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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.

Approved for Use on 11 Aug 2026



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

 BACK

 BACK

NEXT 

NEXT 

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)]

Approved for Use on 11 Aug 2026
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1  Indications and Usage

YEZTUGO is indicated for PrEP to reduce the risk of sexually acquired HIV-1 in adults and 

adolescents weighing ≥35 kg who are at risk for HIV-1 acquisition.

Individuals must have a negative HIV-1 test result prior to initiating YEZTUGO.

[see Dosage and Administration (2.1) and Warnings and Precautions (5.1)]

1. Indications and Usage

FULL PRESCRIBING INFORMATION

WARNING: RISK OF DRUG RESISTANCE WITH USEOFYEZTUGO FOR HIV-1

PRE-EXPOSURE PROPHYLAXIS (PrEP) IN UNDIAGNOSED HIV-1 INFECTION

Individuals must be tested for HIV-1 infection prior to initiating YEZTUGO, and

with each subsequent injectionof YEZTUGO, using a testapprovedor clearedby

the FDA for the diagnosis ofacute or primary HIV-1 infection. Drug-resistantHIV-

1 variants have been identified withuse of YEZTUGOby individuals with

undiagnosed HIV-1 infection. Donot initiate YEZTUGO unless negative infection

status is confirmed. Individuals who acquire HIV-1 while receiving YEZTUGO

must transition toa complete HIV-1 treatmentregimen[seeDosage and

Administration (2.1), Contraindications (4), WarningsandPrecautions (5.1, 5.2)].

INDICATIONSAND USAGE

YEZTUGO is indicated forpre-exposure prophylaxis (PrEP) to reduce the riskof

sexually acquiredHIV-1 in adultsandadolescents weighing atleast35kg who areat

risk for HIV-1 acquisition. Individuals must have a negative HIV-1 testpriorto initiating

YEZTUGO [seeDosage andAdministration (2.1)andWarnings andPrecautions(5. 1)].

DOSAGEANDADMINISTRATION

2.1 HIV-1Screening forIndividualsReceiving YEZTUGO forHIV-1

Pre-Exposure Prophylaxis

Screen all individuals forHIV-1 infectionpriorto initiating YEZTUGO, prior toeach

subsequent injectionofYEZTUGO, andadditionallyas clinicallyappropriate, usinga

testapprovedorclearedbythe FDA for the diagnosis ofacuteorprimaryHIV-1

infection. When screening forHIV-1 infectionpriortoinitiating YEZTUGO, ifan

antigen/antibody-specific testis usedandprovidesnegativeresults, thensuchnegative

resultsshouldbe confirmedusinganRNA-specificassay, eveniftheresultsofthe

RNA-assayare available afterYEZTUGOinitiation. Whenscreening forHIV-1infection

priorto continuing YEZTUGO, negative resultsfroma rapid,point-of-care

antigen/antibodytestshouldbeconfirmedusinga moresensitiveassayseeIndications

andUsage(1), Contraindications(4), WarningsandPrecautions(5.1, 5.2)andClinical

Studies(14)].

Adherenceto YEZTUGO

Prior tostarting YEZTUGO, healthcareproviders shouldselectindividuals whoagree to

the requiredtestingandevery6month injection dosing schedule, andcounsel

individuals aboutthe importanceofadherence to scheduled YEZTUGOdosing visits to

help reduce the riskofacquiringHIV-1 infectionanddevelopmentofresistance[see

2.1

[see

2.2

Approved for Use on 11 Aug 2026
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2.1  HIV-1 Screening for Individuals Receiving YEZTUGO

2.2  Adherence to YEZTUGO

2. Dosage and Administration

aEven if the results of the RNA-assay are available after YEZTUGO initiation

Ag/Ab, antigen/antibody; Q6M, every 6 months

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 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)]

Prior to initiating YEZTUGO: Negative result from an Ag/Ab-specific test should be 

confirmed using an RNA-specific assay.a 

Prior to continuing YEZTUGO: Negative result from a rapid, point-of-care 

Ag/Ab test should be confirmed using a more sensitive assay. 

FULL PRESCRIBING INFORMATION

WARNING: RISK OF DRUG RESISTANCE WITH USE OF YEZTUGO FOR HIV-1

PRE-EXPOSURE PROPHYLAXIS (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 testapprovedor cleared by

the FDA for the diagnosis ofacute or primary HIV-1 infection. Drug-resistantHIV-

1 variants have been identifiedwithuse ofYEZTUGOby 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 treatmentregimen[seeDosage and

Administration (2.1), Contraindications (4), WarningsandPrecautions (5.1, 5.2)].

INDICATIONSAND USAGE

YEZTUGO is indicated forpre-exposureprophylaxis (PrEP) to reduce the riskof

sexually acquired HIV-1 in adults andadolescents weighing atleast35kg who are at

risk for HIV-1 acquisition. Individuals must have a negative HIV-1 testprior to initiating

YEZTUGO[seeDosage andAdministration (2.1) andWarningsandPrecautions(5.

DOSAGEANDADMINISTRATION

2.1 HIV-1 Screening for Individuals Receiving YEZTUGOforHIV-1

Pre-Exposure Prophylaxis

Screen allindividuals forHIV-1 infectionprior to initiating YEZTUGO, priorto each

subsequentinjection ofYEZTUGO, andadditionallyas clinicallyappropriate, usinga

testapprovedorclearedbytheFDA forthediagnosisofacuteorprimaryHIV-1

infection. When screening forHIV-1 infectionpriortoinitiating YEZTUGO, ifan

antigen/antibody-specifictestis usedandprovides negativeresults, thensuchnegative

resultsshouldbe confirmedusing anRNA-specificassay, evenifthe results ofthe

RNA-assayareavailableafter YEZTUGOinitiation. Whenscreening for HIV-1infection

prior tocontinuing YEZTUGO, negative results fromarapid, point-of-care

antigen/antibodytestshouldbe confirmedusingamoresensitiveassayseeIndications

andUsage (1), Contraindications(4), WarningsandPrecautions(5.1, 5.2)andClinical

Studies(14)].

Adherence to YEZTUGO

Priorto starting YEZTUGO, healthcareproviders shouldselect individualswhoagreeto

therequiredtesting andevery6month injectiondosing schedule, andcounsel

individualsabouttheimportanceofadherence toscheduledYEZTUGOdosingvisitsto

helpreduce theriskofacquiring HIV-1infectionanddevelopmentofresistance

2.1

2.2

Approved for Use on 11 Aug 2026
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2.3  Recommended Dosage

2. Dosage and Administration

aDosing schedule for initiation and continuation in adults and adolescents weighing ≥35 kg; bThe 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; cFrom date of last injection

Q6M, every 6 months; Q26W, every 26 weeks

The YEZTUGO dosing schedule in adults and adolescents weighing ≥35 kg consists of a 

required initiation dosing (SC injections and oral tablets) followed by Q6M continuation dosing 

(SC injections) (Table 1).

YEZTUGO oral tablets may be taken with or without food.

[see Clinical Pharmacology (12.3)]

Time

Dosage of YEZTUGO: Initiationb

Day 1 927 mg by SC injection (2 × 1.5 mL injections)

600 mg orally (2 × 300 mg tablets)

Day 2 600 mg orally (2 × 300 mg tablets)

Dosage of YEZTUGO: Continuation

Q6M (Q26W)c 

±2 weeks
927 mg by SC injection (2 × 1.5 mL injections)

Table 1. Dosing Schedule for YEZTUGO Initiation and Continuationa

Dosage andAdministration (2.1), Warnings and Precautions(5.1, 5.2), and

Microbiology (12.4)].

2.3 Recommended Dosage

The YEZTUGOdosing schedule in adults and adolescents weighing at least35 kg

consists ofa required initiation dosing (subcutaneous injectionsandoral tablets)

followed by once every6-months continuation dosing (subcutaneous injections)

(Table 1). YEZTUGOoral tablets may be taken with orwithoutfood

[see ClinicalPharmacology(12.3)].

Dosing Schedule for YEZTUGO Initiation and Continuation in Adults

and Adolescents Weighing atLeast 35kg

DosageofYEZTUGO:

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

and

927mg bysubcutaneous injection (2x 1.5mL injections)

: injectionsandoraltablets, is

dosing

Table 1.

Time

Day 1

Every
6-months

(26
+1-2weeks

The complete initiation dosing schedule, con

required; theefficacyofYEZTUGOhasonly

last injection.

Dosing Schedule forMissedDose

MissedOral Initiation Dose

IftheDay2oralinitiationdose (600mg, see Table 1) ismissed, take itassoonas

possible. Donot take Day 1andDay2oralinitiationdoses on thesameday.

AnticipatedDelayedInjections

During continuation dosing, ifthe scheduled6-month injection isanticipatedtobe

delayedbymore than2 weeks, YEZTUGO tabletsmaybe taken onan interim basis(for

up to 6months ifneeded), untilinjections
Referto Table2belowforthe dosing

schedule fordelayedinjections.

600mg orally mg tablets)

600mg orally X 300mgtablets)

DosageofYEZTUGO: Continuation

consistingofsubcutaneous inj

onlybeen establishedwith this

From the dateofthe

2.4

Approved for Use on 11 Aug 2026
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2. Dosage and Administration

The indicated dosage for YEZTUGO is 927 mg by 2 × 1.5 mL SC injections and 600 mg 

orally on Day 1; 600 mg orally on Day 2; and 927 mg by 2 × 1.5 mL SC injections every 

6 months thereafter

QUESTION 1

FALSETRUE OR

Dosage andAdministration (2.1), Warnings andPrecautions (5.1, 5.2), and

Microbiology (12.4)].

2.3 Recommended Dosage

The YEZTUGO dosing schedule in adultsand adolescentsweighing at least35 kg

consists ofa required initiation dosing (subcutaneous injectionsand oral tablets)

followedbyonce every 6-months continuation dosing (subcutaneous injections)

(Table 1). YEZTUGOoral tablets maybe takenwith orwithoutfood

[see ClinicalPharmacology(12.3)].

Dosing Schedule forYEZTUGO Initiation andContinuation inAdults

and Adolescents Weighing atLeast35kg

Dosage ofYEZTUGO:

927mgbysubcutaneous injection (2x 1.5mL injections)

and

927mg bysubcutaneous injection (2) 1.5mL injections)

injectionsandoraltablets,is

dosing

Table 1.

Time

Day1

Day2

Every

6-months
(26weeks)
+1-2weeks

The complete initiationdosingschedule, con

required; theefficacyofYEZTUGO hasonly

From thedateofthe

DosingSchedule forMissedDose

MissedOralInitiation Dose

Ifthe Day2oralinitiationdose (600mg; see Table 1) is missed, take itassoonas

possible. Donottake Day 1 andDay2oral initiation doses on thesameday.

AnticipatedDelayedInjections

During continuationdosing, ifthe scheduled6-monthinjectionisanticipatedtobe

delayedbymore than2weeks, YEZTUGOtabletsmaybe taken onaninterimbasis(for

up to 6monthsifneeded), untilinjectionsresume. Referto Table2belowforthedosing

schedulefordelayedinjections.

600mgorally mg tablets)

600mg orally X300mg tablets)

Dosage ofYEZTUGO: Continuation

consistingofsubcutaneous inj

onlybeen establishedwiththis

last

2.4

Approved for Use on 11 Aug 2026
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2. Dosage and Administration

TRUE. Please refer to section 2.3 of the USPI for further information

The indicated dosage for YEZTUGO is 927 mg by 2 × 1.5 mL SC injections and 600 mg 

orally on Day 1; 600 mg orally on Day 2; and 927 mg by 2 × 1.5 mL SC injections every 

6 months thereafter

QUESTION 1

TRUE 

Dosage andAdministration (2.1), Warnings andPrecautions (5.1, 5.2), and

Microbiology (12.4)].

2.3 Recommended Dosage

TheYEZTUGOdosingschedule inadults and adolescents weighing at least35 kg

consists ofa required initiation dosing (subcutaneous injections and oraltablets)

followedbyonceevery 6-months continuation dosing (subcutaneousinjections)

(Table 1). YEZTUGOoraltablets may be taken withorwithoutfood

[see ClinicalPharmacology (12.3)].

Dosing Schedule forYEZTUGO Initiation andContinuation inAdults

andAdolescents Weighing atLeast35kg

Dosage ofYEZTUGO:

927mgbysubcutaneous injection 1.5mL injections)

and

927mg bysubcutaneous injection (2x 1.5mL injections)

injectionsandoraltablets, is

dosing

Table 1.

Time

Day 1

Day2

Every

6-months
(26 weeks
+1-2weeks

The complete initiation dosing schedule, con

required; theefficacyofYEZTUGOhasonly

From thedateofthe

Dosing Schedule forMissedDose

MissedOral Initiation Dose

Ifthe Day2 oralinitiationdose (600mg, see Table 1) is missed, take itassoonas

possible. Donot take Day 1 andDay2oralinitiationdoseson the sameday.

