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Disclaimers

This non-promotional, proactive deck is intended to be used by Gilead Medical
Affairs as educational material only.

This deck should only be presented by a Gilead employee, not a third-party speaker.

These slides provide only a summary and select sections of the FDA-approved
YEZTUGO® US Prescribing Information.

Please see full Prescribing Information for YEZTUGO, including Boxed Warning,
available at Gilead.com.
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Boxed Warning

WARNING: RISK OF DRUG RESISTANCE WITH USE OF YEZTUGO FOR
HIV-1 PrEP IN UNDIAGNOSED HIV-1 INFECTION

Individuals must be tested for HIV-1 infection prior to initiating YEZTUGO, and with
each subsequent injection of YEZTUGO, using a test approved or cleared by the
FDA for the diagnosis of acute or primary HIV-1 infection. Drug-resistant HIV-1
variants have been identified with use of YEZTUGO by individuals with undiagnosed
HIV-1 infection. Do not initiate YEZTUGO unless negative infection status is
confirmed. Individuals who acquire HIV-1 while receiving YEZTUGO must transition
to a complete HIV-1 treatment regimen.

[see Dosage and Administration (2.1), Contraindications (4) and Warnings and Precautions (5.1, 5.2)]
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2. Dosage and Administration

2.1 » HIV-1 Screening for Individuals Receiving YEZTUGO

Screen all individuals for HIV-1 prior to initiating YEZTUGO, prior to each subsequent injection
of YEZTUGO, and additionally as clinically appropriate, using a test approved or cleared by

the FDA for the diagnosis of acute or primary HIV-1 infection. [see Indications and Usage (1),
Contraindications (4) and Warnings and Precautions (5.1, 5.2) and Clinical Studies (14)]

Prior to initiating YEZTUGO: Negative result from an Ag/Ab-specific test should be
confirmed using an RNA-specific assay.?

Prior to continuing YEZTUGO: Negative result from a rapid, point-of-care
Ag/Ab test should be confirmed using a more sensitive assay.

2.2 » Adherence to YEZTUGO

Prior to starting YEZTUGO, healthcare providers should select individuals who agree to the
required testing and Q6M injection dosing schedule, and counsel individuals about the
importance of adherence to scheduled YEZTUGO dosing visits.

[see Dosage and Administration (2.1), Warnings and Precautions (5.1, 5.2) and Microbiology (12.4)]

agven if the results of the RNA-assay are available after YEZTUGO initiation
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2. Dosage and Administration
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Warnings &
Precautions

Table 1. Dosing Schedule for YEZTUGO Initiation and Continuation®

Dosage of YEZTUGO: Initiation®

Adverse
Reactions

o 0 et Day 1 927 mg by SC injection (2 x 1.5 mL injections)
g o o e ke eiow
= i 600 mg orally (2 x 300 mg tablets)
Use in Specific Day 2 600 mg orally (2 x 300 mg tablets)

Populations

Dosage of YEZTUGO: Continuation

Q6M (Q26W)°
+2 weeks

927 mg by SC injection (2 x 1.5 mL injections)

Clinical Studies
aDosing schedule for initiation and continuation in adults and adolescents weighing 235 kg; °The complete initiation dosing

schedule, consisting of SC injections and oral tablets, is required. The efficacy of YEZTUGO has only been established with this
dosing schedule; °From date of last injection 4 BACK NEXT >
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2.4 » Missed Oral Initiation Dose

23 Recommended Dosage
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2.4 » Anticipated Delayed Injections

During continuation dosing, if the scheduled 6-month injection is anticipated to be
delayed by more than 2 weeks:

Oral dosing of YEZTUGO tablets may be taken on an interim basis (300 mg Q7D,
for up to 6 months if needed), until injections resume. Continuation injection dosage
should be resumed within 7 days after the last oral dose.
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2. Dosage and Administration
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2. Dosage and Administration

Indications

yed Injections: Weekly Oral
& Usage Table 2.

