) 71 E R KA 600mg
) 7L E RIKE&ARE 900mg
ICEAT & #
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2B S O A

e RIMESIE R BAEWERE (acquired immunodeficiency syndrome)

ART P bv v A VAL (antiretrovirus therapy)
CAB 71787 277 £V (Cabotegravir)
CAR BEGOHV hr v A v APEYE (continued/current antiretrovirus therapy)
HIV b MMoEARE T A /LA (human immunodeficiency virus)
HIV-1 b MoERET A VA X471 (human immunodeficiency virus type 1)
INSTI A 7 77 —EHEA|] (integrase strand transfer inhibitor)
NNRTI FERX 7 VAT B RHR GRS L E Al
(non- nucleoside reverse transcriptase inhibitor)
NRTI R 7 LAY NSRRGSR L EA
(nucleoside reverse transcriptase inhibitor)
PI 77 7 —E[HEA| (protease inhibitor)
RPV

UL E U > (Rilpivirin)
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b MOERE T A LA (HIV) BEYYEIE, A%MA B CEELR, Ehaz g mEHERRT
BV, 2019 FITEMFTHI 3800 FTAMNBEL TWAE EHREShLTWD Y, —J, BATIE, #
O HIV B K O KIS R AIEWERE (AIDS) B & L CERK 1250 ARG S TE D,
2019 FEITITBRFEDHKI 3 5 1400 A S TWS 2,

HIV YL S5 DARIEIRIEI IR, T A L ZOERINH, CD4 Byt U o/ ERE o890}
O BHEITOME 2 A L L, Pt HIVIGFRELZ AT 2800 h e oA L R#EE (ART)
IR E LTS Y HLHIVIAREIE, TEREFIC L X7 LAy KRR SRR EA
(NRTD , X7 LA T FRYFEGEEFEAER (NNRTD , =77 —EBHEER PD , 1~
777 —EHER (INSTD , KOMBAMEEANCSE SN D, RIGFEEE T 2RI E L
THELES LD ART 1E, —f%9IC NRTI2 AI+INSTI 1 A, NRTI2A+U hFENL (B AH Y
N) ZOFM L72 PL1#I, NRTI2H+NNRTL 1 FIOWFNTHS 3 BUEELERICITHIL TN D
ART 1%, 58RI HIV OHFEAZIIHI L, BHFOREREAEIE ST 2 2 ERHKRL72D, HIV S
BEOEMPHRITIE LS EKESINT, LOLARNRE, 100%IIWVAAREEZSED 2203 5 RHH oW
fRZAE T D Z LI, EEOEOIRT, RFHaH, RUEEOfERMELR & Ofkx 2EZELS
%3, 1R 1 EREOFERREOFIL A EZRANTS, BEITHE % ORIEICHE D Fream
ERZTI-EETHD, LIER->T, BEOAHEZEBT LI LICL o TRy 7947 0 A%
BET DFRIOIEET 70 —F Ik T 5 EFH=—XDRFEEL TN D,

Jaeey s (RPV) P77 U AEY I DUFFERDRARNNRTI THY, =¥2T 2 M
25mg, T AT VIERAELOAT 7 v BAREICE ENIA%ES (RPV ) & LT,
A HIV-1 BYYE DRI EH SN TS, =¥ 272 ME2SmglE, HATIL2012
5 AICELERGEAGRE S L C\\W5, VLE e ) RIS (LA, AFD 1%, RPV
WEBEYE JE A J5 K L U C Janssen Pharmaceuticals, Inc. (UL, Janssen£1) ([C KV BER S, 1 WA
B iE 2 1 H MIb@ O 548 T 1 RPV O D HRE 2 #FF9 2 X 5 it S BEHERRL O
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2K DR OEALOHERHRIEL LT, AL DRT 77 e FHRIEREEHNA] (LT, CAB
) 0PN ST 5 2 ZI0FEE (LUF, ROFHFIE) % ViiV Healthcare £ (LLF, ViiV
1) EHEFIBHZE Uiz, BRINTIX 20194 7 AL, AF|% Janssen 1123, Hi#lD INSTI THH AR T
77 EVEET CABBEK N CAB VEA ViV #E23KGRHEE L, 2020 4 12 A KGREUS L7z, K[E
TIE, 20194 4 HIZARFI KO CABIEDT 3A ZARWRD Sy 7K1 E LT, Fi¥HzE% ViV 12
T AU B EERESE (FDA) IZHEH L, 2021 4F 1 HIZ&GREFS L7z,

AOFRFEE, BHMEAIC X2 B MSORMRES, LT > R—v 2 v ) BIEMEORE
DESNDNRTIZE LRV 2FIGFHL O A Th D, T2, AOFHBREIRGREIE <
(A A2 7 AR , BEGHE COBE ORI E 2 m X, EAEImEY (v =2
FHHOY 27 @RS ED5 L LI, BFEOEERRIC L 28 A ORFEICHE S BE OB aHE
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HEEZLND,
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AOFRBIEO AR LB MR T 5720, AGFRARE SBEFEON L b a oA L ARk
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do notincludeall theinformation needed to use
CABENUVA safely and effectively. See full prescribing information for
CABENUVA.

CABENUVA (cabotegravir extended-release injectable suspension;
rilpivirine extended-release injectable suspension), co-packaged for
intramuscular use

Initial U.S. Approval: 2021

RECENT MAJOR CHANGES

Dosage and Administration (2.1, 2.2, 2.3, 2.5, 2.6, 2.7, 2.8) 1/2022
Warnings and Precautions, Post-Injection Reactions (5.2) 1/2022
Warnings and Precautions, Risk of Adverse Reactions or Loss of 1/2022
Virologic Response Due to Drug Interactions (5.5)

Warnings and Precautions, Long-Acting Properties and Potential 1/2022

Associated Risks with CABENUVA (5.6)

INDICATIONS AND USAGE --------------mmmmmemmmeeee
CABENUVA, a2-drug co-packaged product of cabotegravir, ahuman
immunodeficiency virus type-1 (HIV-1) integrase strand transfer inhibitor
(INSTI), and rilpivirine, an HIV-1 non-nucleoside reverse transcriptase
inhibitor (NNRTI), is indicated as a complete regimen for the treatment of
HIV-1 infection in adults to replace the current antiretroviral regimen in those
who are virologically suppressed (HIV-1 RNA <50 copies/mL) on a stable
antiretroviral regimen with no history of treatment failure and with no known
or suspected resistance to either cabotegravir or rilpivirine. (1)

e Refer tofull prescribing information for detailed information on dosage
and administration recommendations. (2)

e Prior toinitiating treatment with CABENUVA, oral lead-in dosing should
be used for approximately 1 month to assess the tolerability of
cabotegravir and rilpivirine. (2.3)

e Forintramuscular gluteal injection only. (2.4, 2.5, 2.9)

e Recommended Monthly Dosing Schedule: Initiate injections of
CABENUVA (600 mg of cabotegravir and 900 mg of rilpivirine) on the
last day of oral lead-in and continue with injections of CABENUVA
(400 mg of cabotegravir and 600 mg of rilpivirine) every month
thereafter. (2.4)

e Recommended Every-2-Month Dosing Schedule: Initiate injections of
CABENUVA (600 mg of cabotegravir and 900 mg of rilpivirine) on the
last day of oral lead-in. CABENUVA injection should be administered at
Month 2, Month 3, and every 2 months thereafter. (2.5)

-------------------------- DOSAGE FORMS AND STRENGTHS-----rmmrmmmmmememv
Cabotegravir extended-release injectable suspension and rilpivirine
extended-release injectable suspension, co-packaged as follows: (3)
CABENUVA 400-mg/600-mg Kit:

e single-dose vial of 400 mg/2 mL (200 mg/mL) cabotegravir
e single-dose vial of 600 mg/2 mL (300 mg/mL) rilpivirine
CABENUVA 600-m@/900-mg Kit:

e single-dose vial of 600 mg/3 mL (200 mg/mL) cabotegravir
e single-dose vial 0f 900 mg/3 mL (300 mg/mL) rilpivirine

CONTRAINDICATIONS
e Previous hypersensitivity reaction to cabotegravir or rilpivirine. (4)

e Coadministration with drugs where significant decreases in cabotegravir
and/or rilpivirine plasma concentrations may occur, which may result in
loss of virologic response. (4)

e Hypersensitivity reactions have been reported with rilpivirine-containing
regimens and in association with other integrase inhibitors. Discontinue
CABENUVA immediately if signs or symptoms of hypersensitivity
reactions develop. (5.1)

e Serious post-injection reactions with rilpivirine were reported. Monitor
and treat as clinically indicated. (5.2)

e Hepatotoxicity has been reported in patients receiving cabotegravir or
rilpivirine. Monitoring of liver chemistries is recommended. Discontinue
CABENUVA if hepatotoxicity is suspected. (5.3)

e Depressive disorders have been reported with CABENUVA. Prompt
evaluation is recommended for depressive symptoms. (5.4)

e Residual concentrations of cabotegravir and rilpivirine may remain in the
systemiccirculation of patients up to 12 months or longer. It is essential
to initiate an alternative, fully suppressive antiretroviral regimen no later
than 1 month after the final injections of CABENUVA when dosed
monthly and no later than 2 months after the final injections when dosed
every 2 months. If virologic failure is suspected, prescribe an alternative
regimen as soon as possible. (5.6)

ADVERSE REACTIONS
The most common adverse reactions (Grades 1 to 4) observed in >2% of
subjects receiving CABENUVA were injection site reactions, pyrexia, fatigue,
headache, musculoskeletal pain, nausea, sleep disorders, dizziness, and rash.
6.1)

To report SUSPECTED ADVERSE REACTIONS, contact ViiV
Healthcare at 1-877-844-8872 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

o Refer to the full prescribing information for important drug interactions
with CABENUVA. (4,5.5,7)

e Because CABENUVA isa complete regimen, coadministration with other
antiretroviral medications for the treatment of HIV-1 infection is not
recommended. (7.1)

e Drugs that induce uridine diphosphate glucuronosyltransferase (UGT)1Al
or cytochrome P450 (CYP)3A4 may decrease the plasma concentrations
of the components of CABENUVA. (4, 7.3,7.4)

e CABENUVA should be used with caution in combination with drugs with
a known risk of Torsade de Pointes. (7.3, 7.4)

---------------------------- USE IN SPECIFIC POPULATIONS-----------m-mmmmmemem-
e Pregnancy: After oral use of rilpivirine, exposures were generally lower
during pregnancy compared with the postpartum period. (8.1)
e Lactation: Breastfeeding is not recommended due to the potential for
HIV-1 transmission. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 1/2022
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

CABENUVA is indicated as a complete regimen for the treatment of human immunodeficiency
virus type 1 (HIV-1) infection in adults to replace the current antiretroviral regimen in those who
are virologically suppressed (HIV-1 RNA <50 copies/mL) on a stable antiretroviral regimen with
no history of treatment failure and with no known or suspected resistance to either cabotegravir
or rilpivirine [see Microbiology (12.4), Clinical Studies (14.1)].

2 DOSAGE AND ADMINISTRATION
2.1  Dosage and Administration Overview

e CABENUVA contains cabotegravir extended-release injectable suspension in a single-dose
vial and rilpivirine extended-release injectable suspension in a single-dose vial [see Dosage
Forms and Strengths (3)].

e CABENUVA must be administered by a healthcare provider by gluteal intramuscular
injection [see Dosage and Administration (2.9)].

e Prior to starting CABENUVA, initiate the patient on oral lead-in for approximately 1 month
(at least 28 days) to assess tolerability of cabotegravir and rilpivirine [see Dosage and
Administration (2.3)].

e CABENUVA can be injected monthly or every 2 months [see Dosage and Administration
(2.4, 2.5)]. Healthcare providers should discuss these 2 dosing options with the patient prior
to starting CABENUVA and decide which injection dosing frequency would be the most
appropriate option for the patient [see Adverse Reactions (6.1), Microbiology (12.4), Clinical
Studies (14.1)].

2.2 Adherence to CABENUVA

Prior to starting CABENUVA, healthcare providers should carefully select patients who agree to
the required monthly or every-2-month injection dosing schedule and counsel patients about the
importance of adherence to scheduled dosing visits to help maintain viral suppression and reduce
the risk of viral rebound and potential development of resistance with missed doses [see
Warnings and Precautions (5.6)].




2.3 Oral Lead-in Dosing to Assess Tolerability of CABENUVA

Oral lead-in should be used for approximately 1 month (at least 28 days) prior to the initiation of
CABENUVA to assess the tolerability of cabotegravir and rilpivirine. The recommended oral
lead-in daily dose is one 30-mg tablet of VOCABRIA (cabotegravir) and one 25-mgtablet of
EDURANT (rilpivirine). See Tables 1 and 2 for recommended oral lead-in and monthly or
every-2-month intramuscular injection dosing schedule for CABENUVA [Dosage and
Administration (2.4, 2.5)].

2.4 Monthly Gluteal Intramuscular Injection Dosing with CABENUVA
Initiation Injections (CABENUVA 600-mg/900-mg Kit)

Initiate injections on the last day of oral lead-in. The recommended initial injection doses of
CABENUVA in adults are a single 600-mg (3-mL) intramuscular injection of cabotegravir and a
single 900-mg (3-mL) intramuscular injection of rilpivirine. Administer cabotegravir and
rilpivirine at separate gluteal injection sites (on opposite sides or 2 cm apart) during the same
visit [see Dosage and Administration (2.9)]. Continuation injections should be initiated a month
after the initiation injections.

Continuation Injections (CABENUVA 400-mg/600-mg Kit)

After the initiation injections, the recommended monthly continuation injection doses of
CABENUVA in adults are a single 400-mg (2-mL) intramuscular injection of cabotegravir and a
single 600-mg (2-mL) intramuscular injection of rilpivirine at each visit (Table 1). Administer
cabotegravir and rilpivirine at separate gluteal injection sites (on opposite sides or 2 cm apart)
during the same visit [see Dosage and Administration (2.9)]. Patients may be given
CABENUVA up to 7 days before or after the date the patient is scheduled to receive monthly
injections.

Table 1. Recommended Oral Lead-in and Monthly Injection Dosing Schedule in Adults

Intramuscular
(Gluteal)
Intramuscular Continuation
(Gluteal) Injections
Oral Lead-in Initiation Injections (Once-Monthly
(at Least 28 Days) (One-Time Dosing) Dosing)
At Month 2
(on the Last Day of
Drug Month 1 Oral Lead-in Dosing) Month 3 Onwards
Cabotegravir | 30 mg once daily with a 600 mg (3 mL) 400 mg (2 mL)
meal
Rilpivirine 25 mg once daily with a 900 mg (3 mL) 600 mg (2 mL)
meal




2.5  Every-2-Month Gluteal Intramuscular Injection Dosing with CABENUVA
Initiation Injections (CABENUVA 600-mg/900-mg Kit)

Initiate injections on the last day of oral lead-in. The recommended initiation injection doses of
CABENUVA in adults are a single 600-mg (3-mL) intramuscular injection of cabotegravir and a
single 900-mg (3-mL) intramuscular injection of rilpivirine 1 month apart for 2 consecutive
months (Table 2). Administer cabotegravir and rilpivirine at separate gluteal injection sites (on
opposite sides or 2 cm apart) during the same visit [see Dosage and Administration (2.9)].
Patients may be given CABENUVA up to 7 days before or after the date the patient is scheduled
to receive the second initiation injections.

Continuation Injections (CABENUVA 600-mag/900-mg Kit)

After the 2 initiation doses given consecutively 1 month apart (Months 2 and 3), the
recommended continuation injection doses (Month 5 onwards) of CABENUVA in adults are a
single 600-mg (3-mL) intramuscular injection of cabotegravir and a single 900-mg (3-mL)
intramuscular injection of rilpivirine administered every 2 months (Table 2). Administer
cabotegravir and rilpivirine at separate gluteal injection sites (on opposite sides or 2 cm apart)
during the same visit [see Dosage and Administration (2.9)]. Patients may be given
CABENUVA up to 7 days before or after the date the patient is scheduled to receive the
injections.

Table 2. Recommended Oral Lead-in and Every-2-Month Injection Dosing Schedule in
Adults

Oral Lead-in Intramuscular (Gluteal)

(at Least 28 Days) Injections?®

At Month 2, Month 3, and then
Every 2 Months Onward

Drug Month 1 (Starting at Month 5)
Cabotegravir 30 mg once daily with a meal 600 mg (3 mL)
Rilpivirine 25 mqg once daily with a meal 900 mg (3 mL)

a For the every-2-month injection dosing schedule in adults, Initiation Injectionsare injections
administered Month 2 and Month 3 and Continuation Injections are injectionsadministered
every 2 months onwards (starting Month 5).

2.6 Dosing Recommendations When Switching from Monthly to Every-2-Month
Intramuscular Injections

Patients switching from a monthly continuation injection schedule (a single 400-mg [2-mL]
gluteal intramuscular injection of cabotegravir and a single 600-mg [2-mL] intramuscular
injection of rilpivirine) to an every-2-month continuation injection dosing schedule should
receive a single 600-mg (3-mL) intramuscular injection of cabotegravir and a single 900-mg



(3-mL) intramuscular injection of rilpivirine administered 1 month after the last monthly
continuation injections and then every 2 months thereafter. Cabotegravir and rilpivirine
injections should be administered at separate gluteal injection sites (on opposite sides or 2 cm
apart) during the same visit [see Dosage and Administration (2.9)].

2.7  Dosing Recommendations When Switching from Every-2-Month to Monthly
Intramuscular Injections

Patients switching from an every-2-month continuation injection schedule (a single 600-mg
[3-mL] intramuscular injection of cabotegravir and a single 900-mg [3-mL] intramuscular
injection of rilpivirine) to a monthly continuation dosing schedule should receive a single
400-mg (2-mL) intramuscular injection of cabotegravir and a single 600-mg (2-mL)
intramuscular injection of rilpivirine 2 months after the last every-2-month continuation injection
and then monthly thereafter. Cabotegravir and rilpivirine injections should be administered at
separate gluteal injection sites (on opposite sidesor 2 cm apart) during the same visit [see
Dosage and Administration (2.9)].

2.8  Recommended Dosing Schedule for Missed Injections

Adherence to the injection dosing schedule is strongly recommended [see Dosage and
Administration (2.1)]. Patients who miss a scheduled injection visit should be clinically
reassessed to ensure resumption of therapy remains appropriate. Refer to Tables 3 and 4 for
dosing recommendations after missed injections.

Planned Missed Injections for Patients on the Monthly Dosing Schedule

If a patient plans to miss a scheduled injection visit by more than 7 days, take daily oral therapy
for up to 2 months to replace missed injection visits. The recommended oral daily dose is one
30-mgtablet of VOCABRIA (cabotegravir) and one 25-mg tablet of EDURANT (rilpivirine).
The first dose of oral therapy should be taken approximately 1 month after the last injection dose
of CABENUVA and continued until the day injection dosing is restarted. Refer to Table 3 for
injection dosing recommendations.

Unplanned Missed Injections for Patients on the Monthly Dosing Schedule

If monthly injections are missed or delayed by more than 7 days and oral therapy has not been
taken in the interim, clinically reassess the patient to determine if resumption of injection dosing
remains appropriate [see Warningsand Precautions (5.6)]. If injection dosing will be continued,
see Table 3 for dosing recommendations.



Table 3. Injection Dosing Recommendations after Missed Injections for Patients on the
Monthly Dosing Schedule®

Time since Last

Injection Recommendation
Less than or equal to Resume with 400-mg (2-mL) cabotegravir and 600-mg (2-mL)
2 months rilpivirine gluteal intramuscular monthly injections as soon as
possible.

Greater than 2 months | Re-initiate the patient with 600-mg (3-mL) cabotegravir and 900-mg
(3-mL) rilpivirine gluteal intramuscular injections then continue to
follow the 400-mg (2-mL) cabotegravir and 600-mg (2-mL)
rilpivirine gluteal intramuscular monthly injection dosing schedule.

a Refer to oral dosing recommendations if a patient plans to miss a scheduled injection visit.

Planned Missed Injections for Patients on the Every-2-Month Dosing Schedule

If a patient plans to miss a scheduled injection visit by more than 7 days, take daily oral therapy
for up to 2 months to replace 1 missed injection visit. The recommended oral daily dose is one
30-mgtablet of VOCABRIA (cabotegravir) and one 25-mg tablet of EDURANT (rilpivirine).
The first dose of oral therapy should be taken approximately 2 months after the last injection
dose of CABENUVA and continued until the day injection dosing is restarted. Refer to Table 4
for injection dosing recommendations.

Unplanned Missed Injections for Patients on the Every-2-Month Dosing Schedule

If a scheduled every-2-month injection visit is missed or delayed by more than 7 days and oral
therapy has not been taken in the interim, clinically reassess the patient to determine if
resumption of injection dosing remains appropriate [see Warnings and Precautions (5.6)]. If the
every-2-month dosing schedule will be continued, see Table 4 for dosing recommendations.




Table 4. Injection Dosing Recommendations after Missed Injections for Patients on the
Every-2-Month Dosing Schedule

Missed Injection Time since Last

Visit Injection Recommendation
Injection 2 Less than or equal to | Resume with 600-mg (3-mL) cabotegravir and
(Month 3) 2 months 900-mg (3-mL) rilpivirine intramuscular

injections as soon as possible, then continue to
follow the every-2-month injection dosing

schedule.
Greater than Re-initiate the patient with 600-mg (3-mL)
2 months cabotegravir and 900-mg (3-mL) rilpivirine

intramuscular injections, followed by the second
initiation injection dose 1 month later. Then
continue to follow the every-2-month injection
dosing schedule thereafter.

Injection 3 or later | Lessthan orequal to | Resume with 600-mg (3-mL) cabotegravir and
(Month 5 onwards) 3 months 900-mg (3-mL) rilpivirine intramuscular
injections as soon as possible and continue with
the every-2-month injection dosing schedule.

Greater than Re-initiate the patient with 600-mg (3-mL)

3 months cabotegravir and 900-mg (3-mL) rilpivirine
intramuscular injections, followed by the second
initiation injection dose 1 month later. Then
continue with the every-2-month injection dosing
schedule thereafter.

2.9  Administration Instructions
Refer to the Instructions for Use for complete administration instructions with illustrations.

A complete dose requires 2 injections: 1 injection of cabotegravir and 1 injection of rilpivirine
[see Dosage and Administration (2.4, 2.5)].

Cabotegravir and rilpivirine are suspensions for gluteal intramuscular injection that do not need
further dilution or reconstitution.

Administer each injection at separate gluteal injection sites (on opposite sides or 2 cm apart)
during the same visit. The ventrogluteal site is recommended. A dorsogluteal approach (upper
outer quadrant) is acceptable, if preferred by the healthcare professional. Do not administer by
any other route or anatomical site. Consider the body massindex (BMI) of the patient to ensure
that the needle length is sufficient to reach the gluteus muscle. Longer needle lengths (not
included in the dosing kit) may be required for patients with higher BMI (example: >30 kg/m?)




to ensure that injections are administered intramuscularly as opposed to subcutaneously. The
administration order of cabotegravir and rilpivirine injections is not important.

Before preparing the injections, remove CABENUVA from the refrigerator and wait at least
15 minutes to allow the medicines to come to room temperature. The vials may remain in the
carton at room temperature for up to 6 hours; do not put back into the refrigerator. If not used
within 6 hours, the medication must be discarded.

Parenteral drug products should be inspected visually for particulate matter and discoloration
prior to administration, whenever solution and container permit. The cabotegravir vial has a
brown tint to the glass that may limit visual inspection. Discard CABENUVA if either medicine
exhibits particulate matter or discoloration.

Shake each vial of CABENUVA vigorously so that the suspensions look uniform before
injecting. Small air bubbles are expected and acceptable.

Once the suspensions have been drawn into the respective syringes, the injections should be
administered as soon as possible, but may remain in the syringes for up to 2 hours. The filled
syringes should not be placed in the refrigerator. If 2 hours are exceeded, the filled syringes and
needles must be discarded [see How Supplied/Storage and Handling (16)].