AnticipatedDelayedInjections

During continuation dosing, ifthe scheduled6-month injection isanticipatedtobe

delayedbymore than2weeks, YEZTUGO tabletsmaybetakenonan interimbasis(for

up to 6monthsifneeded), untilinjectionsresume. RefertoTable2belowforthedosing

schedulefordelayedinjections.

600mgorally mg tablets)

600mgorally X300mg tablets)

Dosage ofYEZTUGO: Continuation

consistingofsubcutaneousinj

onlybeen establishedwith this

last

2.4

Approved for Use on 11 Aug 2026
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This dose is indicated in adults and adolescents weighing ≥25 kg

QUESTION 2

2. Dosage and Administration

FALSETRUE OR

Dosage andAdministration (2.1), Warnings andPrecautions (5.1, 5.2), and

Microbiology (12.4)].

2.3 Recommended Dosage

The YEZTUGOdosingschedule in adults and adolescents weighing at least35kg

consists ofa required initiationdosing (subcutaneous injectionsand oraltablets)

followedbyonce every 6-months continuation dosing (subcutaneous injections)

(Table 1). YEZTUGOoral tabletsmaybe takenwith orwithout food

[see ClinicalPharmacology(12.3)].

Dosing Schedule forYEZTUGO Initiation andContinuation inAdults

and Adolescents Weighing atLeast35kg

Dosage ofYEZTUGO:

927mg bysubcutaneous injection (2x 1.5mL injections)

and

927mg bysubcutaneous injection (2x 1.5mL injections)

injectionsandoraltablets, is

dosing

Table 1.

Time

Day 1

Day2

Every

6-months
(26weeks)
+1-2 weeks

The complete initiation dosing schedule, con

required; theefficacyofYEZTUGOhasonly

From the dateofthe

DosingSchedule forMissedDose

MissedOral InitiationDose

Ifthe Day2oralinitiation dose (600mg;see Table 1) ismissed, take itassoon as

possible. Donot take Day 1 andDay2oral initiationdoses on thesameday.

AnticipatedDelayedInjections

During continuation dosing, ifthe scheduled6-month injection isanticipatedtobe

delayedbymore than2weeks, YEZTUGOtabletsmaybe takenonan interimbasis(for

up to 6months ifneeded), untilinjections resume. RefertoTable2below forthedosing

schedule fordelayedinjections.

600mgorallyRX 300mg tablets)

600mgorally RX300mgtablets)

Dosage ofYEZTUGO:Continuation

consistingofsubcutaneous inj

onlybeenestablishedwith this

lastinjection.

2.4

Approved for Use on 11 Aug 2026
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FALSE. This dose is indicated in adults and adolescents weighing ≥35 kg

Please refer to section 2.3 of the USPI for further information

2. Dosage and Administration

This dose is indicated in adults and adolescents weighing ≥25 kg

QUESTION 2

FALSE

Dosage andAdministration (2.1), Warnings andPrecautions (5.1, 5.2), and

Microbiology (12.4)].

2.3 Recommended Dosage

TheYEZTUGOdosingschedule in adults and adolescentsweighing at least35 kg

consists ofa required initiation dosing (subcutaneous injections and oraltablets)

followedbyonce every 6-months continuation dosing (subcutaneous injections)

(Table 1). YEZTUGOoral tablets maybe takenwith orwithoutfood

[see ClinicalPharmacology(12.3)].

Dosing Schedule forYEZTUGO Initiation andContinuation inAdults

and Adolescents Weighing atLeast35kg

Dosage ofYEZTUGO:

927mgbysubcutaneous injection (2x 1.5mL injections)

and

927mg bysubcutaneous injection (2x 1.5mL injections)

injectionsandoraltablets,is

dosing

Table 1.

Time

Day 1

Day2

Every

6-months
(26weeks)
+1-2weeks

The complete initiation dosingschedule, con

required; theefficacyofYEZTUGOhasonly

From thedateofthe

DosingSchedule forMissedDose

MissedOral Initiation Dose

IftheDay2oral initiationdose (600 seeTable 1) ismissed, takeitassoonas

possible. Donottake Day 1 andDay2oralinitiationdoseson the sameday.

AnticipatedDelayedInjections

During continuation dosing, ifthe scheduled6-monthinjection isanticipatedto be

delayedbymorethan2weeks, YEZTUGOtabletsmaybetakenonaninterimbasis(for

up to 6months ifneeded), untilinjectionsresume. Referto Table2belowforthe dosing

schedule fordelayedinjections.

600mgorally mg tablets)

600mgorally X300mg tablets)

DosageofYEZTUGO: Continuation

consistingofsubcutaneous inj

onlybeen establishedwiththis

last

2.4

Approved for Use on 11 Aug 2026
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2.4  Anticipated Delayed Injections

2.4  Missed Oral Initiation Dose

2. Dosage and Administration

Q7D, every 7 days

If the Day 2 oral initiation dose (600 mg; see Table 1) is missed:

Take it as soon as possible. Do not take Day 1 and Day 2 oral initiation doses on the 

same day.

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.

Dosage andAdministration (2.1), WarningsandPrecautions (5.1, 5.2), and

Microbiology (12.4)].

2.3 Recommended Dosage

The YEZTUGO dosing schedule in adults andadolescents weighingat least35kg

consists ofa required initiation dosing (subcutaneous injectionsand oral tablets)

followedbyonce every6-monthscontinuation dosing (subcutaneous injections)

(Table 1). YEZTUGOoraltablets may be takenwithor withoutfood

[seeClinicalPharmacology(12.3)].

Dosing Schedule for YEZTUGO Initiation andContinuation inAdults

andAdolescents Weighing atLeast35kg

DosageofYEZTUGO: Initiation*

927mgby subcutaneous injection (2x 1.5mL injections)

and

927mgbysubcutaneous injection(2x1.5mL injections)

consistingofsubcutaneous injections andoraltablets, is

onlybeenestablishedwith thisdosingschedule

Table 1.

Time

Day 1

Day2

Every
6-months

(26weeks)
+1-2weeks

Thecomplete initiationdosingschedule, con

required; theefficacy ofYEZTUGOhasonly

lastinjection.

Dosing Schedule forMissedDose

MissedOral Initiation Dose

Ifthe Day2oralinitiationdose (600 see Table 1) is missed/take itas soonas

possible. Do nottake Day 1andDay2oralinitiationdoseson thesameday.

AnticipatedDelayedInjections

During continuation dosing, ifthe scheduled6-monthinjection isanticipatedtobe

delayedbymore than2weeks, YEZTUGOtabletsmaybe takenon an interim basis(for

upto6months ifneeded), untilinjections resume. Referto Table2belowforthedosing

schedule fordelayedinjections.

600mg orally X300 mg tablets)

600mgorally X300mg tablets)

Dosage ofYEZTUGO:Continuation

dos
inst

From the dateofthe

2.4

Approved for Use on 11 Aug 2026
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2.4  Missed Injections

2. Dosage and Administration

Individuals who miss a scheduled injection visit should be clinically reassessed to ensure that 

the individual remains HIV-1 negative and resumption of YEZTUGO remains appropriate.

During continuation dosing, if more than 28 weeks have elapsed since the last injection and 

YEZTUGO tablets have not been taken: 

Reinitiate with initiation dosing schedule from Day 1 (Table 1) and then continue with 

continuation injection dosing. 
[see Dosage and Administration (2.2) and Microbiology (12.4)]

Table 2. Dosing Schedule forAnticipated Delayed Injections: Weekly Oral

Dosage

Time sinceLast Injection

26 to 28 weeks

last oral dose.

a. Useon an interim basis only(for up to 6 months ifneeded).

Missed Injections

Individuals who miss a scheduled injection visit shouldbe clinically reassessed to

ensure resumption ofYEZTUGO remains appropriate andthat the individualremains

HIV-1 negative. During continuation dosing, ifmore than 28 weeks have elapsed since

the last injection and YEZTUGO tablets havenotbeen taken, see Table 3below forthe

dosing schedule aftermissed injections. Adherence to the injection dosing schedule is

strongly recommended[seeDosage andAdministration (2.2)andMicrobiology (12.4)].

Table 3. Dosing Schedule afterMissedInjections

Time since Last Injection Dosage ofYEZTUGO

More than 28 weeks
Reinitiate with initiation dosingschedule fromDay 1(Table 1)and

then continue with continuation injection dosing.

Dosage Modifications for Co-administration withStrong orModerate

CYP3A Inducers

Supplemental doses ofYEZTUGOare recommendedforindividuals initiating therapy

with eitherstrong CYP3A inducers(see Table 4)ormoderate CYP3A inducers (see

Table5)[seeDrugInteractions(7.1)andClinicalPharmacology(12.3)].

Strong CYP3A inducersmaybe initiatedstartingatleast2days after YEZTUGOis first

initiated, whilemoderateCYP3A inducers may be startedany time after YEZTUGOis

firstinitiated.

Dosageof YEZTUGO

Oral dosageof300mg takenonceevery7days

Resume the continuation injection dosagewithin 7days afterthe

(see2.5

be

Approved for Use on 11 Aug 2026
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2.5  Dosage Modifications for Co-administration with Strong or Moderate 
CYP3A Inducers

2. Dosage and Administration

CYP3A, cytochrome (P450) 3A

Supplemental doses of YEZTUGO are recommended for individuals initiating therapy with 

either strong or moderate CYP3A inducers (Table 4 and Table 5).

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

Strong CYP3A inducers may be initiated starting at least 2 days after YEZTUGO 

is first initiated

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

initiated

Table 2. Dosing Schedule for Anticipated Delayed Injections: Weekly Oral

Dosage

Time since Last Injection

26 to28 weeks

last oral dose.

a. Use on an interim basis only (forup to6monthsifneeded).

Missed Injections

Individuals who miss a scheduled injection visitshouldbe clinically reassessedto

ensure resumptionof YEZTUGO remains appropriate and that the individual remains

HIV-1 negative. During continuation dosing, ifmore than 28weekshave elapsedsince

the last injectionand YEZTUGO tablets have notbeen taken, see Table 3below for the

dosing scheduleaftermissed injections.Adherence to the injectiondosing schedule is

strongly recommended[seeDosageandAdministration(2.2)andMicrobiology(12.4)].

Table 3. Dosing ScheduleafterMissedInjections

Time sinceLast Injection DosageofYEZTUGO

More than 28weeks
Reinitiate withinitiation dosing schedule from Day1(Table 1)and

then continue withcontinuation injection dosing.

Dosage ModificationsforCo-administration with Strong orModerate

CYP3A Inducers

Supplementaldoses of YEZTUGO are recommended for individuals initiating therapy

with eitherstrong CYP3A inducers (see Table 4)ormoderate CYP3A inducers(see

Table 5)[seeDrugInteractions (7.1)andClinicalPharmacology(12.3)].

Strong CYP3A inducersmay be initiatedstarting at least2days after YEZTUGOis first

initiated, while moderate CYP3A inducersmaybe startedany time afterYEZTUGOis

firstinitiated.

DosageofYEZTUGO
Oraldosage of300mg takenonce every 7days

Resumethe continuation injectiondosage within 7days afterthe

2.5
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2.6  Preparation and Administration of Subcutaneous Injection 

2. Dosage and Administration

ISR, injection-site reaction

YEZTUGO injection is only for SC administration into the abdomen 

by a healthcare provider. The thigh can be used as an alternative 

injection site if preferred. Do NOT administer intradermally due to 

risk of serious ISRs.

[see Warnings and Precautions (5.4)]

Use aseptic technique. Visually inspect the solution in the vials and 

prepared syringe for particulate matter and discoloration prior to 

administration. YEZTUGO injection is a yellow solution. Do not use 

YEZTUGO injection if the solution is discolored or if it contains 

particulate matter. Once the solution is withdrawn from the vials, the 

SC injections should be administered as soon as possible. 

[see How Supplied/Storage and Handling (16)]

2.6 Preparation andAdministration of Subcutaneous Injection

YEZTUGO injection is only for subcutaneous administration into the abdomen bya

healthcare provider. The thigh can be used as an alternative injection site ifpreferred.

Do NOT administer intradermally due to risk ofserious injection sitereactions see

Warnings andPrecautions (5.4)].

Use aseptic technique. Visually inspect the solution in the vials andprepared syringe for

particulate matterand discoloration prior to administration. YEZTUGO injection is a

yellow solution. Do notuseYEZTUGO injection if the solution is discoloredorif it

contains particulate matter. Once the solution is withdrawn from the vials, the

subcutaneous injections shouldbe administeredas soonaspossible[seeHow

Supplied/Storage andHandling (16)].

Figure 1 identifies the components foruse in theadministration steps for thewithdrawal

needle injection kit, and the administration steps areprovided inFigure 2. The 18-gauge

needle is forwithdrawalonly in this kit.

The injection kitcomponents are forsingle use only. Two 1.5mL injectionsarerequired

fora complete dose.

E
X

P:
YYYY/M

M
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Figure 1  YEZTUGO Withdrawal Needle Injection Kit Components

2. Dosage and Administration

G, gauge

Figure 1 identifies the components for use in the administration steps for the withdrawal 

needle injection kit, and the administration steps are provided in Figure 2 (next slide). 

The 18-gauge needle is for withdrawal only in this kit. Two 1.5 mL injections are required for a 

complete dose.