Dosing Schedule for Anticipated Dela
Dosage

— Dosage of YEZTUGO
Time since Last njection o e 0T

[ 261028 weeks [ afion ecion 0530¢ ¥ b P |

Dosage & \//@’,w// CYP3A Inducers
Administration \ — oot

: Usemyvmemb“s‘s

ken once every 1days’

2.5 P Dosage Modifications for Co-administration with Strong or Moderate

'“:'m o) a“;m ” Supplemental doses of YEZTUGO are recommended for individuals initiating therapy with
ncatons o ngww either strong or moderate CYP3A inducers (Table 4 and Table 5).
the last injection o ;:d D‘gl,emog»i Administa? jon (

[see Drug Interactions (7.1) and Clinical Pharmacology (12.3)]

Warnings &
Precautions

mevaﬁ
iitiatnd
iduals * Id cers (98¢

oypAD

s D SO "' Strong CYP3A inducers may be initiated starting at least 2 days after YEZTUGO
Adverse Eﬂu;’ﬁ e 12 ‘pmm ! e 0 E . o o _onE
Reactions e ELag is first initiated

T ract
w“h eﬁhe{ ee D g1 jiated star n%e “ed ™™

S
e s
oo™ © o emo‘fe

Drug initat?

1ed
Interactions st 2

Moderate CYP3A inducers may be started any time after YEZTUGO is first
initiated

Use in Specific
Populations

Clinical Studies

CYP3A, cytochrome (P450) 3A 4 BACK @ N=>48 >
Approved for Use on 18 Aug 2025

SLD-LEN-NA-US-00012 MRC Approved 18-Aug-2025 External Use and Distribution Proactive Use




2. Dosage and Administration
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Intera e administration. YEZTUGO injection is a yellow solution. Do not use

YEZTUGO injection if the solution is discolored or if it contains

e . | particulate matter. Once the solution is withdrawn from the vials, the
SC injections should be administered as soon as possible.
cirical [see How Supplied/Storage and Handling (16)]
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- 2. Dosage and Administration
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complete dose.
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2. Dosage and Administration
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2. Dosage and Administration
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Figure 2 » YEZTUGO Injection Steps for Withdrawal Needle Injection Kit };gg

1. Prepare vial

2. Attach 18G withdrawal needle to syringe

3. Fill syringe
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Figure 2 » YEZTUGO Injection Steps for Withdrawal Needle Injection Kit

Prepare vial

Contra-
indications

Attach 18G withdrawal needle to syringe
@ = Injection site
options (at least 2 inches

from navel)

Fill syringe
Warnings &
Precautions

Remove 18G withdrawal needle from syringe

Adverse
Reactions

a & 0 b PE

Attach 22G injection needle to syringe,
expel air bubbles, and prime to 1.5 mL

Drug
Interactions

<

Select and clean an injection site
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Attach 22G injection needle to syringe,
expel air bubbles, and prime to 1.5 mL
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Drug
Interactions

<

Select and clean an injection site

7. Inject 1.5 mL of YEZTUGO subcutaneously
(needle angle to skin: 45-90°, 90° preferred)
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2. Dosage and Administration
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Prepare vial

Fill syringe

| Figure 2 » YEZTUGO Injection Steps for Withdrawal Needle Injection Kit

Attach 18G withdrawal needle to syringe

Remove 18G withdrawal needle from syringe

Attach 22G injection needle to syringe,
expel air bubbles, and prime to 1.5 mL

Select and clean an injection site

7. Inject 1.5 mL of YEZTUGO subcutaneously
(needle angle to skin: 45-90°, 90° preferred)

ﬁ ” 8. Administer second injection
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QUESTION 1

2. Dosage and Administration

YEZTUGO should be injected into the subcutaneous space at a 45-90° angle

(preferably 90°)

TRUE @ FALSE
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ISR, injection-site reaction

2. Dosage and Administration

QUESTION 1

YEZTUGO should be injected into the subcutaneous space at a 45-90° angle

TRUE °

(preferably 90°)

A

TRUE. YEZTUGO injection is only for SC administration into the abdomen by a
healthcare provider, and a 90-degree angle is preferred. The thigh can be used as
an alternative injection site if preferred. Do NOT administer intradermally due to risk of

serious ISRs

Please refer to section 2.6 of the USPI for further information
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TRUE. The 18-gauge needle is used for withdrawal
and a 22-gauge needle is used for injection

Drug

Interactions

Please refer to section 2.6 of the USPI for further information

Use in Specific
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Clinical Studies
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5. Warnings and Precautions