3 DOSAGE FORMS AND STRENGTHS

CABENUVA contains a single-dose vial of cabotegravir as a white to light pink, free-flowing,
extended-release injectable suspension and a single-dose vial of rilpivirine as a white to
off-white extended-release injectable suspension, co-packaged as follows:

CABENUVA 400-mg/600-mg Kit

e Injection: 400 mg/2 mL (200 mg/mL) of cabotegravir suspension in single-dose vial
e Injection: 600 mg/2 mL (300 mg/mL) of rilpivirine suspension in single-dose vial
CABENUVA 600-mg/900-mg Kit

e Injection: 600 mg/3 mL (200 mg/mL) of cabotegravir suspension in single-dose vial

e Injection: 900 mg/3 mL (300 mg/mL) of rilpivirine suspension in single-dose vial

4 CONTRAINDICATIONS
CABENUVA is contraindicated in patients:

e with previous hypersensitivity reaction to cabotegravir or rilpivirine [see Warnings and
Precautions (5.1)].

e receivingthe following coadministered drugs for which significant decreases in cabotegravir
and/or rilpivirine plasma concentrations may occur due to uridine diphosphate
(UDP)-glucuronosyl transferase (UGT)1A1 and/or cytochrome P450 (CYP)3A enzyme



induction, which may result in loss of virologic response [see Drug Interactions (7), Clinical
Pharmacology (12.3)]:

o0 Anticonvulsants: Carbamazepine, oxcarbazepine, phenobarbital, phenytoin

o

Antimycobacterials: Rifabutin, rifampin, rifapentine

Glucocorticoid (systemic): Dexamethasone (more than a single-dose treatment)

o O

Herbal product: St John’s wort (Hypericum perforatum)

5 WARNINGS AND PRECAUTIONS
5.1  Hypersensitivity Reactions

Hypersensitivity reactions have been reported during postmarketing experience with
rilpivirine-containing regimens [see Adverse Reactions (6.2)]. Reactions include cases of Drug
Reaction with Eosinophilia and Systemic Symptoms (DRESS). While some skin reactions were
accompanied by constitutional symptoms such as fever, other skin reactions were associated with
organ dysfunctions, including elevations in hepatic serum biochemistries. Serious or severe
hypersensitivity reactions have been reported in association with other integrase inhibitors and
could occur with CABENUVA [see Adverse Reactions (6.1)]. Remain vigilant and discontinue
CABENUVA if a hypersensitivity reaction is suspected.

Discontinue CABENUVA immediately if signs or symptoms of hypersensitivity reactions
develop (including, but not limited to, severe rash, or rash accompanied by fever, general
malaise, fatigue, muscle or joint aches, blisters, mucosal involvement [oral blisters or lesions],
conjunctivitis, facial edema, hepatitis, eosinophilia, angioedema, difficulty breathing). Clinical
status, including liver transaminases, should be monitored and appropriate therapy initiated. For
information regarding the long-acting properties of CABENUVA, [see Warnings and
Precautions (5.6)]. Administer oral lead-in dosing prior to administration of CABENUVA to
help identify patients who may be at risk of a hypersensitivity reaction [see Dosage and
Administration (2.3), Contraindications (4)].

5.2  Post-Injection Reactions

In clinical trials, serious post-injection reactions were reported within minutes after the injection
of rilpivirine. These events included symptoms such as dyspnea, bronchospasm, agitation,
abdominal cramping, rash/urticaria, dizziness, flushing, sweating, oral numbness, changes in
blood pressure, and pain (e.g., back and chest). These events were reported in <1% of subjects
and began to resolve within minutes after the injection, with some patients receiving supportive
care. These events may have been associated with accidental intravenous administration during
the intramuscular injection procedure [see Adverse Reactions (6.1)].

Carefully follow the Instructions for Use when preparing and administering CABENUVA. The
suspensions should be injected slowly via intramuscular injection, and care should be taken to
avoid accidental intravenous administration [see Dosage and Administration (2.9)]. Observe



patients briefly (approximately 10 minutes) after the injection. If a patient experiences a
post-injection reaction, monitor and treat as clinically indicated.

5.3  Hepatotoxicity

Hepatotoxicity has been reported in patients receiving cabotegravir or rilpivirine with or without
known pre-existing hepatic disease or identifiable risk factors [see Adverse Reactions (6.1)].

Patients with underlying liver disease or marked elevations in transaminases prior to treatment
may be at increased risk for worsening or development of transaminase elevations.

Monitoring of liver chemistries is recommended and treatment with CABENUVA should be
discontinued if hepatotoxicity is suspected. For information regarding the long-acting properties
of CABENUVA, [see Warnings and Precautions (5.6)].

5.4  Depressive Disorders

Depressive disorders (including depressed mood, depression, major depression, mood altered,
mood swings, dysphoria, negative thoughts, suicidal ideation or attempt) have been reported with
CABENUVA or the individual drug products [see Adverse Reactions (6.1)]. Promptly evaluate
patients with depressive symptoms to assess whether the symptoms are related to CABENUVA
and to determine whether the risks of continued therapy outweigh the benefits.

5.5 Risk of Adverse Reactions or Loss of Virologic Response Due to Drug Interactions

The concomitant use of CABENUVA and other drugs may result in known or potentially
significant drug interactions, some of which may lead to adverse events, loss of virologic
response of CABENUVA, and possible development of viral resistance [see Contraindications
(4), Drug Interactions (7.4)].

Rilpivirine 75-mg and 300-mg once-daily oral doses (3 and 12 times the recommended oral
dosage) in healthy adults prolonged the QTc interval with mean steady-state Cra Values 4.4- and
11.6-fold higher than C values associated with the recommended 600-mg monthly dose of
rilpivirine extended-release injectable suspensionand 4.1- and 10.7-fold higher than Cp« values
associated with the recommended 900-mg every-2-month dose of rilpivirine extended-release
injectable suspension [see Clinical Pharmacology (12.2)]. CABENUVA should be used with
caution in combination with drugs with a known risk of Torsade de Pointes [see Drug
Interactions (7.3, 7.4)].

See Table 8 for steps to prevent or manage these possible and known significant drug
interactions, including dosing recommendations. Consider the potential for drug interactions
prior to and during therapy with, and after discontinuation of CABENUVA; review concomitant
medications during therapy with CABENUVA [see Drug Interactions (7.4)].

5.6  Long-Acting Properties and Potential Associated Risks with CABENUVA

Residual concentrations of both cabotegravir and rilpivirine may remain in the systemic
circulation of patients for prolonged periods (up to 12 monthsor longer). Itis important to
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carefully select patients who agree to the required monthly or every-2-month injection dosing
schedule because non-adherence to monthly or every-2-month injections or missed doses could
lead to loss of virologic response and development of resistance [see Dosage and Administration
(2.2), Adverse Reactions (6.1), Drug Interactions (7.4)].

To minimize the potential risk of developing viral resistance, it is essential to initiate an
alternative, fully suppressive antiretroviral regimen no later than 1 month after the final
injections of CABENUVA when dosed monthly and no later than 2 months after the final
injections of CABENUVA when dosed every 2 months. If virologic failure is suspected, switch
the patient to an alternative regimen as soon as possible.

6 ADVERSE REACTIONS

The following adverse reactions are described below and in other sections of the labeling:
e Hypersensitivity reactions [see Warnings and Precautions (5.1)]

e Post-injection reactions [see Warnings and Precautions (5.2)]

e Hepatotoxicity [see Warnings and Precautions (5.3)]

e Depressive disorders [see Warnings and Precautions (5.4)]

6.1  Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared with rates in the clinical
trials of another drug and may not reflect rates observed in practice.

The safety assessment of CABENUVA is based on the analysis of pooled 48-week data from
1,182 virologically suppressed subjects with HIV-1 infection in 2 international, multicenter,
open-label pivotal trials, FLAIR and ATLAS, and 1,045 virologically suppressed subjects from
the ATLAS-2M trial [see Clinical Studies (14.1)]. Additional safety information from other
ongoing or earlier clinical trials in the cabotegravir and rilpivirine program have been considered
in assessing the overall safety profile of CABENUVA.

Adverse reactions were reported following exposure to CABENUVA extended-release injectable
suspensions (median time exposure at the time of analysis: 54 weeksin FLAIR and ATLAS, and
64 weeks in ATLAS-2M) and data from VOCABRIA (cabotegravir) tablets and EDURANT
(rilpivirine) tablets administered in combination as oral lead-in therapy (median time exposure:
5.3 weeks in FLAIR and ATLAS, and 5.6 weeks in ATLAS-2M). Adverse reactions included
those attributable to both the oral and injectable formulations of cabotegravir and rilpivirine
administered as a combination regimen. Refer to the prescribing information for EDURANT
(rilpivirine) for other adverse reactions associated with oral rilpivirine.
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The most common adverse reactions regardless of severity reported in >2% of adult subjects
from FLAIR and ATLAS are presented in Table 5. Selected laboratory abnormalities are
included in Table 7.

Overall, 4% of subjects in the group receiving CABENUVA and 2% of subjects in the control
group in FLAIR and ATLAS discontinued due to adverse events. Non-injection-site—related
adverse events leading to discontinuation and occurring in more than 1 subject were headache,
diarrhea, hepatitis A, and acute hepatitis B (all with an incidence <1%). In ATLAS-2M, 2% of
subjects in both treatment groups discontinued due to adverse events. Non-injection-site—related
adverse events leading to discontinuation and occurring in more than 1 subject in ATLAS-2M
were fatigue, pyrexia, headache, presyncope, acute hepatitis B, hyperhidrosis, and abnormal
dreams that occurred with an incidence of <1% in either treatment group.

Table 5. Adverse Reactions? (Grades 1 to 4) Reported in at Least 2% of Subjects with
HIV-1 Infection in FLAIR and ATLAS Trials (Week 48 Pooled Analyses)

Cabotegravir plus Rilpivirine Current Antiretroviral
Once Monthly Regimen
(n=591) (n=591)
At Least At Least
Adverse Reactions All Grades Grade 2 All Grades Grade 2
Injection site reactionsP 83% 37% 0 0
Pyrexia® 8% 2% 0 0
Fatigued 5% 1% <1% <1%
Headache 4% <1% <1% <1%
Musculoskeletal paine 3% 1% <1% 0
Nausea 3% <1% 1% <1%
Sleep disorders' 2% <1% <1% 0
Dizziness 2% <1% <1% 0
Rash? 2% <1% 0 0

a Adverse reactions defined as “treatment-related” as assessed by the investigator.

b See Injection-Associated Adverse Reactions for additional information.

¢ Pyrexia: includes pyrexia, feeling hot, chills, influenza-like illness, body temperature increased.

d Fatigue: includes fatigue, malaise, asthenia.

e Musculoskeletal pain: includes musculoskeletal pain, musculoskeletal discomfort, back pain,
myalgia, pain in extremity.

f Sleep disorders: includes insomnia, poor quality sleep, somnolence.

9 Rash: includes erythema, pruritus, pruritus generalized, purpura, rash, rash- erythematous,
generalized, macular.
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In ATLAS-2M, the type and frequency of adverse reactions reported in subjects receiving
CABENUVA once monthly or CABENUVA once every 2 months for 48 weeks were similar.
Differences between treatment arms were reported for the types of injection-associated adverse
reactions (see Injection-Associated Adverse Reactions for additional information).

Injection-Associated Adverse Reactions

Local Injection Site Reactions (ISRs): In the 3 Phase 3 studies, FLAIR, ATLAS, and
ATLAS-2M, the most frequent adverse reactions associated with the intramuscular
administration of CABENUVA were ISRs.

In the pooled analysis of FLAIR and ATLAS, 83% of subjects reported any injection site
reaction with the monthly dosing regimen, with 1% of subjects who discontinued treatment with
CABENUVA because of ISRs. After 14,682 injections, 3,663 ISRs were reported. The severity
of ISRs was generally mild (Grade 1: 75% of subjects) or moderate (Grade 2: 36% of subjects).
Four percent (4%) subjects experienced severe (Grade 3) ISRs, and no subject experienced
Grade 4 ISRs. The median duration of overall ISR events was 3 days. The most commonly
reported ISR in FLAIR and ATLAS was pain/discomfort, with 79% reported in the group
receiving CABENUVA.

In ATLAS-2M, 75% of subjects reported any injection site reaction in both the monthly and
every-2-month dosing regimens, with <1% of subjects who discontinued treatment with
CABENUVA because of ISRs. When dosing monthly, after 15,711 injections, 3,152 ISRs were
reported. When dosing every 2 months, after 8,470 injections, 2,507 ISRs were reported. The
severity of ISRs was generally mild (Grade 1: 70% and 71% of subjects) or moderate (Grade 2:
28% and 27% of subjects) in monthly and every-2-month dosing regimens, respectively. Four
percent (4%) subjects in the monthly group and 3% of subjects in the every-2-month group
experienced severe (Grade 3) ISRs, and no subject experienced Grade 4 ISRs. The median
duration of overall ISR events was 3 days for both dosing regimens. The most commonly
reported ISR in ATLAS-2M was pain/discomfort, with 71% and 73% reported in the monthly
and every-2-month dosing regimens, respectively. The severity and duration of ISRs, including
pain/discomfort, were similar for both dosing regimens and in subjects without prior exposure to
CABENUVA.

The most commonly reported ISR (Grades 1 to 3) in at least 1% of adult subjects in the pooled
analyses from FLAIR and ATLAS, and from ATLAS-2M, are presented in Table 6. The
side-by-side tabulation is to simplify presentation; direct comparison across trials should not be
made due to differing trials.
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Table 6. Injection Site Reactions (Grades 1 to 3) Reported in at Least 1% of Subjects in
FLAIR and ATLAS (Pooled Analysis) and ATLAS-2M Trials (Week 48 Analysis)

FLAIR and
ATLAS ATLAS-2M
Cabotegravir plus Cabotegravir plus Cabotegravir plus
Rilpivirine Rilpivirine Rilpivirine
Once Monthly Once Every 2 Months Once Monthly
Injection Site Reactions (n=591) (n=522) (n=523)

Any injection site reaction 83% 75% 75%
Pain/discomfort 79% 73% 71%
Nodules 14% 10% 17%
Induration 12% 8% 7%
Swelling 8% 6% 5%
Erythema 4% 2% 3%
Pruritus 4% 5% 5%
Bruising/discoloration 3% 2% 2%
Warmth 2% 1% 2%
Hematoma 2% <1% 3%

Anesthesia, abscess, cellulitis, and hemorrhage at the injection site were each reported in <1% of
subjects.

Other Injection-Associated Adverse Reactions: In the ATLAS and FLAIR clinical trials, an
increased incidence of pyrexia (8%) was reported by subjects receiving cabotegravir plus
rilpivirine injections compared with no events among subjects receiving current antiretroviral
regimen. In ATLAS and FLAIR, no cases were serious or led to withdrawal and the occurrences
of pyrexia may represent a response to administration of CABENUVA via intramuscular
injection. In ATLAS-2M, 1 subject in each arm reported pyrexia which led to withdrawal.

In ATLAS and FLAIR, reports of musculoskeletal pain (3%) and less frequently, sciatica, were
also more common in subjects receiving cabotegravir plusrilpivirine compared with the current
antiretroviral regimen and some events had a temporal association with injection.

Vasovagal or pre-syncopal reactions were reported in <1% of subjects after injection with
rilpivirine or cabotegravir.

Less Common Adverse Reactions

The following select adverse reactions (regardless of severity) occurred in <2% of subjects
receiving cabotegravir plus rilpivirine.

Gastrointestinal Disorders: Abdominal pain (including upper abdominal pain), gastritis,
dyspepsia, vomiting, diarrhea, and flatulence.

Hepatobiliary Disorders: Hepatotoxicity.
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Investigations: Weight increase (see below).
Psychiatric Disorders: Anxiety (including anxiety and irritability), depression, abnormal dreams.
Skin and Hypersensitivity Reactions: Hypersensitivity reactions.

Weight Increase

At Week 48, subjects in FLAIR and ATLAS who received cabotegravir plus rilpivirine had a
median weight gain of 1.5 kg; those in the current antiretroviral regimen group had a median
weight gain of 1.0 kg (pooled analysis). In the FLAIR trial, the median weight gain in subjects
receiving cabotegravir plus rilpivirine or a dolutegravir-containing regimen was 1.3 kg and

1.5 kg, respectively, compared with 1.8 kgand 0.3 kg in the ATLAS trial in subjects receiving
either cabotegravir plus rilpivirine or a protease inhibitor-, non-nucleoside reverse transcriptase
inhibitor (NNRTI)-, or integrase strand transfer inhibitor (INSTI)-containing regimen,
respectively. At Week 48, subjects in ATLAS-2M who received cabotegravir plus rilpivirine in
both the monthly and every-2-month treatment arms had a median weight gain of 1.0 kg.

Laboratory Abnormalities

Selected laboratory abnormalities with a worsening grade from baseline and representing the
worst-grade toxicity are presented in Table 7. The side-by-side tabulation is to simplify
presentation; direct comparison across trials should not be made due to differing trials.

Table 7. Selected Laboratory Abnormalities (Grades 3 to 4, Week 48) in FLAIR and ATLAS
(Pooled Analyses) and ATLAS-2M Trials

FLAIR and ATLAS ATLAS-2M
Cabotegravir

Cabotegravir Current plus Rilpivirine | Cabotegravir

plus Rilpivirine | Antiretroviral | Once Every 2 | plus Rilpivirine

Once Monthly Regimen Months Once Monthly
Laboratory Parameter (n=591) (n=591) (n=522) (n=523)
ALT (>5.0 x ULN) 2% <1% <1% <1%
AST (>5.0 x ULN) 2% <1% <1% 1%
Total bilirubin (>2.6 x <1% <1% <1% <1%
ULN)
Creatine phosphokinase 8% 4% 3% 4%
(>10.0 x ULN)
Lipase (3.0 x ULN) 5% 3% 3% 2%

ALT = Alanine aminotransferase, ULN = Upper limit of normal, AST = Aspartate transaminase.

Changes in Total Bilirubin: Small, non-progressive increases in total bilirubin (without clinical
jaundice) were observed with cabotegravir plusrilpivirine. These changes are not considered

15




clinically relevant as they likely reflect competition between cabotegravir and unconjugated
bilirubin for acommon clearance pathway (UGT1A1) [see Clinical Pharmacology (12.3)].

Serum Cortisol: In pooled Phase 3 trials of EDURANT (rilpivirine), the overall mean change
from baseline in basal cortisol was -0.69 (-1.12, 0.27) mcg/dL in the group receiving EDURANT
compared with -0.02 (-0.48, 0.44) mcg/dL in the control group. Abnormal responses to ACTH
stimulation tests were also higher in the group receiving EDURANT. The clinical significance of
the higher abnormal rate of ACTH stimulation tests in the group receiving EDURANT is not
known. Refer to the prescribing information for EDURANT for additional information.

6.2  Postmarketing Experience

The following adverse reactions have been identified during postmarketing experience in
patients receiving an oral rilpivirine-containing regimen. Because these reactions are reported
voluntarily from a population of uncertain size, it is not always possible to reliably estimate their
frequency or establish a causal relationship to drug exposure.

Renal and Genitourinary Disorders

Nephrotic syndrome.

Skin and Subcutaneous Tissue Disorders

Severe skin and hypersensitivity reactions, including DRESS [see Warnings and Precautions

(5.1].
7 DRUG INTERACTIONS
7.1 Concomitant Use with Other Antiretroviral Medicines

Because CABENUVA is a complete regimen, coadministration with other antiretroviral
medications for the treatment of HIV-1 infection is not recommended [see Indications and
Usage (1)].

7.2  Use of Other Antiretroviral Drugs after Discontinuation of CABENUVA

Residual concentrations of cabotegravir and rilpivirine may remain in the systemic circulation of
patients for prolonged periods (up to 12 months or longer). These residual concentrations are not
expected to affect the exposures of antiretroviral drugs that are initiated after discontinuation of

CABENUVA [see Warnings and Precautions (5.6), Drug Interactions (7.4), Clinical
Pharmacology (12.3)].

7.3  Potential for Other Drugs to Affect CABENUVA

Refer to the prescribing information for VOCABRIA (cabotegravir) and EDURANT (rilpivirine)
for additional drug interaction information related to oral cabotegravir and oral rilpivirine,
respectively.
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Cabotegravir

Cabotegravir is primarily metabolized by UGT1A1 with some contribution from UGT1AO9.
Drugs that are strong inducers of UGT1A1 or 1A9 are expected to decrease cabotegravir plasma
concentrationsand may result in loss of virologic response; therefore, coadministration of
CABENUVA with these drugs is contraindicated [see Contraindications (4)].

Rilpivirine

Rilpivirine is primarily metabolized by CYP3A. Coadministration of CABENUVA and drugs
that induce CYP3A may result in decreased plasma concentrations of rilpivirine and loss of
virologic response and possible resistance to rilpivirine or to the class of NNRTIs [see
Contraindications (4), Drug Interactions (7.4)]. Coadministration of CABENUVA and drugs

that inhibit CYP3A may result in increased plasma concentrations of rilpivirine [see Drug
Interactions (7.4), Clinical Pharmacology (12.3)].

QT-Prolonging Drugs: At mean steady-state C,,.x Values 4.4- and 11.6-fold higher than those
with the recommended 600-mg dose of rilpivirine extended-release injectable suspension,
rilpivirine may prolong the QTc interval [see Clinical Pharmacology (12.2)]. CABENUVA
should be used with caution in combination with drugs with a known risk of Torsade de Pointes
[see Warnings and Precautions (5.5), Drug Interactions (7.4)].

7.4  Established and Other Potentially Significant Drug Interactions

Refer to the prescribing information for VOCABRIA (cabotegravir) and EDURANT (rilpivirine)
for additional drug interaction information related to oral cabotegravir and oral rilpivirine,
respectively.

Information regarding potential drug interactions with cabotegravir and rilpivirine is provided in
Table 8. These recommendations are based on either drug interaction trials following oral
administration of cabotegravir or rilpivirine or predicted interactions due to the expected
magnitude of the interaction and potential for loss of virologic response [see Contraindications
(4), Warnings and Precautions (5.5), Clinical Pharmacology (12.3)]. Table 8 includes
potentially significant interactions but is not all inclusive.
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Table 8. Drug Interactions with CABENUVA

Concomitant Drug Class:

Drug Name

Effecton
Concentration

Clinical Comment

Anticonvulsants:
Carbamazepine
Oxcarbazepine
Phenobarbital

I Cabotegravir
JRilpivirine

Phenytoin

Antimycobacterials: JCabotegravir

Rifampina {Rilpivirine

Rifapentine

Antimycobacterial: I Cabotegravir

Rifabutina <~>Rifabutin
JRilpivirine

Glucocorticoid (systemic): JRilpivirine

Dexamethasone

(more than a single-dose

treatment)

Herbal product: JRilpivirine

St John’s wort (Hypericum
perforatum)

Coadministration is contraindicated with
CABENUVA due to potential for loss of
virologic response and development of
resistance [see Contraindications (4)].

Macrolide or ketolide
antibiotics:
Azithromycin
Clarithromycin
Erythromycin

«~>Cabotegravir
TRilpivirine

Macrolides are expected to increase
concentrations of rilpivirineand are
associated with a risk of Torsade de
Pointes [Warnings and Precautions
(5.5)]. Where possible, consider
alternatives, such as azithromycin, which
increases rilpivirine concentrations less
than other macrolides.

Narcotic analgesic:
Methadone?

«>Cabotegravir
I Methadone
<>Rilpivirine

No dose adjustment of methadone is
required when starting coadministration
of methadone with CABENUVA.
However, clinical monitoring is
recommended as methadone
maintenance therapy may need to be
adjusted in some patients.

T = Increase, 4 = Decrease, <> = No change.
a See Clinical Pharmacology (12.3) for magnitude of interaction.
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7.5  Drugs without Clinically Significant Interactions

Cabotegravir

Based on drug interaction study results, the following drugs can be coadministered with
cabotegravir (non-antiretrovirals and rilpivirine) or given after discontinuation of cabotegravir
(antiretrovirals and non-antiretrovirals) without a dose adjustment: etravirine, midazolam, oral
contraceptives containing levonorgestrel and ethinyl estradiol, and rilpivirine [see Clinical
Pharmacology (12.3)].

Rilpivirine

Based on drug interaction study results, the following drugs can be coadministered with
rilpivirine (non-antiretrovirals and cabotegravir) or given after discontinuation of rilpivirine
(antiretrovirals and non-antiretrovirals): acetaminophen, atorvastatin, cabotegravir,
chlorzoxazone, dolutegravir, ethinyl estradiol, norethindrone, raltegravir, ritonavir-boosted
atazanavir, ritonavir-boosted darunavir, sildenafil, tenofovir alafenamide, and tenofovir

disoproxil fumarate [see Clinical Pharmacology (12.3)]. Rilpivirine did not have a clinically
significant effect on the pharmacokinetics of digoxin or metformin.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to
CABENUVA during pregnancy. Healthcare providers are encouraged to register patients by
calling the Antiretroviral Pregnancy Registry (APR) at 1-800-258-4263.

Risk Summary

There are insufficient human dataon the use of CABENUVA during pregnancy to adequately
assess a drug-associated risk of birth defects and miscarriage. While there are insufficient human
data to assess the risk of neural tube defects (NTDs) with exposure to CABENUVA during
pregnancy, NTDs were associated with dolutegravir, another integrase inhibitor. Discuss the
benefit-risk of using CABENUVA with individuals of childbearing potential or during
pregnancy.

Cabotegravir and rilpivirine are detected in systemic circulation for up to 12 months or longer
after discontinuing injections of CABENUVA,; therefore, consideration should be given to the
potential for fetal exposure during pregnancy [see Warnings and Precautions (5.6), Drug
Interactions (7.2)].

Cabotegravir use in pregnant women hasnot been evaluated. Available data from the APR show
no difference in the overall risk of birth defects for rilpivirine compared with the background rate
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for major birth defects of 2.7% in a United States (U.S.) reference population of the Metropolitan
Atlanta Congenital Defects Program (MACDP) (see Data).

