Impact of Pharmacoenhancers on the Pharmacokinetics and Safety of Lenacapavir
In People with HIV
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Background Results
CO“CI Usions * LENis a potent, Tirst-in-class, long-acting, HIV-1 capsid inhibitor that interferes with | + Of the 72 enrolled CAPELLA participants, 42 participants were receiving pharmacoenhancers at Safety
capsid-mediated nuclear uptake of pre-integration complexes and impairs virion production®* baseline (cobicistat, n=19; ritonavir, n=23) » For CAPELLA participants, the safety profile of LEN was generally similar for participants with
. . : * LEN is approved for the treatment of heavily treatment-experienced PWH in combination with other — - — - - . -
» Co-administration of pharmacoenhancers in the CAPELLA antiretrovirals, based on the results from the Phase 2/3 CAPELLA study (NCT04150068)2 PK Analyses N E;Siﬁi]gr rvé';gzgi\(,g,yB?T)apbr}zr;n)?menhancers " their oplimized background regimen (O8R) &
study led to a modest increase in lenacapavir (LEN) exposure — CAPELLA participants received oral LEN loading doses (Days 1 and 2: 600 mg; Day 8: 300 mg) LEN concent.ratlons from 72 CAPELLA partlcu?ants were analyzed: _ Grade >3 AEs: 21.4% vs 13.3%
. . | . . followed by subcutaneous (SC) LEN maintenance (927 mg every 6 months) starting from — Day 15: with pharmacoenhancers, n=45; without pharmacoenhancers, n=27 I
|n. p.eople with HIV-1 (PWH); however, this was not considered Day 15, in combination with an optimized background regimen __ Week 26: with pharmacoenhancers, n=41: without pharmacoenhancers, n=28 — LEN-related .AES;61.9/0 vs0 63.3%
clinically relevant » Current data indicate that the maximal antiviral activity of LEN is achieved when the lower bound of  « In participants with and without pharmacoenhancers, respectively, median (range) body weight was - Ser.lo.us AES: _2'4 /o VS _10'0 &
the 90% confidence interval (CI) of mean trough concentration (C, ) is 215.5 ng/mL, which is the 70 (46-124) kg and 80 (42-118) kg at Day 15, and 69 (42-123) kg and 79 (43-118) kg at Week 26~ * I participants with and without pharmacoenhancers, the most common treatment-emergent AEs
* The safety profile of LEN with or without co-administration of inhibitory quotient-4 (1Q4)° . Lower bound of the 90% Cl of mean C,,,, were above the therapeutic target of 1Q4 at Day 15 and (rsgort_ed Ilnd_>?t> /ot<_>f partrltcrt]lpe;n_ts [exglt:]dmg InJhect(lgnbsllte?’;eactlonS]) were cough, diarrhea, nausea,
o ) . . - . s . | trou abdominal distention, arthralgia, and headache (Table
pharmacoenhancers was similar in the CAPELLA study Ph.armacoenhancers,_ su_ch as ritonavir and coblglstat, are Commonly usec_i Wlth.prcgtease inhibitors Week 26 for both groups (with or without pharmacoenhancers) (Table 1) | N | | |
to increase protease inhibitor plasma concentrations when treating HIV-1 infection + Following administration of oral loading doses of LEN in CAPELLA, Day 15 median C,, were Table 2. Safety Overview of Participants With or Without Pharmacoenhancers in OBR at
« LEN can be co-administered with background regimens Containing e LEN is a substrate of P-glycoprotein, CYP3A, and UGT1A1; pharmacoenhancers that inhibit 61.1 and 27.0 ng/mL with and without pharmacoenhancers, respectively (Figure 2A) baseline in CAPELLA

P-glycoprotein and CYP3A are likely to affect LEN pharmacokinetics (PK)'4

Following administration of oral loading doses and first SC dose of LEN in CAPELLA, With Without
Week 26 median C,__  were 36.2 ng/mL and 24.7 ng/mL with and without pharmacoenhancers, Participants, n (%) Pharmacoenhancers Pharmacoenhancers

. . g
- Objective respectively (Figure 2B) n=42 n=30
Plal n Lang uage Su mmary * Jo evaluate the impact of pharmacoenhancers on LEN PK and safety in PWH enrolled in the Table 1. Mean (30% CI? LEN C,..4 at Day 15 and Week 26, With and Without AEs 40 (95.2) 26 (86.7)
CAPELLA study after the oral loading period at Day 15 and after the first SC injection at Week 26 Pharmacoenhancers, in CAPELLA Grade 23 9(21.4) 4 (13.3)
» Lenacapavir is a medicine approved to treat HIV infection, and is With Without TRAEs 26 (61.9) 19 (63.3)
Grade 23 3(7.1) 1(3.3)

given together with other HIV medicines
B TCY 5 100y

 CAPELLA is an ongoing, global, Phase 2/3 study with a randomized, double-blind cohort _ o _ o
* One type of medicine that may be given with lenacapavir is called (Cohort 1) and a single-arm, open-label cohort (Cohort 2) (Figure 1)* Pay 15 Cyopqn NG/ML 093 (51.6;67.0); n=45 599 (£9.7: 46.0); n=27 AEe londi o to o ——
- - s leading to discontinuation
3 ‘Dharmacoenhancer’ * In CAPELLA, PK samples were collected throughout the oral loading period (Days 1, 2, 5, 8, | o | o — 1(3.3)
P and 15) and sparse PK sampling was conducted during the maintenance period (Weeks 4, 10, 16, Week 26 C, | ., ng/mL 40.9 (35.7; 46.1); n=41 28.5 (22.7; 34.4); n=28 of treatment or study