Indications

& Usage 3 DOSAGE FORMS AND STRENG:: 5 1 oflenacapav present 3 9'”926
1i§1:£3,’2;‘fff‘“‘?3521"3%@6mi:::“;e?‘iff»? 5.1 » Comprehensive Management to Reduce the Risk of HIV-1 Infection
ith ‘GS on one side of f the tablet & P o ) )
Dosage & kS S and Other Sexually Acquired Infections
Administration T:\icapawnprese :Z;pm:i a]emaea ylky v
nlembie . o . .
T st Use YEZTUGO to reduce the risk of HIV-1 acquisition as part of a comprehensive prevention
Contra- YEZTLGO is cgnl.a dmn:/d; wnaa‘,oua‘ . .
indications Warnings 2

strategy ||IC|UdIIIg adherence to the administration schedule and safer sex practicesa to reduc
1ONS o )
WARNINGS AND pRECAUTY - of VA It

the risk of STIs. YEZTUGO is not always effective in preventing HIV-1 acquisition.?
[see Clinical Studies (14)]

anagemen
Z fections
o - iy A
Warnings & othe!

Precautions

Counsel individuals on the use of other prevention measures (e.g., consistent and
correct condom use; knowledge of partner(s)’ HIV-1 status, including viral
& suppression status; regular testing for STls that can facilitate HIV-1 transmission)

Inform individuals about and support their efforts in reducing sexual behaviors
associated with HIV-1 acquisition risk.

Counsel and support individuals on adhering to the YEZTUGO administration

schedule, on the use of other measures to reduce the risk of STIs and on the
importance of routine testing for HIV-1 and other STIs.

@Q@
(@)
ancluding condoms; PThe time from initiation of YEZTUGO for HIV-1 PrEP to maximal protection against HIV-1 infection
is unknown
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5. Warnings and Precautions

Indications approved or ceared by he FDAfo the dagniss &

resent) using atest ation (21)
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st b 5.2 » Potential Risk of Resistance with YEZTUGO
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& ures to reduce ! A such 5 200
onthesed O\MLT\?C“S;\M other STIs. Some indviduals suppot adherence
4

Jtine testing for AIV-! nd ap| iions (8.4)]
Dosage & {t?er;e‘\‘ from additonal counse::? ;e Use in Spectic Popusions|
Administration the dosing and testd st

1 YEZTUGO

T There is a potential risk of developing resistance to YEZTUGO if an individual acquires HIV-1
pose 2 | either before or when receiving YEZTUGO, or following discontinuation of YEZTUGO. HIV-1

0,00

i apov_emm‘w nisk :‘&[ ceNing YEZTUG
orwh e

indications ATy resistance substitutions may emerge in individuals with undiagnosed HIV-1 infection who are
o o : | nied - - .
gt o eI g 4 taking only YEZTUGO, because YEZTUGO alone does not constitute a complete regimen for
. ally 3PP onsiste’ wed or léd medt o ol dei€P™ ] ) . . . ! . .
Wil o et HIV-1 treatment. [see Microbiology (12.4)] Test before each injection and additionally as clinically
recautions n gv'\ Hiv-1 .‘ \fecho .pe‘\e HiV-1 redt

appropriate to confirm HIV-1 negative status.

Adverse
Reactions

5.3 » Long-Acting Properties and Potential Associated Risks m

o T Healthcare provid_ers shou_ld take th_e long-acting prc_)perties of YEZTUGO i_ntp consideratiqn
Interactions S8 e e | when YEZTUGO is prescribed. Residual concentrations of LEN may remain in the systemic
“; [ w1 circulation of individuals for prolonged periods (up to 12 months or longer after the last

BT it S . | SC dose).

st 7123
o colod

It is important to select individuals who agree to the required injection dosing schedule
because nonadherence to Q6M injections or missed doses could lead to HIV-1 acquisition and
development of resistance.

Q6M, every 6 months 4 BACK @ N=>48 >
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Improper administration (intradermal injection) of LEN has been associated with serious
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5. Warnings and Precautions

QUESTION 1

YEZTUGO alone does not constitute a complete regimen for HIV-1 treatment

TRUE

A

TRUE. Individuals who are confirmed to have HIV-1 must immediately begin a
complete HIV-1 treatment regimen to reduce the risk of developing resistance

