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» Lenacapavir (LEN) is approved for treating multidrug-resistant HIV-1, in combination with other

antiretrovirals, for heavily treatment-experienced people with HIV (PWH)

* The dosing regimen used in the pivotal Phase 2/3 study (CAPELLA) is oral LEN loading doses
(Days 1 and 2: 600 mg; Day 8: 300 mg) then subcutaneous (SC) LEN dosing
(927 mg every 6 months [Q6M] starting on Day 15) (Phase 2/3 regimen)

 LEN has a long terminal/apparent half-life of 10—12 days (oral) and 8—12 weeks (SC)

» Oral LEN loading is critical to achieving and maintaining efficacious concentration. Therefore, it is
Important to characterize options to manage missed oral doses

« Various scenarios were simulated to guide missed dose recommendations for oral loading doses that
maintain LEN concentrations above the therapeutic target

* |If the Day 2 oral dose is missed:

— by <6 days, a 600 mg oral dose should be taken as soon as possible, and 300 mg on Day 8 Day 2
Day 2 oral dose missed by >6 days Take 600 mg oral dose as soon
— by 26 days, a 600 mg oral dose should be taken as soon as possible, and a 300 mg on Day 15 y y =5 day as possible, and 300 mg on Day 15
« |f the Day 8 oral dose is missed:
i Day 8 oral dose missed by <6 days Take 300 mg oral .%?Se
— by <6 days, a 300 mg oral dose should be taken as soon as possible Day 8 as Soon as possibie

— by 26 days, a 300 mg oral dose should be taken on Day 15

Background

* LEN is a potent first-in-class capsid inhibitor, recently approved in heavily treatment-experienced adults for
the treatment of multidrug-resistant HIV-1 infection, in combination with other antiretrovirals'?

 LEN has been demonstrated to be efficacious with a favorable safety profile in the pivotal Phase 2/3
CAPELLA study (NCT04150068)3

— Participants received LEN oral loading doses (Days 1 and 2: 600 mg; Day 8: 300 mg) then maintenance
with 927 mg LEN SC Q6M, starting on Day 15 (Phase 2/3 regimen)*-

* LEN has a long terminal/apparent half-life of 10—12 days and 8—12 weeks following oral and SC
administration, respectively'-2

« Current data indicate maximal antiviral activity is achieved at a mean trough concentration of
15.5 ng/mL,% i.e., the inhibitory quotient-4 (IQ4; 24-fold higher than the in vitro protein-adjusted 95%
effective concentration in MT-4 cells)®

« Since LEN oral loading doses are critical in achieving and maintaining plasma LEN concentrations 21Q4,
it is important to characterize potential options to manage missed oral loading doses

[=]

Conclusions

* Given the long half-life of oral LEN, the dosing window for LEN oral loading is wide and forgiving when a
loading dose is missed

* LEN oral loading ensures consistent therapeutic concentrations

* The recommended options for LEN oral loading doses to manage a missed oral loading dose are shown
in Table 1

Table 1. Summary of missed dose recommendations for LEN oral loading in
Phase 2/3 regimen (start and restart of treatment)

Loading Dose Day Missed Dose Scenarios Recommendation’

Take 600 mg oral dose as soon

Day 2 oral dose missed by <6 days as possible, and 300 mg on Day 8

Day 8 oral dose missed by >6 days Take 300 mg oral dose on Day 15

*In addition to SC 927 mg on Day 15.
LEN, lenacapavir; SC, subcutaneous

* A previously developed two-compartment PopPK Figure 1. Simulated LEN concentration-
model with first-order absorption and linear time profiles in PWH for the oral loading
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elimination” was used to simulate plasma LEN portion of the Phase 2/3 dosing regimen
concentrations following various missed oral loading

dose scenarios
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* Figure 1 shows simulated plasma LEN
concentration—time profiles for the oral loading
portion of the Phase 2/3 dosing regimen
(taken as scheduled)
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« Simulated plasma LEN concentration—time profiles in
PWH for different missed-dose scenarios of Day 2
and Day 8 oral loading doses were evaluated at the
start of treatment and restart of treatment
(when a LEN SC dose was missed by >2 weeks

Mean (90% CI) LEN plasma concentration (ng/mL)
50

then a restart of treatment was needed from Day 1) al [
SC maint e do 927 mg
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. . * The following scenarios were simulated:
ObjeCtlve — Day 2 oral dose missed by <6 days
f — Day 2 oral dose missed by =26 days : : . .
* The objective here was to guide missed oral loading dose recommendations for PWH using a . ime (weeks ‘
J > 19 9 . . J J — Day 8 oral dose missed by <6 days N metest
population-pharmacokinetic (PopPK) simulation approach ST ScenarioPhee
— Day 8 oral dose missed by =6 days
o - A : : LEN oral loading doses are: 600 mg on Days 1 and 2, and 300 mg on Day 8.
In all scenarios, LEN SC |nject|on was given on Cl, confidence interval; 1Q4, inhibitory quotient-4; LEN, lenacapauvir;
Day 15 PWH, people with HIV: SC, subcutaneous

Results

Missed dose scenarios at the start of treatment

» Simulated LEN plasma concentrations for each scenario are shown in Figure 2

* When the Day 2 oral dose was missed, the mean (90% CI) LEN plasma concentrations were consistently
=|Q4 if:

— the 600 mg oral dose was taken as soon as possible, and a 300 mg dose on Day 8 (Day 2 dose missed
by <6 days) (Figure 2A) OR

— the 600 mg oral dose (instead of 300 mg) was taken as soon as possible and a 300 mg oral dose on
Day 15 along with a 927 mg SC dose (Day 2 dose missed by 26 days) (Figure 2B)

Figure 2. Simulated LEN concentration-time profiles in PWH who received the
Phase 2/3 dosing regimen at the start of treatment

A) Day 2 oral dose missed by <6 days B) Day 2 oral dose missed by 26 days
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* When the Day 8 oral dose was missed, therapeutic LEN plasma concentrations (=21Q4) were maintained if:
— a 300 mg oral dose was taken as soon as possible (Day 8 dose missed by <6 days) (Figure 2C) OR

— a 300 mg oral dose was taken on Day 15 along with a 927 mg SC dose (Day 8 dose missed by =26 days)
(Figure 2D)

Missing Day 2 and Day 8 loading doses resulted in LEN concentrations <IQ4

PWH receiving the Phase 2/3 dosing regimen at the restart of treatment
» Simulated LEN plasma concentrations for each scenario are shown in Figure 3

* The dosing recommendations for the start of treatment are also appropriate for the restart of treatment

Figure 3. Simulated LEN concentration-time profiles in PWH who received the
Phase 2/3 dosing regimen at the restart of treatment at steady state

A) Day 2 oral dose missed by <6 days B) Day 2 oral dose missed by 26 days
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Lines represent the simulated mean. Shaded areas represent the 90% confidence interval of the simulated mean.
In all scenarios, LEN SC dose was simulated on Day 15
Cl, confidence interval; 1Q4, inhibitory quotient-4; LEN, lenacapavir; PO, per os (oral); PWH, people with HIV; SC, subcutaneous
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Lines represent the simulated mean. Shaded areas represent the 90% confidence interval of the simulated mean. In all scenarios, LEN SC dose
was simulated on Day 15. Simulations for restart of treatment were conducted at steady state with dosing at 28 weeks after last SC injection.

Cl, confidence interval; 1Q4, inhibitory quotient-4; LEN, lenacapavir; PO, per os (oral); PWH, people with HIV; SC, subcutaneous
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