NOTE: All components are for single use.

VIAL
×2

SYRINGE
×2

18G, 1½ inch 

WITHDRAWAL NEEDLE
×2

22G, ½ inch

INJECTION NEEDLE
×2

Figure 1 YEZTUGOWithdrawal Needle Injection Kit Components

22G, % inch
INJECTION NEEDLE
x2

Figure 2 YEZTUGO Injection Steps for Withdrawal Needle Injection Kit

FillSyring

18G, 1½ inch
WITHDRAWAL NEEDLE
x2

NOTE: components are forsingle use

Attach 18G
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Makesure that:
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Contents

Product
notexpired

Attach22GInjectionNeedle
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andPrimeto1.5mL
-

Grayhub

-
Inject1.5mL
ofYeztugo

SelectandCleanan
InjectionSite

Injection

Site

ches fri

E
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Figure 2  YEZTUGO Injection Steps for Withdrawal Needle Injection Kit

2. Dosage and Administration

G, gauge

1. Prepare vial

Figure 1 YEZTUGO Withdrawal Needle Injection Kit Components
22G, % inch
INJECTION NEEDLE
x2

Figure 2 YEZTUGO Injection Steps for Withdrawal Needle Injection Kit
Remove 18G

Withdrawal Needle
from

18G, inch
WITHDRAWALNEEDLE
x2

NOTE: allcomponentsare forsingle use

FillSyring
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X 2VIAL

Attach 18G
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Makesure that:
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prepared

contain
yellow
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notdamag
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Figure 2  YEZTUGO Injection Steps for Withdrawal Needle Injection Kit

2. Dosage and Administration

G, gauge

1. Prepare vial

2. Attach 18G withdrawal needle to syringe

Figure 1 YEZTUGO Withdrawal Needle Injection KitComponents
22G, % inch
INJECTION NEEDLE
X 2

Figure 2 YEZTUGO Injection Steps for Withdrawal Needle Injection Kit
Remove18G

Withdrawal Needle
from

18G, inch
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NOTE: allcomponentsare forsingle use.

FillSyring

SYRINGE
x2VIAL

Attach 18G
PrepareVial

Makesure that:

Vialand
prepared

contain
yellow

solution with
noparticles

Contents at
notdamag

Product is
not expired

Attach22GInjectionNeedle

toSyril

nject1.5mL
ofYeztugo

SelectandCleanan
Injection Site

sit
Bubl

to 1.5ml

Grayhub

Air-- 2

ches fri

Pink
hub

5 6

Approved for Use on 11 Aug 2026



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

 Indications  Usage

Indications 

& Usage

Dosage & 

Administration

Contra-

indications

Warnings & 

Precautions

Adverse 

Reactions

Drug 

Interactions

Use in Specific 

Populations

Clinical Studies

 BACK

 BACK

NEXT 

NEXT 

Figure 2  YEZTUGO Injection Steps for Withdrawal Needle Injection Kit

2. Dosage and Administration

G, gauge

1. Prepare vial

2. Attach 18G withdrawal needle to syringe

3. Fill syringe

Figure 1 YEZTUGO Withdrawal Needle Injection KitComponents
22G,% inch
INJECTION NEEDLE
x2

Figure 2 YEZTUGO Injection Steps forWithdrawal Needle Injection Kit
Remove18G

Withdrawal Needle
from

18G, 1½ inch
WITHDRAWALNEEDLE
x2

NOTE: allcomponentsare forsingle use.
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Figure 2  YEZTUGO Injection Steps for Withdrawal Needle Injection Kit

2. Dosage and Administration

G, gauge

1. Prepare vial

2. Attach 18G withdrawal needle to syringe

3. Fill syringe

4. Remove 18G withdrawal needle from syringe

Figure 1 YEZTUGO Withdrawal Needle Injection KitComponents
22G,% inch
INJECTION NEEDLE
x2

Figure 2 YEZTUGO Injection Steps for Withdrawal Needle Injection Kit
Remove18G

Withdrawal Needle
from

18G, inch
WITHDRAWAL NEEDLE
x2

NOTE: allcomponentsare forsingle use.

FillSyring

SYRINGE
x2VIAL

Attach 18G
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Makesurethat:

Vialand
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contain
yellow

solutionwith
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Contents at
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Figure 2  YEZTUGO Injection Steps for Withdrawal Needle Injection Kit

2. Dosage and Administration

G, gauge

1. Prepare vial

2. Attach 18G withdrawal needle to syringe

3. Fill syringe

4. Remove 18G withdrawal needle from syringe

5. Attach 22G injection needle to syringe,

expel air bubbles, and prime to 1.5 mL

Figure 1 YEZTUGO Withdrawal Needle Injection KitComponents
22G,% inch
INJECTION NEEDLE
x2

Figure 2 YEZTUGO Injection Steps for Withdrawal Needle Injection Kit
Remove18G

Withdrawal Needle
from

18G, inch
WITHDRAWAL NEEDLE
x2

NOTE: allcomponentsare forsingle use.

FillSyring
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Makesurethat:
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Figure 2  YEZTUGO Injection Steps for Withdrawal Needle Injection Kit

2. Dosage and Administration

G, gauge

1. Prepare vial

2. Attach 18G withdrawal needle to syringe

3. Fill syringe

4. Remove 18G withdrawal needle from syringe

5. Attach 22G injection needle to syringe,

expel air bubbles, and prime to 1.5 mL

6. Select and clean an injection site

Figure 1 YEZTUGO Withdrawal Needle Injection KitComponents
22G, inch
INJECTION NEEDLE
X 2

Figure 2 YEZTUGO Injection Steps for Withdrawal Needle Injection Kit
Remove 18G

Withdrawal Needle
from

18G, 1½ inch
WITHDRAWAL NEEDLE
x2

NOTE: allcomponentsare forsingleuse.
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Figure 2  YEZTUGO Injection Steps for Withdrawal Needle Injection Kit

2. Dosage and Administration

G, gauge

1. Prepare vial

2. Attach 18G withdrawal needle to syringe

3. Fill syringe

4. Remove 18G withdrawal needle from syringe

5. Attach 22G injection needle to syringe,

expel air bubbles, and prime to 1.5 mL

6. Select and clean an injection site

7. Inject 1.5 mL of YEZTUGO subcutaneously 

(needle angle to skin: 45–90°, 90° preferred)

Figure 1 YEZTUGO Withdrawal Needle Injection Kit Components
22G, inch
INJECTION NEEDLE
X 2

Figure 2 YEZTUGO Injection Steps for Withdrawal Needle Injection Kit
Remove18G

Withdrawal Needle
from

18G, 1½ inch
WITHDRAWALNEEDLE
x2

NOTE: allcomponentsare forsingle use.
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Figure 2  YEZTUGO Injection Steps for Withdrawal Needle Injection Kit

2. Dosage and Administration

G, gauge

1. Prepare vial

2. Attach 18G withdrawal needle to syringe

3. Fill syringe

4. Remove 18G withdrawal needle from syringe

5. Attach 22G injection needle to syringe,

expel air bubbles, and prime to 1.5 mL

6. Select and clean an injection site

7. Inject 1.5 mL of YEZTUGO subcutaneously 

(needle angle to skin: 45–90°, 90° preferred)

8. Administer second injection

Figure 1 YEZTUGO Withdrawal Needle Injection KitComponents
22G, inch
INJECTION NEEDLE
x2

Figure 2 YEZTUGO Injection Steps for Withdrawal Needle Injection Kit
Remove18G
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YEZTUGO should be injected into the subcutaneous space at a 45–90° angle 

(preferably 90°)

2. Dosage and Administration

QUESTION 1

FALSETRUE OR

Figure 1 YEZTUGO Withdrawal Needle InjectionKitComponents
22G,% inch
INJECTION NEEDLE

Figure 2 YEZTUGO Injection Steps for Withdrawal Needle Injection Kit
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2. Dosage and Administration

ISR, injection-site reaction

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

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

(preferably 90°)

QUESTION 1

TRUE 

Figure 1 YEZTUGO Withdrawal Needle Injection Kit Components
22G, %inch
INJECTION NEEDLE

Figure 2 YEZTUGO Injection Steps for Withdrawal Needle Injection Kit
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2. Dosage and Administration

Two different needles are provided in the YEZTUGO kit. One is for withdrawal 

and one is for injection

QUESTION 2

FALSETRUE OR

Figure 1 YEZTUGO Withdrawal Needle Injection KitComponents
22G, %inch
INJECTION NEEDLE

Figure 2 YEZTUGO Injection Steps for Withdrawal Needle InjectionKit
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2. Dosage and Administration

TRUE. The 18-gauge needle is used for withdrawal

and a 22-gauge needle is used for injection

Please refer to section 2.6 of the USPI for further information

Two different needles are provided in the YEZTUGO kit. One is for withdrawal 

and one is for injection

QUESTION 2

TRUE 

Figure 1 YEZTUGO Withdrawal Needle Injection KitComponents
22G, %inch
INJECTION NEEDLE

Figure 2 YEZTUGO Injection Steps for Withdrawal NeedleInjectionKit

FillSyring

18G, inch
WITHDRAWALNEEDLE
x2

NOTE: allcomponentsareforsingle use.

Attach 18G

SYRINGE
2VIAL

Remove 18G
WithdrawalNeed

PrepareVial Withdr
Makesurethat:

Vialand
prepared

contain
yellow

solutionwith
noparticles

Contents

Products
notexpired

Attach 22GInjectionNeedle

toSyringe, ExpelAirBubbles,

andPrime to1.5 mL
-

Grayhub

-
Inject1.5mL
ofYeztugo

SelectandCleanan
InjectionSite

(at

Site

chesfre

Approved for Use on 11 Aug 2026



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

 Indications  Usage

Indications 

& Usage

Dosage  Administration

Dosage & 

Administration

Contra-

indications

Warnings & 

Precautions

Adverse 

Reactions

Drug 

Interactions

Use in Specific 

Populations

Clinical Studies

 BACK

 BACK

NEXT 

NEXT 

4  Contraindications

YEZTUGO is contraindicated in individuals:

4. Contraindications

With unknown or positive HIV-1 status.
[see Warnings and Precautions (5.1)]

DOSAGE FORMS AND STRENGTHS

YEZTUGO tablets: Each tablet contains 300 mg of lenacapavir (presentas 306.8 mg of

lenacapavir sodium). The tablets are beige, capsule-shaped, film-coated, and debossed

with 'GSI' on one sideofthe tablet and '62L' on theotherside ofthe tablet

YEZTUGO injection: Each single-dose vial contains463.5 mg/1.5 mL (309mg/mL) of

lenacapavir (present as 473.1 mg/1.5mLoflenacapavir sodium). The lenacapavir

injectable solution is sterile, preservative-free, clear, andyellowwithno visibleparticles.

CONTRAINDICATIONS

YEZTUGO is contraindicated in individuals with unknown orpositive HIV-1 status see

Warningsand Precautions (5. 1)].

WARNINGS AND PRECAUTIONS

Comprehensive Management to Reduce the Risk ofHIV-1 Infection and

Other SexuallyAcquired Infections

Use YEZTUGOto reduce the riskofHIV-1 acquisition aspartofa comprehensive

prevention strategy includingadherence to the administration scheduleand safersex

practices, including condoms, to reducethe risk ofsexually transmittedinfections

(STIs). YEZTUGOis notalwayseffective inpreventingHIV-1 acquisitionseeClinical

Studies (14)]. The time from initiation ofYEZTUGOfor HIV-1 PrEPtomaximal

protectionagainstHIV-1 infection is unknown.

Risk forHIV-1 acquisition includes behavioral,biological, orepidemiologic factors

including, butnotlimitedto, condomless sex, pastorcurrentSTIs, self-identifiedHIV

risk, having sexualpartners ofunknown HIV-1viremicstatus, orsexualactivityinahigh

prevalencearea ornetwork.

Counselindividuals on theuseofotherpreventionmeasures(e.g., consistentand

correctcondom
knowledgeofpartner(s)'HIV-1 status, includingviralsuppression

status; regulartesting forSTIs thatcan facilitate HIV-1transmission). Inform individuals

aboutandsupporttheirefforts inreducingsexualbehaviorsassociatedwithHIV-1

acquisition risk.

Use YEZTUGOto reduce the riskofHIV-1acquisition only in individ

beHIV-1negative[see Contraindications(4)].Evaluateforcurrentor

symptoms consistentwith acute HIV-1 infection (e.g., fever, fatigue, m

ConfirmHIV-1negative statuspriorto initiating YEZTUGO,priorto

injectionofYEZTUGO, andadditionallyas clinicallyappropriate (e.g., up

othersexuallytransmittedinfectionsorifclinicalsymptoms consistentwith

5.1

in individualsconfirmedto

rcurrentorrecentsignsor

: fatigue, myalgia, skinrash).

toeachsubsequent

te(e.g., upondiagnosisof

acuteHIV-1
for fatigue,

(e.g.