SLD-LEN-NA-US-00012

Please refer to section 5.2 of the USPI for further information

Approved for Use on 18 Aug 2025

MRC Approved 18-Aug-2025

External Use and Distribution

Proactive Use

4 BACK

NN 2



Indications
& Usage

Dosage &
Administration

Contra-
indications

Warnings &
Precautions

Adverse
Reactions

Drug
Interactions

Use in Specific
Populations

Clinical Studies

i inistration
54 Serious Injection Site Reactions with Imprope Administratio

e capavir has een ass00id ed with
p(opead istration radenm tion) of lend pavir been :
(intradermal injec! of B
en nje l(’ (\I site ea\d ons, including iecrosis d ulcer. Ensure YEZTUGOis only
senous inect { v

nd Administraton
administered subcutaneously [see Dosage 3

6 ADVERSE REACTIONS

er Sechol labeling
ner sech s of the g
e follow gadVESe eac»owsaredﬁ cussed I of thy
L] | mini [see Wamings and
B bol I lslra-y)ﬂ{ 2
S e Reacho! s with I proper d
C i
Sef jous Inje Al

precautions (5 4

» reachon
a1 Trials Experienc! . e
ef
] trials ar€ tonduycte‘j :n:m
o snical 1S
! inthe ¥ e

6.1 Clinic:

n
eV

rates 00 .

cinical 11ais @ e uGoisbed

ISR, injection-site reaction

5. Warnings and Precautions

QUESTION 2

Improper administration (ex. intradermal injection) of LEN has been associated
with serious ISRs, including necrosis and ulcer

TRUE _
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6. Adverse Reactions

Indications (Al Grades) Reported in 24t

& Usage Thes A VeI LROSE .
ot E 6.1 P Clinical Trials E '
IR INICal Irials Xperlencea
Yoo | ”‘,}Wﬁf | e Ne028 g

| Adverse Reaction | y=2140

Dosage &
Administration

The most common adverse reactions (all Grades) reported in 25% of participants
receiving YEZTUGO in either PURPOSE 1 or PURPOSE 2 were ISRs, headache
and nausea.

Contra-
indications

Table 6. Adverse Reactions (All Grades) Reported in 22%" of Participants Receiving

ProaIA ol e, YEZTUGO in PURPOSE 1 and PURPOSE 2
Local I  eacinS 3550 000GE IWEME T gned YECT
. mostfreave™ aqd ;L;;W“E ' " o '\
] PURPOSE 1 PURPOSE 2
repo™ £p0S

Adverse
Reactions

YEZTUGO TRUVADA® YEZTUGO TRUVADAC®
N=2140 N=1070 N=2183 N=1088

Adverse Reaction

o

2 qmore i .
5 ™ 9 Dizziness 4% 6% <1% 1%
301 e ioe), M 1650
"

il ° o

othe’ -.~'3rep1|ndﬁ'3

yel! L.jjv;ﬂ@" e
gia"

me

aBecause clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to
rates in the clinical trials of another drug and may not reflect the rates observed in practice; °PFrequencies of adverse reactions are based on all AEs attributed to 4 BACK N EXT >
study drug (or to the procedure for ISRs) by the investigator; ¢Participants received placebo SC injections (polyethylene glycol 400);

ISR, injection-site reaction Approved for Use on 18 Aug 2025
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6. Adverse Reactions

| : ration of ISRs, exciuding nodules
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St O o e Table 7. ISRs (All Grades) Reported in 22%" of Participants
e mYEZWGC w:;?e a‘;ccxzjr‘:c‘eof reported IS} s decreased

dermatits.

Dosage &
Administration

G g s & i Receiving YEZTUGO in PURPOSE 1 or PURPOSE 2
injections edin63% of 913::;';'0“::0 raion M]t:ii‘::
Contre wnaeretitesreezie | PURPOSE 1 PURPOSE 2
indications %%L‘-G an ’250,;:‘ In}ecmr\so‘wﬁzj'e'd’,;cdfed'amexe( foreac
soclatedw'- (f‘m \3x>mumr:,\b“’” L ecened DESCOVY
The med? 20,40/ (s WO s
L Lot YEZTUGO or YEZTUGO TRUVADAC®
fISRS PO 4780 06U o of U 7) -
Warnings & o 575 T ) T ettt ISRs N=2140 TRUVADA® N=2183 N=1088 PURPOSE 1:
Precautions YEZTUO0 ), a0 0L e SR % o N=3205
(%) oS00 5 e = + Grade 3 ISRs were reported
e e s a"svgggg’“’wose: | - 17% 63% 39% in 4 (0.2%) participants
e | ‘”‘“ 31% 24% 56% 5304 * Included ulcer and nodule
e 1% 16% 10% PURPOSE 2:
Swelling 4% 5% 7% 10% + Grade 3 ISRs were reported
204 1% 3% 39 in 14 (0.6%) participants
: . o o o * Included ulcer, pain,
Erythema 1% 1% 17% 19% erythema, edema and
Clinical Stu <1% <1% 2% 2%

aBecause clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to
rates in the clinical trials of another drug and may not reflect the rates observed in practice; °PFrequencies are based on all ISRs attributed to study drug (or to the

procedure) by the investigator; cParticipants received placebo SC injections (polyethylene glycol 400) 4 BACK
ISR, injection-site reaction
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Dosage &

