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Summary

What are your main questions?

= |s oral LEN suitable for PWBP if twice-yearly LEN injection will be delayed?
= Can LEN be administered with rifamycins for TB?

= Can LEN for PrEP be coadministered with erectile dysfunction drugs and statins?

What did you find?

= Weekly oral LEN is used if a LEN SC injection is delayed, and a supplemental LEN
regimen is used whenever rifamycins are initiated for TB

Why is it important?

= QOral bridging with weekly LEN is feasible and effective if PWBP miss a scheduled
LEN SC injection

= PWBP can receive TB treatment along with additional LEN supplementation to
maintain LEN at efficacious levels

= PWBP can safely take PDE5 inhibitors and statins during LEN for PrEP

To access a copy of this presentation,
please scan the QR code*



Initiation of LEN for PrEP Requires Oral LEN Loading
Tablets and Injections’:?

a Inject 1.5 mL  \
LEN SC
(M Insert
=2 (\\ fully

90°
— preferred

~ 450

‘acceptable

I.;’\i /

LEN for PrEP Day 1 2 0.=mject,-on site

| | W
LEN SC 927 mg Day 1 %ﬁfﬁy

LEN PO 600 mg Days 1 and 2 Q" “'

Repeat
steps for
2nd injection
at least 4 inches
from first
injection
site

All 4 pills cannot be taken on 1 day because they will \_ )

not be absorbed by the Gl tract; they need to be
taken 24 hours apart

3njection sites are depicted as per the United States Prescribing Information. Gl, gastrointestinal; LEN, lenacapavir; PO, orally; PrEP, pre-exposure prophylaxis; SC, subcutaneous(ly).
1. Gilead Sciences. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/220020s000lbl.pdf (accessed June 26, 2025).
4 2. Jogiraju V, et al. Poster #PESUB22 presented at the 24th International AIDS Conference; July 29-August 2, 2022; Montreal, Canada, and virtually.
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LEN Initiation Dosing with Oral Loading Achieves LEN
Target Concentrations by Day 2 through Week 261
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5 G ) If an individual misses the Day 2 PO dose,
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remember, to achieve 1Q4 quickly*c
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Time to reach 1Q4 with and without
LEN oral loading?<

= LEN SC 927 mgd + PO loadinge; n = 30
= LEN SC 927 mgd; n =8

7 14 21 28 35 42
Days Post-Dose

Omission of LEN oral loading significantly delays achievement of target concentrations

aLEN PO 600 mg on Days 1 and 2 + LEN SC 927 mg (2 x 1.5 mL) on Day 1, then twice yearly. bIQ4 = 4-fold above paECys 15.5 ng/mL; cIf an individual misses the Day 2 dose, they will not be able to achieve 1Q4 on Day 2. dLEN sodium 309 mg/mL;

2 x 1.5 mL; eLEN PO 600 mg on Days 1 and 2.

1Q4, inhibitory quotient 4; LEN, lenacapavir; paECys, protein-adjusted effective concentration to achieve 95% effective inhibition; PO, oral(ly); PrEP, pre-exposure prophylaxis; SC, subcutaneously.
1. Gilead Sciences. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/220020s000lbl.pdf (accessed June 26, 2025). 2. Jogiraju V, et al. Poster PESUB22 presented at AIDS 2022; June 29-Aug 2, 2022; Montreal, Canada.



LEN is a Substrate of CYP3A? and Moderately
Inhibits CYP3A':2

: Excretion
Drug Metabolites (eg5 réhal

(Substrate) and/or feces)
Drug mp |LEN LEN = 1Drug

If LEN (moderate CYP3A inhibitor) is given with a sensitive

If LEN is given with CYP3A inducers: ,
* Apparent clearance of LEN is faster, and LEN Sl 2 SRR .
. » Substrate drug may have slower clearance, and increased
concentrations decrease

* Examples include rifampin (strong), rifabutin (moderate) . EL(;%jpllee\;eilrfclude PDES5 inhibitors. statins

LEN may increase blood levels of drugs that

CYP3A inducers may decrease LEN levels;
are sensitive CYP3A substrates

therefore, supplemental LEN doses are needed

aUGT and P-gp are also involved in LEN metabolism.
CYP, cytochrome P450; LEN, lenacapavir; PDE5, phosphodiesterase type 5; P-gp, P-glycoprotein; UGT, uridine diphosphate-glucuronosyltransferase.
1. Gilead Sciences. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/220020s000lbl.pdf (accessed June 26, 2025). 2. Begley R, et al. Oral #89 presented at CROI (Virtual),

March 6-10, 2021.