Use
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5.1  Comprehensive Management to Reduce the Risk of HIV-1 Infection
and Other Sexually Acquired Infections

Use YEZTUGO to reduce the risk of HIV-1 acquisition as part of a comprehensive prevention 

strategy including adherence to the administration schedule and safer sex practicesa to reduce 

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

5. Warnings and Precautions

aIncluding condoms; bThe time from initiation of YEZTUGO for HIV-1 PrEP to maximal protection against HIV-1 infection 

is unknown

STI, sexually transmitted infection

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.

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 STIs that can facilitate HIV-1 transmission). 

Inform individuals about and support their efforts in reducing sexual behaviors 

associated with HIV-1 acquisition risk.

DOSAGE FORMSAND STRENGTHS

YEZTUGO tablets: Each tablet contains 300 mg of lenacapavir (present as 306.8 mg of

lenacapavir sodium). The tablets are beige, capsule-shaped, film-coated, and debossed

with 'GSI' onone side ofthe tablet and '62L' on the other side ofthe tablet

YEZTUGO injection: Each single-dose vial contains 463.5 mg/1.5mL (309mg/mL)of

lenacapavir (presentas 473.1 mg/1.5mL of lenacapavir sodium). The lenacapavir

injectable solution is sterile, preservative-free, clear, and yellowwith no visible particles.

CONTRAINDICATIONS

YEZTUGO is contraindicatedin individuals with unknown orpositive HIV-1 statussee

WarningsandPrecautions (5.1)].

WARNINGS AND PRECAUTIONS

Comprehensive Management to Reduce theRiskofHIV-1 Infectionand

OtherSexuallyAcquired Infections

Use YEZTUGO to reduce therisk ofHIV-1 acquisition aspart ofa comprehensive

prevention strategyincluding adherence to theadministration scheduleandsafersex

practices, including condoms, to reducethe riskofsexuallytransmittedinfections

(STIs). YEZTUGO isnotalways effective inpreventing HIV-1 acquisitionseeClinical

Studies(14)]. The time from initiation ofYEZTUGOforHIV-1 PrEPtomaximal

protectionagainstHIV-1 infection is unknown.

Risk forHIV-1 acquisition includes behavioral, biological, orepidemiologic factors

including, butnotlimitedto, condomlesssex, pastorcurrentSTIs, self-identifiedHIV

risk, having sexualpartners ofunknownHIV-1viremic status, orsexualactivityinahigh

prevalence area ornetwork.

Counselindividuals on the use ofotherpreventionmeasures(e.g., consistentand

correctcondomuse; knowledgeofpartner(s)'HIV-1status, including viralsuppression

status; regulartestingforSTIs thatcan facilitateHIV-1 transmission). Inform individuals

aboutandsupport theirefforts inreducingsexualbehaviorsassociatedwithHIV-1

acquisition risk.

Use YEZTUGOto reduce theriskofHIV-1acquisition onlyin individuals confirmedto

beHIV-1negative[seeContraindications(4)]. Evaluate forcurrentorrecentsigns or

symptoms consistent withacuteHIV-1infection(e.g., fever, fatigue, myalgia, skin rash).

ConfirmHIV-1negativestatuspriortoinitiating YEZTUGO,priortoeachsubsequent

injectionofYEZTUGO, andadditionallyasclinicallyappropriate (e.g., upondiagnosisof

othersexuallytransmittedinfectionsorifclinicalsymptomsconsistentwithacuteHIV-1

5.1

for fatigue,
(e.g.

o
f
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5.2  Potential Risk of Resistance with YEZTUGO

5.3  Long-Acting Properties and Potential Associated Risks

There is a potential risk of developing resistance to YEZTUGO if an individual acquires HIV-1 

either before or when receiving YEZTUGO, or following discontinuation of YEZTUGO. HIV-1 

resistance substitutions may emerge in individuals with undiagnosed HIV-1 infection who are 

taking only YEZTUGO, because YEZTUGO alone does not constitute a complete regimen for 

HIV-1 treatment. [see Microbiology (12.4)] Test before each injection and additionally as clinically 

appropriate to confirm HIV-1 negative status.

5. Warnings and Precautions

Healthcare providers should take the long-acting properties of YEZTUGO into consideration 

when YEZTUGO is prescribed. Residual concentrations of LEN may remain in the systemic 

circulation of individuals for prolonged periods (up to 12 months or longer after the last 

SC dose). 

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

infection are present)using a test approvedorclearedby the FDA for thediagnosis of

acute or primary HIV-1 infection [see DosageandAdministration (2.1)].

Counsel and support individuals on adhering tothe YEZTUGO administration schedule,

on the useofother measures to reduce the risk ofSTIs, andonthe importanceof

routine testing for HIV-1 andother STIs. Some individuals, such as adolescents, may

benefit from additional counseling and appointment reminders to supportadherence to

the dosing and testing schedule [see Use in SpecificPopulations (8.4)].

5.2 Potential Risk ofResistancewith YEZTUGO

There isa potentialriskofdeveloping resistance toYEZTUGOifan individualacquires

HIV-1 eitherbefore orwhen receiving YEZTUGO, or following discontinuation of

YEZTUGO. HIV-1 resistance substitutionsmay emerge in individualswith undiagnosed

HIV-1 infection who are takingonly YEZTUGO, because YEZTUGO alonedoes not

constitute a complete regimen for HIV-1 treatment[see Microbiology (12.4)].

To minimize this risk, it is essential to testbefore each injection and additionallyas

clinically appropriate (e.g., upon diagnosis ofothersexually transmitted infectionsorif

clinical symptoms consistentwith acute HIV-1 infection arepresent) to confirmHIV-1

negative status using a test approved orclearedby the FDA forthe diagnosis ofacute

orprimary HIV-1 infection. Individualswhoare confirmed tohaveHIV-1must

immediatelybegina complete HIV-1 treatment regimen toreduce the risk ofdeveloping

resistance.

In addition, due to the long-actingpropertiesofYEZTUGO, alternative formsofPrEP

shouldbe consideredfollowingdiscontinuationofYEZTUGO for those individualswith

HIV-1negative statuswho areatcontinuingriskofHIV-1 acquisitionandinitiatedwithin

28weeks ofthe lastYEZTUGO injection[seeWarningsandPrecautions(5.3)].

Long-Acting Properties andPotentialAssociatedRiskswith YEZTUGO

Healthcareproviders shouldtake the long-actingpropertiesofYEZTUGO into

consideration when YEZTUGO isprescribed. Residualconcentrations oflenacapavir

may remain in the systemic circulationofindividualsforprolongedperiods(up to 12

months orlongerafter the lastsubcutaneous dose).

Itis importantto selectindividualswhoagree totherequiredinjectiondosingschedule

becausenon-adherence toevery-6-monthlyinjections ormisseddosescouldleadto

HIV-1acquisition anddevelopmentofresistance.

Lenacapavir, amoderate CYP3A inhibitor, mayincrease theexposureto, andtherefore

potentialriskofadverse reactions from, drugsprimarilymetabolizedbyCYP3A initiated

within 9months afterthe lastsubcutaneousdoseofYEZTUGO[seeDrugInteractions

(7.2)andClinicalPharmacology(12.3)].

5.3
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5.4  Serious Injection-Site Reactions With Improper Administration

Improper administration (intradermal injection) of LEN has been associated with serious 

ISRs, including necrosis and ulcer. Ensure YEZTUGO is only administered subcutaneously.

[see Dosage and Administration (2.6)]

5. Warnings and Precautions

ISR, injection-site reaction

Serious Injection Site Reactions with ImproperAdministration

Improper administration (intradermal injection)oflenacapavir has beenassociated with

serious injection site reactions, including necrosis andulcer. Ensure YEZTUGO isonly

administered subcutaneously[seeDosage andAdministration (2.6)].

ADVERSE REACTIONS

The following adverse reactions are discussed in other sections of the labeling:

Serious Injection Site Reactions with ImproperAdministration[see Warnings and

Precautions (5.4)].

Clinical Trials Experience

Because clinical trials are conductedunder widelyvarying conditions, adverse reaction

rates observed in the clinical trials ofadrug cannotbe directly comparedtorates in the

clinical trials ofanotherdrugandmay notreflectthe rates observedinpractice.

Theprimary safety assessmentofYEZTUGO isbasedon data fromtwo randomized,

double-blind, active-controlled trials, PURPOSE 1 andPURPOSE2, in whicha totalof

8616 adult andadolescentparticipants received YEZTUGO (N=4323), DESCOVY

(emtricitabine [FTC]/tenofoviralafenamide [TAF]; N=2135)oncedaily, or TRUVADA

(FTC/tenofovirdisoproxilfumarate [TDF]; N=2158) once daily forHIV-1PrEP. In

PURPOSE 1, the medianduration ofexposure to YEZTUGO, DESCOVY, and

TRUVADA was 43, 42, and41 weeks, respectively. InPURPOSE2, themedian

duration ofexposure toboth YEZTUGOandTRUVADAwas 39weeks.

Themost common adverse reactions(allGrades) reportedinat least5% ofparticipants

receiving YEZTUGO in eitherPURPOSE 1or PURPOSE2were injectionsite reactions,

headache, andnausea. In PURPOSE 1, <1% ofparticipants in thegroupsreceiving

YEZTUGO, DESCOVYor TRUVADA, discontinueddue toadverse events(all

causality). InPURPOSE2, 1%ofparticipants in thegroupreceiving YEZTUGOand

<1%ofparticipantsreceiving TRUVADAdiscontinueddue toadverseevents(all

causality). Table6presents thefrequencyofadverse reactions(allGrades)inatleast

2% ofparticipantsreceiving YEZTUGOin eitherPURPOSE1orPURPOSE2

5.4

6.1
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5. Warnings and Precautions

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

QUESTION 1

FALSETRUE OR

infection are present)using a test approved or cleared by the FDA forthe diagnosis of

acute or primary HIV-1 infection [see DosageandAdministration (2.1)].

Counsel and support individuals on adhering to theYEZTUGOadministration schedule,

on the use ofother measures to reduce the riskof STIs, and on the importanceof

routine testing for HIV-1 andother STIs. Some individuals, such as adolescents, may

benefit from additional counseling and appointment reminders to support adherence to

the dosing and testing schedule [see Use in SpecificPopulations 4)].

Potential Risk of Resistance with YEZTUGO

There is a potential risk ofdeveloping resistance to YEZTUGOifan individual acquires

HIV-1 either before orwhen receiving YEZTUGO, or following discontinuationof

YEZTUGO. HIV-1 resistance substitutions mayemerge in individualswith undiagnosed

HIV-1 infection who are takingonlyYEZTUGO, because YEZTUGO alone does not

constitute a complete regimen for HIV-1 treatment[seeMicrobiology(12.4)].

To minimize this risk, it is essential to test before each injection andadditionally as

clinically appropriate (e.g., upon diagnosis ofothersexually transmitted infections or if

clinicalsymptoms consistent with acute HIV-1 infectionarepresent) toconfirm HIV-1

negative status using a testapproved orclearedbythe FDA for the diagnosis ofacute

orprimary HIV-1 infection. Individuals who are confirmedtohaveHIV-1 must

immediatelybegin a complete HIV-1 treatmentregimen to reducethe risk ofdeveloping

resistance.

In addition, due to the long-acting properties ofYEZTUGO, alternativeformsofPrEP

should be considered following discontinuationofYEZTUGOfor those individuals with

HIV-1negative statuswho are atcontinuing risk ofHIV-1acquisition and initiatedwithin

28weeks ofthe last YEZTUGO injection seeWarningsandPrecautions

5.3 Long-Acting Properties andPotentialAssociatedRiskswith YEZTUGO

Healthcareproviders shouldtake the long-actingpropertiesofYEZTUGOinto

considerationwhen YEZTUGO isprescribed. Residual concentrationsoflenacapavir

may remain in thesystemic circulationofindividualsforprolongedperiods(up to 12

months orlongerafterthe lastsubcutaneousdose).

It is important to select individuals who agree to the requiredinjection dosing schedule

becausenon-adherenceto every-6-monthlyinjections ormisseddosescouldleadto

HIV-1acquisitionanddevelopmentof

Lenacapavir, amoderate CYP3A inhibitor, may increase theexposure to, and therefore

potentialrisk ofadversereactions from, drugsprimarilymetabolizedbyCYP3A initiated

within9months afterthe lastsubcutaneous doseofYEZTUGO/seeDrugInteractions

(7.2)andClinicalPharmacology
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5. Warnings and Precautions

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

Please refer to section 5.2 of the USPI for further information

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

QUESTION 1

TRUE 

infection are present) using a test approved or cleared by the FDA for thediagnosis of

acute or primary HIV-1 infection [see Dosage andAdministration (2.1)].

Counsel and support individuals on adhering to the YEZTUGO administration schedule,

on the use ofother measures to reduce the riskof STIs, and on the importanceof

routine testing for HIV-1 andother STIs. Some individuals, such as adolescents, may

benefit from additional counseling and appointment reminders to support adherence to

thedosing and testing schedule[see Use in SpecificPopulations (8.4)].