Administration 7  DRUG INTERACTIONS

UGO
gffect of Other Drugs o1 YEZT

LEN is a substrate of P-gp, UGT1A1 and CYP3A.

Strong or Moderate CYP3A Inducers

Drugs that are strong or moderate inducers of CYP3A may significantly decrease plasma
. : concentrations of LEN, which may reduce the effectiveness of YEZTUGO. Therefore, dosage
Reactions 4 modifications (supplemental doses) of YEZTUGO are recommended when initiating strong or
" ' moderate CYP3A inducers.

[see Dosage and Administration (2.5) and Clinical Pharmacology (12.3)]

Combined P-gp, UGT1A1 and Strong CYP3A Inhibitors

These drugs may significantly increase plasma concentrations of YEZTUGO. Concomitant
administration is not recommended.

CYP3A, cytochrome (P450) 3A; P-gp, P-glycoprotein; UGT1A1, UDP-glucuronosyltransferase family 1 member Al 4 BACK @ NEXT >

Approved for Use on 18 Aug 2025

Contra-
indications

Warnings &
Precautions
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7.2 » Effect of YEZTUGO on Other Drugs
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sponse In some participalt

DRUG INTERACTIONS

LEN is a moderate inhibitor of CYP3A and a P-gp inhibitor.

AN

(reasé
iy dect
 gpfica
~oypsamay SO
e inducersof uce e ef e U0 e
0defe " may 1 doses) oY
e

The co-administration of YEZTUGO with sensitive substrates of CYP3A or P-gp
may increase the concentrations of these substrates and result in the increased risk
of their AEs. See the prescribing information of these sensitive substrates for dosing
recommendations or appropriate monitoring of safety.

ir whil o n
§ apav  jpplem < [see D0
ons of 1€ odifications ‘NFPJ‘»DiA inducers 15¢
plasma con("here'O'? dosage ormode®
16O T strond @ v (123}
yEZTU o when mmacl":g‘;} phamactd
d Cli s

Due to the long half-life of LEN following SC administration, YEZTUGO may
increase the exposure of drugs primarily metabolized by CYP3A initiated within 9
months after the last SC dose of YEZTUGO. [see Clinical Pharmacology (12.3)]

CYP3A, cytochrome (P450) 3A; P-gp, P-glycoprotein

4 BACK @ NEXT »
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CYP3A, cytochrome (P450) 3A; P-gp, P-glycoprotein

TRUE. Please refer to section 7.2 of the USPI for further information
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8. Use Iin Specific Populations

Indications

igni i ith YEZTUGO
& Usage 73 Drugs without Clinically Significant Interactions wit

@)
160, no cinicaly sgnficant
action studies conducted Wil YEZTLfErgonge plavasiat
Based on drug inte peen observed il atorvastatn . r e g n a n C y
s ‘“"em“?:;;zx alafenamide and voriconazoe
Dosage & £CIFIC POPULATIONS

Administration § USENS Data from PURPOSE 1 have not identified a drug-associated risk for miscarriage, or adverse
R maternal or fetal outcomes, when compared to the active control. The rate of major birth

Contra- M defects in YEZTUGO-exposed pregnancies did not exceed the background prevalence rates.2
e ot There is an increased risk of HIV-1 transmission from the mother to the child during acute

HIV-1 infection. [see Clinical Considerations]
Warnings &

258420 GO USe
N g 1) Wil T2 ©  agverse
. Gym . fjed 3! e of
= mmmued Y T g
from g fed 3 0 o5l
] le 0313 1 L ot ideN red 052
Precautions AValaDE oy have “éj yihen TP B .
o TG0 ol 8.2 P Lactation
mateM 1 ofects gmat .
¢ pirth 0€ jsk €S r
m Oﬂ- pes. T = ere i B
preva®™ 58 4 A 50 (€™