The rate of miscarriage is not reported in the APR. The background risk for major birth defects
and miscarriage for the indicated population is unknown. The background rate for major birth
defectsina U.S. reference population of the MACDP is 2.7%. The estimated background rate of
miscarriage in clinically recognized pregnancies in the U.S. general population is 15% to 20%.
The APR uses the MACDP as the U.S. reference population for birth defects in the general
population. The MACDP evaluates women and infants froma limited geographic area and does
not include outcomes for births that occurred at <20 weeks’ gestation.

In animal reproduction studies with oral cabotegravir, a delay in the onset of parturition and
increased stillbirths and neonatal deaths were observed in a rat pre- and postnatal development
study at >28 times the exposure at the recommended human dose (RHD). No evidence of
adverse developmental outcomes was observed with oral cabotegravir in rats or rabbits

(>28 times or similar to the exposure atthe RHD, respectively) given during organogenesis
(see Data).

No adverse developmental outcomes were observed whenrilpivirine was administered orally at
exposures 15 (rats) and 70 (rabbits) times the exposure in humans at the RHD (see Data).

Clinical Considerations

Lower exposures with oral rilpivirine were observed during pregnancy. Viral load should be
monitored closely if the patient remains on CABENUVA during pregnancy. Cabotegravir and
rilpivirine are detected in systemic circulation for up to 12 monthsor longer after discontinuing
injections of CABENUVA; therefore, consideration should be given to the potential for fetal
exposure during pregnancy [see Warnings and Precautions (5.6)].

Data

Human Data: Cabotegravir: Data froman observational study in Botswana showed that
dolutegravir, another integrase inhibitor, was associated with increased risk of NTDs when
administered at the time of conception and in early pregnancy. Data from clinical trials are
insufficient to addressthis risk with cabotegravir.

Rilpivirine: Based on prospective reports to the APR of over 390 exposures to oral
rilpivirine-containing regimens during the first trimester of pregnancy and over 170 during
second/third trimester of pregnancy, the prevalence of birth defects in live births was 1.3%
(95% CI:0.4% to 3.0%) and 1.1% (95% CI: 0.1% to 4.0%) following first and second/third
trimester exposures, respectively, compared with the background birth defect rate of 2.7% in the
U.S. reference population of the MACDP. In a clinical trial, total oral rilpivirine exposures were
generally lower during pregnancy compared with the postpartum period. Refer to the prescribing
information for EDURANT (rilpivirine) for additional information onrilpivirine.
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Animal Data: Cabotegravir: Cabotegravir was administered orally to pregnant rats at 0, 0.5, 5, or
1,000 mg/kg/day from 15 days before cohabitation, during cohabitation, and from Gestation
Days 0to 17. There were no effects on fetal viability when fetuses were delivered by caesarean,
although a minor decrease in fetal body weight was observed at 1,000 mg/kg/day (>28 times the
exposure in humans at the RHD). No drug-related fetal toxicities were observed at 5 mg/kg/day
(approximately 13 times the exposure in humansat the RHD), and no drug-related fetal
malformationswere observed at any dose.

Cabotegravir was administered orally to pregnant rabbits at 0, 30, 500, or 2,000 mg/kg/day from
Gestation Days 7 to 19. No drug-related fetal toxicities were observed at 2,000 mg/kg/day
(approximately 0.7 times the exposure in humans at the RHD).

In a rat pre- and postnatal development study, cabotegravir was administered orally to pregnant
rats at 0, 0.5, 5, or 1,000 mg/kg/day from Gestation Day 6 to Lactation Day 21. A delay in the
onset of parturition and increases in the number of stillbirths and neonatal deaths by Lactation
Day 4 were observed at 1,000 mg/kg/day (>28 times the exposure in humans at the RHD); there
were no alterations to growth and development of surviving offspring. In a cross-fostering study,
similar incidences of stillbirths and early postnatal deaths were observed when rat pups bornto
cabotegravir-treated mothers were nursed from birth by control mothers. There was no effect on
neonatal survival of control pups nursed from birth by cabotegravir-treated mothers. A lower
dose of 5 mg/kg/day (13 times the exposure at the RHD) was not associated with delayed
parturition or neonatal mortality in rats. Studies in pregnant rats showed that cabotegravir crosses
the placenta and can be detected in fetal tissue.

Rilpivirine: Rilpivirine was administered orally to pregnant rats (40, 120, or 400
mg/kg/day) and rabbits (5, 10, or 20 mg/kg/day) through organogenesis (on Gestation Days 6
through 17, and 6 through 19, respectively). No significant toxicological effects were observed in
embryo-fetal toxicity studies performed with rilpivirine in rats and rabbits at exposures 15 (rats)
and 70 (rabbits) times the exposure in humans at the RHD. In a pre- and postnatal development
study, rilpivirine was administered orally up to 400 mg/kg/day through lactation. No adverse
effects were noted in the offspring at maternal exposures up to 63 times the exposure in humans
at the RHD.

8.2 Lactation
Risk Summary

The Centers for Disease Control and Prevention recommends that HIV-1—infected mothers in the
U.S. not breastfeed their infants to avoid risking postnatal transmission of HIV-1 infection.

It is not known if the components of CABENUVA are present in human breast milk, affect
human milk production, or have effects on the breastfed infant. When administered to lactating
rats, cabotegravir and rilpivirine were present in milk (see Data). If cabotegravir and/or
rilpivirine are present in human milk, residual exposures may remain for 12 months or longer
after the last injections have been administered [see Warningsand Precautions (5.6)].
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Because of the potential for (1) HIV-1 transmission (in HIV-negative infants), (2) developing
viral resistance (in HIV-positive infants), (3) adverse reactions in a breastfed infant similar to
those seen in adults, and (4) detectable cabotegravir and rilpivirine concentrations in systemic
circulation for up to 12 months or longer after discontinuing injections of CABENUVA, instruct
mothers not to breastfeed if they are receiving CABENUVA.

Data

Animal Data: Cabotegravir: Animal lactation studies with cabotegravir have not been
conducted. However, cabotegravir was detected in the plasma of nursing pups on Lactation Day
10 in the rat pre- and postnatal development study.

Rilpivirine: Animal lactation studies with rilpivirine have not been conducted. However,
rilpivirine was detected in the plasma of nursing pups on Lactation Day 7 in the rat pre- and
postnatal development study.

8.4  Pediatric Use
The safety and efficacy of CABENUVA have not been established in pediatric patients.
8.5  Geriatric Use

Clinical trials of CABENUVA did not include sufficient numbers of subjects aged 65 and older
to determine whether they respond differently from younger subjects. In general, caution should
be exercised in administration of CABENUVA in elderly patients, reflecting greater frequency
of decreased hepatic, renal, or cardiac function and of concomitant disease or other drug therapy
[see Clinical Pharmacology (12.3)].

8.6  Renal Impairment

Based on studies with oral cabotegravir and population pharmacokinetic analyses of oral
rilpivirine, no dosage adjustment of CABENUVA is necessary for patients with mild (creatinine
clearance >60 to <90 mL/min) or moderate renal impairment (creatinine clearance >30 to

<60 mL/min). In patients with severe renal impairment (creatinine clearance 15 to <30 mL/min)
or end-stage renal disease (creatinine clearance <15 mL/min), increased monitoring for adverse
effects is recommended [see Clinical Pharmacology (12.3)]. In patients with end-stage renal
disease not on dialysis, effects on the pharmacokinetics of cabotegravir or rilpivirine are
unknown. As cabotegravir and rilpivirine are >99% protein bound, dialysis is not expected to
alter exposures of cabotegravir or rilpivirine.

8.7  Hepatic Impairment

Based on separate studies with oral cabotegravir and oral rilpivirine, no dosage adjustment of
CABENUVA is necessary for patients with mild or moderate hepatic impairment (Child-Pugh A
or B). The effect of severe hepatic impairment (Child-Pugh C) on the pharmacokinetics of
cabotegravir or rilpivirine is unknown [see Clinical Pharmacology (12.3)].
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10 OVERDOSAGE

There is no known specific treatment for overdose with cabotegravir or rilpivirine. If overdose
occurs, monitor the patient and apply standard supportive treatment as required, including
monitoring of vital signs and ECG (QT interval) as well as observation of the clinical status of
the patient. As both cabotegravir and rilpivirine are highly bound to plasma proteins, it is
unlikely that either would be significantly removed by dialysis. Consider the prolonged exposure
to cabotegravir and rilpivirine (components of CABENUVA) following an injection when
assessing treatment needs and recovery [see Warnings and Precautions (5.6)].

11 DESCRIPTION

CABENUVA contains cabotegravir extended-release injectable suspension, an HIV INSTI,
co-packaged with rilpivirine extended-release injectable suspension, an HIV NNRTI.

Cabotegravir

The chemical name for cabotegravir is (3S,11aR)-N-[(2,4-dif luorophenyl)methyl]-6-hydroxy-3-
methyl-5,7-dioxo-2,3,5,7,11,11a-hexahydro[1,3]oxazolo[3,2-a]pyrido[1,2-d]pyrazine-8-
carboxamide. The empirical formula is C19H17F2N30s and the molecular weight is 405.35 g/mol.
It has the following structural formula:

OH O Me
F F O
== N=">
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H

Cabotegravir extended-release injectable suspension is a white to light pink free-flowing
suspension for intramuscular injection. Each sterile single-dose vial contains 2 mL or 3 mL of
the following: cabotegravir 200 mg/mL and the following inactive ingredients: mannitol

(35 mg/mL), polyethylene glycol (PEG) 3350 (20 mg/mL), polysorbate 20 (20 mg/mL), and
Water for Injection.

Rilpivirine
The chemical name for rilpivirine is 4-[[4-[[4-[(E)-2-cyanoethenyl]-2,6-dimethylphenyl]amino]-

2-pyrimidinyl]amino]benzonitrile. Its molecular formula is C;;H1gNg and its molecular weight is
366.42. Rilpivirine hasthe following structural formula:

N
r L
T

NG 2 CMN
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Rilpivirine extended-release injectable suspension is a white to off-white suspension for
intramuscular injection. Each sterile single-dose vial contains 2 mL or 3 mL of the following:
rilpivirine 300 mg/mL and the following inactive ingredients: citric acid monohydrate

(2 mg/mL), poloxamer 338 (50 mg/mL), Water for Injection, glucose monohydrate to ensure
isotonicity, sodium dihydrogen phosphate monohydrate, and sodium hydroxide to adjust pH.

The vial stoppers are not made with natural rubber latex.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

CABENUVA contains 2 long-acting HIV-1 antiretroviral drugs, cabotegravir and rilpivirine [see
Microbiology (12.4)].

12.2 Pharmacodynamics

Cardiac Electrophysiology

At a dose of cabotegravir 150 mgorally every 12 hours (10 times the recommended total daily
oral lead-in dosage of CABENUVA), the QT interval is not prolonged to any clinically relevant
extent. Administration of 3 doses of cabotegravir 150 mg orally every 12 hours resulted in a
geometric mean Cy approximately 2.8-, 5.4-, and 5.6-fold above the geometric mean steady-
state Crax associated with the recommended 30-mg dose of oral cabotegravir, the recommended
400-mg dose given monthly, and the recommended 600-mg dose given every 2 months of
cabotegravir extended-release injectable suspension, respectively.

At the recommended dose of rilpivirine 25 mg orally once daily, the QT interval is not prolonged
to any clinically relevant extent. The rilpivirine 25-mg once-daily mean steady-state Cnax Was
247 ng/mL, which is 1.7-fold higher than the mean steady-state C,.x observed with the
recommended 600-mg dose of rilpivirine extended-release injectable suspension given monthly
and 1.6-fold higher than the mean steady-state Cp.x 0bserved with the recommended 900-mg
dose of rilpivirine extended-release injectable suspension given every 2 months.

When rilpivirine 75-mg and 300-mg once-daily oral doses (3 and 12 times the recommended oral
lead-in dosage) were studied in healthy adults, the maximum mean time-matched (95% upper
confidence bound) differencesin QTcF interval were 10.7 (15.3) and 23.3 (28.4) msec,
respectively, after baseline and placebo adjustment. Steady-state administration of rilpivirine

75 mg once daily and 300 mg once daily resulted in a mean steady-state Cpax approximately 4.4-
and 11.6-fold, respectively, higher than the mean steady-state Cpax 0bserved with the
recommended 600-mg dose of rilpivirine extended-release injectable suspension given monthly
and approximately 4.1- and 10.7-fold, respectively, higher than the mean steady-state Cpax
observed with the recommended 900-mg dose of rilpivirine extended-release injectable
suspension given every 2 months. The corresponding Cpax ratios are 2.6 and 6.7 when compared
with the recommended oral rilpivirine dosage [see Warningsand Precautions (5.5)].
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12.3 Pharmacokinetics

Absorption, Distribution, Metabolism, and Excretion

The pharmacokinetic properties of the components of CABENUVA are provided in Table 9. The
multiple-dose pharmacokinetic parameters are provided in Table 10. For the pharmacokinetic
properties of oral cabotegravir and oral rilpivirine, refer to the full prescribing information for
VOCABRIA (cabotegravir) and EDURANT (rilpivirine), respectively.

Table 9. Pharmacokinetic Properties of the Components of CABENUVA

| Cabotegravir | Rilpivirine
Absorption®
T, (days), median | 7 | 3t04
Distribution
% Bound to human plasma proteins >09.8 99.7
Blood-to-plasmaratio 0.52 0.7
CSF-to-plasma concentration ratio (median [range])® 0.003 0.01
(0.0021t00.004) | (BLQ t00.02)
Elimination
ty2 (weeks) mean¢ 5.6t011.5 | 131028
Metabolism
Metabolic pathways UGT1Al CYP3A
UGT1A9 (minor)
Excretion
Major route of elimination Metabolism Metabolism
% of dose excreted as total 14C (unchanged drug) in 27 (0) 6 (<1)
urined
% of dose excreted as total 14C (unchanged drug) in 59 (47) 85 (26)
fecesd

CSF = Cerebrospinal fluid, BLQ =Below limit of quantification.

a When taken orally with a high-fat meal versus fasted, the AUC q.ins) (Jeometric mean ratio
[90% CI] of cabotegravir and rilpivirineare 1.14[1.02, 1.28] and 1.72 [1.36, 2.16]),
respectively.

b The clinical relevance of CSF-to-plasma concentration ratios is unknown. Concentrations
were measured at steady-state 1 week after intramuscular administration of cabotegravir and
rilpivirine extended-release injectable suspensions given monthly or every 2 months.

¢ Elimination half-life driven by slow absorption rate from the intramuscular injection site.

d Dosing in mass balance studies: single-dose oral administration of [24C] cabotegravir;
single-dose oral administration of [14C] rilpivirine.
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Table 10. Pharmacokinetic Parameters following Once-Daily Oral Cabotegravir and
Rilpivirine and following Initiation and Monthly and Every-2-Month Continuation
Intramuscular Injections of the Components of CABENUVA

Geometric Mean (5™, 95" Percentile)?

Dosage AUC (0-tau)? Cmax Ctau
Drug Dosing Phase Regimen (mcgeh/mL) (mcg/mL) (mcg/mL)
Cabotegravir | Oral lead-in¢ 30 mg 145 8.0 4.6
once daily (93.5, 224) (5.3,11.9) (2.8,7.5)
Initial 600 mg IM 1,591 8.0 15
injectiond initial dose (714; 3,245) (5.3,11.9) (0.65, 2.9)
Monthly 400 mgIM 2,415 4.2 2.8
injection® monthly (1,494;3,645) | (2.5,6.5) (1.7,4.6)
Every-2- 600 mg IM 3,764 4.0 1.6
month every 2 (2,431;5,857) | (2.3,6.8) (0.8, 3.0)
injection® months
Geometric Mean (5™, 95" Percentile)?
Dosage AUC 0-tau)® Cmax Ctau
Drug Dosing Phase Regimen (ngeh/mL) (ng/mL) (ng/mL)
Rilpivirine Oral lead-incf 25 mg 2,083 116 79.4
oncedaily | (1,125;3,748)| (48.6,244) (31.8,177)
Initial 900 mg IM 44,842 144 41.9
injectiond initial dose | (21,712;87,57 | (93.9, 221) (21.7,78.9)
5)
Monthly 600 mg IM 68,324 121 85.8
injectione monthly (39,042; (68.1,210) (49.6, 147)
118,111)
Every-2- 900 mg IM 132,450 138 68.9
month every 2 (76,638; (80.6, 228) (38.0,119)
injection® months 221,783)

IM = Intramuscular.

a Pharmacokinetic parameter values were based on individual post-hoc estimates from separate
cabotegravir and rilpivirine population pharmacokinetic models (cabotegravir: pooled FLAIR
and ATLAS, for the oral, initial and monthly injection dosing schedule,and ATLAS-2M
[subjects with no prior exposure to cabotegravir plus rilpivirine] for the every-2-month
injection dosing schedule; rilpivirine: pooled FLAIR, ATLAS, and ATLAS-2M [subjects with
no prior exposure], except for oral rilpivirine [see footnote f]).

b tau is dosing interval: 24 hours for oral cabotegravir and rilpivirine; 1 month for cabotegravir
and rilpivirine extended-release injectable suspensions given monthly; 2 months for
cabotegravir and rilpivirine extended-release injectable suspensions given every 2 months.

¢ Oral lead-in pharmacokinetic parameter values represent steady-state.
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d Initial injection Cnax Values primarily reflect oral dosing because the initial injection was
administered on the same day as the last oral dose; however, AUCg.ay) and the Ciy, values
reflect the initial injection.

¢ Monthly and every-2-month injection pharmacokinetic parameter values represent Week 48
data.

f Oral rilpivirine: AUC ..y based on population pharmacokinetic estimates of rilpivirine 25 mg
once daily from pooled Phase 3 trials with EDURANT (rilpivirine); Ciy, based on observed
data from FLAIR, ATLAS, and ATLAS-2M; Cnax based on observed data for rilpivirine 25 mg
once daily from a pharmacokinetic substudy in pooled Phase 3 trials with EDURANT
(rilpivirine).

Specific Populations

No clinically significant differences in the pharmacokinetics of cabotegravir or rilpivirine were
observed based on age, sex, race/ethnicity, BMI, or UGT1A1 polymorphisms.

Cabotegravir and rilpivirine concentrations in subjects who were hepatitis C virus antibody
positive at baseline were similar to those in the overall study population. The effect of hepatitis B
virus co-infection on the pharmacokinetics of cabotegravir is unknown. No clinically relevant
differences in the pharmacokinetics of oral rilpivirine have been observed with hepatitis B and/or
C virus co-infection.

The pharmacokinetics of cabotegravir (oral or injectable) and of injectable rilpivirine have not
been studied in pediatric patients and data are limited in subjects aged 65 years or older [see Use
in Specific Populations (8.4,8.5)].

Patients with Renal Impairment: With oral cabotegravir, no clinically significant differences in
the pharmacokinetics of cabotegravir are expected in patients with mild, moderate, or severe
renal impairment. Cabotegravir has not been studied in patients with end-stage renal disease not
on dialysis. As cabotegravir is >99% protein bound, dialysis is not expected to alter exposures of
cabotegravir [see Use in Specific Populations (8.6)].

Population pharmacokinetic analyses indicated that mild renal impairment had no clinically
relevant effect on the exposure of oral rilpivirine. Thereis limited or no information regarding
the pharmacokinetics of rilpivirine in patients with moderate or severe renal impairment, or
end-stage renal disease not on dialysis. As rilpivirine is >99% protein bound, dialysis is not
expected to alter exposures of rilpivirine [see Use in Specific Populations (8.6)].

Patients with Hepatic Impairment: No clinically significant differences in the pharmacokinetics
of cabotegravir are expected in mild to moderate (Child-Pugh A or B) hepatic impairment. The
effect of severe hepatic impairment (Child-Pugh C) on the pharmacokinetics of cabotegravir has
not been studied [see Use in Specific Populations (8.7)].
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No clinically significant differences in the pharmacokinetics of rilpivirine were observed in mild
to moderate (Child-Pugh A or B) hepatic impairment. The effect of severe hepatic impairment
(Child-Pugh C) has not been studied [see Use in Specific Populations (8.7)].

Drug Interaction Studies

Cabotegravir is nota clinically relevant inhibitor of the following enzymes and transporters:
CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, and 3A4; UGT1AL, 1A3, 1A4, 1A6,1A9, 2B4, 2B7,
2B15, and 2B17; P-glycoprotein (P-gp); breast cancer resistance protein (BCRP); bile salt export
pump (BSEP); organic cation transporter (OCT)1, OCT2; organic anion transporter polypeptide
(OATP)1B1, OATP1B3; multidrug and toxin extrusion transporter (MATE) 1, MATE 2-K;
multidrug resistance protein (MRP)2 or MRP4.

In vitro, cabotegravir inhibited renal OAT1 (ICs = 0.81 microM) and OAT3 (ICso =
0.41 microM). Based on physiologically based pharmacokinetic (PBPK) modeling, cabotegravir
may increase the AUC of OAT1/3 substrates up to approximately 80%.

In vitro, cabotegravir did notinduce CYP1A2, CYP2B6, or CYP3A4.

Simulations using PBPK modeling show that no clinically significant interaction is expected
during coadministration of cabotegravir with drugs that inhibit UGT1A1.

In vitro, cabotegravir was not a substrate of OATP1B1, OATP1B3, or OCTL1.

Cabotegravir is a substrate of P-gp and BCRP in vitro; however, because of its high
permeability, no alteration in cabotegravir absorption is expected with coadministration of P-gp
or BCRP inhibitors.

Rilpivirine is not likely to have a clinically relevant effect on the exposure of drugs metabolized
by CYP enzymes.

Drug interaction studies were not conducted with injectable cabotegravir or injectable rilpivirine.
Drug interaction studies with oral cabotegravir or oral rilpivirine are summarized in Tables 11,
12,13, and 14.

Table 11. Effect of Coadministered Drugs on the Pharmacokinetics of Cabotegravir

Geometric Mean Ratio (90% CI) of
Cabotegravir Pharmacokinetic Parameters
Coadministered with/without Coadministered Drugs
Drug(s) Dose of No Effect=1.00
and Dose(s) Cabotegravir | n Crmax AUC C.or Cos
Etravirine 30 mg 12 1.04 1.01 1.00
200 mg twice daily once daily (0.99,1.09) (0.96, 1.06) (0.94,1.06)
Rifabutin 30mg 12 0.83 0.77 0.74
300 mg once daily once daily (0.76,0.90) [ (0.74,0.83) | (0.70,0.78)
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Rifampin 30-mg 15 0.94 0.41 0.50
600 mg once daily single dose (0.87,1.02) (0.36, 0.46) (0.44,0.57)
Rilpivirine 30 mg 11 1.05 1.12 1.14
25 mg once daily once daily (0.96,1.15) | (1.05,1.19) | (1.04,1.24)

n = Maximum number of subjects with data, Cl = Confidence Interval.

Table 12. Effect of Coadministered Drugs on the Pharmacokinetics of Rilpivirine

Coadministered

Geometric Mean Ratio (90% CI) of
Rilpivirine Pharmacokinetic Parameters
with/without Coadministered Drugs

Drug(s) Dose of No Effect=1.00
and Dose(s) Rilpivirine | n Crmax AUC Chin
Acetaminophen 150 mg 16 1.09 1.16 1.26
500-mg single dose once daily? (1.01t01.18) | (1.10t0 1.22) | (1.16t0 1.38)
Atorvastatin 150 mg 16 0.91 0.90 0.90
40 mg once daily once daily?2 (0.79t01.06) | (0.81t00.99) | (0.84 t0 0.96)
Chlorzoxazone 150 mg 16 1.17 1.25 1.18
500-mgsingle dose once daily?2 (1.08t01.27) | (1.16t0 1.35) | (1.09t0 1.28)
taken 2 hours after
rilpivirine
Darunavir/ritonavir 150 mg 14 1.79 2.30 2.78
800/100 mgonce daily | once daily? (1.56t02.06) | (1.981t02.67) | (2.3910 3.24)
Didanosine 150 mg 21 1.00 1.00 1.00
400 mg once daily once daily?2 (0.90t0 1.10) | (0.95t0 1.06) | (0.9210 1.09)
delayed-release
capsules taken 2 hours
before rilpivirine
Ethinyl estradiol/ 25 mg 15 b b b
norethindrone once daily
0.035 mg once daily/
1 mg once daily
Ketoconazole 150 mg 15 1.30 1.49 1.76
400 mg once daily once daily (1.13t01.48) | (1.31t01.70) | (1.57t0 1.97)
Lopinavir/ritonavir 150 mg 15 0.96 0.99 0.89
400/100 mg twice once daily?2 (0.881t0 1.05) | (0.89t01.10) | (0.73t0 1.08)
daily (soft gel capsule)
Methadone 25 mg 12 b b b
60 to 100 mgonce once daily

daily, individualized
dose
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Raltegravir 25 mg 23 1.12 1.12 1.03
400 mg twice daily once daily (1.04t01.20) | (1.05t01.19) | (0.96t01.12)
Rifabutin 25 mg 18 0.69 0.58 0.52
300 mg once daily once daily (0.62t00.76) | (0.521t00.65) | (0.46 to 0.59)
Rifabutin 50 mg 18 1.43 1.16 0.93
300 mgonce daily once daily (1.30t01.56) | (1.06t01.26) | (0.85t01.01)
(reference arm for comparison was 25 mg
once-daily rilpivirine administered alone)
Rifampin 150 mg 16 0.31 0.20 0.11
600 mg once daily once daily? (0.27t00.36) | (0.181t00.23) | (0.10t0 0.13)
Sildenafil 75 mg 16 0.92 0.98 1.04
50-mg single dose once daily?2 (0.85t00.99) | (0.92t0 1.05) | (0.98t0 1.09)
Tenofovir disoproxil 150 mg 16 0.96 1.01 0.99
fumarate once daily?2 (0.81t01.13) | (0.871t01.18) | (0.831t0 1.16)
300 mg once daily

n = Maximum number of subjects with data, Cl = Confidence Interval, <> = No change.

a This interaction study has been performed with a dose higher than the recommended dose for
rilpivirine (25 mg once daily) assessing the maximal effect on the coadministered drug.

b Comparison based on historic controls.