Potential Risk ofResistance with YEZTUGO

There is apotential risk ofdeveloping resistance toYEZTUGO ifan individual acquires

HIV-1 either before orwhen receiving YEZTUGO, or following discontinuationof

YEZTUGO. HIV-1 resistance substitutions may emerge in individualswith undiagnosed

HIV-1 infection who are takingonlyYEZTUGO, because YEZTUGO alone does not

constitute a complete regimen for HIV-1 treatment[seeMicrobiology (12.4)].

To minimize this risk, it is essential to testbefore each injection andadditionallyas

clinically appropriate (e.g., upon diagnosis ofothersexually transmitted infectionsorif

clinicalsymptoms consistent with acute HIV-1 infectionarepresent) to confirmHIV-1

negative status using a test approved orclearedby the FDA forthe diagnosis ofacute

orprimaryHIV-1 infection. Individuals who are confirmedtohaveHIV-1 must

immediatelybegin a complete HIV-1 treatmentregimen to reduce the risk ofdeveloping

resistance.

In addition, due to the long-actingproperties ofYEZTUGO, alternativeformsofPrEP

should be considered following discontinuationofYEZTUGOforthose individualswith

HIV-1 negative status who are atcontinuing risk ofHIV-1acquisition andinitiatedwithin

28 weeks ofthe last YEZTUGO injection seeWarningsandPrecautions

5.3 Long-Acting Properties andPotentialAssociatedRisks with YEZTUGO

Healthcare providers shouldtake the long-actingpropertiesofYEZTUGO into

considerationwhen YEZTUGOisprescribed. Residualconcentrations oflenacapavir

may remain in the systemic circulationof individuals forprolongedperiods (up to 12

months orlongerafter the lastsubcutaneous dose).

Itis important to select individuals whoagree to the requiredinjectiondosingschedule

becausenon-adherence toevery-6-monthlyinjections ormisseddoses couldleadto

HIV-1acquisition anddevelopment of

Lenacapavir, amoderate CYP3A inhibitor, may increase theexposureto, andtherefore

potentialrisk ofadversereactions from, drugsprimarilymetabolizedbyCYP3A initiated

within9months afterthe lastsubcutaneous doseofYEZTUGO/seeDrugInteractions

(7.2)andClinicalPharmacology(12.3)].
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5. Warnings and Precautions

ISR, injection-site reaction

Improper administration (ex. intradermal injection) of LEN has been associated

with serious ISRs, including necrosis and ulcer

QUESTION 2

FALSETRUE OR

Serious Injection Site Reactions with Improper Administration

Improper administration (intradermal injection) of lenacapavirhas been associated with

serious injection site reactions, including necrosis andulcer. Ensure YEZTUGO isonly

administered subcutaneously[seeDosage andAdministration (2.6)].

ADVERSE REACTIONS

The following adverse reactions are discussed in othersectionsofthe labeling:

Serious Injection Site Reactions with ImproperAdministrationsee Warnings and

Precautions 4)].

Clinical Trials Experience

Because clinical trials are conductedunderwidelyvarying conditions, adverse reaction

rates observed in the clinicaltrialsofadrug cannotbe directly comparedtorates inthe

clinical trials ofanotherdrug andmaynotreflect the ratesobserved inpractice.

The primary safety assessmentofYEZTUGO isbasedondata fromtwo randomized,

double-blind, active-controlled trials, PURPOSE 1 andPURPOSE2, in whicha totalof

8616 adultandadolescentparticipants received YEZTUGO (N=4323), DESCOVY

(emtricitabine [FTC]/tenofoviralafenamide[TAF]; N=2135)oncedaily, or TRUVADA

(FTC/tenofovirdisoproxilfumarate [TDF]; N=2158) once daily forHIV-1 PrEP. In

PURPOSE 1, the medianduration ofexposure to YEZTUGO, DESCOVY, and

TRUVADA was 43, 42, and41 weeks, respectively. In PURPOSE2, themedian

duration ofexposure toboth YEZTUGOand TRUVADAwas 39weeks.

Themost common adversereactions (allGrades)reported inatleast 5%ofparticipants

receiving YEZTUGO in eitherPURPOSE 1 orPURPOSE2were injectionsite reactions,

headache, andnausea. InPURPOSE 1, <1% ofparticipants inthegroups receiving

YEZTUGO, DESCOVYor TRUVADA, discontinuedduetoadverseevents(all

causality). InPURPOSE2, 1% ofparticipants in thegroupreceiving YEZTUGOand

<1%ofparticipantsreceiving TRUVADAdiscontinueddue toadverseevents(all

causality). Table 6presents the frequencyofadverse reactions(allGrades)inatleast

2% ofparticipantsreceiving YEZTUGO ineitherPURPOSE 1orPURPOSE

5.4

6.1
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5. Warnings and Precautions

ISR, injection-site reaction

TRUE. Ensure YEZTUGO is only administered subcutaneously

Please refer to sections 5.4 and 2.6 of the USPI for further information

Improper administration (ex. intradermal injection) of LEN has been associated

with serious ISRs, including necrosis and ulcer

QUESTION 2

TRUE 

Serious Injection Site Reactions with Improper Administration

Improper administration (intradermal injection) of lenacapavirhas been associated with

serious injection site reactions, including necrosis andulcer. Ensure YEZTUGO isonly

administered subcutaneously[seeDosage andAdministration (2.6)].

ADVERSE REACTIONS

The following adverse reactions are discussed in othersectionsofthe labeling:

Serious Injection Site Reactions with ImproperAdministrationsee Warnings and

Precautions 4)].

Clinical Trials Experience

Because clinical trials are conductedunderwidelyvarying conditions, adverse reaction

rates observed in the clinicaltrialsofadrug cannotbe directly comparedtorates inthe

clinical trials ofanother drug andmaynotreflect the ratesobservedinpractice.

The primary safety assessmentofYEZTUGO isbasedon data from two randomized,

double-blind, active-controlled trials, PURPOSE 1 andPURPOSE2, in whicha totalof

8616 adultandadolescentparticipants received YEZTUGO (N=4323), DESCOVY

(emtricitabine [FTC]/tenofoviralafenamide [TAF]; N=2135)oncedaily, or TRUVADA

(FTC/tenofovirdisoproxilfumarate [TDF]; N=2158)oncedaily forHIV-1 PrEP. In

PURPOSE 1, the medianduration ofexposure to YEZTUGO, DESCOVY, and

TRUVADA was 43, 42, and41 weeks, respectively. In PURPOSE2, themedian

durationofexposure toboth YEZTUGOand TRUVADAwas 39weeks.

The mostcommon adversereactions (allGrades)reportedinatleast 5%ofparticipants

receiving YEZTUGO in eitherPURPOSE 1 orPURPOSE2were injectionsitereactions,

headache, andnausea. In PURPOSE 1, <1% ofparticipants in thegroups receiving

YEZTUGO, DESCOVYor TRUVADA, discontinuedduetoadverse events(all

causality). InPURPOSE2, 1% ofparticipants in thegroupreceiving YEZTUGOand

<1%ofparticipantsreceiving TRUVADAdiscontinuedduetoadverseevents(all

causality). Table6presents the frequencyofadversereactions(allGrades) inatleast

2% ofparticipantsreceiving YEZTUGO ineitherPURPOSE 1orPURPOSE

5.4

6.1
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6.1  Clinical Trials Experiencea

6. Adverse Reactions

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; bFrequencies of adverse reactions are based on all AEs attributed to 

study drug (or to the procedure for ISRs) by the investigator; cParticipants received placebo SC injections (polyethylene glycol 400); 

ISR, injection-site reaction

PURPOSE 1 PURPOSE 2

Adverse Reaction
YEZTUGO

N=2140

TRUVADAc

N=1070

YEZTUGO

N=2183

TRUVADAc

N=1088

ISRs 69% 34% 83% 69%

Headache 7% 8% 2% 2%

Nausea 5% 11% 2% 4%

Dizziness 4% 6% <1% 1%

Vomiting 4% 7% <1% 1%

Diarrhea 4% 4% 2% 2%

Table 6. Adverse Reactions (All Grades) Reported in ≥2%b of Participants Receiving 
YEZTUGO in PURPOSE 1 and PURPOSE 2

The most common adverse reactions (all Grades) reported in ≥5% of participants 

receiving YEZTUGO in either PURPOSE 1 or PURPOSE 2 were ISRs, headache 

and nausea.

Adverse Drug Reactions (All Grades) Reported in of

Participants Receiving YEZTUGO in PURPOSE 1 or

PURPOSE 2
PURPOSE 1

Table 6.

PURPOSE2
TRUVADA

N=1088YEZTUGO
N=2183

83%

TRUVADA
N=1070

34%

YEZTUGO
N=2140

5%

Frequencies ofadverse reactionsarebasedonalladverse events attributedto study drug(orto the

procedure for injection site reactions)bythe investigator.

Participants receivedplacebo subcutaneous injections (polyethyleneglycol400).

Injection-Associated Adverse Reactions

LocalInjection Site Reactions (ISRs)

The most frequentadverse reactionsassociatedwith lenacapavir injection for

subcutaneous use in PURPOSE 1andPURPOSE2 were ISRs. The mostcommonly

reported ISRs (allgrades)inat least2% ofparticipants whoreceivedYEZTUGO in

eitherPURPOSE 1 orPURPOSE2arepresentedin Table 7.

PURPOSE1

InPURPOSE 1, 69% ofparticipants receiving YEZTUGO experiencedISRs, compared

to 35% ofparticipants receivingplacebo injections (andDESCOVYor TRUVADA). Most

participants who receivedYEZTUGOhadmild(Grade 1, 50%)ormoderate(Grade 2,

19%) severity ISRs. Grade 3ISRs werereported in4 (0.2%)participants, andincluded

ulcerandnodule. YEZTUGOwasdiscontinueddue to ISRs in 4(0.2%)participants.

Noneofthe ISRswere
The incidenceofreportedISRsdecreasedwith

subsequentinjections.

Nodules: Injection site nodule was reportedin64%ofparticipants who received

YEZTUGOandresolvedmoreslowly thanotherISRs. Themedian durationofnodules

associatedwith the first injectionsofYEZTUGOwas350(interquartilerange: 182, 470)

days. Themedianofthe maximumobservednodulediameterfromeachparticipantwas

3.0 (interquartilerange: 2.0, 3.5)cm.

reportedinmorethan2%ofparticipants who received

swelling (4%), induration (4%), andpruntus(2%). The

which resolvedmoreslowlythanmostotherISRs, was

Adverse Reaction

Injection Site
Reactions
Headache
Nausea

Dizziness
Vomiting
Diarrhea

<1%

Most

470)

Thewas

182,
The

who

than

OtherISRs TheotherISRsreported

YEZTUGOwerepain (31%), swelling

mediandurationofinduration, which
(4%),

The
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6.1  Clinical Trials Experiencea (continued)

6. Adverse Reactions

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; bFrequencies are based on all ISRs attributed to study drug (or to the 

procedure) by the investigator; cParticipants received placebo SC injections (polyethylene glycol 400)

ISR, injection-site reaction

PURPOSE 1 PURPOSE 2

ISRs
YEZTUGO

N=2140

DESCOVY 
or 

TRUVADAc

N=3205

YEZTUGO
N=2183

TRUVADAc

N=1088

Nodule 64% 17% 63% 39%

Pain 31% 24% 56% 53%

Induration 4% <1% 16% 10%

Swelling 4% 5% 7% 10%

Pruritus 2% 1% 3% 3%

Erythema 1% 1% 17% 19%

Bruising <1% <1% 3% 4%

Warmth <1% <1% 2% 2%

Table 7. ISRs (All Grades) Reported in ≥2%b of Participants 
Receiving YEZTUGO in PURPOSE 1 or PURPOSE 2

PURPOSE 1:

• Grade 3 ISRs were reported 

in 4 (0.2%) participants

• Included ulcer and nodule

PURPOSE 2:

• Grade 3 ISRs were reported 

in 14 (0.6%) participants

• Included ulcer, pain, 

erythema, edema and 

dermatitis

173 (interquartile range: 22, 267) days. The median durationof ISRs, excluding nodules

and indurations, was 9 (interquartile range: 4to 30) days.

PURPOSE2

In PURPOSE2, 83% ofparticipants receiving YEZTUGOexperienced ISRs, compared

to 69%ofparticipants receiving placebo injections (and TRUVADA). Mostparticipants

had mild (Grade 1, 66%)ormoderate (Grade 2, 17%)severity ISRs. Grade 3 ISRs were

reported in 14 (0.6%)participants, and includedulcer, pain, erythema, edema, and

dermatitis. YEZTUGO was discontinued due to ISRs in 26 (1.2%)participants. Noneof

the ISRs were serious. The incidence ofreportedISRsdecreased with subsequent

injections.

Nodules: Injection site nodule was reported in63%ofparticipantswhoreceived

YEZTUGOand resolved moreslowly thanother ISRs. The medianduration ofnodules

associatedwith the firstinjectionsof YEZTUGO was 297 (interquartile range: 176, 423)

days. The median ofthe maximum observednodulediameter foreachparticipant was

3.0(interquartilerange: 2.0, 4.0)cm.
of

who received

OtherISRs: The other ISRs reported in more than 2%ofparticipants who received

YEZTUGOwerepain (56%), erythema (17%), induration (16%), swelling (7%), bruising

(3%),pruntus (3%), andwarmth (2%). The mediandurationofinduration, which

resolvedmore slowly thanmostotherISRs, was 151(interquartile range 15, 267)days.