Adverse ieemiget e | LEN is present in human milk and was detected at very low levels in infants who were
et ‘ breastfed by individuals who became pregnant while receiving YEZTUGO. No adverse effects
o of LEN in breastfed infants have been observed.

g .
Vi % R In" 20
The .i.;,“ als- e ind -
1o s the Ve ga
; (MAY cound & s t s
Interactions 4b Pt eshr®
e 4y Pediatric U
WS  inciud
P S. ediatric Use
pred e “LC‘ ) g Tl
- A3l oK ¥ 71 WOl
ge0d"" oks 97 el ™ o ‘jf“quﬁ‘r

Usein S el | The safety and effectiveness of YEZTUGO for HIV-1 PrEP in adolescents weighing
=35 kg who are at risk for HIV-1 acquisition is supported by 2 adequate and well-controlled

trials, PURPOSE 1 and PURPOSE 2, that enrolled both adults and adolescents.
[see Adverse Reactions (6.1), Clinical Pharmacology (12.3) and Clinical Studies (14)]

aThe risk estimates are imprecise due to small numbers of exposed pregnancies 4 BACK @ NEXT >
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8.5 b Geriatric Use @Omo

8.6 » Renal Impairment

eCrCl, estimated creatinine clearance; ESRD, end-stage renal disease

8. Use Iin Specific Populations

Clinical studies of YEZTUGO did not include sufficient numbers of participants aged
265 years to determine whether they respond differently from younger individuals. Exercise
caution when administering YEZTUGO in elderly individuals due to greater frequency of

decreased hepatic, renal or cardiac function and of concomitant disease or other drug therapy.
[see Clinical Pharmacology (12.3)]

No dosage adjustment of YEZTUGO is recommended in individuals with mild, moderate or

severe renal impairment (eCrCl 215 mL/min). YEZTUGO has not been studied in individuals
with ESRD (eCrCl <15 mL/min). [see Clinical Pharmacology (12.3)]

8.7 » Hepatic Impairment

No dosage adjustment of YEZTUGO is recommended in individuals with mild (Child-Pugh
Class A) or moderate (Child-Pugh Class B) hepatic impairment. YEZTUGO has not been
studied in individuals with severe hepatic impairment (Child-Pugh Class C).

[see Clinical Pharmacology (12.3)]
4 BACK @ NEXT p
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aBased on sexual activity with male partners
bHIV, background HIV incidence; F/ITAF, emtricitabine/tenofovir alafenamide; PY, person-years

14. Clinical Studies

14 » Clinical Studies: PURPOSE 1

_

Study Design

. PURPOSE 1 was in cisgender adolescent girls and young women aged 16-25 years in South Africa and
Uganda who had unknown HIV-1 status at screening and were at risk of acquiring HIV-12

. Participants who tested negative for HIV-1 were randomized to receive YEZTUGO (N=2134), once-daily
DESCOVY (N=2136), or once-daily TRUVADA (N=1068) in a 2:2:1 ratio

The use of DESCOVY (F/TAF) for the prevention of HIV in cisgender women is not approved.
The safety and efficacy of this use have not been established
Baseline Characteristics

Median participant age:

21 years

(range: 16—26)

Baseline characteristics in the
randomized participants were
similar to those in the screened
population

of participants
were Black

99.9%

Outcomes/Results at Primary Analysis

. HIV incidence per 100/PY was compared between participants receiving YEZTUGO and TRUVADA
*  YEZTUGO demonstrated superiority over TRUVADA, with a 100% reduction in the risk of incident HIV-1
infection (Table 13; see next slide)

YEZTUGO also demonstrated superiority in the risk of incident HIV-1 infection over bHIV

4 BACK @ NEXT »
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Dosage &
Administration

14 » Clinical Studies: PURPOSE 1 (continued)

Table 13. Overall HIV-1 Incidence Outcomes in PURPOSE 12

1 was the ra'\en_
e eficacy €000 o YeT o “f‘l’iasw ’
15 randor ticipants 1
s ;r 100 F‘eﬁm'ye; a I‘ p"ejreductrof’ nthe s
Contra- infectio” "
indications

YEZTUGO TRUVADA

N=2134 N=1068 Rate Ratio (95% CI)
Person-years

949 -
HIV-1 infections

Warnings &
Precautions

0 16 YEZTUGO / TRUVADA:
(incidence rate per 100 0.000 (0.000, 0.101)
person-years) (0.00) (1.69) P<0.0001
Ad
Rea\::etirsr?s