Table 13. Effect of Cabotegravir on the Pharmacokinetics of Coadministered Drugs

Geometric Mean Ratio (90% CI) of
Pharmacokinetic Parameters of
Coadministered Drug
Coadministered with/without Cabotegravir
Drug(s) Dose of No Effect=1.00
and Dose(s) Cabotegravir| n Crmax AUC C.or Cos

Ethinyl estradiol 30 mg 19 0.92 1.02 1.00

0.03 mgonce daily once daily (0.83,1.03) | (0.97,1.08) | (0.92,1.10)
Levonorgestrel 30 mg 19 1.05 1.12 1.07

0.15 mgonce daily once daily (0.96,1.15) (1.07,1.18) (1.01,1.15)
Midazolam 30 mg 12 1.09 1.10 NA

3mg once daily (0.94,1.26) (0.95,1.26)
Rilpivirine 30 mg 11 0.96 0.99 0.92

25 mg once daily once daily (0.85,1.09) (0.89,1.09) (0.79,1.07)

n = Maximum number of subjects with data, Cl = Confidence Interval, NA = Not available.
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Table 14. Effect of Rilpivirine on the Pharmacokinetics of Coadministered Drugs

Coadministered

Geometric Mean Ratio (90% CI)
of Coadministered Drug Pharmacokinetic
Parameters with/without EDURANT

Drug(s) Dose of No Effect=1.00
and Dose(s) Rilpivirine | n Crmax AUC Chin
Acetaminophen 150 mg 16 0.97 0.91 NA
500-mg single dose once daily?2 (0.86t01.10) | (0.861t00.97)
Atorvastatin 150 mg 16 1.35 1.04 0.85
40 mg once daily once daily?2 (1.08t01.68) | (0.97t01.12) | (0.69t01.03)
2-hydroxy-atorvastatin 1.58 1.39 1.32
(1.33t01.87) | (1.29t0 1.50) | (1.10t0 1.58)
4-hydroxy-atorvastatin 1.28 1.23 NA
(1.15t01.43) | (1.13t01.33)
Chlorzoxazone 150 mg 16 0.98 1.03 NA
500-mgsingle dose once daily?2 (0.85t01.13) | (0.95t01.13)
taken 2 hours after
rilpivirine
Darunavir/ritonavir 150 mg 15 0.90 0.89 0.89
800/100 mgonce daily | once daily?2 (0.81t01.00) | (0.81t00.99) | (0.68t01.16)
Didanosine 150 mg 13 0.96 1.12 NA
400 mg once daily once daily2 (0.80to 1.14) | (0.991t0 1.27)
delayed-release
capsules taken 2 hours
before rilpivirine
Digoxin 25 mg 22 1.06 0.98 NA
0.5-mgsingle dose once daily (0.97t01.17) | (0.93t0 1.04)c
Ethinyl estradiol 25mg 17 1.17 1.14 1.09
0.035 mg once daily once daily (1.06t01.30) | (1.10t0 1.19) | (1.03t01.16)
Norethindrone 0.94 0.89 0.99
1 mg once daily (0.83t01.06) | (0.841t00.94) | (0.90t0 1.08)
Ketoconazole 150 mg 14 0.85 0.76 0.34
400 mg once daily once daily?2 (0.80t00.90) | (0.70t00.82) | (0.25t0 0.46)
Lopinavir/ritonavir 150 mg 15 0.96 0.99 0.89
400/100 mg twice once daily?2 (0.88t01.05) | (0.89t01.10) | (0.73t01.08)

daily (soft gel capsule)
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Methadone 25 mg 13
60 to 100 mgonce once daily
daily, individualized
dose
R(-) methadone 0.86 0.84 0.78

(0.78t00.95) | (0.74t00.95) | (0.671t00.91)
S(+) methadone 0.87 0.84 0.79
(0.78t00.97) | (0.74t00.96) | (0.67t00.92)

Metformin 25 mg 20 1.02 0.97 NA
850-mg single dose once daily (0.95t0-1.10) | (0.90t0 1.06)

Raltegravir 25mg 23 1.10 1.09 1.27
400 mg twice daily once daily (0.77t01.58) | (0.81t01.47) | (1.01t01.60)

Rifampin 150 mg 16 1.02 0.99 NA
600 mg once daily once daily?2 (0.93t01.12) | (0.921t01.07)
25-desacetylrifampin 1.00 0.91 NA

(0.87t01.15) | (0.77t01.07)

Sildenafil 75mg 16 0.93 0.97 NA
50-mgsingle dose once daily?2 (0.80t01.08) | (0.871t01.08)
N-desmethyl-sildenafil 0.90 0.92 NA

(0.80t0 1.02) | (0.851t00.99)°

Tenofovir disoproxil 150 mg 16 1.19 1.23 1.24

fumarate once daily?2 (1.06t01.34) | (1.16t01.31) | (1.10t01.38)

300 mg once daily

n = Maximum number of subjects with data, Cl = Confidence Interval, NA = Not available.
a This interaction study has been performed with a dose higher than the recommended dose for
rilpivirine (25 mg once daily) assessing the maximal effect on the coadministered drug.

b n = (maximum number of subjects with data) for AUC () = 15.

¢ AUC 0.jast).

12.4 Microbiology

Mechanism of Action

Cabotegravir inhibits HIV integrase by binding to the integrase active site and blocking the
strand transfer step of retroviral deoxyribonucleic acid (DNA) integration, which is essential for
the HIV replication cycle. The mean 50% inhibitory concentration (ICsp) value of cabotegravir in
a strand transfer assay using purified recombinant HIV-1 integrase was 3.0 nM.

Rilpivirine is a diarylpyrimidine NNRTI of HIV-1and inhibits HIV-1 replication by
non-competitive inhibition of HIV-1 reverse transcriptase (RT). Rilpivirine does not inhibit the

human cellular DNA polymerases a, 3, andy.
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Antiviral Activity in Cell Culture

Cabotegravir exhibited antiviral activity against laboratory strains of HIV-1 (subtype B, n =4)
with mean 50 percent effective concentration (ECsp) values of 0.22nMto 1.7 nM in peripheral
blood mononuclear cells (PBMCs) and 293 cells. Cabotegravir demonstrated antiviral activity in
PBMCs against a panel of 24 HIV-1 clinical isolates (3 in each of group M subtypes A, B, C, D,
E, F, and G and 3 in group O) with a median ECs, value of 0.19nM (range: 0.02 nM to 1.06 nM,
n = 24). The median ECs, value against subtype B clinical isolates was 0.05nM (range: 0.02 to
0.50 nM, n = 3). Against clinical HIV-2 isolates, the median ECsy value was 0.12 nM (range:
0.10nM1t0 0.14 nM, n = 4).

Rilpivirine exhibited activity against laboratory strains of wild-type HIV-1 in an acutely infected
T-cell line with a median ECsg value for HIV-1y,g of 0.73 nM (0.27 ng/mL). Rilpivirine
demonstrated antiviral activity againsta broad panel of HIV-1 group M (subtypes A, B, C, D, F,
G, and H) primary isolates with ECs, values ranging from 0.07nMto 1.01 nM (0.03 to

0.37 ng/mL) and was less active against group O primary isolates with ECs, values ranging from
2.88108.45nM (1.06 to 3.10 ng/mL).

In cell culture, cabotegravir was not antagonistic in combination with the NNRTI rilpivirine, or
the nucleoside reverse transcriptase inhibitors (NRTIs) emtricitabine (FTC), lamivudine (3TC),
or tenofovir disoproxil fumarate (TDF).

The antiviral activity of rilpivirine was not antagonistic when combined with the NNRTIs
efavirenz, etravirine, or nevirapine; the NRTIs abacavir, didanosine, emtricitabine, lamivudine,
stavudine, tenofovir, or zidovudine; the protease inhibitors amprenavir, atazanavir, darunavir,
indinavir, lopinavir, nelfinavir, ritonavir, saquinavir, or tipranavir; the fusion inhibitor
enfuvirtide; the CCR5 co-receptor antagonist maraviroc, or the INSTI raltegravir.

Resistance

Cell Culture: Cabotegravir-resistant viruses were selected during passage of HIV-1 strain 11IB in
MT-2 cells in the presence of cabotegravir. Amino acid substitutionsin integrase which emerged
and conferred decreased susceptibility to cabotegravir included Q146L (fold change: 1.3 to 4.6),
S153Y (fold change: 2.8t0 8.4), and 1162M (fold change: 2.8). The integrase substitution T124A
also emerged alone (fold change: 1.1 to 7.4 in cabotegravir susceptibility), in combination with
S153Y (fold change: 3.6 to 6.6 in cabotegravir susceptibility), or 1162M (2.8-fold change in
cabotegravir susceptibility). Cell culture passage of virus harboring integrase substitutions
Q148H, Q148K, or Q148R selected for additional substitutions (C56S, V721, L74M, V75A,
T122N, E138K, G140S, G149A, and M1541), with substituted viruses having reduced
susceptibility to cabotegravir of 2.0- to 410-fold change. The combinations of E138K+Q148K
and V721+E138K+Q148K conferred the greatest reductions of 53- to 260-fold change and
410-fold change, respectively.
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Rilpivirine-resistant strains were selected in cell culture starting from wild-type HIV-1 of
different origins and subtypes as well as NNRTI-resistant HIV-1. The frequently observed amino
acid substitutions that emerged and conferred decreased phenotypic susceptibility to rilpivirine
included L100I; K101E; V1061 and A; V108Il; E138Kand G, Q, R; V179Fand I; Y181Cand I,
V1891; G190E; H221Y; F227C; and M2301 and L.

Clinical Trials: In the pooled Phase 3 FLAIR and ATLAS trials, there were 7 confirmed
virologic failures (2 consecutive HIV-1 RNA >200 copies/mL) on cabotegravir plus rilpivirine
(7/591, 1.2%) and 7 confirmed virologic failures on current antiretroviral regimen (7/591, 1.2%).
Of the 7 virologic failures in the cabotegravir plus rilpivirine arm, 6 had post-baseline resistance
data. All 6 confirmed virologic failures had treatment-emergent NNRTI resistance-associated
substitutions K101E, V1081, E138A, or E138K, or H221H/L in reverse transcriptase, and 5 of
them showed reduced phenotypic susceptibility to rilpivirine (range: 2- to 7-fold).

Additionally, 4 of the 6 (67%) cabotegravir plus rilpivirine virologic failures with post-baseline
resistance data had treatment-emergent INSTI resistance-associated substitutions and reduced
phenotypic susceptibility to cabotegravir (Q148R [n =2; 5- and 9-fold decreased susceptibility to
cabotegravir], G140R [n =1; 7-fold decreased susceptibility to cabotegravir], or N155H [n =1;
3-fold decreased susceptibility to cabotegravir]).

In comparison, 2 of the 7 (29%) virologic failures in the current antiretroviral regimen arm who
had post-baseline resistance data had treatment-emergent resistance substitutions and phenotypic
resistance to their antiretroviral drugs; both had treatment-emergent NRTI substitutions, M184V
or I, which conferred resistance to emtricitabine or lamivudine in their regimen and one of them
also had the treatment-emergent NNRTI resistance substitution G190S, conferring resistance to
efavirenz in their regimen.

In the ATLAS-2M trial, there were 11 confirmed virologic failures (2 consecutive HIV-1 RNA
>200 copies/mL) through Week 48: 9 subjects (1.7%) in the every-2-month treatment arm and 2
subjects (0.4%) in the monthly treatment arm. Of note, 8 of the 11 (73%) subjects met confirmed
virologic failure criteria at or before the Week 24 injection visit.

Four of the 9 confirmed virologic failure subjects in the every-2-month arm transitioned from the
oral current antiretroviral regimen arm of ATLAS into this trial.

In the every-2-month treatment arm, 8 of 9 (89%) confirmed virologic failure subjects had
NNRTI resistance-associated substitutions (E138E/K+V179V/I, KI01E+E138A, A98G+K103N,
E138K, V1791+Y188L+ P225H, Y188L, K103N+E138A, or K101E) at virologic failure.
Decreases in rilpivirine susceptibility for these 8 subject isolates ranged from 4- to 30-fold. Six
of the 8 subjects with NNRTI resistance-associated substitutions also had INSTI resistance-
associated substitutions (L741+Q148Q/R+N155N/H (n =2), L741+T97A+N155H, L741+N155H,
N155H, or L741+Q148R) at failure with cabotegravir fold changes ranging from 1- to 9-fold.
The INSTI polymorphism L741 was detected at baseline in 5 of the virologic failure subjects by a
HIV-1 proviral DNA assay.
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In the monthly treatment arm, both of the confirmed virologic failure subjects had NNRTI
resistance-associated substitutions (K101E+M230L or Y188F+G190Q) at virologic failure with
decreased susceptibility to rilpivirine of 17- and >119.2-fold, respectively. Both subjects also had
INSTI resistance-associated substitutions (N155N/H or Q148R+E138E/K) at failure with
decreased susceptibility to cabotegravir of 2- and 5-fold, respectively. Neither subject had the
L741 integrase polymorphism at baseline.

Genotypic Baseline Factors Associated with Virologic Failure

An increased risk of cabotegravir plus rilpivirine confirmed virologic failure is associated with
baseline virological factors: HIV-1 subtype Al, the presence of baseline integrase L741
polymorphism, and archived NNRTI resistance-associated substitutions.

Association of Subtype Al and Baseline L741 Polymorphism in Integrase with Cabotegravir plus
Rilpivirine Virologic Failure

Eight of the 18 (44%) cabotegravir plus rilpivirine confirmed virologic failures in FLAIR,
ATLAS, and ATLAS-2M had HIV-1 subtype Al with 7 of the 8 subtype A1l failures having the
integrase polymorphism L741 detected at baseline and failure timepoints (Table 15). There was
no detectable phenotypic resistance to cabotegravir conferred by the presence of L741 at
baseline.

Subtype Al isuncommonin the U.S. The presence of the integrase polymorphism L741 in
subtype B commonly seen in the U.S., was not associated with virologic failure. In contrast to
FLAIR and ATLAS, where all virologic failures were subtype A, Al, or AG, subtypes of the
cabotegravir plus rilpivirine virologic failures in ATLAS-2Mincluded A (n=1),A1(n=3),B
(n=4),C (n=2),and complex/Al(n=1).

Association of Archived Baseline NNRTI Substitutions with Cabotegravir plus Rilpivirine
Virologic Failure

The presence of archived NNRTI resistance-associated substitutions at baseline detected using
an exploratory HIV-1 proviral DNA assay was associated with a higher virologic failure rate in
the every-2-montharm of ATLAS-2M and in the cabotegravir plus rilpivirine arm (monthly) of
ATLAS compared to without archived NNRTI resistance-associated substitutions (Table 15).
However, in clinical practice, itis unlikely baseline resistance testing will be performed on
virologically suppressed patients (HIV-1 RNA <50 copies/mL). Thus, in patients with an
incomplete or uncertain NNRTI treatment history, consideration should be given before starting
cabotegravir plus rilpivirine treatment.
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Table 15. Rate of Confirmed Virologic Failure in FLAIR, ATLAS, and ATLAS-2M: Baseline?
Analysis (Subtype Al, Presence of Integrase Polymorphism L741, and Presence of Archived
NNRTI Resistance-Associated Substitutions

FLAIR FLAIR ATLAS ATLAS | ATLAS-2M | ATLAS-2M
CAB+RPV CAR CAB+RPV CAR Q4w Q8W
N =283 N =283 N =308 N =308 N =523 N =522
Total 4 3 3 4 2 9
confirmed
virologic
failures
Subtype A1P | 3/8 (38%) | 1/4 (25%) | 1/17 (6%) | 0/21 (0%) | 0/30 (0%) | 4/31 (13%)
+L741°¢ 3/5(60%) | 1/3(33%) | 1/16 (6%) | 0/19 (0%) | 2/28 (0%) | 3/26 (12%)
-L741 0/3 (0%) 0/1 (0%) 0/1 (0%) 0/2 (0%) 0/2 (0%) 1/5 (20%)
Other 1/268 21272 2/240 4/252 2/409 5/415
subtypes (0.4%) (0.7%) (0.8%) (1.6%) (0.5%) (1.2%)
+L741°¢ 0/49 (0%) | 0/43 (0%) | 1/29 (3%) | 1/39 (2.6%)| 0/42 (0%) 2/48 (4%)
-L741 1/219 2/229 1/211 3/213 2/367 3/367
(0.5%) (0.9%) (0.5%) (1.4%) (0.5%) (0.8%)
Missing data 7 7 51 35 84 76
With NNRTI NA NA 3/78 2/83 1/128 71117
RASH (4%) (2%) (0.8%) (6%)
Without NA NA 0/179 2/190 1/310 21327
NNRTI RAS (0%) (1%) (0.3%) (0.6%)
Missing data NA NA 51 35 84 76

NNRTI = Non-Nucleoside Reverse Transcriptase Inhibitor, CAB+RPV = Cabotegravir +

Rilpivirine, CAR = Current Antiretroviral Regimen, RAS = resistance-associated substitutions,
NA = Notavailable.
a Baseline and/or Screening result used.
b Per Standard Monogram Nomenclature Reports. Based on June 2020 Los Alamos National

Library panel, the majority of HIV-1 subtype Al was reclassified as HIVV-1 subtype A6.

¢ L741and L74L/I mixture.
d Baseline/Screening NNRTI substitutions at L100, K101, K103, V106, V108, E138, V179,

Y181, Y188, G190, H221, P225, M230.

Cross-Resistance

Virologic failure isolates from cabotegravir plusrilpivirine treatment in FLAIR, ATLAS, and
ATLAS-2M exhibited cross-resistance to INSTIs and NNRTIs. All confirmed virologic isolates
with genotypic evidence of cabotegravir resistance had cross-resistance to elvitegravir and
raltegravir but retained phenotypic susceptibility to dolutegravir and when tested bictegravir.
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Virologic failure isolates with rilpivirine resistance had cross-resistance with NNRTIs
delavirdine, doravirine, efavirenz, etravirine, and nevirapine.

Cabotegravir: Cross-resistance has been observed among INSTIs. Cabotegravir had reduced
susceptibility (>5-fold change) to recombinant HIV-1 strain NL432 viruses harboring the
following integrase amino acid substitutions: G118R, Q148K, Q148R, T66K+L74M,
E92Q+N155H, E138A+Q148R, E138K+Q148K/R, G140C+Q148R, G140S+Q148H/K/R,
Y143H+N155H, and Q148R+N155H (range: 5.1- to 81-fold). The substitutions E138K+Q148K
and Q148R+N155H conferred the greatest reductions in susceptibility of 81- and 61-fold,
respectively.

Cabotegravir was active against viruses harboring the NNRTI substitutions K103N or Y188L, or
the NRTI substitutions M184V, D67N/K70R/T215Y, or V75I/F77L/F116Y/Q151M.

Rilpivirine: Cross-resistance has been observed among NNRTIs. The single NNRTI substitutions
K101P, Y181l, and Y181V conferred 52-,15-, and 12-times fold change to rilpivirine,
respectively. The K103N substitution did not show reduced susceptibility to rilpivirine by itself.
Combinations of 2 or 3 NNRTI resistance-associated substitutions gave 3.7- to 554-fold change
to rilpivirine in 38% and 66% of substitutions, respectively. Considering all available cell culture
and clinical data, any of the following amino acid substitutions, when present at baseline, are
likely to decrease the antiviral activity of rilpivirine: K101E and P; E138A, G, K, R, and Q;
V179L;Y181C, I, and V; Y188L; H221Y; F227C; M230I and L, and the combination of
L100I/K103N.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Two-year carcinogenicity studies in mice and rats were conducted with cabotegravir. In mice, no
drug-related increases in tumor incidence were observed at cabotegravir exposures (AUC) up to
approximately 8 times (males) and 7 times (females) higher than those in humans at the RHD. In
rats, no drug-related increases in tumor incidence were observed at cabotegravir exposures up to
approximately 26 times higher than those in humans at the RHD.

Two-year carcinogenicity studies in mice and rats were conducted with rilpivirine. In mice,
rilpivirine was positive for hepatocellular neoplasms in both males and females. The observed
hepatocellular findings in mice may be rodent-specific. At the lowest tested dose in the mouse
carcinogenicity study, the systemic exposure to rilpivirine was 21 times that observed in humans
at the RHD. In rats, no drug-related neoplasmswere observed at exposures 3 times those
observed in humans at the RHD.
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Mutagenesis

Cabotegravir and rilpivirine were not genotoxic in the bacterial reverse mutation assay, mouse
lymphoma assay, or in the in vivo rodent micronucleus assay.

Impairment of Fertility

In rats, no effects on fertility were observed at cabotegravir exposures (AUC) >20 times (male)
and 28 times (female) the exposure in humans at the RHD. Similarly, no effects on fertility were
observed in rats at rilpivirine exposures (AUC) >36 times (male) and 40 times (female) the
exposure in humans atthe RHD.

14 CLINICAL STUDIES

14.1 Clinical Trialsin Adults

Monthly Dosing Trials

The efficacy of CABENUVA hasbeen evaluated in 2 Phase 3 randomized, multicenter,
active-controlled, parallel-arm, open-label, non-inferiority trials:

e Trial 201584 (FLAIR, [NCT02938520]), (n =629): HIVV-1-infected, antiretroviral treatment
(ART)-naive subjects received a dolutegravir INSTI-containing regimen for 20 weeks (either
dolutegravir/abacavir/lamivudine or dolutegravir plus 2 other NRTIs if subjects were
HLA-B*5701 positive). Subjects who were virologically suppressed (HIV-1 RNA
<50 copies/mL, n =566) were then randomized (1:1) to receive either a cabotegravir plus
rilpivirine regimen or remain on the current antiretroviral regimen. Subjects randomized to
receive cabotegravir plus rilpivirine initiated treatment with daily oral lead-in dosing with
one 30-mg VOCABRIA (cabotegravir) tablet plus one 25-mg EDURANT (rilpivirine) tablet
for at least 4 weeks followed by monthly injections with CABENUVA for an additional
44 weeks [see Dosage and Administration (2.2, 2.3)].

e Trial 201585 (ATLAS, [NCT02951052]), (n =616): HIV-1-infected, ART-experienced,
virologically-suppressed (for at least 6 months; median prior treatment duration was
4.3 years) subjects (HIV-1 RNA <50 copies/mL) were randomized and received either a
cabotegravir plus rilpivirine regimen or remained on their current antiretroviral regimen.
Subjects randomized to receive cabotegravir plus rilpivirine initiated treatment with daily
oral lead-in dosing with one 30-mg VOCABRIA (cabotegravir) tablet plus one 25-mg
EDURANT (rilpivirine) tablet for at least 4 weeks followed by monthly injections with
CABENUVA for an additional 44 weeks [see Dosage and Administration (2.2, 2.3)].

The primary analysis was conducted after all subjects completed their Week 48 visit or
discontinued the trial prematurely.

At baseline, in FLAIR and ATLAS, respectively, the median age was 34 years and 40 years,
22% and 32% were female, 24% and 31% were nonwhite. In both studies, 7% had CD4+ cell
count <350 cells/mm3; these characteristics were similar between treatment arms. In ATLAS,
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subjects received an NNRTI (50%), integrase inhibitor (33%), or protease inhibitor (17%) as
their baseline third-agent class prior to randomization; this was similar between treatment arms.
Subjects with hepatitis B co-infection were excluded from the trial.

The primary endpoint of FLAIR and ATLAS was the proportion of subjects with plasma HIV-1

RNA >50 copies/mL at Week 48.

The primary endpoint and other Week 48 outcomes, including outcomes by key baseline factors,
for FLAIR and ATLAS are shown in Tables 16 and 17.

