up; here we report <30 copies/m ) per napshot <200 cells/ul, n (%) 46 (63.9) — The main capsid mutations were M66I (n=6), Q67H (n=5), K70ON/H (n=2), and N74D (n=1), occurring singly or in more complex patterns
from baseline Week 104 results algorithm (Figure ZA? | Median (range) number of prior ARVs 11(2-25) « Seven of 14 participants resuppressed after LEN resistance emergence whilst remaining on LEN (Table 2)
Th fat il £F1LEN Tty vl _ | * When analyzed as mlssmg=exc|uded, Known resistance to 22 drugs in class, n (%)
° e satety protile o was consistent with previous analyses,; 82% of participants achieved virologic NRT] 71 (98.6) Table 2: Emergent LEN resistance Table 3: Safety
no participants discontinued LEN due to treatment-emergent suppression at Week 104 (Figure 2B) NNRTI 70 (97.2)
adverse events (TEAEs) after Week 52, and no participants Ob jeCtIVGS — Of the 10 participants with HIV-1 RNA 4 5 (@00 " - " ()
ex erienced a treatment_related Serious adverse event SAE >50 CopieS/mL at Week 104, viral load INSTI | 50 (69.4 Emergent LEN resistance Most common TEAEs (occurring 215% of participants, excluding ISRs and COVID-19)
P ( ) + To assess the efficacy (by virologic outcomes at Week 104 per FDA ranged from 67—-24,500 copies/mL; of A"_fourmajo_r Classe_s _ _ 33 (458) S oDoery e 00 : AOTHIGN, I7ORINIRIS; N7AD/R/ ATOSSTT, 1 Diarrhea 14 (19.4)
Snapshot algorithm and missing=excluded analysis, and change from these participants, 6 were suppressed Cohort 1 artmamt oxaudod o e sontans coloumtion T No fully active agents in OBR p B:E:ﬁ;tract — - 82‘7‘;
baseline in CD4 cell COUﬂt), resistance emergence, and Safety of LEN In (<5O Copies/mL) at =1 visit during the Study ARV, antiretroviral: c/ml__, copies/mL; INST.I, integ_ras.e.strénd transfer in.hib.itc.)r; Inadequate adherence to OBR* 10 Cough 11 (15.3)
C I O HTE PWH with MDR HIV-1 thl’OUQh Week 104 (NJNRTL {non-) nucleotide reverse transcriptase inhibitor; 1, protease inhibitor Resuppressed after LEN resistance emergence whilst remaining on LEN TEAEs 71 (98.6)
o n C u S I o n s Figure 2: Virologic outcomes YG\SAT”th 0BR change ; Grade 3 24 (33.3)
' Without OBR change 5 TRAEs 57 (79.2)
m A: FDA snapshot analysis at Week 104’ B: HIV-1 RNA <50 ¢/mL by missing=excluded - n Grade 3 6 (8.3)
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HTE PWH, with a clinically relevant increase in CD4 count from SC LEN Q6M combined with an investigator-selected OBR (Figure 1)34 S 63.4 95 - baseline viral load, n=2; >1 log,, reduction in HIV-1 RNA, n=2 (1.1 and 1.8 log,,). “Due to: death (n=1); Srade 3 TIRAFS: R, 12 Immiune reconstituion nflammatory syndrome, n=1; abdominal abscess, n™'
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* Following the protocol amendment, participants could continue to receive £ 20 - e 53 OBR, optimized background regimen; RAM, resistance-associated mutation TRAE. treatment-related adverse event | | |
- Consistent with previous analyses, LEN was well tolerated study drug until SC LEN became accessible through an access program or 0 - 16.9 INEX Eﬂ : éf‘_‘ 20128
.. _ commercially available <50 <200 250 2200 S  The median duration of follow-up on LEN was 125 (interquartile range 111-140) weeks
— No participants experienced a treatment-related SAE c/mL  c/mlL c/mL  c/mL £ Week 0 Week 26 Week 52 Week 104 . Safety outcomes are reported in Table 3
. : : _ ] Virologic Virologic failure No data in Week Visit _
— Only one participant discontinued study drug due to TEAES Figure 1: CAPELLA study design suppression 104 window WN 272 58/70  57/67  44/54 — There were three deaths during the study
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PP non-missing HIV-1 RNA values at each time point. ¢/mL., copies/mL; FDA, Food and Drug Administration — 22 participants experienced a total of 74 events of nodule; 40/74 (54%) events had resolved, with median (interquartile range) duration of

HTE PWH with MDR HIV-1 infection

253 (113—457) days
* Mean increase in CD4 count from baseline to Week 104 was 122 cells/pL (95% CI: 80; 165) — 11 participants experienced a total of 21 events of induration; 16/21 (76%) events had resolved, with median (interquartile range) duration of
Oral LEN® g LEN SC Q6M! (Figure 3) 120 (29-236) days
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