Drug
Interactions

There were 2 incident infections? among participants in the YEZTUGO arm of the PURPOSE 1
trial. Both occurred after the time of the primary analysis:

Use in Specific
Populations

« 1 occurred in a participant after LEN exposures fell below the target concentration following discontinuation of
YEZTUGO, and virus from this participant had no LEN resistance-associated capsid substitutions

+ 1 occurred in a participant with viral loads that were too low for genotyping
Clinical Studies

aThe determination of efficacy was based on planned interim analyses (which became the final analyses) following sequential

testing of HIV-1 incidence for YEZTUGO compared to background followed by YEZTUGO compared to TRUVADA,; all at alpha level 4 BACK NEXT >
of 0.0026 when 50% of randomized participants completed at least 52 weeks of follow-up or prematurely discontinued from the
study; PInfections that occurred after starting YEZTUGO for HIKpproved for Use on 18 Aug 2025
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— ot £ man e . PURPOSE 2 was in cisgender men, transgender women, transgender men and gender-nonbinary
Contra- %:xé'a“zgféii‘d‘m A e individuals aged 216 years with unknown HIV-1 status at screening and at risk of acquiring HIV-12
indications fympro i deepnet o ) ) ) ] ) )
st t «  PURPOSE 2 enrolled participants in Argentina, Brazil, Mexico, Peru, South Africa, Thailand and the US
wari ; 'u{;;;humlangi-.mv 0d . Participants who tested negative for HIV-1 were randomized to receive YEZTUGO (N=2179) or once-
Precautions : T oyt daily TRUVADA (N=1086) in a 2:1 ratio
1 yEZTUGO BT e o 2
Baseline Characteristics _ o
Adves _ o _ Non-White Baseline characteristics
Reactions Median participant age: ‘ oOo in the randomized
29 years Hispanic/Latine [  m ki DY participants were similar to
| (range: 17-74) Gender-diverse” those in the screened
Inteere;Lcjgons 05E 2% s 1 g . . population
oy e NN Outcomes/Results at Primary Analysis

. HIV incidence per 100/PY was compared between participants receiving YEZTUGO and TRUVADA

Use in Specific

Populations "« YEZTUGO demonstrated superiority over TRUVADA, with an 89% reduction in the risk of incident HIV-1
infection (Table 14; see next slide)

ciinleal s «  YEZTUGO also demonstrated superiority in the risk of incident HIV-1 infection over bHIV

aBased on sexual activity with male partners; PTransgender women, transgender men and gender-nonbinary people 4 BACK NEXT >
bHIV, background HIV incidence; PY, person-years

Approved for Use on 18 Aug 2025
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14. Clinical Studies

Indications
& Usage

n Outcomes in PURPOSE 2*

YEZTUGO | TRUVADA Rate Ratio (5% (1
| ezt | Net085 |

Overall HIV-1 Infectio

Table 14.

14 » Clinical Studies: PURPOSE 2 (continued)

[ person-years

Dosage &
Administration

ce rate ¢ 100 person- | 2
“H|VA1|n!edxonsurmew pe I

Table 14. Overall HIV-1 Incidence Outcomes in PURPOSE 22

Contra-
indications

YEZTUGO TRUVADA

N=2179 N=1086 Rate Ratio (95% CI)
Person-years 1938 967 -

Warnings &
Precautions

HIV-1 infections 5 5 YEZTUGO / TRUVADA:
0.111 (0.024, 0.513)

(incidence rate per 100
person-years) (0.1) (0.93) P=0.00245

Adverse
Reactions

Drug % ng gouet There were 3 incident infections® among participants in the YEZTUGO arm of the
e e el PURPOSE 2 trial:

+ 1 occurred after the time of primary analysis
Use in Specific

Populations

* LEN resistance-associated substitutions were detected in viruses from all 3 participants: 2 with N74D, and
1 with Q67H/K70R