Table 16. Virologic Outcomes of Randomized Treatment in FLAIR and ATLAS Trials at

Week 48
FLAIR ATLAS
Monthly Dosing Monthly Dosing
CAB plus CAB plus
RPV CAR RPV CAR
Virologic Outcomes (n=283) | (n=283) | (n=308) | (n=308)

HIV-1 RNA >50 copies/mL? 2% 2% 2% 1%
Treatment difference -0.4% 0.7%

(95% CI: -2.8%, 2.1%)

(95% CI: -1.2%, 2.5%)

HIV-1 RNA <50 copies/mL 94% 93% 93% 95%
No virologic data at Week 48 window 4% 4% 6% 4%
Discontinued due to adverse event or 3% <1% 4% 2%
death
Discontinued for other reasons 1% 4% 2% 2%
Missing data during window but on 0 0 0 0

study

CAB = Cabotegravir, RPV = Rilpivirine, CAR = Current Antiretroviral Regimen, n = Number
of subjects in each treatment group, Cl = Confidence interval.
a Includes subjects who discontinued for lack of efficacy and discontinued while not suppressed.

Adjusted for study and randomization stratification factors, treatment difference of HIV-1 RNA
>50 copies/mL for the pooled data was 0.2% with 95% CI (-1.4%, 1.7%).
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Table 17. Proportion of Subjects in FLAIR and ATLAS Trials with Plasma HIV-1 RNA
>50 copies/mL at Week 48 for Key Baseline Factors

FLAIR
Monthly Dosing

ATLAS
Monthly Dosing

CAB plus CAB plus
RPV CAR RPV CAR
(N =283) (N =283) (N =308) (N =308)
Baseline Factors n/N (%) n/N (%) n/N (%) n/N (%)

Baseline CD4+ (cells/mm?)
<350 0/19 1/27 (4%) 0/23 1/27 (4%)
>350 to <500 3/64 (5%) 0/60 2/56 (4%) 0/60
>500 3/200 (2%) | 6/196 (3%) | 3/299 (1%) | 2/224 (<1%)
Gender
Male 3/220 (1%) | 6/219 (3%) | 3/209 (1%) | 3/204 (1%)
Female 3/63 (5%) 1/64 (2%) 2/99 (2%) 0/104
Race
White 6/216 (3%) | 5/201 (2%) | 3/214 (1%) | 2/207 (<1%)
African American/African 0/47 2/56 (4%) 2/62 (3%) 1/77 (1%)
Heritage
Asian/Other 0/20 0/24 0/32 0/24
BMI
<30 kg/m2 3/243 (1%) | 7/246 (3%) | 3/248 (1%) | 1/242 (<1%)
>30 kg/m?2 3/40 (8%) 0/37 2/60 (3%) 2/66 (3%)
Age (years)
<50 5/250 (2%) | 6/254 (2%) | 4/242 (2%) | 2/212 (<1%)
>50 1/33 (3%) 1/29 (3%) 1/66 (2%) 1/96 (1%)
Baseline antiviral therapy at
randomization
Protease inhibitor-containing 0 0 1/51 (2%) 0/54
regimen
Integrase inhibitor-containing 6/283 (2%) | 7/283 (2%) 0/102 2/99 (2%)
regimen
Non-nucleoside reverse 0 0 4/155 (3%) | 1/155 (<1%)

transcriptase inhibitor-containing
regimen

CAB = Cabotegravir, RPV = Rilpivirine, CAR = Current Antiretroviral Regimen.

Subjects in both the FLAIR and ATLAS trials were virologically suppressed prior to Day 1 or at
study entry, respectively, and no clinically relevant change from baseline in CD4+ cell counts

was observed.
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Every-2-Month Dosing Trial

The efficacy of CABENUVA dosed every 2 months, has been evaluated in 1 Phase 3b
randomized, multicenter, parallel-arm, open-label, non-inferiority trial:

e Trial 207966 (ATLAS-2M, [NCT03299049]), (n =1,045): HIV-1-infected,
ART-experienced, virologically suppressed subjects, including 504 subjects from the
ATLAS trial (randomized to CAB plus RPV [n = 253] or CAR [n = 251]; prior exposure to
cabotegravir plus rilpivirine [n =391]), were randomized and received a cabotegravir plus
rilpivirine regimen administered as injection doses of cabotegravir 400 mg plus rilpivirine
600 mg either monthly or cabotegravir 600 mg plus rilpivirine 900 mgevery 2 months.
Subjects without prior exposure to cabotegravir plus rilpivirine initiated treatment with daily
oral lead-in dosing with one 30-mg VOCABRIA (cabotegravir) tablet plus one 25-mg
EDURANT (rilpivirine) tablet for at least 4 weeks followed by monthly or every-2-month
injections with CABENUVA for an additional 44 weeks.

The primary analysis was conducted after all subjects completed their Week 48 visit or
discontinued the study prematurely.

At baseline, the median age was 42 years, 27% were female, 27% were nonwhite, and 6% had a
CD4+ cell count <350 cells per mm3; these characteristics were similar between the treatment
arms. Subjects received either an NNRTI (29%), an integrase inhibitor besides cabotegravir plus
rilpivirine (26%), a protease inhibitor (7%), or cabotegravir plus rilpivirine (37%) as their
baseline third-agent class prior to randomization.

The primary endpoint of ATLAS-2M was the proportion of subjects with a plasma HIV-1 RNA
>50 copies/mL at Week 48.

The primary endpoint and other Week 48 outcomes, including outcomes by key baseline factors,
for ATLAS-2M are shown in Tables 18 and 19.

Table 18. Virologic Outcomes of Randomized Treatmentin ATLAS 2-M Trial at Week 48

Cabotegravir plus Rilpivirine
Every-2-Month Dosing Monthly Dosing
Virologic Outcomes n=>522 n=>523
HI1V-1 RNA >50 copies/mL? 2% 1%
Treatment difference 0.8
(95% ClI:-0.6%, 2.2%)

HIV-1 RNA <50 copies/mL 94% 94%
No virologic data at Week 48 window 4% 6%

Discontinued study due to adverse event 2% 3%

or death

Discontinued for other reasons 2% 3%

Missing data during window but on study 0 0
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a Includes subjects who discontinued for lack of efficacy, discontinued while not supressed.
n = Number of subjects in each treatment group, Cl = Confidence interval.

Table 19. Proportion of Subjects in ATLAS 2-M Trial with Plasma HIV-1 RNA
>50 copies/mL at Week 48 for Key Baseline Factors

Cabotegravir

plus Rilpivirine

Every-2-Month Dosing

Monthly Dosing

(N =522) (N =523)
Baseline Factors n/N (%) n/N (%)

Baseline CD4+ (cells/mm?)
<350 1/35 (3%) 1/27 (4%)
>350 to <500 1/96 (1%) 0/89
>500 7/391 (2%) 4/407 (1%)
Gender
Male 4/385 (1%) 5/380 (1%)
Female 5/137 (4%) 0/143
Race
White 5/370 (1%) 5/393 (1%)
Black/African American 4/101 (4%) 0/90
Asian/Other 0/51 0/40
BMI
<30 kg/m?2 3/409 (1%) 3/425 (1%)
>30 kg/m?2 6/113 (5%) 2/98 (2%)
Age (years)
<35 4/137 (3%) 1/145 (1%)
35to <50 3/242 (1%) 2/239 (1%)
>50 2/143 (1%) 2/139 (1%)
Prior exposure to cabotegravir plus
rilpivirine
None 5/327 (2%) 5/327 (2%)
1to 24 Weeks 3/69 (4%) 0/68
>24 \Weeks 1/126 (1%) 0/128
Baseline third-agent class
Protease inhibitor-containing regimen 1/40 (3%) 1/30 (3%)
Integrase inhibitor-containing regimen 3/136 (2%) 2/141 (1%)
NNRTI-containing regimen 1/151 (1%) 2/156 (1%)
Cabotegravir plus rilpivirine 4/195 (2%) 0/196
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16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

CABENUVA is supplied in 2 dosing kits. Each kit contains 1 vial of cabotegravir
extended-release injectable suspension and 1 vial of rilpivirine extended-release injectable
suspension, co-packaged as follows:

CABENUVA 400-mg/600-mg Kit (NDC 49702-253-15) containing:

e Onesingle-dose vial of cabotegravir extended-release injectable suspension containing
400 mg/2 mL (200 mg/mL) of cabotegravir.

e Onesingle-dose vial of rilpivirine extended-release injectable suspension containing
600 mg/2 mL (300 mg/mL) of rilpivirine

CABENUVA 600-mg/900-mg Kit (NDC 49702-240-15) containing:

e Onesingle-dose vial of cabotegravir extended-release injectable suspension containing
600 mg/3 mL (200 mg/mL) of cabotegravir.

e Onesingle-dose vial of rilpivirine extended-release injectable suspension containing
900 mg/3 mL (300 mg/mL) of rilpivirine.

Each dosing kit also contains 2 syringes, 2 syringe labels, 2 vial adapters, and 2 needles for
intramuscular injection (23-gauge, 1%z inch). The vial stoppers are not made with natural rubber
latex.

Storage and Handling

Store CABENUVA in the refrigerator at 2°C to 8°C (36°F to 46°F) in the original carton until
ready to use. Do not freeze. Do not mix with any other product or diluent.

Prior to administration, vials should be brought to room temperature (not to exceed 25°C
[77°F]). Vials may remain in the carton at room temperature for up to 6 hours; do not put back
into the refrigerator. If not used within 6 hours, they must be discarded.

Once the suspensions have been drawn into the respective syringes, the injections should be
administered as soon as possible, but may remain in the syringe for up to 2 hours. The filled
syringes should not be placed in the refrigerator. If 2 hours are exceeded, the filled syringes and
needles must be discarded [see Dosage and Administration (2.9)].

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Hypersensitivity Reactions

Advise patients to immediately contact their healthcare provider if they develop a rash. Instruct
patients to immediately stop taking CABENUVA and seek medical attention if they develop a
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rash associated with any of the following symptoms, as it may be a sign of a more serious
reaction such as DRESS or severe hypersensitivity: fever; generally ill feeling; extreme
tiredness; muscle or joint aches; blisters; oral blisters or lesions; eye inflammation; facial
swelling; swelling of the eyes, lips, tongue, or mouth; difficulty breathing; and/or signs and
symptoms of liver problems (e.g., yellowing of the skin or whites of the eyes; dark or tea-colored
urine; pale-colored stools or bowel movements; nausea; vomiting; loss of appetite; or pain,
aching, or sensitivity on the right side below the ribs). Advise patients that if hypersensitivity
occurs, they will be closely monitored, laboratory tests will be ordered, and appropriate therapy
will be initiated [see Warnings and Precautions (5.1)].

Adverse Reactions Following Injections

Advise patients that injection site reactions have been reported in the majority of patients
receiving CABENUVA. These local reactions typically consist of one or more of the following:
pain, erythema, tenderness, pruritus, and local swelling. Systemic reactions have also been
reported, such as fever, musculoskeletal pain, and sciatica pain [see Adverse Reactions (6.1)].
Serious post-injection reactions were reported within minutes after the injection of rilpivirine,
including dyspnea, bronchospasm, agitation, abdominal cramping, rash/urticaria, dizziness,
flushing, sweating, oral numbness, changes in blood pressure, and back pain (e.g., back and
chest). These events began to resolve within minutes after the injection. Advise patients that they
will be observed briefly (approximately 10 minutes) after the injection. If they experience a post-
injection reaction, they will be monitored, and appropriate treatment administered [see Warnings
and Precautions (5.2)].

Hepatotoxicity

Inform patients that hepatotoxicity has been reported with cabotegravir and rilpivirine,
components of CABENUVA [see Warnings and Precautions (5.3), Adverse Reactions (6.1)].
Inform patients that monitoring for liver transaminases is recommended.

Depressive Disorders

Inform patients that depressive disorders (including depressed mood, depression, major
depression, mood altered, mood swings, unusual mood, feeling tense, negative thoughts, suicidal
ideation or attempt) have been reported with at least one of the components of CABENUVA.
Advise patients to seek prompt medical evaluation if they experience depressive symptoms [see
Warnings and Precautions (5.4), Adverse Reactions (6.1)].

Drug Interactions

CABENUVA may interact with other drugs; therefore, advise patients to report to their
healthcare provider the use of any other prescription or nonprescription medication or herbal
products, including St. John’s wort. CABENUVA is an extended-release injectable which may
be systemically present for 12 months or longer. These residual concentrations are not expected
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to affect the exposures of antiretroviral drugs that are initiated after discontinuation of
CABENUVA [see Contraindications (4), Drug Interactions (7)].

Adherence to CABENUVA

Counsel patients about the importance of continued medication adherence and scheduled visits to
help maintain viral suppression and to reduce risk of loss of virologic response and development
of resistance [see Dosage and Administration (2.1), Warnings and Precautions (5.6)].

Two Options for Dosing Frequency

Advise the patientthat CABENUVA can be injected monthly or every 2 months after oral
lead-in with cabotegravir and rilpivirine to assess tolerability. Discussthe two injection dosing
frequency options with the patient prior to starting CABENUVA and decide which injection
dosing frequency would be the most appropriate option for the patient [see Dosage and
Administration (2.1)].

Missed Dose

Inform patients that CABENUVA can remain in the body for up to 12 months or longer after
receiving their last injection. Advise patients that they should contact their healthcare provider if
they miss or plan to miss a scheduled monthly injection visit and that oral therapy may be used to
replace up to 2 consecutive monthly injections. Advise patients that if they stop treatment with
CABENUVA, they will need to take other medicines to treat their HIV-1 infection [see Dosage
and Administration (2.2, 2.8), Warnings and Precautions (5.6)].

Pregnancy Registry

Inform patients that there is an antiretroviral pregnancy registry to monitor fetal outcomes in
those exposed to CABENUVA during pregnancy. Patients who are of reproductive potential
should be informed of the long duration of exposure of CABENUVA and that there is very
limited clinical experience in human pregnancy [see Warnings and Precautions (5.6), Use in
Specific Populations (8.1)].

Lactation

Instruct mothers with HIV-1 infection not to breastfeed because HIV-1 can be passed to the baby
in the breast milk [see Use in Specific Populations (8.2)].

CABENUVA and VOCABRIA are trademarks owned by or licensed to the ViiV Healthcare
group of companies.

The other brand listed is a trademark owned by or licensed to its respective owner and is nota
trademark owned by or licensed to the ViiV Healthcare group of companies. The maker of this
brand is not affiliated with and does not endorse the ViiV Healthcare group of companies or its
products.
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PHARMACIST—DETACH HERE AND GIVE LEAFLET TO PATIENT
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PATIENT INFORMATION
CABENUVA (kab' en ue vah)
(cabotegravir extended-release injectable suspension;
rilpivirine extended-release injectable suspension)
co-packaged for intramuscular use

What is CABENUVA?

CABENUVA is a prescription medicine that is used without other human immunodeficiency virus-1 (HIV-1)
medicines to treat HIV-1 infection in adults to replace their current HIV-1 medicines when their healthcare
provider determines that they meet certain requirements.

HIV-1is the virus that causes acquired immune deficiency syndrome (AIDS).
CABENUVA contains 2 different medicines:

cabotegravir
rilpivirine

It is not known if CABENUVA is safe and effective in children.

Do not receive CABENUVA if you:

have ever had an allergic reaction to cabotegravir or rilpivirine.
are taking any of the following medicines:

carbamazepine o rifampin
0 oxcarbazepine o rifapentine
0 phenobarbital 0 dexamethasone (more than a single-dose treatment
0 phenytoin o StJohn’swort (Hypericum perforatum)
0 rifabutin

Before you receive CABENUVA, tell your healthcare provider about all your medical conditions,

including if you:

have ever had a skin rash or an allergic reaction to medicines that contain cabotegravir or rilpivirine.

have ever had liver problems, including hepatitis B or C infection.

have ever had mental health problems.

are pregnant or plan to become pregnant. It is not known if CABENUVA will harm your unborn baby.

CABENUVA can remain in your body for up to 12 months or longer after the last injection.

Pregnancy Registry. There is a pregnancy registry for women who take CABENUVA during pregnancy.

The purpose of this registry is to collect information about the health of you and your baby. Talk to your

healthcare provider about how you can take part in this registry.

are breastfeeding or plan to breastfeed. Do not breastfeed if you take CABENUVA.

0 Youshould not breastfeed if you have HIV-1 because of the risk of passing HIV-1 to your baby.

o lItis not known if CABENUVA canpass to your baby in your breast milk. Talk with your healthcare
provider about the best way to feed your baby during treatment with CABENUVA.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements.




Some medicines interact with CABENUVA. Keep a list of your medicines and show it to your healthcare

provider and pharmacist when you get a new medicine. You can ask your healthcare provider or pharmacist for
a list of medicines that interact with CABENUVA.

Do not start taking a new medicine without telling your healthcare provider. Your healthcare provider can
tell you if it is safe to take CABENUVA with other medicines.

How will | receive CABENUVA?

Your healthcare provider will inject CABENUVA into the muscle of each side of your buttocks.

You will receive CABENUVA as 2 injections (cabotegravir and rilpivirine), either one time every month or
one time every 2 months.

Before receiving your first injection doses of CABENUVA, your healthcare provider will have you take 1
VOCABRIA (cabotegravir) tablet and 1 EDURANT (rilpivirine) tablet one time a day for 1 month (at least 28
days). This will allow your healthcare provider to assess how well you tolerate these medicines.
CABENUVA is a long-acting medicine and may stay in your system for 12 months or longer after your last
injection.

Stay under the care of a healthcare provider during treatment with CABENUVA. It is important that you
attend your planned appointments to receive your injection doses of CABENUVA.

If you miss or plan to miss a scheduled monthly or every-2-month injection of CABENUVA by more than 7
days, call your healthcare provider right away to discuss your treatment options.

If you stop treatment with CABENUV A you will need to take other medicines to treat your HIV-1 infection
and reduce the risk of developing viral resistance. Call your healthcare provider right away to discuss your
treatment options.

What are the possible side effects of CABENUVA?
CABENUVA may cause serious side effects including:

Allergic reactions. Call your healthcare provider right away if you develop a rash with CABENUVA. Stop
receiving CABENUVA and get medical help right away if you develop arash with any of the
following signs or symptoms:

o fever 0 Dblisters or sores in mouth

0 generally ill feeling 0 Dblisters

o tiredness 0 redness or swelling of the eyes

0 muscle orjoint aches o swelling of the mouth, face, lips, or tongue
0 trouble breathing

Post-injection reactions. Post-injection reaction symptoms have happened within minutes in some people
after receiving their rilpivirine injection. Most symptoms resolved within minutes after the injection.
Symptoms of post-injection reactions may include:

trouble breathing o feeling anxious
0 narrowing of airways o feeling warm
0 stomach cramps o rash
0 sweating o feeling lightheaded or feeling like you are going to pass
0 numbness of your mouth out (faint)
0 pain(e.g., back and chest) 0 blood pressure changes




o Liver problems. Peoplewith a history of hepatitis B or C virus or people who have certain liver function
test changes may have an increased risk of developing new or worsening changes in certain liver tests
during treatment with CABENUVA. Liver problems have also happened in people without history of liver
problems or other risk factors. Your healthcare provider may do blood tests to check your liver function.
Call your healthcare provider right away if you develop any of the following signs or symptoms of
liver problems:

0 yourskinorthe white part of youreyes o0 loss of appetite
turns yellow (jaundice) 0 pain, aching, or tenderness on the right side-of your
o dark or “tea-colored” urine stomach area
o0 light-colored stools (bowel movements) o itching
0 nauseaorvomiting

e Depression or mood changes. Call your healthcare provider or get emergency medical help right

away if you have any of the following symptoms:

o feeling sad or hopeless

o feeling anxious or restless

o have thoughts of hurting yourself (suicide) or have tried to hurt yourself
The most common side effects of CABENUVA include:

e pain, tenderness, hardened mass or e muscle orbonepain
lump, swelling, redness, itching, bruising, e nausea
and warmth at the injection site e sleep problems

o fever e dizziness

e tiredness e rash

e headache
These are not all the possible side effects of CABENUVA. Call your doctor for medical advice about side
effects. You may report side effects to FDA at 1-800-FDA-1088.

General information about the safe and effective use of CABENUVA.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. You
can ask your healthcare provider or pharmacist for information about CABENUVA that is written for health
professionals.

What are the ingredients in CABENUVA?

Cabotegravir extended-release injectable suspension:

Active ingredient: cabotegravir

Inactive ingredients: mannitol, polyethylene glycol (PEG) 3350, polysorbate 20, and Water for Injection.
Rilpivirine extended-release injectable suspension:

Active ingredient: rilpivirine

Inactive ingredients: citric acid monohydrate, poloxamer 338, Water for Injection, glucose monohydrate to
ensure isotonicity, sodium dihydrogen phosphate monohydrate, and sodium hydroxide to adjust pH.
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INSTRUCTIONS FOR USE

CABENUVA
(kab’ en ue vah)
Cabotegravir extended-release

injectable suspension
400 mg/2 mL (200 mg/mL)

co-packaged with
Rilpivirine extended-release
injectable suspension
400 mg/2 ml (300 mg/mL)
For gluteal intramuscular use only.

Healthcare Professional
administration only.

\

Overview:

A complete dose of CABENUVA requires two injections: 400 mg (2 mL) of cabotegravir and
600 mg (2 mL) of rilpivirine.

Cabotegravir and rilpivirine are suspensions that do not need further dilution or reconstitution.
The preparation steps for both medicines are the same.

Cabotegravir and rilpivirine are for gluteal intramuscular use only. Each injection mustbe
administered to separate gluteal intramuscular sites (on opposite sides or at least 2 cm apart).
The administration order is not important.

| Note: The ventrogluteal site is recommended.

n Storage information
e Storeinrefrigerator at 2°C to 8°C (36°F to 46°F).

I Do notfreeze.

Prior to administration:

e Before preparing the injections, the vials may sitin the carton at room temperature (maximum
temperature of 25°C [77°F]) for up to 6 hours; do not put back into the refrigerator. If not used
within 6 hours, the medication must be discarded.

¢ Once the medicines have been drawn into the syringe, the medication can remain in the
syringes for up to 2 hours before injecting. The filled syringes should not be placed in the
refrigerator. If 2 hours are exceeded, the filled syringes and needles must be discarded.

e Itis recommended to label the syringe with the time that the medication has been drawn into
the syringe if the medication is not administered immediately.




Cahotegravir vial Rilpivirine vial Vial adapters

Vial cap
(Rubber
Vial cap stopper
(Rubber under cap)
stopper
under cap) @
Syringes Syringes labels Injection needles

Needle guard

A

A

Your pack contains:

e 1vial of Cabotegravir

e 1vial of Rilpivirine

e 2vial adapters

e 2syringes

e 2syringe labels

e 2injection needles (23 gauge, 1% inch)

Consider the patient’s build and use medical judgment to select an appropriate injection needle
length.

You will also need:

e Non-sterile gloves

e 4 alcohol wipes

e 4 gauze pads

e A suitable sharps container

Preparation:




1. Inspect both vials.

Check expiration date o Check that the expiration date has not

and medicine I : passed. SeeFigure A.

¢ Inspect the vials immediately. If you can
see foreign matter, do not use the product.

Note: The Cabotegravir vial has a brown
tint to the glass.

Do not use if the expiration date has
passed.

Figure A

2. Wait 15 minutes.

. o Wait at least 15 minutes before you are
@ Wait ready to give the injection to allow the

15 minutes it
minut medication to come to room temperature.

See Figure B.
Figure B
3. Shake the vial vigorously.
<§, ¢ Hold the vial firmly, and vigorously shake
| HAL forafull 10 seconds. See Figure C.
=) ¢ Invert the vial and confirm the suspension is

| uniform. It should look uniform.
.:L ¢ If the suspension is not uniform, shake the
. vial again.

e ltis also normal to see small air bubbles.

=
£

Figure C




4. Remove the vial cap.

'

Figure D

Remove the cap from the vial. See Figure

D.
Wipe the rubber stopper with an alcohol

wipe.

Do not allow anything to touch the rubber
stopper after wiping it.

5. Peel open the vial adapter.

Figure E

o Peel off the paper backing from the vial

adapter packaging. See Figure E.

Note: Keep the adapterin place in its
packaging for the next step.

6. Attach the vial adapter.

Figure F

o Press the vial adapter straight down onto

the vial using the packaging, as shown.
The vial adapter should snap securely into
place.

¢ Whenyou are ready, lift off the vial adapter

packaging as shown.
See FigureF.




7. Prepare the syringe.

—— 1 mL of air

Figure G

¢ Remove the syringe from its packaging.

o Draw 1 mL of air into the syringe. This will
make it easier to draw up the medicine
later. See Figure G.

8. Attach the syringe.

Figure H

e Hold the vial adapter and vial firmly, as
shown.

e Screw the syringe firmly onto the vial
adapter.

e Press the plunger all the way down to push
the air into the vial.

See Figure H.

9. Slowly draw up the dose.

Figurel

¢ Invert the syringe and vial and slowly
withdraw as much of the medicine as
possible into the syringe. There may be
more medicine than the dose amount. See
Figurel.




10. Unscrew the syringe.

FigureJ

e Unscrew the syringe from the vial adapter,
holding the vial adapter as shown. See
Figure J.