People Using LEN for PrEP May Need to Use
Alternative Dosing in Special Situations

@ What if someone taking LEN-for-PrEP is unable to
receive a twice-yearly injection on time?

What if someone taking LEN-for-PrEP requires
treatment with rifamycin antibiotics for TB, which
are strong or moderate inducers of CYP3A and can
lower LEN concentrations?’

What if someone taking LEN-for-PrEP also takes a PDE5

inhibitor for erectile dysfunction or a statin for

hypercholesterolemia, which are metabolized by CYP3A?
LEN is a moderate inhibitor of CYP3A and may increase
concentrations of some drugs'

Dosing recommendations are provided for individuals who must delay a LEN injection,

are starting TB treatment, or are taking LEN with other drugs

CYP, cytochrome P450; LEN, lenacapavir; PDE5, phosphodiesterase type 5; PrEP, pre-exposure prophylaxis; TB, tuberculosis.
7 1. Begley R, et al. Oral #89 presented at CROI (Virtual), March 6-10, 2021.



Special Situation:
What If Someone Taking

LEN-for-PrEP is Unable to Get Their
Twice-Yearly Injection on Time?



Weekly LEN PO Maintains LEN at Target
Concentration Until LEN SC Can Be Resumed!:2

LEN for PrEP &
initiation regimen>! ECERET

o %}» Resume LEN SC 7 days

after last LEN PO dose3

Day 1 2
Ll >
100 5 v
) T\E' : M-—\W M\//\
£ ]
R
z2  10- 4
‘i'; g . If > 28 weeks have elapsed
g . since the last injection and
S . tablets have not been taken,
. restart LEN for PrEP from Day 13
1
0 3 2 39 52 65

Weeks

Individuals who anticipate a missing/delayed LEN SC injection should take LEN PO 300 mg once every 7 days

starting 26-28 weeks after the last LEN SC injection, for up to 6 months if needed, before resuming LEN SC3

aLEN PO 600 mg on Days 1 and 2 + LEN SC 927 mg (2 x 1.5 mL) on Day 1, then twice yearly.
1Q4, inhibitory quotient 4; LEN, lenacapavir; PO, orally; PrEP, pre-exposure prophylaxis; QW, once weekly; SC, subcutaneous. 1. Ogbuagu OE, et al. AIDS. 2025;39:639-48. 2. Jogiraju V, et al. Poster TUPEBO7 presented at IAS 2023; July 23-26,

9 2023; Brisbane, Australia. 3. Gilead Sciences. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/220020s000Lbl.pdf (accessed June 26, 2025).



[ Drug mp |LEN]

Special Situation:

What If Someone Taking
LEN-for-PrEP Needs to Take Rifampin
(Strong CYP3A Inducer) or Rifabutin
(Moderate CYP3A Inducer) to Treat
or Prevent TB?



Giving Supplemental LEN Initiation Regimen Allows
Coadministration of LEN for PrEP with Rifampin

<t

I
Rifampin Day 1 2

rifampin Day 1 %gy

rifampin Days 1, 2 Q" Q"

Supplemental LEN dosing for rifampin coadministration consists of

repeating the LEN initiation dosing when rifampin is started

LEN, lenacapavir; PO, orally; PrEP, pre-exposure prophylaxis; QD, once daily; SC, subcutaneously.
11 Gilead Sciences. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/220020s000lbl.pdf (accessed June 26, 2025).



Supplemental LEN Initiation Regimen Can Be Used Regardless
of When Rifampin (Strong CYP3A Inducer) is Initiated for TB'

(A) Rifampin starts (B) Rifampin starts (C) Rifampin starts near
. . hortly after LEN f ~12 ks aft ti f twice- l
= PK simulations supported the supplemental PrEP initiation (enforprep [l LENSCdose

LEN dosing recommendation for rifampin

\ g ¥

\ 4

initiated at any time during the LEN dosing P—— LEN
interval, including scenarios where rifampin  ESECCS 2,
starts: Day 1 2 Week 26
A. Shortly after LEN initiation oo
B. Near LEN C, ., 2 ‘\/
C. Near LEN Cyrougn ,_%E” : T
1= T T T T T T T T 1

0 2 4 6 8 10 12 14 16 18 20 22 24 26
Weeks

3LEN PO 600 mg on Days 1 and 2 + LEN SC 927 mg (2 x 1.5 mL) on Day 1, then twice yearly.
Cmax, peak concentration; Cirough, trough concentration; CYP, cytochrome P450; 1Q4, inhibitory quotient 4; LEN, lenacapavir; PK, pharmacokinetics; PO, orally; PrEP, pre-exposure prophylaxis; SC, subcutaneous;
TB, tuberculosis.