Themedian durationofISRs, excludingnodulesandindurations, was4 (interquartile

range: 2to8)days.

Injection Site Reactions (AllGrades)Reportedin

Participants Receiving YEZTUGO inPURPOSE 1or

PURPOSE2
PURPOSE2

N=10
TRUVADA

Table 7.
YEZTUGO

N=2183PURPOSE1
DESCOVY or

TRUVADA
N=3205

24%

YEZTUGO
N=2140 56%

16%

17%

Injection Site

Reactions

Nodule

Pain
Induration

Swelling

Pruntis
Erythema

Bruising

Warmth
/

Frequenciesarebasedonallinjectionsitereactionsattributedtostudydrug(ortothe

Participantsreceivedplacebosubcutaneousinjections(polyethyleneglycol400).

bytheinvestigator.

<1%
<1%
1%

31%
64%

4%

by

the
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7.1  Effect of Other Drugs on YEZTUGO

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 

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.

7. Drug Interactions

CYP3A, cytochrome (P450) 3A; P-gp, P-glycoprotein; UGT1A1, UDP-glucuronosyltransferase family 1 member A1

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

NodulesandIndurations Dermatopathology

In a separate clinical trial (CAPELLA) in participants with HIV-1 who received

lenacapavir via subcutaneous injection, skin biopsies of injection site nodules or

indurations revealeddermatopathological findings offoreign body inflammation or

granulomatous response in some participants.

DRUG INTERACTIONS

Effect ofOtherDrugs on YEZTUGO

Lenacapavir isa substrateofP-gp, UGT1A1, and CYP3A.

Strong orModerate CYP3A Inducers

Drugs thatare strong ormoderate inducersofCYP3Amaysignificantly decrease

plasma concentrations oflenacapavir, whichmayreduce the effectivenessof

YEZTUGO. Therefore, dosage modifications (supplemental doses)ofYEZTUGOare

recommendedwhen initiating strong ormoderate CYP3A inducers[seeDosageand

Administration (2.5)andClinicalPharmacology (12.3)].

Combined UGT1A1, andStrong CYP3A Inhibitors

CombinedP-gp, UGT1A1, andstrong CYP3A inhibitorsmaysignificantly increase

plasma concentrations ofYEZTUGO. Concomitantadministration ofYEZTUGOwith

these inhibitors is not

EffectofYEZTUGO on OtherDrugs

CYP3A andP-gp Substrates

Lenacapavirisa moderate inhibitorofCYP3AandaP-gp inhibitor.

The co-administrationofYEZTUGOwith sensitive substratesofCYP3A orP-gpmay

increase the concentrations ofthese substratesandresultinthe increasedrisk oftheir

adverse events. See theprescribing information ofthese sensitive substrates fordosing

recommendationsorappropriate monitoring ofsafety.

Due to the longhalf-lifeoflenacapavirfollowing subcutaneousadministration,

YEZTUGOmayincrease theexposureofdrugsprimarily metabolizedbyCYP3A/see

ClinicalPharmacology(12.3)]initiatedwithin 9monthsafterthe lastsubcutaneousdose

ofYEZTUGO.

7.1

7.2

dose
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7.2  Effect of YEZTUGO on Other Drugs

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

7. Drug Interactions

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

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.

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)]

Nodules and Indurations Dermatopathology

In a separate clinical trial (CAPELLA) in participants with HIV-1 who received

lenacapavir via subcutaneous injection, skin biopsies ofinjectionsite nodules or

indurations revealeddermatopathological findings of foreign body inflammation or

granulomatous response in some participants.

DRUG INTERACTIONS

Effect ofOtherDrugs on YEZTUGO

Lenacapavir is a substrateofP-gp, UGT1A1, andCYP3A.

Strong or Moderate CYP3A Inducers

Drugs that are strong ormoderate inducers ofCYP3A maysignificantly decrease

plasma concentrationsoflenacapavir, whichmay reducethe effectivenessof

YEZTUGO. Therefore, dosage modifications (supplementaldoses) ofYEZTUGOare

recommended when initiating strong ormoderate CYP3A inducers[seeDosageand

Administration (2.5) andClinicalPharmacology(12.3)].

CombinedP-gp, UGT1A1, andStrong CYP3A Inhibitors

Combined P-gp, UGT1A1, and strong CYP3A inhibitorsmaysignificantly increase

plasma concentrationsofYEZTUGO. ConcomitantadministrationofYEZTUGOwith

these inhibitors is not

Effect of YEZTUGO onOtherDrugs

CYP3A andP-gp Substrates

Lenacapavirisamoderate inhibitorofCYP3A anda P-gp inhibitor.

The co-administrationofYEZTUGOwith sensitivesubstratesofCYP3A orP-gpmay

increase the concentrations ofthese substratesandresult in theincreasedriskoftheir

adverse events. See theprescribing informationofthese sensitive substratesfordosing

recommendationsorappropriatemonitoring ofsafety.

Due to the long half-lifeoflenacapavirfollowingsubcutaneousadministration,

YEZTUGOmayincrease theexposureofdrugsprimarilymetabolizedby CYP3A/see

ClinicalPharmacology(12.3)]initiatedwithin9monthsafterthelastsubcutaneousdose

ofYEZTUGO.

7.1

7.2
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Based on drug interaction studies conducted with YEZTUGO, no clinically significant drug 

interactions have been observed, nor are expected, with: 

• Atorvastatin

• Famotidine

• Pitavastatin

• Rosuvastatin

• Tenofovir alafenamide

• Voriconazole

7.3  Drugs Without Clinically Significant Interactions With YEZTUGO 

7. Drug Interactions

7.3 Drugs without Clinically Significant Interactions with YEZTUGO

Based on drug interaction studies conducted withYEZTUGO, no clinically significant

drug interactions have been observed with: atorvastatin, famotidine, pitavastatin,

rosuvastatin, tenofoviralafenamide, and voriconazole.

USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry

There is apregnancy exposure registry that monitorspregnancyoutcomes in individuals

exposed to YEZTUGO during pregnancy. Healthcareproviders are encouragedto

register individualsby calling theAntiretroviralPregnancyRegistry(APR) at

1-800-258-4263.

RiskSummary

Available data from a randomized, controlled trial(PURPOSE 1) with YEZTUGO use

duringpregnancyhave not identifieda drug-associatedrisk for miscarriage, oradverse

maternalor fetal outcomes when compared to the active control(seeData). Therate of

majorbirth defects in YEZTUGO-exposedpregnancies didnotexceedthebackground

prevalence rates. The risk estimatesare imprecise due tosmallnumbersofexposed

pregnancies (seeData). There is an increasedriskofHIV-1 transmission from the

mother to the childduring acute HIV-1 infection (see ClinicalConsiderations). Inanimal

reproduction studies, no adversedevelopmentaleffects wereobservedwhen

lenacapavirwas administeredto ratsand rabbits atexposures (AUC)27 times the

exposure in humans at therecommendedhumandose (RHD)ofYEZTUGO (seeData).

The APRhas beenestablishedtomonitorforbirth defects followingprenatalexposure

toantiretrovirals. TheAPRuses theMetropolitanAtlanta CongenitalDefectsProgram

(MACDP)as the U.S. referencepopulationforbirth defects in thegeneralpopulation.

The backgroundrate formajorbirth defects is 2.7% inthe MACDP. Therateof

miscarriage forindividualdrugs isnotreportedin the In the U.S.general

population, the estimatedbackgroundriskofmiscarriageinclinicallyrecognized

pregnancies is
The MACDPevaluatesmothersandinfants froma limited

notincludeoutcomes forbirths that occurredat

geographicareaanddoesnotinclude outcomes forbirths thatoccurredat

< 20 weeksgestation.

Clinical Considerations

Disease-associatedmaternaland/orembryo/fetal risk

Publishedstudies indicate an increasedriskofHIV-1 infectionduring

increasedrisk ofmothertochildtransmissionduringacuteHIV-1infeduringpregnancyandan

infection. Inwomenat
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7. Drug Interactions

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

YEZTUGO is a moderate inhibitor of CYP3A and a P-gp inhibitor

QUESTION 1

FALSETRUE OR

Nodules and IndurationsDermatopathology

In a separate clinical trial (CAPELLA) inparticipants with HIV-1 who received

lenacapavir via subcutaneous injection, skin biopsies ofinjectionsite nodules or

indurations revealeddermatopathological findings of foreign body inflammation or

granulomatous response in some participants.

DRUG INTERACTIONS

Effect ofOther Drugs on YEZTUGO

Lenacapavir is a substrateofP-gp, UGT1A1, andCYP3A.

Strong or Moderate CYP3A Inducers

Drugs that are strong ormoderate inducers ofCYP3Amay significantlydecrease

plasma concentrationsoflenacapavir, whichmay reduce theeffectiveness of

YEZTUGO. Therefore, dosage modifications (supplementaldoses)ofYEZTUGOare

recommended when initiating strong ormoderate CYP3A inducers[seeDosage and

Administration (2.5) andClinicalPharmacology (12.3)].

Combined UGT1A1, andStrong CYP3A Inhibitors

Combined P-gp, UGT1A1, andstrong CYP3A inhibitors maysignificantly increase

plasma concentrations ofYEZTUGO ConcomitantadministrationofYEZTUGOwith

these inhibitors is not

EffectofYEZTUGOon OtherDrugs

CYP3A andP-gp Substrates

Lenacapavirisa moderate inhibitorofCYP3AandaP-gp inhibitor.

The co-administrationofYEZTUGOwith sensitive substrates ofCYP3A orP-gpmay

increase the concentrations ofthese substratesandresultin the increasedriskoftheir

adverse events. See theprescribing information ofthese sensitive substrates fordosing

recommendations orappropriate monitoringofsafety.

Due to thelonghalf-lifeoflenacapavirfollowingsubcutaneousadministration,

YEZTUGOmay increase theexposure ofdrugsprimarilymetabolizedbyCYP3Asee

ClinicalPharmacology(12.3)]initiatedwithin9 months afterthe lastsubcutaneous dose

ofYEZTUGO.

7.1

7.2

dose
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TRUE. Please refer to section 7.2 of the USPI for further information

7. Drug Interactions

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

YEZTUGO is a moderate inhibitor of CYP3A and a P-gp inhibitor

QUESTION 1

TRUE 

Nodules and Indurations Dermatopathology

In a separate clinical trial (CAPELLA) inparticipants with HIV-1 who received

lenacapavir via subcutaneous injection, skin biopsies ofinjection site nodules or

indurations revealeddermatopathological findings of foreign body inflammation or

granulomatous response in some participants.

DRUG INTERACTIONS

Effect ofOther Drugs on YEZTUGO

Lenacapavir is a substrateofP-gp, UGT1A1, andCYP3A.

Strong or Moderate CYP3A Inducers

Drugs that are strong ormoderate inducers ofCYP3A maysignificantly decrease

plasma concentrationsoflenacapavir, whichmay reduce the effectivenessof

YEZTUGO. Therefore, dosage modifications (supplementaldoses) ofYEZTUGO are

recommended when initiating strong ormoderate CYP3A inducers[seeDosageand

Administration (2.5)andClinicalPharmacology (12.3)].

CombinedP-gp, UGT1A1, andStrong CYP3A Inhibitors

Combined P-gp, UGT1A1, andstrong CYP3A inhibitors maysignificantly increase

plasma concentrations ofYEZTUGO ConcomitantadministrationofYEZTUGO with

these inhibitors is not

EffectofYEZTUGOon OtherDrugs

CYP3A andP-gp Substrates

Lenacapavirisa moderate inhibitorofCYP3AandaP-gp inhibitor.

The co-administrationofYEZTUGOwith sensitive substratesofCYP3A orP-gpmay

increase the concentrationsofthese substratesandresultin the increasedriskoftheir

adverse events. See theprescribing informationofthese sensitive substratesfordosing

recommendations orappropriatemonitoring ofsafety.

Due to thelong half-lifeoflenacapavirfollowingsubcutaneousadministration,

YEZTUGOmayincrease theexposure ofdrugsprimarilymetabolizedbyCYP3Asee

ClinicalPharmacology(12.3)]initiatedwithin9monthsafter the lastsubcutaneousdose

ofYEZTUGO.

7.1

7.2

dose
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8.4  Pediatric Use

8.1  Pregnancy

8.2  Lactation

Data from PURPOSE 1 have not identified a drug-associated risk for miscarriage, or adverse 

maternal or fetal outcomes, when compared to the active control. The rate of major birth 

defects in YEZTUGO-exposed pregnancies did not exceed the background prevalence rates.a 

There is an increased risk of HIV-1 transmission from the mother to the child during acute 

HIV-1 infection. [see Clinical Considerations]

8. Use in Specific Populations

aThe risk estimates are imprecise due to small numbers of exposed pregnancies

LEN is present in human milk and was detected at very low levels in infants who were 

breastfed by individuals who became pregnant while receiving YEZTUGO. No adverse effects 

of LEN in breastfed infants have been observed. 