Note: Keep the syringe upright to avoid
leakage. Check that the suspension looks
uniform and milky white.

11. Attach the needle and affix syringe label.

Figure K

o Peel open the needle packaging part way to
expose the needle base.

¢ Keeping the syringe upright, firmly twist the
syringe onto the needle.

¢ Remove the needle packaging from the
needle. See Figure K.

e \Write the name of the medicine on the
syringe label. Affix the label to the syringe
making sure the gradations remain visible.

Injection:

12. Prepare theinjection site.

FigurelL

Injections must be administered to the gluteal
sites. See Figure L.

Select from the following areas for the

injection:

¢ Ventrogluteal, as shown (recommended)

e Dorsogluteal, not shown (upper outer
guadrant)

Note: For gluteal intramuscular use only.
Do not inject intravenously.




13. Remove the cap.

Figure M

¢ Fold the needle guard away from the
needle. See Figure M.
o Pull off the injection needle cap.

14. Remove extra liquid from the syringe.

T

Figure N

¢ Hold the syringe with the needle pointing
up. Press the plunger to the 2-mL dosing
mark to remove extra liquid and any air
bubbles. See Figure N.

Note: Clean the injection site with an
alcohol wipe. Allow the skin to air dry before
continuing.

15. Stretch the skin.

1inch
(2.5 cm)

&=

— 2
~2

Figure O

Use the z-track injection technique to minimize
medicine leakage from the injection site.

o Firmly drag the skin covering the injection
site, displacing it by about an inch (2.5 cm).
See Figure O.

o Keep it held in this position for the injection.




16. Insert the needle.

Figure P

Insert the needle to its full depth, or deep
enough to reach the muscle. SeeFigure P.

17. Inject the dose of medicine.

Figure Q

Still holding the skin stretched — slowly
press the plunger all the way down. See
Figure Q.

Ensure the syringe is empty.

Withdraw the needle and release the
stretched skin immediately.

18. Assess the injection site.

Figure R

Apply pressure to the injection site using a
gauze pad. See Figure R.

A small bandage may be used if bleeding
occurs.

Do not massage the area.




19. Make the needle safe.

Figure S

Fold the needle guard over the needle.
Gently apply pressure using a hard surface
to lock the needle guard in place.

The needle guard will make a click when it
locks.

See Figure S.

After injection:

20. Dispose safely.

SHARPS DISPOSAL
CONTAINER

FigureT

Dispose of used needles, syringes, vials,
and vial adapters according to local health
and safety laws. See Figure T.

Repeat for 2nd medicine.

Repeat all steps
for 2nd medicine

If you have not yet injected both medicines,
use the same steps for preparation and
injection of the other medicine.

The second medicine must be injected into
a separate gluteal intramuscular site (on
opposite sides or at least 2 cm apart).




Questions and Answers

1. How long can the medicine be left out of the refrigerator?

It is best to inject the medicine as soon as it reaches room temperature. However, the vials
may sit in the carton at room temperature (maximum temperature of 25°C [77°F]) for up to 6
hours; do not put back into the refrigerator. If not used within 6 hours, the medication must be
discarded.

2. How long can the medicine be left in the syringe?
It is best to inject the (room temperature) medicine as soon as possible after drawing it up.

However, the medication can remain in the syringe for up to 2 hours before injecting. The
filled syringes should not be placed in the refrigerator.

If 2 hours are exceeded, the filled syringes and needles must be discarded.

3. Why do | need to inject air into the vial?
Injecting 1 mL of air into the vial makes it easier to draw up the medicine into the syringe.
Without the air, some liquid may flow back into the vial unintentionally, leaving less medicine
than intended in the syringe.

4. Does the order in which | give the medicines matter?

No, the order is unimportant.

5. Isit safeto warm the vials up to room temperature more quickly?
It is best to let the vials come to room temperature naturally. However, you can use the
warmth of your hands to speed up the warm-up time, but make sure the vials do not get
above 25°C (77°F).
Do not use any other heating methods.
Manufactured for: by:
GlaxoSmithKline

Viiv Research Triangle Park, NC 27709

Healthcare
ViiV Healthcare
Research Triangle Park, NC 27709

Trademark is owned by or licensed to the ViiV Healthcare group of companies.
©2022 ViiV Healthcare group of companies or its licensor.
CBN:2IFU2

This Instructions for Use has been approved by the U.S. Food and Drug Administration.  Revised: 1/2022
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INSTRUCTIONS FOR USE
CABENUVA

(kab' en ue vah)

Cabotegravir extended-release
injectable suspension
&00 mg/3 mL (200 mg/mL)
co-packaged with

Rilpivirine extended-release
injectable suspension

200 mg/3 mL (300 mg/mL)

For gluteal intramuscular use only.

Healthcare Professional
administration only.

\

Al

Overview:

A complete dose of CABENUVA requires two injections: 600 mg (3 mL) of cabotegravir and
900 mg (3 mL) of rilpivirine.

Cabotegravir and rilpivirine are suspensions that do not need further dilution or reconstitution.
The preparation steps for both medicines are the same.

Cabotegravir and rilpivirine are for gluteal intramuscular use only. Each injection mustbe
administered to separate gluteal intramuscular sites (on opposite sides or at least 2 cm apart).

The administration order is not important.

I Note: The ventrogluteal site is recommended.

n Storage information
e Store in refrigerator at 2°C to 8°C (36°F to 46°F).

I Do not freeze.

Prior to administration:

e Before preparing the injections, the vials may sitin the carton at room temperature (maximum
temperature of 25°C [77°F]) for up to 6 hours; do not put back into the refrigerator. If not used
within 6 hours, the medication must be discarded.

¢ Once the medicines have been drawn into the syringe, the medication can remain in the
syringes for up to 2 hours before injecting. The filled syringes should not be placed in the
refrigerator. If 2 hours are exceeded, the filled syringes and needles must be discarded.

e |tis recommended to label the syringe with the time that the medication has been drawn into
the syringe if the medication is not administered immediately.




Cabotegravir vial Rilpivirine vial Vial adapters

Vial cap
(Rubber
Vial cap stopper
{Rubber under cap)
stopper
under cap)
Syringes i Syringes labels Injection needles
Needle guard
F-—-.—lﬁ"\“
.—7’
.’Jé% )
lH

\

Needle cap

Your pack contains:

e 1vial of Cabotegravir

e 1vial of Rilpivirine

e 2vial adapters

e 2syringes

e 2syringe labels

e 2injection needles (23 gauge, 1%z inch)

Consider the patient’s build and use medical judgment to select an appropriate injection needle
length.

You will also need:

e Non-sterile gloves

e Z4alcohol wipes

e 4 gauze pads

e A suitable sharps container

Preparation:




1. Inspect both vials.

Check expiration date r
and medicine £

Figure A

Check that the expiration date has not
passed. SeeFigure A.

Inspect the vials immediately. If you can
see foreign matter, do not use the product.

Note: The Cabotegravir vial has a brown
tint to the glass.

Do not use if the expiration date has
passed.

2. Wait 15 minutes

' Wait
g 15 minutes

Figure B

Wait at least 15 minutes before you are
ready to give the injection to allow the
medication to come to room temperature.
See Figure B.

3. Shake the vial vigorously.

FigureC

Hold the vial firmly, and vigorously shake
forafull 10 seconds. See Figure C.

Invert the vial and confirm the suspension is
uniform. It should look uniform.

If the suspension is not uniform, shake the
vial again.

It is also normal to see small air bubbles.




4. Remove the vial cap.

7

Figure D

¢ Remove the cap fromthe vial. See Figure

D.

¢ Wipe the rubber stopper with an alcohol

wipe.

Do not allow anything to touch the rubber
stopper after wiping it.

5. Peel open the vial adapter.

D

Figure E

o Peel off the paper backing from the vial

adapter packaging. See Figure E.

Note: Keep the adapterin place in its
packaging for the next step.

6. Attach the vial adapter.

T

Figure F

/

e Press the vial adapter straight down onto
the vial using the packaging, as shown.
The vial adapter should snap securely into
place.

e Whenyou are ready, lift off the vial adapter
packaging as shown.

See FigureF.




7. Prepare the syringe.

—— 1 mL of air

Figure G

¢ Remove the syringe from its packaging.

e Draw 1 mL of airinto the syringe. This will
make it easier to draw up the medicine
later. See Figure G.

8. Attach the syringe.

Figure H

e Hold the vial adapter and vial firmly, as
shown.

e Screw the syringe firmly onto the vial
adapter.

e Press the plunger all the way down to push
the airinto the vial.

See Figure H.

9. Slowly draw up the dose.

Figurel

¢ Invert the syringe and vial and slowly
withdraw as much of the medicine as
possible into the syringe. There may be
more medicine than the dose amount. See
Figure .




10. Unscrew the syringe.

f’;%_)

Poilis
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Figure J

e Unscrew the syringe from the vial adapter,
holding the vial adapter as shown. See
Figure J.

Note: Keep the syringe upright to avoid
leakage. Check that the suspension looks
uniform and milky white.

11. Attach the needle and affix syringe label.

Figure K

e Peel open the needle packaging part way to
expose the needle base.

¢ Keeping the syringe upright, firmly twist the
syringe onto the needle.

e Remove the needle packaging from the
needle. See Figure K.

e Write the name of the medicine on the
syringe label. Affix the label to the syringe
making sure the gradations remain visible.

Injection:

12. Prepare the injection site.

FigurelL

Injections must be administered to the gluteal
sites. See Figure L.

Select from the following areas for the

injection:

¢ Ventrogluteal, as shown (recommended)

e Dorsogluteal, not shown (upper outer
quadrant)

Note: For gluteal intramuscular use only.
Do not inject intravenously.




13. Remove the cap.

Figure M

¢ Fold the needle guard away from the
needle. See Figure M.
¢ Pull off the injection needle cap.

14. Remove extra liquid from the syringe.

Figure N

¢ Hold the syringe with the needle pointing
up. Press the plunger to the 3-mL dosing
mark to remove extra liquid and any air
bubbles. See Figure N.

Note: Clean the injection site with an
alcohol wipe. Allow the skin to air dry before
continuing.

15. Stretch the skin.

1 inch
(2.5 cm)

£&@mn

— e, Tt S
) — 1]
-

- -

e

Figure O

Use the z-track injection technique to minimize

medicine leakage from the injection site.

¢ Firmly drag the skin covering the injection
site, displacing it by aboutan inch (2.5 cm).
See Figure O.

e Keep it held in this position for the injection.




16. Insert the needle.

Figure P

Insert the needle to its full depth, or deep
enough to reach the muscle. See Figure P.

17. Inject the dose of medicine.

Figure Q

Still holding the skin stretched — slowly
press the plunger all the way down. See
Figure Q.

Ensure the syringe is empty.
Withdraw the needle and release the
stretched skin immediately.

18. Assess theinjection site.

Figure R

Apply pressure to the injection site using a
gauze pad. See Figure R.

A small bandage may be used if bleeding
occurs.

Do not massage the area.




19. Make the needle safe.

Figure S

e Fold the needle guard over the needle.

e Gently apply pressure using a hard surface
to lock the needle guard in place.

e The needle guard will make a click when it
locks.

© | SeeFigureS.

After injection:

20. Dispose safely.

SHARPS DISPOSAL
CONTAINER

FigureT

o Dispose of used needles, syringes, vials
and vial adapters according to local health
and safety laws. See Figure T.

Repeat for 2nd medicine.

Repeat all steps
for 2nd medicine

¢ If you have notyetinjected both medicines,
use the same steps for preparation and
injection of the other medicine.

e The second medicine must be injected into
a separate gluteal intramuscular site (on
opposite sides or at least 2 cm apart).




Questions and Answers

1. How long can the medicine be left out of the refrigerator?

It is best to inject the medicine as soon as it reaches room temperature. However, the vials
may sit in the carton at room temperature (maximum temperature of 25°C [77°F]) for up to 6
hours; do not put back into the refrigerator. If not used within 6 hours, the medication must be
discarded.

2. How long can the medicine be left in the syringe?

It is best to inject the (room temperature) medicine as soon as possible after drawing it up.
However, the medication can remain in the syringe for up to 2 hours before injecting. The
filled syringes should not be placed in the refrigerator.

If 2 hours are exceeded, the filled syringes and needles must be discarded.

3. Why do | need to inject air into the vial?
Injecting 1 mL of air into the vial makes it easier to draw up the medicine into the syringe.
Without the air, some liquid may flow back into the vial unintentionally, leaving less medicine
than intended in the syringe.

4. Does the order in which | give the medicines matter?

No, the order is unimportant.

5. Isit safeto warm the vials up to room temperature more quickly?
It is best to let the vials come to room temperature naturally. However, you can use the
warmth of your hands to speed up the warm-up time, but make sure the vials do not get
above 25°C (77°F).
Do not use any other heating methods.
Manufactured for: by:
GlaxoSmithKline

Viiv Research Triangle Park, NC 27709

Healthcare
ViiV Healthcare
Research Triangle Park, NC 27709

Trademark is owned by or licensed to the ViiV Healthcare group of companies.
©2022 ViiV Healthcare group of companies or its licensor.
CBN:2IFU3

This Instructions for Use has been approved by the U.S. Food and Drug Administration.  Revised: 1/2022
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ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. Thiswill allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT
REKAMBY S 600 mg prolonged-rel ease suspension for injection
REKAMBY S 900 mg prolonged-rel ease suspension for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

2mL via
Each via contains 600 mg rilpivirine

3mL via
Each via contains 900 mg rilpivirine

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Prolonged-release suspension for injection
White to off-white suspension.

4, CLINICAL PARTICULARS
4.1 Therapeuticindications

REKAMBY Sisindicated, in combination with cabotegravir injection, for the treatment of human
immunodeficiency virustype 1 (HIV-1) infection in adults who are virologically suppressed (HIV-1
RNA < 50 copies/mL) on a stable antiretroviral regimen without present or past evidence of viral
resistance to, and no prior virological failure with, agents of the NNRTI and INI class (see

sections 4.2, 4.4 and 5.1).

4.2 Posology and method of administration

Therapy should be prescribed by a physician experienced in the management of HIV infection. Each
injection should be administered by a healthcare professional.

Prior to starting REKAMBYS, the healthcar e professional should carefully select patientswho
agreetotherequired injection schedule and counsel patients about the importance of adherence
to scheduled dosing visitsto help maintain viral suppression and reducetherisk of viral
rebound and potential development of resistance associated with missed doses.

Following discontinuation of REKAMBY Sin combination with cabotegravir injection, it is
essential to adopt an alter native, fully suppressive antiretroviral regimen no later than one
month after thelast every 1 month injection of REKAMBY S or two months after thelast every
2 monthsinjection of REKAMBY S (see section 4.4).

The prescribing information for cabotegravir injection should be consulted for recommended dosing.



Posology

REKAMBY S may beinitiated with oral lead-in or without (direct to injection).

The healthcare professional and patient may decide to use rilpivirine tablets as an oral lead-in prior to
theinitiation of REKAMBY Sinjections to assess tolerability (see Table 1), or proceed directly to
REKAMBY S therapy (see Tables 2 and 3, for monthly and every 2 months dosing recommendations,

respectively).

Oral lead-in

When used for oral lead-in prior to the initiation of REKAMBY S, rilpivirine oral tablets, together with
cabotegravir oral tablets, should be taken for approximately 1 month (at least 28 days) to assess
tolerability to rilpivirine and cabotegravir. One rilpivirine 25-mg tablet should be taken with ameal
with one cabotegravir 30-mg tablet once daily (see Table 1).

Tablel Oral Lead-in Dosing Schedulein Adults

Oral Lead-In

Drug For 1 month (at least 28 days), followed by the I nitiation | njection?
Rilpivirine 25 mg once daily with ameal

Cabotegravir | 30 mg once daily

a seeTable 2 for monthly injection dosing schedule and Table 3 for every 2 months injection dosing schedule.

Every 1 month dosing

Initiation injection (900 mg corresponding to 3 mL)

On the final day of current antiretroviral therapy or oral lead-in, the recommended initiation injection
dose of rilpivirinein adultsis a single 900 mg intramuscul ar injection.

Continuation injection (600 mg corresponding to 2 mL)

After the initiation injection, the recommended continuation injection dose of rilpivirinein adultsisa
single 600 mg monthly intramuscular injection. Patients may be given injections up to 7 days before or
after the date of the monthly injection schedule.

Table?2 Recommended monthly intramuscular injection dosing schedule in adult patients

I nitiation injection Continuation injections
'\faed'c'”aj Direct toinjection: month 1 One month after initiation injection
roduct . or - d monthly onwards
Following oral lead-in: month 2 an y
Rilpivirine 900 mg 600 mg
Cabotegravir 600 mg 400 mg

Every 2 months dosing

Initiation Injections—1 month apart (900 mg corresponding to 3 mL)

On the final day of current antiretroviral therapy or oral lead-in, the recommended initial rilpivirine
injection dose in adults is a single 900 mg intramuscular injection.

One month later, a second 900 mg intramuscular injection should be administered. Patients may be
given the second 900 mg injection up to 7 days before or after the scheduled dosing date.

Continuation Injections — 2 months apart (900 mg corresponding to 3 mL)

After the initiation injections, the recommended ril pivirine continuation injection dose in adultsis a
single 900 mg intramuscular injection administered every 2 months. Patients may be given injections
up to 7 days before or after the date of the every 2 months injection schedule.



Table 3 Recommended every 2 months intramuscular injection dosing schedule in adult

patients
Initiation injections Continuation injections
Medicinal Direct to injection: months 1 and 2 Two months after final initiation
Product or injection and every 2 months
Following oral lead-in: months 2 and 3 onwards
Rilpivirine 900 mg 900 mg
Cabotegravir 600 mg 600 mg

Dosing Recommendations When Switching From Monthly to Every 2 Months Injections

Patients switching from a monthly continuation injection schedule to an every 2 months continuation
injection schedule should receive a single 900 mg intramuscular injection of REKAMBY S one month
after the last 600 mg REKAMBY S continuation injection dose and then 900 mg every 2 months
thereafter.

Dosing Recommendations When Switching From Every 2 Months to Monthly Injections

Patients switching from an every 2 months continuation injection schedule to a monthly continuation
injection schedule should receive a single 600 mg intramuscular injection of REKAMBY S

two months after the last 900 mg REKAMBY S continuation injection dose and then 600 mg monthly
thereafter.

Missed doses
Patients who miss an injection visit should be clinically reassessed to ensure resumption of therapy is
appropriate. See Table 4 and 5 for dosing recommendations after a missed injection.

Missed every 1 month injection (Oral Dosing to Replace Up to 2 Consecutive Monthly Injections)

If apatient plans to miss a scheduled injection by more than 7 days, daily oral therapy (one rilpivirine
tablet [25 mg] and one cabotegravir tablet [30 mg]) may be used to replace up to 2 consecutive
monthly injection visits. Thefirst dose of oral therapy should be taken 1 month (= 7 days) after the last
injection doses of REKAMBY S and cabotegravir. Injection dosing should be resumed on the day oral
dosing compl etes, as recommended in Table 4.

In case more than two months need to be covered for, ie, missing more than two monthly injections, an
aternative oral regimen should be initiated one month (x 7 days) after the final injection of
REKAMBY S.

Table 4 REKAMBYS dosing recommendations after missed injections or oral therapy for
patients on monthly injection dosing
Time since last injection | Recommendation

<2 months: Continue with the monthly 600 mg injection schedule as soon as
possible.
> 2 months: Re-initiate the patient on the 900 mg dose, and then continue to follow

the monthly 600 mg injection schedule.

Missed every 2 months injection (Oral Dosing to Replace 1 Every 2 Months Injection)

If apatient plans to miss a scheduled injection visit by more than 7 days, daily oral therapy (one
rilpivirine tablet [25 mg] and one cabotegravir tablet [30 mg]) may be used to replace one ‘ every

2 months' injection visit. Thefirst dose of oral therapy should be taken approximately two months
(x7 days) after the last injection doses of REKAMBY S and cabotegravir. Injection dosing should be
resumed on the day oral dosing completes, as recommended in Table 5.

In case more than two months need to be covered for, ie, missing more than one ‘ every 2 months
injection, an alternative oral regimen should be initiated two months (+ 7 days) after the final injection
of REKAMBYS.




Table 5 REKAMBYS dosing recommendations after missed injections or oral therapy for
patients on every 2 months injection dosing

Missed Injection | Time since Recommendation (all injections are 3 mL)
Visit last injection
Injection 2 <2 months Continue with the 900 mg injection as soon as possible and

continue with every 2 months injection schedule.

> 2 months Re-initiate the patient on the 900 mg dose, followed by a
second 900 mg initiation injection one month later. Then
follow the every 2 months injection schedule.

Injection 3 or < 3 months Continue with the 900 mg injection as soon as possible and
later continue with every 2 months injection schedule.

> 3 months Re-initiate the patient on the 900 mg dose, followed by a
second 900 mg initiation injection one month later. Then
follow the every 2 months injection schedule.

Special populations

Elderly
Thereislimited information regarding the use of REKAMBY Sin patients > 65 years of age. No dose
adjustment of REKAMBY Sisrequired in older patients (see sections 5.1 and 5.2).

Renal impairment

No dose adjustment is required in patients with mild or moderate renal impairment. In patients with
severe rena impairment or end stage renal disease, the combination of REKAMBY S with a strong
CY P3A inhibitor should only be used if the benefit outweighs the risk. Subjects with estimated
creatinine clearance < 50 mL/min/1.73 m? were not included in the Phase 3 studies. No data are
available in subjects receiving dialysis although differences in pharmacokinetics are not expected in
this population (see section 5.2).

Hepatic impairment

No dose adjustment is required in patients with mild or moderate hepatic impairment (Child-Pugh
score A or B), but caution is advised in patients with moderate hepatic impairment. No data are
available in patients with severe hepatic impairment (Child-Pugh score C); therefore REKAMBY Sis
not recommended in these patients (see section 5.2).

Paediatric population
The safety and efficacy of REKAMBY Sin children and adolescents aged < 18 years have not been
established. No data are available.

Method of administration

For intramuscular use.
Care should be taken to avoid inadvertent injection of REKAMBY Sinto ablood vessel. The
suspension should be injected slowly (see section 4.4).

Prior to administration, the REKAMBY Svia should be brought to room temperature.

REKAMBY S should be administered by a healthcare professional. For instructions on administration,
see “Instructions for Use” in the package |eaflet.

REKAMBY S should always be co-administered with a cabotegravir injection. REKAMBY S and
cabotegravir injections should be administered at separate gluteal injection sites during the same visit.
The order of injectionsis not important.

When administering REKAMBY S, the healthcare professional should take into consideration the body
mass index (BMI) of the patient to ensure that the needle length is sufficient to reach the gluteus
muscle. The pack contains 1 injection needle (see section 6.5).
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The vial should be held firmly and shaken vigorously for a full 10 seconds. The vial should be inverted
and the resuspension should be checked. It should look uniform. If the suspension is not uniform, the
vial should be shaken again. It is normal to see small air bubbles.

Injections must be administered to the ventrogluteal (recommended) or the dorsogluteal sites.
4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

REKAMBY'S must not be co-administered with the following medicinal products, as significant
decreases in rilpivirine plasma concentrations may occur (due to CYP3A enzyme induction), which
may result in loss of therapeutic effect of REKAMBYS (see section 4.5):

- the anticonvulsants carbamazepine, oxcarbazepine, phenobarbital, phenytoin

- the antimycobacterials rifabutin, rifampicin, rifapentine

- the systemic glucocorticoid dexamethasone, except as a single dose treatment

- St John’s wort (Hypericum perforatum).

4.4  Special warningsand precautionsfor use

Risk of resistance following treatment discontinuation

Tominimisetherisk of developing viral resistanceit is essential to adopt an alternative, fully
suppressive antiretroviral regimen no later than one month after thelast every 1 month
injection of REKAMBY Sor two months after thelast every 2 monthsinjection of REKAMBYS.

If virologic failure is suspected, an alternative regimen should be adopted as soon as possible.

Long-acting properties of rilpivirine injection

Residual concentrations of rilpivirine may remain in the systemic circulation of patients for prolonged
periods (up to 4 years in some patients) and should be considered upon discontinuation of
REKAMBYS (see sections 4.5, 4.6, 4.7, 4.9).

Baseline factors associated with virological failure

Before starting the regimen, it should be taken into account that multivariable analyses indicate that a
combination of at least 2 of the following baseline factors may be associated with an increased risk of
virological failure: archived rilpivirine resistance mutations, HIV-1 subtype A6/A1, or BMI

> 30 kg/m?. In patients with an incomplete or uncertain treatment history without pre-treatment
resistance analyses, caution is warranted in the presence of either BMI > 30 kg/m? or HIV-1 subtype
A6/A1 (see section 5.1).

Post-injection reactions

Accidental intravenous administration may result in AEs due to temporarily high plasma
concentrations. In clinical studies, serious post-injection reactions were reported within minutes after
the injection of rilpivirine. These events included symptoms such as dyspnoea, bronchospasm,
agitation, abdominal cramping, rash/urticaria, dizziness, flushing, sweating, oral numbness, changes in
blood pressure, and pain (e.g., back and chest). These events were very rare and began to resolve
within minutes after the injection. Some of the patients received symptomatic treatment, at the
discretion of the treating physician.