Clinical Studies

aThe determination of efficacy was based on planned interim analyses (which became the final analyses) following sequential

testing of HIV-1 incidence for YEZTUGO compared to background followed by YEZTUGO compared to TRUVADA,; all at alpha level 4 BACK NEXT >
of 0.0026 when 50% of randomized participants completed at least 52 weeks of follow-up or prematurely discontinued from the

study; PInfections that occurred after starting YEZTUGO for HIKpproved for Use on 18 Aug 2025
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2. Dosage and Administration

dations for Individuals Receiving YEZTUGO and

ith Strong CYP3A Inducers’
Jemental Doses of YEZTUGO

Indications Tabled.  Dosing Recommen

& Usage Initiating Therapy W
Schedule for $

Maintain Scheduled
C (»nlmmnon_
Injection Dosing

2.5 P Dosage Modifications for Co-administration with Strong or Moderate

CYP3A Inducers

Table 4. Dosing Recommendations for Individuals Receiving YEZTUGO and Initiating
Therapy with Strong CYP3A Inducers?

Dosage &
Administration

Contra-

Maintain Scheduled Schedule for Supplemental Doses of YEZTUGO

Continuation Injection
Dosing

Continue to administer once Time Dosage
Q6M scheduled continuation

ecom™® L Moder®

o onﬁ;nﬁ.gjﬁmpyw : On day strong CYP3A inducer is Supplemental dosage: Step 1
e ql%ﬂ?(? 10)f YEZSTaLéﬁ]%Sg? initiated (=2 days after 927 mg subcutaneously (2 x 1.5 mL injections)
suppler’ngntal doses of YEZTUGO is first initiated) and 600 mg orally (2 x 300 mg tablets)
YEZTUGO as shown here: On day after strong CYP3A Supplemental dosage: Step 2
inducer is initiated 600 mg orally (2 x 300 mg tablets)
If strong CYP3A inducer is Subsequent supplemental dosage
co-administered for >6 months Q6MP from initiation of strong CYP3A inducer,

continue to administer supplemental doses of
YEZTUGO as described above in Steps 1 and 2

After stopping the strong CYP3A inducer, continue the Q6M scheduled continuation
injection dosing of YEZTUGO (see Table 1)

aDosing recommendations are not available for the initiation of YEZTUGO in individuals already receiving moderate CYP3A
inducers, nor in individuals receiving the weekly oral dosage of YEZTUGO (see Table 2); ®26 weeks +2 weeks 4 BACK N=eN 2
CYP3A, cytochrome (P450) 3A; Q6M, every 6 months

Approved for Use on 18 Aug 2025
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2. Dosage and Administration

vi iving YEZTUGO and
IndicaliSN bled.  Dosing Recommendations for lndw;:x:lﬁui::‘r\/|ng
s Initiating Therapy with Strong CYP
& USaHie niti

Schedule for MMDM of YEZTUGO
Dosage

| Maintain Scheduled
Continuation
| injection Dosing

e oo 901 |
o gk @x15m ‘
i Lo

2.5 P Dosage Modifications for Co-administration with Strong or Moderate

Dosage &

CYP3A Inducers

Administration ‘owmwm W ‘ . . . . .. e :
oot | ; Table 5. Dosing Recommendations for Individuals Receiving YEZTUGO and Initiating
3 st | s =2 Therapy with Moderate CYP3A Inducers?
ontra- )
indications “

Maintain Scheduled Schedule for Supplemental Doses of YEZTUGO
Continuation Injection

Dosing

s CQ%WAM ) 460 . .. .
T s O Continue to administer once Time Dosage
= _gg.commwj;:‘:,"o‘aem,uvsf« i Q6M scheduled continuation
" o~ . dosing of YEZTUGO (see On day moderate CYP3A Supplemental dosage
Reactions e : Table 1), plus administer inducer is initiated

463.5 mg subcutaneously (1 x 1.5 mL injection)
supplemental doses of

YEZTUGO as shown here:

Interactions

If moderate CYP3A inducer
is co-administered for
>6 months

Subsequent supplemental dosage
Q6MP from initiation of moderate CYP3A inducer,
continue to administer a supplemental dose of

YEZTUGO as described above

After stopping the moderate CYP3A inducer, continue the Q6M scheduled
. continuation injection dosing of YEZTUGO (see Table 1)
Clinical Stud

aDosing recommendations are not available for the initiation of YEZTUGO in individuals already receiving moderate CYP3A
inducers, nor in individuals receiving the weekly oral dosage of YEZTUGO (see Table 2); P26 weeks +2 weeks

4 BACK NEXT p
CYP3A, cytochrome (P450) 3A; Q6M, every 6 months Approvedifor UscoRRIETeNes
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