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)]

7.3 Drugs without Clinically Significant Interactions with YEZTUGO

Based on drug interactionstudies conducted with YEZTUGO, noclinically significant

drug interactions have been observedwith: atorvastatin, famotidine, pitavastatin,

rosuvastatin, tenofovir alafenamide, andvoriconazole.

USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registrythatmonitorspregnancy outcomes in individuals

exposed to YEZTUGOduringpregnancy. Healthcareproviders are encouragedto

register individuals bycalling the Antiretroviral Pregnancy Registry (APR)at

1-800-258-4263.

RiskSummary

Available data from a randomized, controlledtrial (PURPOSE 1) with YEZTUGOuse

during pregnancy have not identifieda drug-associated risk formiscarriage, oradverse

maternalorfetaloutcomes when compared to the active control(seeData). The rateof

major birth defects in YEZTUGO-exposedpregnancies didnotexceedthebackground

prevalence rates. The risk estimates are imprecisedue tosmallnumbersofexposed

pregnancies (see Data). There is an increasedriskofHIV-1 transmission from the

mother to the childduring acuteHIV-1 infection (seeClinicalConsiderations). Inanimal

reproduction studies, no adversedevelopmental effectswere observedwhen

lenacapavir was administeredtoratsand rabbits atexposures (AUC)27times the

exposure in humansat the recommendedhuman dose (RHD)ofYEZTUGO (seeData).

TheAPRhasbeen establishedto monitorforbirth defects followingprenatalexposure

toantiretrovirals. TheAPR uses the MetropolitanAtlanta CongenitalDefects Program

(MACDP)as the U.S. referencepopulation forbirth defects in thegeneralpopulation.

The backgroundrate formajorbirthdefects is2.7% in theMACDP. The rateof

miscarriage for individualdrugs isnotreported in the
Inthe U.S.general

population, the estimatedbackgroundriskofmiscarriage inclinicallyrecognized

pregnancies is
TheMACDPevaluatesmothers andinfants froma limited

geographicareaanddoesnot includeoutcomes forbirths thatoccurredat

<20weeksgestation.

Clinical Considerations

Disease-associatedmaternaland/orembryo/fetalrisk

Publishedstudies indicatean increasedriskofHIV-1infectionduringpregnancyandan

increasedriskofmotherto childtransmission duringacuteHIV-1infection. In womenat
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8.6  Renal Impairment

8.7  Hepatic Impairment

8.5  Geriatric Use

Clinical studies of YEZTUGO did not include sufficient numbers of participants aged 

≥65 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)]

8. Use in Specific Populations

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

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

severe renal impairment (eCrCl ≥15 mL/min). YEZTUGO has not been studied in individuals 

with ESRD (eCrCl <15 mL/min). [see Clinical Pharmacology (12.3)]

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)]

Data

The median lenacapavir concentration in human breast milk to maternal plasma ratio in

participants (n=8) who received YEZTUGO was 0.63 (range: 0.29 to 1.90). Themedian

infant-to-mother plasma ratio for lenacapavir in infants (n=10) who were breastfedby

individuals receiving YEZTUGO from 0 to less than 13 weeks afterdeliverywas 0.06

(range: 0.01 to 0.20).

8.4 Pediatric Use

The safety andeffectiveness ofYEZTUGO forHIV-1 PrEP in adolescents weighing at

least 35 kg whoare atrisk forHIV-1 acquisition is supported by2adequateandwell-

controlled trials, PURPOSE 1 and PURPOSE2, thatenrolledboth adults and

adolescents[seeAdverse Reactions (6.1), ClinicalPharmacology(12.3), andClinical

Studies (14)].

PURPOSE 1 and PURPOSE2enrolleda totalof128adolescentparticipants. In the 59

adolescentswhoreceivedYEZTUGO, thesafetydata were comparable tothesafety

data reported in adults receiving YEZTUGO.

HIV-1 testingshouldbe conductedprior to initiating YEZTUGO, priortoeach

subsequent injection ofYEZTUGO, andadditionallyas clinically appropriate, usinga

testapprovedorclearedby the FDA forthediagnosisofacuteorprimaryHIV-1

infection. Adolescentsmaybenefitfrom additionalcounselingandappointment

reminders to supportadherence to thedosingandtestingschedule[seeDosageand

Administration(2.2), WarningsandPrecautions(5.1)].

The safety, effectiveness, andpharmacokinetics ofYEZTUGOinpediatricpopulations

weighing less than 35kghavenotbeen established.

8.5 Geriatric Use

ClinicalstudiesofYEZTUGO didnotinclude sufficientnumbersofparticipantsaged65

andover todetermine whethertheyresponddifferentlyfromyounger
In

general, cautionshouldbeexercisedinadministrationofYEZTUGOinelderly

individuals, reflectinggreater frequencyofdecreasedhepatic, renal,orcardiac function

andofconcomitant diseaseorotherdrug therapyseeClinicalPharmacology12.3

RenalImpairment

No dosage adjustmentof YEZTUGO is recommendedinindividualswithmild, moderate

orsevere renalimpairment (estimatedcreatinineclearancegreater thanorequalto 15

mL perminute). YEZTUGOhasnotbeenstudiedin individualswithESRD(estimated

Human Data

15

8.6
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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-1a

• 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 

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

14. Clinical Studies

aBased on sexual activity with male partners

bHIV, background HIV incidence; F/TAF, emtricitabine/tenofovir alafenamide; PY, person-years

Median participant age:

21 years
(range: 16‒26)

99.9%

of participants 

were Black

Baseline characteristics in the 

randomized participants were 

similar to those in the screened 

population

A treatment-related increase in the incidence of malignant sarcoma atthe injection site

was observed in males and a treatment-relatedincrease in combinedbenign fibroma

and malignant fibrosarcoma at the injection site was observed in females, at the highest

dose (927 mg/kg). This dose in rats resulted in an exposure approximately 44-times the

human exposure at the RHD, based on AUC. These tumors are considered tobe a

secondary response to chronic tissue irritation andgranulomatous inflammation, due to

the depot effect oflenacapavir following subcutaneous injection. The clinical relevance

of these findings are unknown.

Mutagenesis

Lenacapavirwas notmutagenic in abatteryofinvitro and in vivogenotoxicityassays,

including microbialmutagenesis, chromosome aberration in humanperipheralblood

lymphocytes, and in in vivorat micronucleus assays.

Impairment ofFertility

There were noeffectson fertility, matingperformanceorearlyembryonicdevelopment

when lenacapavirwas administeredtoratsatsystemic exposures (AUC)8 timesthe

exposure to humans atthe RHD ofYEZTUGO.

CLINICAL STUDIES

The efficacyandsafetyofYEZTUGO in reducing the riskofHIV-1 acquisition were

evaluated in two randomized, double-blind, active-controlled, multinationaltrials

(PURPOSE 1 andPURPOSE2).

PURPOSE 1 was in cisgender adolescentgirls andyoung women between 16and25

years ofage in SouthAfrica andUganda who hadunknownHIV-1 statusatscreening

andwhowere atriskofacquiring HIV-1basedonsexualactivity with malepartners.

Participants who testednegative forHIV-1atscreeningandbaseline wererandomized

to receive YEZTUGO(N=2134), oncedailyDESCOVY(N=2136), oroncedaily

TRUVADA (N=1068) ina ratio.

PURPOSE2was incisgendermen, transgenderwomen, transgendermen, andgender

nonbinary individuals 16years ofage andolderwhohadunknownHIV-1statusat

screening andwho were atriskofacquiringHIV-1basedonsexualactivity withmale

partners. PURPOSE2enrolledparticipants inArgentina, Brazil, Mexico, Peru, South

Africa, Thailand, andthe UnitedStates. Participants who testednegativeforHIV-1at

screening andbaselinewererandomizedtoreceive YEZTUGO(N=2179)oroncedaily

TRUVADA (N=1086)ina2:1 ratio.

14

Pen

Approved for Use on 11 Aug 2026



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

 Indications  Usage

Indications 

& Usage

Dosage  Administration

Dosage & 

Administration

 Contra- indications

Contra-

indications

Warnings  Precautions

Warnings & 

Precautions

Adverse Reactions

Adverse 

Reactions

Drug Interactions

Drug 

Interactions

Use in Specific Populations

Use in Specific 

Populations

Clinical Studies

 BACK

 BACK

NEXT 

NEXT 

14  Clinical Studies: PURPOSE 1 (continued)

14. 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 

of 0.0026 when 50% of randomized participants completed at least 52 weeks of follow-up or prematurely discontinued from the 

study; bInfections that occurred after starting YEZTUGO for HIV-1 PrEP

YEZTUGO

N=2134

TRUVADA

N=1068 Rate Ratio (95% CI)

Person-years 1939 949 –

HIV-1 infections 

(incidence rate per 100 

person-years)

0 

(0.00)

16 

(1.69)

YEZTUGO / TRUVADA: 

0.000 (0.000, 0.101)

P<0.0001

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

There were 2 incident infectionsb among participants in the YEZTUGO arm of the PURPOSE 1 

trial. Both occurred after the time of the primary analysis:

• 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

PURPOSE 1

In PURPOSE 1, the median age ofparticipants was 21 years (range, 16-26); and 99.9%

were Black. Baseline characteristics in the randomized participants were similar to the

screenedpopulation. Over 99% ofYEZTUGO injections were administered into the

abdomen and each dose was administeredin two locations. A totalof32pregnant

participants received YEZTUGO injections into the thigh and each dosewas

administeredbilaterally (i.e., one injection in the right thigh and one injection in the left

thigh).

The efficacy endpointwas the rateof incidentHIV-1 infectionsper 100person-years in

participants randomized to YEZTUGO comparedwith the rate of incident HIV-1

infectionsper 100person-years in participantsrandomizedtoTRUVADA. YEZTUGO

demonstrated superioritywitha 100% reduction in the riskofincident HIV-1 infection

over TRUVADA (Table 13).

OverallHIV-1 Infection Outcomes inPURPOSE 1ª

YEZTUGO TRUVADA Rate Ratio(95%CI)

N=2134 N=1068
949

(1.69)

CI= confidence interval

a. The determination ofefficacy was basedonplanned interim analyses (whichbecamethe final

analyses) followingsequentialtestingofHIV-1 incidence forYEZTUGOcomparedtobackground

followedbyYEZTUGOcomparedto TRUVADA, allatalpha levelof0.0026when 50%ofrandomized

participantscompletedat least52weeksoffollow-uporprematurelydiscontinuedfrom thestudy.

YEZTUGOalsodemonstratedsuperiority in the nskofincidentHIV-1 infectionoverbackground

HIV-1 incidence.

PURPOSE2

In PURPOSE2, the medianage ofparticipants was 29years (range, 17-74); 67%were

non White; 63% wereHispanic/Latine;and22% identifiedasgender-diverse

(transgenderwomen, transgendermen, andgendernonbinarypeople). Baseline

characteristics in the randomizedparticipantsweresimilartothescreenedpopulation.

YEZTUGOinjectionswereadministeredinto theabdomenandeachdosewas

administeredin two locations.

Theefficacy endpointwas the rateofincidentHIV-1 infectionsper 100person-years in

participants randomized to YEZTUGOcomparedwith therateofincidentHIV-1

infectionsper 100person-years inparticipants randomizedto TRUVADA. YEZTUGO

demonstratedsuperioritywithan 89% reduction in theriskofincidentHIV-1infection

over TRUVADA (Table 14).

Table 13.

Person-years

1 HIV-1 infections (incidence rateper 100person-

years)

YEZTUGO/

TRUVADA
0.000(0.000, 101)

P <0.0001

50%

1939

(0.00)

level

rate

The
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14  Clinical Studies: PURPOSE 2

Study Design

• PURPOSE 2 was in cisgender men, transgender women, transgender men and gender-nonbinary 

individuals aged ≥16 years with unknown HIV-1 status at screening and at risk of acquiring HIV-1a

• PURPOSE 2 enrolled participants in Argentina, Brazil, Mexico, Peru, South Africa, Thailand and the US

• Participants who tested negative for HIV-1 were randomized to receive YEZTUGO (N=2179) or once-

daily TRUVADA (N=1086) in a 2:1 ratio

Baseline Characteristics

Outcomes/Results at Primary Analysis

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

• YEZTUGO demonstrated superiority over TRUVADA, with an 89% reduction in the risk of incident HIV-1 

infection (Table 14; see next slide)

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

14. Clinical Studies

aBased on sexual activity with male partners; bTransgender women, transgender men and gender-nonbinary people

bHIV, background HIV incidence; PY, person-years

Median participant age:

29 years
(range: 17‒74)

Baseline characteristics

in the randomized 

participants were similar to 

those in the screened 

population
22%

63%

67%

Gender-diverse

Hispanic/Latine

Non-White

b

A treatment-related increase in the incidence ofmalignant sarcoma at the injection site

was observed in males and a treatment-related increase in combined benign fibroma

and malignant fibrosarcoma at the injection site was observed in females, at thehighest

dose (927 mg/kg). This dose in rats resulted in an exposure approximately 44-times the

human exposure at the RHD, based on AUC. These tumors are considered to be a

secondaryresponse to chronic tissue irritationand granulomatous inflammation, due to

the depot effect of lenacapavir following subcutaneous injection. The clinical relevance

ofthese findings are unknown.