- . . 22, and 26
— Pharmacoenhancers are drugs, such as cobicistat or ritonavir, - and 26) _“ 1(3.3)

d
* Plasma concentrations of LEN were quantified using a validated high-performance liquid : : : a — —— —— — . —
q g g p q F I g u re 2 ] L E N Ctrough at A. Day 1 5, a n d B ] Wee k 26, Wlth a n d Wlth o ut P h a rm acoe n h a n Ce rs : dgaetrteoa’:rrraigtr-];erl]?tneedoiglsfr?j/vr:ec:frreelgfer;eg |2t§(|j’c;12rr3;)up. Abdominal pain, clostridium difficile infection, and pancreatic mass in the same participant. °Dizziness, femoral neck fracture, malignant neoplasm, and proctalgia, n=1 each.

pharmacoenhancers, without the need for dose adjustments

v

27.0 ng/mL

with those who were not taking pharmacoenhancers

that help to raise the level of other HIV medicines in the blood chromatography—tandem mass spectrometry method . CAPELLA AL acverae pvant, OBR, opiimized background regimen: SAE, serious adverse event, TRAE, reatment reated adverse event
, _ * Observed LEN plasma concentrations were summarized in CAPELLA participants receiving A B Table 3. Most Common TEAEs (excluding injection site reactions) in Participants

* We looked at a study of lenacapavir called CAPELLA to find out optimized background regimens with or without pharmacoenhancers at the end of the oral loading . 200- o 150- With Pharmacoenhancers, and Corresponding Events in Participants Without

if pharmacoenhancers change the level of lenacapavir found in period on Day 15 and at the end of first SC-dosing interval at Week 26 % E Pharmacoenhancers, in OBR at Baseline in CAPELLA

: - . Treatment-emergent adverse event (AE) data were assessed among CAPELLA participants 5 150- _ | = . :
people s blood, and if pharmacoenhancers atfect Safety receiving background regimens with or without pharmacoenhancers E 2 100 1 _ o With Without
> 5 Participants, n (%) Pharmacoenhancers Pharmacoenhancers

 We found that levels of lenacapavir in the blood were a little higher Figure 1. CAPELLA Study Design* s 5 T n=42 n=30

In people taking lenacapavir with pharmacoenhancers compared Bacoling Day 14 Weok 26 5 . 61.1 ng/mL : 7 36.2 ng/mL Constipation

| o =

o

e
O]l O] O
OOl W

5)
24.7 ng/mL
..... er. | Cougt
n=24 BNeI-1NNS\E LENSCQ6mM> - S R —— | S 1Q4
15.5 ng/mL 0 15.5 ng/mL
e : | | ' | | ;
_ o ) i Cohort 1 2'_?1 Failing regimen OBR With pharmacoenhancers Without pharmacoenhancers With pharmacoenhancers  Without pharmacoenhancers Diarrhea 2 ( ' )
* The safety of lenacapavir was similar in people who were taking > Randomized, , n=45 e n=41 n=28
No Doube blind 1=12 Placebo o ot derle i ond O, e Mkt St e 10 AT 3%t 5 sustncovs Nausea )

(9.5

p.harmacoenhancers and those who were not, and the types of Cohort selection visit NS e * In a separate Phase 1 study in people without HIV-1," LEN when co-administered with Abdominal distension 3(7.1) 1(3.3)

side effects that happened were the same . Deoline 205 loe comos/mL. (vs sereening visit cobicistat resulted in 2.1-fold and 2.3-fold increase in maximum concentration and area under _
Or the curve, respectively, consistent with the LEN exposure change observed in the presence of Arthralgia 3(7.1) 1(3.3)

. . . « <400 copies /mL : : : :
» These results show that lenacapavir can be given safely with P pharmacoenhancers in the CAPELLA study following the oral loading period 3(7.1) “
5 : Yes _ . ) L . . . . . .
pharmacoenhancers without needing to change the dose After the end of first SC dosing interval at Week 26, the increase in LEN exposure with versus 3(7.1) 26.7)
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_ > Open label OBR OBR without pharmacoenhancers is minimal
of lenacapavir + The modest increases in C_ - with pharmacoenhancers in CAPELLA are not considered to be Myalgia 3(7.1) “
i%ah}lslgnzggsa\igoor;%[;?Jét/lri|z3ec:10bnaqgk;?§u7nrg€r}eag?r:g(r:1Q56I\n/I]LeSv2ryJ6€$:1I§:’;1Isn tl?heraar?ggglire]gnstc))a};l]SCST::egt?L\A Cllnlca”y relevant, aS SUCh there IS no LEN dose adJUStment reCIU|red OBR, optimized background regimen; TEAE, treatment-emergent adverse event.
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