12 1. Gilead Sciences. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/220020s000lbl.pdf (accessed June 26, 2025).



Rifampin? Can Be Initiated with Supplemental LEN
Initiation Regimen Beginning Day 3 of LEN for PrEP’

Rifampin (PO QD

LEN for PrEP o
initiation regimen®! G

LENDay 1 2 3 4
(I

v

RIF Day 1 2
2
N
100 5
s E —
2 S
o 5§ 10 1Q4
Z5 3
o S A
£5
2 S Standard LEN for PrEP regimen
S LEN for PrEP + supplementation
1
0 2 4 6 8 10 12 14 16 18 20 22 24
Weeks

Repeating LEN initiation dosing (SC and PO) beginning Day 3 of LEN for PrEP maintains target

LEN concentrations when rifampin is started no sooner than 2 days after starting LEN for PrEP

PK simulation; 2A strong CYP3A inducer like rifampin should only be initiated > 2 days after LEN for PrEP is initiated. bLEN PO 600 mg on Days 1 and 2 + LEN SC 927 mg (2 x 1.5 mL) on Day 1, then twice yearly. CYP, cytochrome P450; 1Q4, inhibitory

quotient 4
E LEN, lenacapavir; PO, orally; PrEP, pre-exposure prophylaxis; QD, once daily; RIF, rifampin; SC, subcutaneous(ly). 1. Gilead Sciences. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/220020s000lbl.pdf (accessed June 26, 2025).



Rifampin Can Be Initiated with Supplemental LEN
Initiation Regimen Near LEN Peak Concentration

N =

LEN for PrEP % £ y
initiation regimen?' R f

LEN Day 1 2 RIF Day 1 2 Week 26
41 | ]

v

100

§/
|

Mean LEN Plasma
Concentration, ng/mL
)

Standard LEN for PrEP regimen
LEN for PrEP + supplementation

—_

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Weeks

Repeating LEN initiation dosing (SC and PO) on the day that rifampin is started

maintains target LEN concentrations when rifampin is started near LEN C,.x

14 PK simulation; aLEN PO 600 mg on Days 1 and 2 + LEN SC 927 mg (2 x 1.5 mL) on Day 1, then twice yearly. C..x, peak concentration; 1Q4, inhibitory quotient 4; LEN, lenacapavir; PO, orally; PrEP, pre-exposure prophylaxis; QD, once daily; RIF,
rifampin; SC, subcutaneous. 1. Gilead Sciences. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/220020s000lbl.pdf (accessed June 26, 2025).




Rifampin Can Be Initiated with Supplemental LEN
Initiation Regimen Near LEN Trough Concentration

Y i

LEN for PrEP £

LEN Day 1 2 Week 26 Week 52
L1 | ]
I
RIF Day 12
2%
Vo
100 3
1Q4

Standard LEN for PrEP regimen
LEN for PrEP + supplementation
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Concentration, ng/mL
)
I
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Repeating LEN initiation dosing (SC and PO) the day that rifampin is started

maintains target LEN concentrations when rifampin is started near LEN Cio,gn

PK simulation; aLEN PO 600 mg on Days 1 and 2 + LEN SC 927 mg (2 x 1.5 mL) on Day 1, then twice yearly. Ceougn, trough concentration; 1Q4, inhibitory quotient 4; LEN, lenacapavir; PO, orally; PrEP, pre-exposure prophylaxis; QD, once daily;
RIF, rifampin; SC, subcutaneous. 1. Gilead Sciences. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/220020s000lbl.pdf (accessed June 26, 2025).
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Rifabutin (Moderate CYP3A Inducer) Requires a
Lower Supplemental LEN Dose (1 SC Injection)

» Regardless of when rifabutin is initiated

during LEN for PrEP, supplement with: : ,
Rifabutin

(PO QD for 6 months

4

N
Rifabutin Day 1

rifabutin Day 1 }@%

Rifabutin is a moderate inducer; hence, just 1 of the usual 2 LEN SC injections

is sufficient to maintain target LEN concentrations

16 CYP, cytochrome P450; LEN, lenacapavir; PO, orally; PrEP, pre-exposure prophylaxis; QD, once daily; SC, subcutaneous(ly).



What If Someone Taking LEN-for-

LEN = 1Drug

PrEP Also Takes a PDEDS Inhibitor for
Erectile Dysfunction or a Statin for

Hypercholesterolemia?