Mutagenesis

Lenacapavirwas not mutagenic inabatteryofinvitroand invivogenotoxicityassays,

including microbialmutagenesis, chromosomeaberration in human peripheralblood

lymphocytes, and in in vivo ratmicronucleus assays.

ImpairmentofFertility

There were no effectson fertility, matingperformance orearlyembryonicdevelopment

when lenacapavirwas administered to rats atsystemicexposures (AUC)8 times the

exposure to humans at the RHDofYEZTUGO.

CLINICAL STUDIES

The efficacy andsafetyofYEZTUGOinreducing the risk ofHIV-1acquisition were

evaluated in two randomized, double-blind, active-controlled, multinationaltrials

(PURPOSE 1 andPURPOSE2).

PURPOSE 1was in cisgenderadolescentgirls andyoung womenbetween 16and25

years ofage in South Africa andUganda whohadunknown HIV-1 statusatscreening

andwho wereatrisk ofacquiringHIV-1basedonsexualactivitywith male

Participants who testednegative forHIV-1atscreeningandbaselinewere randomized

to receive YEZTUGO(N=2134), oncedailyDESCOVY(N=2136),oroncedaily

TRUVADA (N=1068) ina2:2:1 ratio.

PURPOSE2was in cisgendermen, transgenderwomen, transgendermen, andgender

nonbinary individuals 16years ofage andolderwhohadunknown HIV-1statusat

screening andwho were atrisk ofacquiring HIV-1basedon sexualactivitywithmale

partners. PURPOSE2enrolledparticipants inArgentina, Brazil, Mexico, Peru, South

Africa, Thailand, and theUnitedStates. Participantswho testednegative forHIV-1at

screeningandbaselinewererandomizedtoreceive YEZTUGO(N=2179) oroncedaily

TRUVADA (N=1086) ina2:1 ratio.
Africa,
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14  Clinical Studies: PURPOSE 2 (continued)

14. 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 

of 0.0026 when 50% of randomized participants completed at least 52 weeks of follow-up or prematurely discontinued from the 

study; bInfections that occurred after starting YEZTUGO for HIV-1 PrEP

YEZTUGO

N=2179

TRUVADA

N=1086 Rate Ratio (95% CI)

Person-years 1938 967 -

HIV-1 infections 

(incidence rate per 100 

person-years)

2

(0.1)

9

(0.93)

YEZTUGO / TRUVADA:

0.111 (0.024, 0.513)

P=0.00245

Table 14. Overall HIV-1 Incidence Outcomes in PURPOSE 2a

There were 3 incident infectionsb among participants in the YEZTUGO arm of the 

PURPOSE 2 trial:

• 1 occurred after the time of primary analysis 

• LEN resistance-associated substitutions were detected in viruses from all 3 participants: 2 with N74D, and 

1 with Q67H/K70R

Overall HIV-1 Infection Outcomes in PURPOSE

YEZTUGO TRUVADA Rate Ratio (95% CI)

N=2179 N=1086
1938

(0.1)

CI = confidence interval

a. The determinationofefficacy wasbasedonplanned interimanalyses (whichbecame the final

analyses) following sequential testing ofHIV-1 incidence for YEZTUGOcompared to background

followedby YEZTUGOcomparedtoTRUVADA, allatalpha levelof0.0026when 50%ofrandomized

participants completedat least52weeksoffollow-up orprematurelydiscontinuedfrom the study.

YEZTUGOalsodemonstrated superiority in the riskofincidentHIV-1 infectionoverbackground

HIV-1 incidence.

HOWSUPPLIED/STORAGEAND HANDLING

YEZTUGO tablets, 300mg arebeige, capsule-shaped, andfilm-coatedwith "GSI"

debossedon one sideand "62L"on the other side.

Each YEZTUGObottle contains 4 tablets (NDC 61958-3401-1), a silica geldesiccant,

polyester coil, and isclosedwitha childresistantclosure. Donotremove thedesiccant

packet.

Keep bottle tightly closed.

Store bottle at20 °C- 25 °C (68 77 °F), excursionspermittedto

15 °C- 30 °C(59 °F 86 °F) (seeUSPControlledRoom Temperature).

Dispenseandstoreonlyinoriginalcontainer.

YEZTUGOinjection ispackagedinadosingkit(NDC 61958-3402-1)containing:

2 single-dose clearglass vials, each containing sufficientvolume toallow withdrawal

of463.5mg/1.5 mL (309mg/mL) oflenacapavir. Theinjection solution is sterile,

preservative-free, clear, andyellowwithnovisibleparticles. Vials are sealedwitha

stopperandaluminium oversealwithflip-offcap.

2disposable syringes, 2withdrawalneedles(18-gauge, 1½inch), and2injection

safetyneedles forsubcutaneousinjection(22-gauge, inch).

The vialstoppersare notmadewithnaturalrubberlatex.

Store at20 °C- 25 °C(68
excursionspermittedto 15°C-30

(59 °F- 86 °F).

Table 14.

Person-years

HIV-1 infections (incidence rateper 100person-

years)

967

(0.93)

YEZTUGO/
TRUVADA:

0.111 (0.024, 0.513)
0.00245
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2.5  Dosage Modifications for Co-administration with Strong or Moderate 
CYP3A Inducers

2. Dosage and Administration

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); b26 weeks ±2 weeks

CYP3A, cytochrome (P450) 3A; Q6M, every 6 months

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

Maintain Scheduled 

Continuation Injection 

Dosing

Schedule for Supplemental Doses of YEZTUGO

Continue to administer once 

Q6M scheduled continuation 

dosing of YEZTUGO (see 

Table 1), plus administer 

supplemental doses of 

YEZTUGO as shown here: 

Time Dosage

On day strong CYP3A inducer is 

initiated (≥2 days after 

YEZTUGO is first initiated)

Supplemental dosage: Step 1 

927 mg subcutaneously (2 × 1.5 mL injections) 

and 600 mg orally (2 × 300 mg tablets) 

On day after strong CYP3A 

inducer is initiated

Supplemental dosage: Step 2 

600 mg orally (2 × 300 mg tablets) 

If strong CYP3A inducer is 

co-administered for >6 months 

Subsequent supplemental dosage 

Q6Mb 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)

Dosing Recommendations for Individuals Receiving YEZTUGO and

Initiating Therapy with Strong CYP3A Inducers

Schedule forSupplemental DosesofYEZTUGO
Dosage

Supplementaldosage: Step 1

927mg subcutaneously 1.5 mL
injections)

and
600mgorallyRX 300 mgtablets)

Supplemental dosage:Step2

600 mgorallyRX 300 mg tablets)

Subsequent supplementaldosage

Every from initiation ofstrong

CYP3A inducer, continue to administer

supplementaldosesofYEZTUGOas

describedabove in Steps and2.

Afterstopping the strong CYP3A inducer, continue the one

scheduledcontinuation injection dosingofYEZTUGO

a. Dosing recommendations arenot available for the in

receiving strongCYP3A inducers, norin individualsn

(see Table2).

26 weeks +1-2

Dosing Recommendations for Individuals Receiving YEZTUGOand

Initiating Therapy withModerate CYP3A Inducers

Schedule forSupplementalDosesofYEZTUGO

Dosage

Supplementaldosage

463.5mgsubcutaneously X

injection)

Subsequentsupplementaldosage

Every
from initiationofmoderate

CYP3A inducer, continue toadministera

supplementaldoseofYEZTUGOas /
eevery

Table

Table 4.

Maintain Scheduled
Continuation
Injection Dosing

Continue to
administer once
every6-months
scheduled
continuationdosing

ofYEZTUGO 927mg

subcutaneously(2X

mL injections)

(see Table 1), plus

administer
supplementaldoses

ofYEZTUGOas
shown in this table

Time

Ondaystrong CYP3A
inducer is initiated (which

should be atleast2days

after YEZTUGOis first
initiated)

On day afterstrong CYP3A

inducer is initiated

Ifstrong CYP3A inducer is

co-administeredforlonger

than 6months
onceevery6-months

(see

initiation ofYEZTUGOin individualsalready

receiving the weekly oraldosage ofYEZTUGO
ora

the 1).Tabi

the

Table 5.

Maintain Scheduled

Continuation
InjectionDosing

Continueto

administeronce

every 6-months

scheduled

continuationdosing

ofYEZTUGO927mg

subcutaneouslyRX

1.5mL injections)

(see Table 1),plus

administer
supplementaldoses

ofYEZTUGOas

shown in

DosingI

recen

Time

Ondaymoderate CYP3A

induceris initiated

Ifmoderate CYP3A induceris

co-administeredforlonger

than6months

gthemoderate (

ledcontinuation

initiation

Every
supp cribed:above

theonce
dosing ofYEZTUGO(see,

ofYEZTUGO
CYP3Ainducer,

, injectiondosing
individualsalready

oraldosageoftheplus
Afterstopping

monthssched

norin individuals
the

forthe recenental
not:, this table

7recommendationsarenotave

gmoderateCYP3Ainducers,

GO(see Table

aretions

receiving

YEZTUGO

b. 26weeks
(see
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2.5  Dosage Modifications for Co-administration with Strong or Moderate 
CYP3A Inducers

2. Dosage and Administration

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); b26 weeks ±2 weeks

CYP3A, cytochrome (P450) 3A; Q6M, every 6 months

Table 5. Dosing Recommendations for Individuals Receiving YEZTUGO and Initiating 
Therapy with Moderate CYP3A Inducersa

Maintain Scheduled 

Continuation Injection 

Dosing

Schedule for Supplemental Doses of YEZTUGO

Continue to administer once 

Q6M scheduled continuation 

dosing of YEZTUGO (see 

Table 1), plus administer 

supplemental doses of 

YEZTUGO as shown here: 

Time Dosage

On day moderate CYP3A 

inducer is initiated

Supplemental dosage

463.5 mg subcutaneously (1 × 1.5 mL injection)

If moderate CYP3A inducer 

is co-administered for 

>6 months

Subsequent supplemental dosage

Q6Mb 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)

Dosing Recommendations for Individuals Receiving YEZTUGO and

Initiating Therapy with Strong CYP3A Inducers

Schedule for Supplemental Doses of YEZTUGO

Time

On day strongCYP3A
inducer is initiated(which

should beat least2days

afterYEZTUGO is first
initiated)

On day afterstrong CYP3A

induceris initiated

Ifstrong CYP3A inducer is

co-administered forlonger

than 6months

Afterstopping the strong CYP3A inducer, continue the onceevery6-months

scheduledcontinuation injection dosingofYEZTUGO(see Table 1).

the initiationofYEZTUGOin individualsalready

vidualsreceiving the weeklyoraldosage ofYEZTUGO
oral

Table 4.

Maintain Scheduled
Continuation
Injection Dosing

Continue to
administeronce
every6-months
scheduled
continuationdosing

ofYEZTUGO927mg
subcutaneously (2X

1.5 mL injections)

(see Table 1), plus

administer
supplemental doses

ofYEZTUGOas

shown in this table

a. Dosing recommendations arenot available for the

receiving strongCYP3A inducers, nor in individuals

(see Table2).

26weeks +1-2

DosingRecommendations for Individuals Receiving YEZTUGOand

Initiating Therapy with Moderate CYP3A Inducers

Schedule forSupplementalDosesofYEZTUGO

Dosage

Supplementaldosage

463.5mg subcutaneously X

injection)

Subsequent supplementaldosage

Every
from initiation ofmoderate

CYP3A inducer, continue toadministera

supplementaldoseofYEZTUGOas

CYP3A inducer,

injectiondosing

7ofYEZTUGO

iving theweekly

Dosage

Supplementaldosage: Step 1

927mg subcutaneously 1.5 mL
injections)

and
600mgorallyR 300 mgtablets)

Supplementaldosage:Step2

600mgorallyRX 300mg tablets)

Subsequentsupplementaldosage

Every from initiationofstrong

CYP3A inducer, continue to administer

supplementaldoses ofYEZTUGOas

describedaboveinSteps and2.

Tabi

supp

the 1).

the

Table 5.

MaintainScheduled

Continuation
InjectionDosing

Continueto

administeronce

every 6-months

scheduled
continuationdosing

ofYEZTUGO927mg

subcutaneously

1.5mL injections)

(seeTable 1), plus

mental

this table

recommendationsa

Table

Time

OndaymoderateCYP3A

induceris initiated

Ifmoderate CYP3A induceris

co-administeredforlonger

than6months

g the moderate (

led continuation

initiation

Every
supp

dose0entaldi above
the

men

Table1).once
continue

dosingofYEZTUGO

individualsalready

theplus

as
this table

Dosing

Afterstopping

months sched

norinindividuals

1),

(see
admir

thewingdosesnis forthe

notareo
f

inducers,

shown in

receiving

YEZTUGO

b. 26weeks weeks.

jul (see
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