Carefully follow the Instructions for Use when preparing and administering REKAMBYS (see
section 4.2). Observe patients briefly (approximately 10 minutes) after the injection. If a patient

experiences a post-injection reaction, monitor and treat as clinically indicated.
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Cardiovascular

REKAMBY S should be used with caution when co-administered with a medicinal product with a
known risk of Torsade de Pointes. At supra-therapeutic doses (75 and 300 mg once daily), oral
rilpivirine has been associated with prolongation of the QTc interval of the electrocardiogram (ECG)
(see sections 4.5, 4.8 and 5.2). Ord rilpivirine at the recommended dose of 25 mg once daily is not
associated with aclinically relevant effect on QTc. Plasmarilpivirine concentrations after
REKAMBY Sinjections are comparabl e to those during such oral rilpivirine therapy.

HBV/HCV co-infection

Patients with hepatitis B co-infection were excluded from studies with REKAMBY S. It is not
recommended to initiate REKAMBY S in patients with hepatitis B co-infection. In patients co-infected
with hepatitis B receiving oral rilpivirine, the incidence of hepatic enzyme elevation was higher than

in patients receiving oral rilpivirine who were not hepatitis B co-infected. Physicians should refer to
current treatment guidelines for the management of HIV infection in patients co-infected with hepatitis
B virus.

Limited datais available in patients with hepatitis C co-infection. In patients co-infected with hepatitis
C receiving oral rilpivirine, the incidence of hepatic enzyme elevation was higher than in patients
receiving oral rilpivirine who were not hepatitis C co-infected. The pharmacokinetic exposure of ora
and injectable rilpivirine in co-infected patients was comparable to that in patients without hepatitis C
co-infection. Monitoring of liver function is recommended in patients with hepatitis C co-infection.

| nteractions with other medicinal products

REKAMBY S should not be administered with other antiretroviral medicina products, except for
cabotegravir injection for the treatment of HIV-1 infection (see section 4.5).

Pregnancy

There are limited data of REKAMBY Sin pregnant women. REKAMBY Sis not recommended during
pregnancy unless the expected benefit justifies the potential risk. Lower exposures of oral rilpivirine
were observed when rilpivirine 25 mg once daily was taken during pregnancy. In the Phase 3 studies
with oral rilpivirine, lower rilpivirine exposure, similar to that seen during pregnancy, has been
associated with an increased risk of virological failure, therefore viral load should be monitored
closely. Alternatively, switching to another ART regimen could be considered (see sections 4.6, 5.1
and 5.2).

|mmune reactivation syndrome

In HIV-infected patients with severe immune deficiency at the time of institution of combination
antiretroviral therapy (CART), an inflammatory reaction to asymptomatic or residual opportunistic
pathogens may arise and cause serious clinical conditions, or aggravation of symptoms. Typically,
such reactions have been observed within the first few weeks or months of initiation of CART.
Relevant examples are cytomegalovirus retinitis, generalised and/or focal mycobacterial infections,
and Pneumocystis jirovecii pneumonia. Any inflammatory symptoms should be evaluated and
treatment instituted when necessary. Autoimmune disorders (such as Graves' disease and autoimmune
hepatitis) have also been reported to occur in the setting of immune reconstitution, however, the
reported time to onset is more variable and these events can occur many months after initiation of
treatment.



Transmission of HIV

While effective viral suppression with antiretroviral therapy has been proven to substantially reduce
the risk of sexual transmission, a residual risk cannot be excluded. Precautions to prevent transmission
should be taken in accordance with national guidelines.

Opportunistic infections

Patients should be advised that REKAMBY'S or any other antiretroviral therapy does not cure HIV
infection and that they may still develop opportunistic infections and other complications of HIV
infection. Therefore, patients should remain under close clinical observation by physicians
experienced in the treatment of these associated HIV diseases.

Excipients

This medicine contains less than 1 mmol sodium (23 mg) per injection, that is to say essentially
‘sodium-free’.

45 Interaction with other medicinal productsand other forms of interaction

REKAMBYS, in combination with cabotegravir injection, is intended for use as a complete regimen
for the treatment of HIV-1 infection and should not be administered with other antiretroviral medicinal
products for the treatment of HIV-1. Therefore, information regarding drug-drug interactions with
other antiretroviral medicinal products is not provided. From a drug interaction perspective, there are
no limitations on the use of other antiretroviral medicinal products after discontinuing REKAMBYS.

For the oral lead-in rilpivirine treatment and in case missed doses are replaced by oral rilpivirine
treatment, refer to the oral rilpivirine tablet SmPC for information about drug interactions.

Medicinal products that affect rilpivirine exposure

Rilpivirine is primarily metabolised by cytochrome P450 (CYP)3A. Medicinal products that induce or
inhibit CYP3A may thus affect the clearance of rilpivirine (see section 5.2). Co-administration of
rilpivirine and medicinal products that induce CYP3A has been observed to decrease the plasma
concentrations of rilpivirine, which could reduce the therapeutic effect of rilpivirine.
Co-administration of rilpivirine and medicinal products that inhibit CYP3A has been observed to
increase the plasma concentrations of rilpivirine.

When using oral rilpivirine, proton pump inhibitors are contraindicated (see rilpivirine tablet SmPC,
section 4.3).

Medicinal products that are affected by the use of rilpivirine

Rilpivirine is not likely to have a clinically relevant effect on the exposure of medicinal products
metabolised by CYP enzymes.

Rilpivirine inhibits P-glycoprotein in vitro (ICso is 9.2 uM). In a clinical study, oral rilpivirine (25 mg
once daily) did not significantly affect the pharmacokinetics of digoxin.

Rilpivirine is an in vitro inhibitor of the transporter MATE-2K with an ICsy of <2.7 nM. The clinical
implications of this finding are currently unknown.



Interaction table

Selected established and theoretical interactions between rilpivirine and co-administered medicinal
products are listed in Table 6 and are based on the studies conducted with oral rilpivirine or are
potential drug interactions that may occur (increase is indicated as “1”, decrease as ““|”, no change as
“e”, not applicable as “NA”, confidence interval as “CI”).

Table 6 Interactions and dose recommendations with other medicinal products
Medicinal products by Interaction Recommendations concerning
therapeutic areas Geometric mean change (%)% co-administration
ANTIVIRAL AGENTS
Cabotegravir cabotegravir AUC < No dose adjustment is required.
cabotegravir Cpine>
cabotegravir Cpax <>
rilpivirine AUC <
rilpivirine Cuin | 8%
rilpivirine Cpax <>
Ribavirin Not studied. No clinically relevant No dose adjustment is required.
drug-drug interaction is expected.
ANTICONVULSANTS
Carbamazepine Not studied. Significant decreases in Rilpivirine must not be used in
Oxcarbazepine rilpivirine plasma concentrations are combination with these
Phenobarbital expected. anticonvulsants as
Phenytoin co-administration may result in loss

(induction of CYP3A enzymes)

of therapeutic effect of rilpivirine
(see section 4.3).

AZOLE ANTIFUNGAL AGENTS

Ketoconazole** ketoconazole AUC | 24% No dose adjustment is required.
400 mg once daily ketoconazole Cpin | 66%
ketoconazole Cpax <>
(induction of CYP3A due to high
rilpivirine dose in the study)
rilpivirine AUC 1 49%
rilpivirine Cuin T 76%
rilpivirine Cmax T 30%
(inhibition of CYP3A enzymes)
Fluconazole Not studied. Concomitant use of No dose adjustment is required.
Itraconazole REKAMBYS with azole antifungal
Posaconazole agents may cause an increase in the
Voriconazole plasma concentrations of rilpivirine.
(inhibition of CYP3A enzymes)
ANTIMYCOBACTERIALS
Rifabutin*" rifabutin AUC < REKAMBY'S must not be used in
300 mg once daily rifabutin Cpin <> combination with rifabutin as
rifabutin Cpax <> specific dosing recommendations
25-O-desacetyl-rifabutin AUC <> have not been established.
25-O-desacetyl-rifabutin Cpin <> Co-administration is likely to result
25-O-desacetyl-rifabutin Cmax <> in loss of therapeutic effect of
rilpivirine (see section 4.3).
300 mg once daily rilpivirine AUC | 42%
(+ 25 mg once daily rilpivirine Cpin | 48%
rilpivirine) rilpivirine Cpax | 31%




300 mg once daily
(+ 50 mg once daily
rilpivirine)

rilpivirine AUC 1 16%*
rilpivirine Cppin <>*
rilpivirine Cpax T 43%%*

* compared to 25 mg once daily rilpivirine

alone

(induction of CYP3A enzymes)

Rifampicin**
600 mg once daily

rifampicin AUC <

rifampicin Cpin NA

rifampicin Cpax <>
25-desacetyl-rifampicin AUC | 9%
25-desacetyl-rifampicin Cpin NA
25-desacetyl-rifampicin Cpax <>
rilpivirine AUC | 80%

rilpivirine Cpin | 89%

rilpivirine Cpax | 69%

(induction of CYP3A enzymes)

Rilpivirine must not be used in
combination with rifampicin as
co-administration is likely to result
in loss of therapeutic effect of
rilpivirine (see section 4.3).

Rifapentine

Not studied. Significant decreases in
rilpivirine plasma concentrations are
expected.

(induction of CYP3A enzymes)

Rilpivirine must not be used in
combination with rifapentine as
co-administration is likely to result
in loss of therapeutic effect of
rilpivirine (see section 4.3).

MACROLIDE ANTIBIOTICS

Clarithromycin
Erythromycin

Not studied. Increased exposure of
rilpivirine is expected.

(inhibition of CYP3A enzymes)

Where possible, alternatives such as
azithromycin should be considered.

GLUCOCORTICOIDS OR CORTICOSTEROIDS

Dexamethasone
(systemic, except for
single dose use)

Not studied. Dose dependent
decreases in rilpivirine plasma
concentrations are expected.

(induction of CYP3A enzymes)

Rilpivirine should not be used in
combination with systemic
dexamethasone (except as a single
dose) as co-administration may
result in loss of therapeutic effect of
rilpivirine (see section 4.3).
Alternatives should be considered,
particularly for long-term use.

NARCOTIC ANALGESICS

Methadone*
60-100 mg once daily,
individualised dose

R(-) methadone AUC | 16%
R(-) methadone Cpin | 22%
R(-) methadone Cpax | 14%
rilpivirine AUC «*
rilpivirine Cpin <>*
rilpivirine Cpax <>*

* based on historic controls

No dose adjustments are required
when initiating co-administration of
methadone with rilpivirine.
However, clinical monitoring is
recommended as methadone
maintenance therapy may need to
be adjusted in some patients.

ANTIARRHYTHMICS

Digoxin*

digoxin AUC <
digoxin Cmin NA
digoxin Ciax <

No dose adjustment is required.

ANTIDIABETICS

Metformin*

metformin AUC <
metformin Cpin NA
metformin Cpax <>

No dose adjustment is required.

HERBAL PRODUCTS

St John's wort
(Hypericum perforatum)

Not studied. Significant decreases in
rilpivirine plasma concentrations are
expected.

(induction of CYP3A enzymes)

Rilpivirine must not be used in
combination with products
containing St. John’s wort as
co-administration may result in loss
of therapeutic effect of rilpivirine
(see section 4.3).
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ANALGESICS
Paracetamol** paracetamol AUC « No dose adjustment is required.
500 mg single dose paracetamol Cpin NA

paracetamol Cpax <>

rilpivirine AUC <

rilpivirine Cpin T 26%

rilpivirine Cpax <>

ORAL CONTRACEPTIVES

Ethinylestradiol* ethinylestradiol AUC « No dose adjustment is required.
0.035 mg once daily ethinylestradiol Cpin <>

Norethindrone* ethinylestradiol Crmax T 17%

1 mg once daily norethindrone AUC «

norethindrone Cpin <
norethindrone Cax <>
rilpivirine AUC «*
rilpivirine Cpip <>*
rilpivirine Cpax <>*
* based on historic controls
HMG CO-A REDUCTASE INHIBITORS
Atorvastatin®* atorvastatin AUC < No dose adjustment is required.
40 mg once daily atorvastatin Cmin | 15%
atorvastatin Cpax T 35%
rilpivirine AUC <
rilpivirine Cpin <>
rilpivirine Cmax | 9%
PHOSPHODIESTERASE TYPE 5 (PDE-5) INHIBITORS
Sildenafil** sildenafil AUC < No dose adjustment is required.
50 mg single dose sildenafil Cpin NA
sildenafil Cpax <>
rilpivirine AUC <
rilpivirine Cpin <>
rilpiviring Cpax <>
Vardenafil Not studied. No dose adjustment is required.
Tadalafil
% increase/decrease based on Drug-Drug Interaction studies with oral rilpivirine
*  The interaction between rilpivirine and the medicinal product was evaluated in a clinical study. All other drug-drug
interactions shown are predicted.

This interaction study has been performed with a dose higher than the recommended dose for rilpivirine assessing the
maximal effect on the co-administered medicinal product. The dosing recommendation is applicable to the
recommended dose of rilpivirine of 25 mg once daily.

QT prolonging medicinal products

Oral rilpivirine at the recommended dose of 25 mg once daily is not associated with a clinically
relevant effect on QTc. Rilpivirine plasma concentrations after REKAMBYS injections at the
recommended dose of 600 mg monthly or 900 mg every 2 months, are comparable to those achieved
with oral rilpivirine at a dose of 25 mg qd. In a study of healthy subjects, supratherapeutic doses of
oral rilpivirine (75 mg once daily and 300 mg once daily) have been shown to prolong the QTc
interval of the ECG (see section 5.1). REKAMBYS should be used with caution when co-administered
with a medicinal product with a known risk of Torsade de Pointes (see section 4.4).

4.6 Fertility, pregnancy and lactation
Pregnancy
The effect of REKAMBY'S on human pregnancy is unknown.

A moderate amount of data with oral rilpivirine in pregnant women (between 300-1000 pregnancy
outcomes) indicate no malformative or foetal/neonatal toxicity of rilpivirine.

A study of 19 pregnant women treated with oral rilpivirine in combination with a background regimen
during the second and third trimesters, and postpartum, showed lower exposures of oral rilpivirine
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during pregnancy, therefore viral load should be monitored closely if REKAMBYS is used during
pregnancy.

Animal studies do not indicate reproductive toxicity (see section 5.3).

REKAMBYS is not recommended during pregnancy unless the expected benefit justifies the potential
risk.

An alternative oral regimen should be considered in line with current treatment guidelines. After

discontinuation of REKAMBYS, rilpivirine may remain in systemic circulation for up to 4 years in
some patients (see section 4.4).

Breast-feeding

It is expected that rilpivirine will be secreted into human milk based on animal data, although this has
not been confirmed in humans. Rilpivirine may be present in human milk for up to 4 years in some
patients after discontinuation of REKAMBYS.

It is recommended that HIV infected women do not breast-feed their infants under any circumstances
in order to avoid transmission of HIV.

Fertility

No human data on the effect of rilpivirine on fertility are available. No clinically relevant effects on
fertility were seen in animal studies (see section 5.3).

4.7 Effectson ability to drive and use machines

Patients should be informed that fatigue, dizziness and somnolence could occur when treated with
REKAMBYS (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

The most frequently reported ARs from every 1 month dosing studies were injection site reactions (up
to 84%), headache (up to 12%) and pyrexia (10%).

The most frequently reported ARs from every 2 months dosing were injection site reactions (76%),
headache (7%) and pyrexia (7%).

Tabulated summary of adverse reactions

The ARs identified for rilpivirine and/or cabotegravir are listed by system organ class (SOC) and
frequency (see Table 7). Frequencies are defined as very common (> 1/10), common (> 1/100 to
< 1/10) and uncommon (> 1/1,000 to < 1/100).

Table7 Tabulated summary of adver sereactions!

MedDRA System Organ | Frequency ARsfor rilpivirine + cabotegravir regimen
Class (SOC) Category
Blood and lymphatic Common decreased white blood cell count?, decreased
system disorders haemoglobin?, decreased platelet count?
Immune System Disorders | Uncommon immune reactivation syndrome?
Metabolism and nutrition | Very common | increased total cholesterol (fasted)?, increased LDL
disorders cholesterol (fasted)?

Common decreased appetite?, increased triglycerides (fasted)?
Psychiatric disorders Common depression, anxiety, abnormal dreams, insomnia,

sleep disorder?, depressed mood?

Nervous system disorders | Very common | headache
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Common

dizziness

Uncommon

somnolence, vasovagal reactions (in response to
injections)

Gastrointestinal disorders

Very common

increased pancreatic amylase?

connective tissue disorders

Common nausea, vomiting, abdominal pain®, flatulence,
diarrhoea, abdominal discomfort?, dry mouth?,
increased lipase?

Hepatobiliary disorders Uncommon hepatotoxicity
Skin and subcutaneous Common rash*

tissue disorders

Musculoskeletal and Common myalgia

General disorders and
administrative site

Very common

injection site reactions (pain and discomfort, nodule,
induration), pyrexia®

conditions Common injection site reactions (swelling, erythema, pruritis,
bruising, warmth, haematoma), fatigue, asthenia,
malaise
Uncommon injection site reactions (cellulitis, abscess,
anaesthesia, haemorrhage, discolouration)
Investigations Common weight increased
Uncommon transaminase increased, blood bilirubin increased

1

The frequency of theidentified ARs are based on all reported occurrences of the events and are not limited to those

considered at least possibly related by the investigator.

2

Additional adverse reactions seen with oral rilpivirine in other studies.

Abdominal pain includes the following grouped MedDRA preferred term: abdominal pain, upper abdominal pain.
4 Rashincludes the following grouped MedDRA preferred terms: rash, rash erythematous, rash generalised, rash
macular, rash maculo-papular, rash morbilliform, rash papular, rash pruritic.

Pyrexiaincludes the following grouped MedDRA preferred terms. pyrexia, feeling hot, body temperature increased.

The overall safety profile at Week 96 and Week 124 in the FLAIR study was consistent with that
observed at Week 48, with no new safety findings identified. In the extension phase of the FLAIR
study, initiating the rilpivirine plus cabotegravir injection regimen without oral lead-in (direct to
injection) was not associated with any new safety concerns related to omitting the oral lead-in phase.

Description of selected adverse reactions

Local Injection Ste Reactions (1SRs)
Up to 1% of subjects discontinued treatment with rilpivirine and cabotegravir injections because of

ISRs.

Injection site reactions were generally mild (Grade 1, 70%-75% of subjects) or moderate (Grade 2,
27%-36% of subjects). 3-4% of subjects experienced severe (Grade 3) 1SRs. The median duration of
ISR events was 3 days. The percentage of subjects reporting | SRs decreased over time.

Weight increased

At the Week 48 time point, subjectsin Phase 3 Studies FLAIR and ATLAS, who received rilpivirine
plus cabotegravir gained a median of 1.5 kg in weight; subjects continuing on their current
antiretroviral regimen (CAR) group gained amedian of 1.0 kg (pooled analysis).

Intheindividual studies FLAIR and ATLAS, the median weight gainsin therilpivirine plus
cabotegravir arms were 1.3 kg and 1.8 kg, respectively, compared to 1.5 kg and 0.3 kg in the CAR

arms.

At the 48 week timepoint, in ATLAS-2M the median weight gain in both the monthly and every
2 months rilpivirinet+cabotegravir dosing arms was 1.0 kg.
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Changesin laboratory chemistry

Elevated transaminases (ALT/AST) were observed in subjects receiving rilpivirine plus cabotegravir
during the clinical studies. These elevations were primarily attributed to acute viral hepatitis. A few
subjects on oral rilpivirine plus oral cabotegravir treatment had transaminase elevations attributed to
suspected drug-related hepatotoxicity; these changes were reversible upon discontinuation of
treatment.

Small, non-progressive increases in total bilirubin (without clinical jaundice) were observed with
treatment with rilpivirine plus cabotegravir. These changes are not considered clinically relevant as
they likely reflect competition between cabotegravir and unconjugated bilirubin for a common
clearance pathway (UGT1A1).

Elevated lipases were observed during clinical trials with rilpivirine plus cabotegravir. Grade 3 and 4
lipase increases occurred at a higher incidence with rilpivirine plus cabotegravir compared with CAR.
These elevations were generally asymptomatic and did not lead to rilpivirine plus cabotegravir
discontinuation. One case of fatal pancreatitis with Grade 4 lipase and confounding factors (including
history of pancreatitis) has been reported in study ATLAS-2M for which the causality to the injection
regimen could not be ruled out.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

49 Overdose

There is currently limited experience with REKAMBY'S overdose. If overdose occurs, the patient
should be treated supportively and as clinically indicated, with monitoring of vital signs and ECG (QT
interval), as necessary. Since rilpivirine is highly bound to plasma protein, dialysis is unlikely to result
in significant removal of the active substance.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antiviral for systemic use, non-nucleoside reverse transcriptase
inhibitors, ATC code: JO5SAGO05

Mechanism of action

Rilpivirine is a diarylpyrimidine non-nucleoside reverse-transcriptase inhibitor (NNRTI) of HIV-1.
Rilpivirine activity is mediated by non-competitive inhibition of HIV-1 reverse transcriptase (RT).
Rilpivirine does not inhibit the human cellular DNA polymerases a, f and vy.

Antiviral activity in vitro

Rilpivirine exhibited activity against laboratory strains of wild-type HIV-1 in an acutely infected
T-cell line with a median ECso value for HIV-1/I1IB of 0.73 nM (0.27 ng/mL). Although rilpivirine
demonstrated limited in vitro activity against HIV-2 with ECso values ranging from 2,510 to

10,830 nM (920 to 3,970 ng/mL), treatment of HIV-2 infection with rilpivirine is not recommended in
the absence of clinical data.

Rilpivirine also demonstrated antiviral activity against a broad panel of HIV-1 group M (subtype A, B,

C, D, F, G, H) primary isolates with ECsy values ranging from 0.07 to 1.01 nM (0.03 to 0.37 ng/mL)
and group O primary isolates with ECsy values ranging from 2.88 to 8.45 nM (1.06 to 3.10 ng/mL).
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Resistance

Considering all of the available in vitro data and in vivo data generated with oral rilpivirine in
previously untreated patients, the following resistance-associated mutations, when present at baseline,
may affect the activity of rilpivirine: K101E, K101P, E138A, E138G, E138K, E138R, E138Q, V179L,
Y181C, Y1811, Y181V, Y188L, H221Y, F227C, M230I, M230L, and the combination of L100I and
KI103N.

In cell culture

Rilpivirine-resistant strains were selected in cell culture starting from wild-type HIV-1 of different
origins and subtypes as well as NNRTI resistant HIV-1. The most commonly observed
resistance-associated mutations that emerged included L1001, K101E, V1081, E138K, V179F, Y181C,
H221Y, F227C and M2301.

Virologically suppressed patients

The number of subjects who met confirmed virologic failure (CVF) criteria was low across the pooled
Phase 3 studies ATLAS and FLAIR. There were 7 CVFs on rilpivirine plus cabotegravir (7/591, 1.2%)
and 7 CVFs on current antiretroviral regimen (7/591, 1.2%) through week 48. In the rilpivirine plus
cabotegravir group in the pooled analysis, 5/591 (0.8%) subjects had resistance development: 5/591
(0.8%) and 4/591 (0.7%) with resistance-associated mutations to rilpivirine (K101E [n=1],
E138A/E/K/T [n=1], E138A [n=1], or E138K [n=2]) and/or cabotegravir (G140R [n=1], Q148R
[n=2], or N155H [n=1]), respectively. The 4 CVFs on cabotegravir plus rilpivirine in FLAIR had
HIV-1 subtype Al (n=3) or AG (n=1). One CVF in FLAIR never received an injection. The 3 CVFs
on cabotegravir plus rilpivirine in ATLAS had HIV-1 subtype A, Al, or AG. In 2 of these 3 CVFs the
rilpivirine resistance-associated mutations observed at failure were also observed at baseline in PBMC
HIV-1 DNA.

In the ATLAS-2M study 10 subjects met CVF criteria through week 48: 8/522 (1.5%) in the Q8W arm
and 2/523 (0.4%) in the Q4W arm. In the Q8W group 5/522 (1.0%) had resistance development: 4/522
(0.8%) and 5/522 (1.0%) with resistance-associated mutations to rilpivirine (E138A [n=1], E138K
[n=1], K101E [n=2], or Y188L [n=1]) and/or cabotegravir (Q148R [n=3] or N155H [n=4]),
respectively. In the Q4W group 2/523 (0.4%) had resistance development: 1/523 (0.2%) and 2/523
(0.4%) had rilpivirine (K101E [n=1], M230L [n=1]) and/or cabotegravir (E138K [n=1], Q148R [n=1],
or N155H [n=1]) resistance-associated mutations, respectively. At baseline in the Q8W arm, 5 subjects
had rilpivirine resistance-associated mutations and 1 of those subjects carried a cabotegravir
resistance-associated mutation. Neither subject in the Q4W arm had any rilpivirine or cabotegravir
resistance-assocaiated mutation at baseline. The 10 CVFs on cabotegravir plus rilpivirine in ATLAS-
2M had HIV-1 subtype A (n=1), Al (n=2), B (n=4), C (n=2), or Complex (n=1).