LEN Can Be Coadministered with PDE5 Inhibitors
Used for Erectile Dysfunction??2

Sildenafil3 — Consider a starting dose of 25 mg

No use : Consider a maximum dose of 10 mg every 72 hours
4 —
restriction [edeail (or 2.5 mg daily)

] Vardenafil® — Do not exceed 5 mg every 24 hours

Start with a low dose of PDE5 inhibitors, and titrate to desired effect

LEN, lenacapavir; PDE5, phosphodiesterase type 5.

1. Gilead Sciences. https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/215973s000lbl.pdf. 2. University of Liverpool. https://www.hiv-druginteractions.org/checker.

3. Pfizer. https://www.accessdata.fda.gov/drugsatfda_docs/label/2014/20895s039s042lbl.pdf. 4. Eli Lilly. https://www.accessdata.fda.gov/drugsatfda_docs/label/2011/021368s20s21lbl.pdf.
18 5. Bayer Healthcare. https://www.accessdata.fda.gov/drugsatfda_docs/label/2014/021400s017lbl.pdf. All accessed June 26, 2025.



https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/215973s000lbl.pdf.%202
https://www.accessdata.fda.gov/drugsatfda_docs/label/2014/021400s017lbl.pdf
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LEN Can Be Coadministered with Statins'’

Fluvastatin?

Rosuvastatin3

Pravastatin4

_ No dose adjustment is needed

Pitavastatin?®

Atorvastatin®

o N
Simvastatin Start a low dose and titrate to effect

Monitor for side effects (eg, myopathy)

lovastatin®

i KU

Among the statins, only simvastatin and lovastatin require a lower dose

and monitoring when coadministered with LEN

LEN, lenacapavir. Gilead Sciences. https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/215973s000lbl.pdf. 2. Novartis. https://www.accessdata.fda.gov/drugsatfda_docs/label/2012/021192s0191bl. pdf.
3. AstraZeneca. https://www.accessdata.fda.gov/drugsatfda_docs/label/2010/021366s016lbl.pdf. 4. Bristol Myers Squibb. https://www.accessdata.fda.gov/drugsatfda_docs/label/2007/019898s060Lbl.pdf.

5. Kowa Pharmaceuticals. https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/022363s015lbl.pdf. 6. Pfizer. https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/020702s073\bl.pdf.

7. Synthon. https://www.accessdata.fda.gov/drugsatfda_docs/label/2007/021961bl.pdf. 8. MSD. https://www.accessdata.fda.gov/drugsatfda_docs/label/2012/019643s086087\bl.pdf. All accessed June 26, 2025



Simple Dosing Strategies Allow LEN to Be Used
in a Variety of Special Situations

Oral bridging with weekly LEN PO is feasible and effective if
an individual cannot receive scheduled LEN SC injections

People taking LEN for PrEP can start rifampin (or other strong
CYP3A inducers) and rifabutin (or other moderate CYP3A
inducers including rifapentine) at any time

using simple supplemental LEN dosing Drug = |LEN

PDE5 inhibitors2 and statins and can be taken during
LEN for PrEP, with few requiring minimal
dose reductions LEN = tDrug

LEN provides high protection across diverse settings,

including these special dosing situations

aUsed for erectile dysfunction.
20  CYP, cytochrome P450; LEN, lenacapavir; PDE5, phosphodiesterase type 5; PO, oral; PrEP, pre-exposure prophylaxis; SC, subcutaneous.
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Accelerating Access for Global HIV Prevention

Expansive licensing Rapid technology transfer Simultaneous submissions

Earliest and geographically Agreements with 6 generics & US Approval June 2025
broadest (120 countries) full technology transfer EU, EUM4ALL, South Africa,
voluntary licensing strategy within 3 months; Global Fund Brazil, Canada, Australia,
ever for an antiretroviral 2 million people for 3 years Switzerland & more coming
EU-M4all application Guidelines released July 14, Gilead-supplied no-profit
enables faster reviews in 2025 & prequalification product & partnership
low- and middle-income later this year will facilitate agreements, bridging to
countries global adoption sustainable generic supply

Collaborative implementation science studies to inform sustainable access, eg South Africa (Project PrEP, UNITAID/Wits

RHI; ALIGN, Gates Foundation/Desmond Tutu Health Foundation) and Brazil (ImPrEP, IUNITAID/Fiocruz)




QR Code

To access a copy of all presentations in

this session and other supplemental
information, please scan the QR code

To access a copy of this presentation,
please scan the QR code*

22 *Copies of this presentation obtained through QR (Quick Response) are for personal use only and may not be reproduced without written permission of the authors.