Cross-resistance

Site-directed NNRTI mutant virus

In a panel of 67 HIV-1 recombinant laboratory strains with one mutation at RT positions associated
with NNRTI resistance, including the most commonly found K103N and Y 181C, rilpivirine showed
antiviral activity against 64 (96%) of these strains. The single resistance-associated mutations
associated with a loss of susceptibility to rilpivirine were: K101P, Y1811 and Y181V. The K103N
mutation did not result in reduced susceptibility to rilpivirine by itself, but the combination of K103N
and L1001 resulted in a 7-fold reduced susceptibility to rilpivirine.

Recombinant clinical isolates
Rilpivirine retained sensitivity (fold change < biological cut-off) against 62% of 4,786 HIV-1
recombinant clinical isolates resistant to efavirenz and/or nevirapine.

Virologically suppressed patients

In the week 48 analysis of the Phase 3 studies ATLAS and FLAIR, 5/7 CVFs had phenotypic
resistance against rilpivirine at failure. Among these 5 patients, phenotypic cross-resistance was
observed against efavirenz (n=4), etravirine (n=3), and nevirapine (n=4).
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Effects on electrocardiogram

No effect on QTcF interval was shown for oral rilpivirine at the recommended dose of 25 mg once
daily in a randomised, placebo and active (moxifloxacin 400 mg once daily) controlled crossover
study in 60 healthy adults, with 13 measurements over 24 hours at steady-state. Plasma rilpivirine
concentrations after REKAMBYS injections are comparable to those achieved with oral rilpivirine at
dose of 25 mg qd. REKAMBYS at the recommended dose of 600 mg monthly or 900 mg every

2 months is not associated with a clinically relevant effect on QTc.

When supratherapeutic doses of 75 mg once daily and 300 mg once daily of oral rilpivirine were
studied in healthy adults, the maximum mean time-matched (95% upper confidence bound)
differences in QTcF interval from placebo after baseline correction were 10.7 (15.3) and 23.3 (28.4)
ms, respectively. Steady-state administration of oral rilpivirine 75 mg once daily and 300 mg once
daily resulted in a mean Cnax approximately 4.4-fold and 11.6-fold, respectively, higher than the mean
steady-state Ciax observed with the recommended 600 mg once monthly dose of REKAMBYSS. Steady
state administration of oral rilpivirine 75 mg once daily and 300 mg once daily resulted in a mean Cpax
approximately 4.1-fold and 10.7-fold, respectively, higher than the mean steady state Ciax observed
with the recommended 900 mg every 2 months dose of REKAMBYS.

Clinical efficacy and safety

Every 1 month dosing

The efficacy of REKAMBYS plus cabotegravir injection has been evaluated in two Phase 3
randomised, multicentre, active-controlled, parallel-arm, open-label, non-inferiority studies, FLAIR
(201584) and ATLAS (201585). The primary analysis was conducted after all subjects completed their
week 48 visit or discontinued the study prematurely.

Patients virologically suppressed (on prior dolutegravir-based regimen for 20 weeks)

In FLAIR, 629 HIV-1-infected, antiretroviral treatment (ART)-naive subjects received a dolutegravir
integrase strand transfer inhibitor (INI) containing regimen for 20 weeks (either
dolutegravir/abacavir/lamivudine or dolutegravir + 2 other nucleoside reverse transcriptase inhibitors
if subjects were HLA-B*5701 positive). Subjects who were virologically suppressed (HIV-1 RNA
<50 copies per mL, n=566) were then randomised (1:1) to receive either a rilpivirine plus
cabotegravir regimen or remain on the CAR. Subjects randomised to receive the rilpivirine plus
cabotegravir regimen, initiated treatment with oral lead-in dosing with a cabotegravir (30 mg) tablet
plus a rilpivirine (25 mg) tablet once daily for at least 4 weeks, followed by treatment with
cabotegravir injection (month 1: 600 mg, month 2 onwards: 400 mg injection) plus rilpivirine injection
(month 1: 900 mg injection, month 2 onwards: 600 mg injection), monthly, for up to 96 weeks.

Patients virologically suppressed (stable on prior ART for at least 6 months)

In ATLAS, 616 HIV-1-infected, ART-experienced, virologically-suppressed (for at least 6 months)
subjects (HIV-1 RNA < 50 copies per mL) were randomised (1:1) and received either a rilpivirine plus
cabotegravir regimen or remained on the CAR. Subjects randomised to receive the rilpivirine plus
cabotegravir regimen initiated treatment with oral lead-in dosing with a cabotegravir (30 mg) tablet
plus a rilpivirine (25 mg) tablet once daily for at least 4 weeks, followed by treatment with
cabotegravir injection (month 1: 600 mg, month 2 onwards: 400 mg injection) plus rilpivirine injection
(month 1: 900 mg injection, month 2 onwards: 600 mg injection), monthly, for an additional 44 weeks.
In ATLAS, 50%, 17%, and 33% of subjects received an NNRTI, PI, or INI (respectively) as their
baseline third treatment agent class prior to randomisation and this was similar between treatment
arms.

Pooled Phase 3 studies

At baseline, in the pooled analysis, in the rilpivirine plus cabotegravir arm the median age of subjects
was 38 years, 27% were female, 27% were non-white, 1% were > 65 years and 7% had CD4+ cell
count less than 350 cells per mm?; these characteristics were similar between treatment arms.
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The primary endpoint of both studies was the proportion of subjects with plasma HIV-1 RNA
> 50 copies/mL at week 48 (snapshot algorithm for the ITT-E population).

In a pooled analysis of the two Phase 3 studies, rilpivirine plus cabotegravir was non-inferior to CAR
on the proportion of subjects having plasma HIV-1 RNA > 50 ¢/mL (1.9% and 1.7%, respectively) at
week 48. The adjusted treatment difference between rilpivirine plus cabotegravir and CAR (0.2; 95%
CIL: -1.4, 1.7) met the non-inferiority criterion (upper bound of the 95% CI below 4%) [See Table §].

The primary endpoint and other week 48 outcomes, including outcomes by key baseline factors, for
FLAIR, ATLAS, and pooled data are shown in Table 8 and Table 9.

Table 8 Virologic outcomes of randomised treatment in FLAIR and ATLAS at week 48
(Snapshot analysis)
FLAIR ATLAS Pooled Data
RPV+ RPV+
CAB CAR CAB CAR RPV+ CAB CAR
N=283 N=283 N=308 N=308 N=591 N=591
11;111\1\;12 50 copieymL | 6D 7(2.5) 5(1.6) 3(1.0) 11(1.9) 10 (1.7)
Treatment Difference
% (95% CI)* -0.4 (-2.8,2.1) 0.7 (-1.2,2.5) 0.2(-1.4,1.7)
HIV-1 RNA 265(93.6) | 264 (93.3) | 285(92.5) | 294 (95.5) | 550 (93.1) | 558 (94.4)
<50 copies/mL
Treatment Difference 0.4 (-3.7,4.5) -3.0(-6.7,0.7) -1.4 (4.1, 1.4)
% (95% CI)*
No virologic data at
week 48 window 12 (4.2) 12 (4.2) 18 (5.8) 11(3.6) 30 (5.1) 23 (3.9)
Reasons
Discontinued
study/study drug
due to adverse 8(2.8) 2(0.7) 11 (3.6) 5(1.6) 19 (3.2) 7(1.2)
event or death
Discontinued
study/study drug 4(1.4) 10 (3.5) 7(2.3) 6(1.9) 11(1.9) 16 (2.7)
for other reasons
Missing data
during window but 0 0 0 0 0 0
on study

*  Adjusted for baseline stratification factors.

¥

Includes subjects who discontinued for lack of efficacy, discontinued while not suppressed.

N=Number of subjects in each treatment group, CI=confidence interval, CAR=current antiretroviral regimen,
RPV=rilpivirine, CAB=cabotegravir.

Table 9 Proportion of subjects with plasma HIV-1 RNA > 50 copies/mL at week 48 for key
baseline factors (Snapshot outcomes)
Pooled data from FLAIR and ATLAS
Baseline factors RPV+CAB CAR
N=591 N=591
n/N (%) n/N (%)
Baseline CD4+ <350 0/42 2/54 (3.7)
(cells/ mm®) >350to <500 5/120 (4.2) 0/117
> 500 6/429 (1.4) 8/420 (1.9)
Gender Male 6/429 (1.4) 9/423 (2.1)
Female 5/162 (3.1) 1/168 (0.6)
Race White 9/430 (2.1) 7/408 (1.7)
Black African/American 2/109 (1.8) 3/133 (2.3)
Asian/Other 0/52 0/48
BMI <30 kg/m? 6/491 (1.2) 8/488 (1.6)
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> 30 kg/m? 5/100 (5.0) 2/103 (1.9)
Age (years) <50 9/492 (1.8) 8/466 (1.7)

> 50 2/99 (2.0) 2/125 (1.6)
Baseline antiviral PI 1/51 (2.0) 0/54
therapy at randomisation | INI 6/385 (1.6) 9/382 (2.4)

NNRTI 4/155 (2.6) 1/155 (0.6)

BMI=body mass index, PI=Protease inhibitor, INI=Integrase inhibitor, NNRTI=non-nucleoside reverse
transcriptase inhibitor, RPV=rilpivirine, CAB=cabotegravir, CAR=current antiretroviral regimen

In the FLAIR and ATLAS studies, treatment differences across baseline characteristics (CD4+ count,
gender, age, race, BMI, baseline third agent treatment class) were comparable.

Week 96 FLAIR

In the FLAIR study at 96 Weeks, the results remained consistent with the results at 48 Weeks. The
proportion of subjects having plasma HIV-1 RNA > 50 ¢/mL in rilpivirine plus cabotegravir (n=283)
and CAR (n=283) was 3.2% and 3.2%, respectively (adjusted treatment difference between
REKAMBYS plus cabotegravir and CAR [0.0; 95% CI: -2.9, 2.9]). The proportion of subjects having
plasma HIV-1 RNA < 50 ¢/mL in REKAMBYS plus cabotegravir and CAR was 87% and 89%,
respectively (adjusted treatment difference between REKAMBY'S plus cabotegravir and CAR [-2.8;
95% CI: -8.2, 2.5]).

Week 124 FLAIR Direct to Injection versus Oral Lead-In

In the FLAIR study, an evaluation of safety and efficacy was performed at Week 124 for patients
electing to switch at Week 100 from abacavir/dolutegravir/lamivudine to rilpivirine plus cabotegravir
in the Extension Phase. Subjects were given the option to switch with or without an oral lead-in phase,
creating an oral lead-in group and a direct to injection group.

At Week 124, the proportion of subjects having plasma HIV-1 RNA > 50 ¢/mL was 1/121 (0.8%) and
1/111 (0.9%) for the oral lead-in and direct to injection groups, respectively. The rates of virologic
suppression (HIV-1 RNA < 50 ¢/mL) were similar in both the oral lead-in group (113/121 [93.4%])
and direct to injection group (110/111 [99.1%)]).

Every 2 months dosing

Patients virologically suppressed (stable on prior ART for at least 6 months)

The efficacy and safety of rilpivirine injection given every 2 months, has been evaluated in one
Phase 3b randomised, multicentre, parallel-arm, open-label, non-inferiority study, ATLAS-2M
(207966). The primary analysis was conducted after all subjects completed their week 48 visit or
discontinued the study prematurely.

In ATLAS-2M, 1045 HIV-1 infected, ART-experienced, virologically suppressed subjects were
randomised (1:1) and received a rilpivirine plus cabotegravir injection regimen administered either
every 2 months or monthly. Subjects initially on non-cabotegravir/rilpivirine treatment received oral
lead-in treatment comprising one rilpivirine tablet (25 mg) plus one cabotegravir tablet (30 mg), daily,
for at least 4 weeks. Subjects randomised to monthly rilpivirine injections (month 1: 900 mg injection,
month 2 onwards: 600 mg injection) and cabotegravir injections (month 1: 600 mg injection, month 2
onwards: 400 mg injection administered) received treatment for an additional 44 weeks. Subjects
randomised to every 2 months rilpivirine injections (900 mg injection at months 1, 2, 4 and every

2 months thereafter) and cabotegravir injections (600 mg injection at months 1, 2, 4 and every

2 months thereafter) received treatment for an additional 44 weeks. Prior to randomisation, 63%, 13%
and 24% of subjects received rilpivirine plus cabotegravir for 0 weeks, 1 to 24 weeks and > 24 weeks,
respectively.

At baseline, the median age of subjects was 42 years, 27% were female, 27% were non-white, 4%

were >65 years, and 6% had a CD4+ cell count less than 350 cells per mm?; these characteristics were
similar between the treatment arms.
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The primary endpoint in ATLAS-2M was the proportion of subjects with a plasma HIV-1 RNA
>50 ¢/mL at week 48 (snapshot algorithm for the ITT-E population).

In ATLAS-2M, rilpivirine plus cabotegravir administered every 2 months was non-inferior to
cabotegravir and rilpivirine administered every month on the proportion of subjects having plasma
HIV-1 RNA > 50 ¢/mL (1.7% and 1.0%, respectively) at week 48. The adjusted treatment difference
between cabotegravir plus rilpivirine administered every 2 months and every month (0.8; 95% CI:
-0.6, 2.2) met the non-inferiority criterion (upper bound of the 95% CI below 4%).

Table 10  Virologic outcomes of randomised treatment of ATLAS-2M at 48 weeks
(Snapshot analysis)
Every 2 months Dosing Monthly Dosing (Q4W)
(Q8W)
N=522 (%) N=523 (%)

HIV-1 RNA> 50 copies/mL* 9(1.7) 5(1.0)
”érg:tment Difference % (95% 0.8 (-0.6,2.2)
HIV-1 RNA <50 copies/mL 492 (94.3) | 489 (93.5)
"(Fjlg:tment Difference % (95% 0.8 (2.1,3.7)
No virologic data at week 48 21 (4.0) 29 (5.5)
window
Reasons:

Discontinued study due to AE 9(1.7) 13 (2.5)

or death

Discontinued study for other 12 (2.3) 16 (3.1)

reasons

On study but missing data in 0 0

window

*  Adjusted for baseline stratification factors.
T Includes subjects who discontinued for lack of efficacy, discontinued while not suppressed.
N=Number of subjects in each treatment group, Cl=confidence interval, CAR=current antiretroviral regimen.

Table 11  Proportion of subjects with plasma HIV-1 RNA > 50 copies/mL in ATLAS-2M at

week 48 for key baseline factors (Snapshot outcomes).

Number of HIV-1 RNA > 50 ¢/mL/ Total Assessed (%)
Baseline factors Every 2 months dosing .
Monthly dosing (Q4W)
(Q8W)
Baseline CD4+ cell <350 1/35(2.9) 1/27 (3.7)
count (cells/mm?) 350 to <500 1/96 (1.0) 0/89
>500 7/391 (1.8) 4/407 (1.0)
Gender Male 4/385 (1.0) 5/380 (1.3)
Female 5/137 (3.5) 0/143
Race White 5/370 (1.4) 5/393 (1.3)
Non-White 4/152 (2.6) 0/130
Black/African 4/101 (4.0) 0/ 90
American
Non-
Black/African 5/421 (1.2) 5/421 (1.2)
American
BMI <30 kg/m’ 3/409 (0.7) 3/425 (0.7)
> 30 kg/m? 6/113 (5.3) 2/98 (2.0)
Age (years) <35 4/137 (2.9) 1/145 (0.7)
35t0 <50 3/242 (1.2) 2/239 (0.8)
>50 2/143 (1.4) 2/139 (1.4)
Prior exposure None 5/327 (1.5) 5/327 (1.5)
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CAB/RPV 1-24 weeks 3/69 (4.3) 0/68

> 24 weeks 1/126 (0.8) 0/128

BMI=body mass index, CAB=cabotegravir, RPV=rilpivirine

In the ATLAS-2M study, treatment differences on the primary endpoint across baseline characteristics
(CD4+ lymphocyte count, gender, race, BMI, age and prior exposure to cabotegravir/rilpivirine) were
not clinically meaningful.

Post-hoc analysis

Multivariable analyses of pooled Phase 3 studies (ATLAS, FLAIR, ATLAS-2M), including data from
1039 HIV-infected adults with no prior exposure to rilpivirine plus cabotegravir, examined the
influence of the following covariates: baseline viral and participants characteristics, dosing regimen
(Q4W or Q8W), and post-baseline plasma drug concentrations on CVF using regression modeling
with a covariate selection procedure. Through Week 48 in these studies, 13/1039 (1.25%) participants
had CVF while receiving rilpivirine plus cabotegravir.

Four covariates were significantly associated (P < 0.05 for each adjusted odds ratio) with increased
risk of CVF: rilpivirine resistance associated mutations (RAMs) at baseline identified by proviral
DNA genotypic assay, HIV-1 subtype A6/A1 (associated with integrase L741 polymorphism),
rilpivirine trough concentration 4 weeks following initial injection dose, BMI of at least 30 kg/m?
(associated with cabotegravir pharmacokinetics). Other covariates including Q4W or Q8W dosing,
female gender, or other viral subtypes (non A6/A1) had no significant association with CVF. No
baseline factor, when present in isolation, was predictive of virologic failure. However, a combination
of at least 2 of the following baseline factors was associated with increased risk of CVF: rilpivirine
resistance associated mutations, HIV-1 subtype A6/A1, or BMI > 30 kg/m? (Table 12).

Table 12 Week 48 Outcomes by Presence of Key Baseline Factors of rilpivirine resistance
associated mutations, HIV-1 Subtype A6/A1' and BMI > 30 kg/m?

Baseline Factors (number) Virologic Successes? Conli::;;:ll:}fe\(":/l(') ())310g1c
0 694/732 (94.8) 3/732 (0.41)
1 261/272 (96.0) 1/272 (0.37)*
>2 25/35 (71.4) 9/35 (25.7)°
TOTAL 980/1039 (94.3) 13/1039 (1.25)
(95% Confidence Interval) (92.74%, 95.65%) (0.67%, 2.13%)

HIV-1 subtype A1 or A6 classification based on Los Alamos National Library panel from HIV Sequence database
(June 2020)

Based on the FDA Snapshot algorithm of RNA <50 copies/mL.

Defined as two consecutive measurements of HIV RNA >200 copies/mL.

Positive Predictive Value (PPV) <1%; Negative Predictive Value (NPV) 98%; sensitivity 8%; specificity 74%
PPV 26%; NPV 99.6%; sensitivity 69%; specificity 97.5%

[ N L

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
REKAMBYS injection in one or more subsets of the paediatric population in the treatment of HIV-1
infection.

5.2 Pharmacokinetic properties

The pharmacokinetic properties of REKAMBYS have been evaluated in healthy and HIV-1 infected
adults.
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Table13 Population pharmacokinetic parametersfollowing once-daily oral rilpivirine and
following initiation and monthly or every two months continuation intramuscular
injectionsof REKAMBYS

Geometric mean (5; 95" Per centile)

Dosing phase Doseregimen AUCo-tan)° Cmax Cia®
(ngeh/mL) (ng/mL) (ng/mL)
c 25mg 2,083 116 79.4
Oral Lead-In once daily (1,125; 3,748) (48.6; 244) (318, 177)
Initial Injection™ 900 mg IM 44,842 (21,712; 144 41.9
initial dose 87,575) (93.9; 221) (21.7; 78.9)
Monthly 600 mg IM 68,324 121 85.8
Injection®® monthly (39,042; 118,111) (68.1; 210) (49.6; 147)
Every 2 months 900 mg IM 132,450 138 68.9
Injection®® every 2 months | (76,638; 221,783) (80.6; 228) (38.0; 119)
8 Based onindividual post-hoc estimates from rilpivirine IM population pharmacokinetic model (pooled data FLAIR,
ATLASand ATLAS-2M).

tau isdosing interval: 24 hoursfor oral; 1 or 2 months for monthly or every 2 months IM injections.

¢ For oral rilpivirine, Ctau represents observed pooled data FLAIR, ATLAS and ATLAS-2M, AUCo-ta) and Cnax
represent pharmacokinetic data from oral rilpivirine Phase 3 studies

When administered with oral lead-in, initial injection Cmax primarily reflects oral dosing because the initial injection
was administered on the same day as the last oral dose. When administered without oral lead-in (direct to injection,
n=110), the rilpivirine observed geometric mean (5, 951 percentile) Cmax (1 week post initial injection) was

68.0 ng/mL (27.5, 220) and the Ciau Was 48.9 ng/mL (17.7, 138).

¢ Week 48 data.

Absorption

Rilpivirine prolonged-rel ease injection exhibits absorption rate-limited Kinetics (i.e., flip-flop
pharmacokinetics) resulting from slow absorption from the gluteal muscle into the systemic circulation
resulting in sustained rilpivirine plasma concentrations.

Following a single intramuscular dose, rilpivirine plasma concentrations are detectable the first day
and gradually rise to reach maximum plasma concentrations after a median of 3-4 days. Rilpivirine has
been detected in plasma up to 52 weeks or longer after administration of a single dose of

REKAMBY S. After 1 year of monthly or every 2 months injections, approximately 80% of the
rilpivirine pharmacokinetic steady-state exposure is reached.

Plasma il pivirine exposure increases in proportion or slightly less than in proportion to dose following
single and repeat IM injections of doses ranging from 300 to 1200 mg.

Distribution

Rilpivirine is approximately 99.7% bound to plasma proteinsin vitro, primarily to albumin. Based on
population pharmacokinetics analysis, the typical apparent volume of the central compartment (V ¢/F)
for rilpivirine after IM administration was estimated to be 132 L, reflecting a moderate distribution to
peripheral tissues.

Rilpivirineis present in cerebrospinal fluid (CSF). In HIV-1-infected subjects receiving a regimen of
rilpivirine injection plus cabotegravir injection, the median rilpivirine CSF to plasma concentration
ratio (n=16) was 1.07 to 1.32% (range: not quantifiable to 1.69%). Consistent with therapeutic
rilpivirine concentrations in the CSF, CSF HIV-1 RNA (n=16) was < 50 ¢/mL in 100% and < 2 ¢/mL
in 15/16 (94%) of subjects. At the same time point, plasma HIV-1 RNA (n=18) was< 50 ¢/mL in
100% and < 2 ¢/mL in 12/18 (66.7%) of subjects.

Biotransformation

In vitro experiments indicate that rilpivirine primarily undergoes oxidative metabolism mediated by
the cytochrome P450 (CY P) 3A system.
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Elimination

The mean apparent half-life of rilpivirine following REKAMBY S administration is absorption
rate-limited and was estimated to be 13-28 weeks.

The apparent plasma clearance (CL/F) of rilpivirine was estimated to be 5.08 L/h.

After single dose administration of oral *C-rilpivirine, on average 85% and 6.1% of the radioactivity
could beretrieved in faeces and urine, respectively. In faeces, unchanged rilpivirine accounted for on
average 25% of the administered dose. Only trace amounts of unchanged rilpivirine (< 1% of dose)
were detected in urine.

Special patient populations

Gender
No clinicaly relevant differencesin the rilpivirine exposure after intramuscular (IM) administration
have been observed between men and women.

Race
No clinically relevant effect of race on the rilpivirine exposure after intramuscular administration has
been observed.

BMI
No clinicaly relevant effect of BMI on the rilpivirine exposure after intramuscular administration has
been observed.

Elderly
No clinicaly relevant effect of age on therilpivirine exposure after intramuscul ar administration has
been observed. Pharmacokinetic data for rilpivirine in subjects of > 65 years old are limited.

Renal impairment

The pharmacokinetics of rilpivirine have not been studied in patients with renal insufficiency. Renal
elimination of rilpivirineis negligible. No dose adjustment is needed for patients with mild or
moderate renal impairment. In patients with severe renal impairment or end-stage renal disease,
REKAMBY S should be used with caution, as plasma concentrations may be increased due to
alteration of drug absorption, distribution and/or metabolism secondary to renal dysfunction. In
patients with severe renal impairment or end-stage renal disease, the combination of REKAMBY S
with astrong CY P3A inhibitor should only be used if the benefit outweighs the risk. Asrilpivirineis
highly bound to plasmaproteins, it isunlikely that it will be significantly removed by haemodiaysis
or peritoneal dialysis (see section 4.2).

Hepatic impairment

Rilpivirine is primarily metabolised and eliminated by the liver. In a study comparing 8 patients with
mild hepatic impairment (Child-Pugh score A) to 8 matched controls, and 8 patients with moderate
hepatic impairment (Child-Pugh score B) to 8 matched controls, the multiple dose exposure of oral
rilpivirine was 47% higher in patients with mild hepatic impairment and 5% higher in patients with
moderate hepatic impairment. However, it may not be excluded that the pharmacologically active,
unbound, rilpivirine exposure is significantly increased in moderate hepatic impairment. No dose
adjustment is suggested but caution is advised in patients with moderate hepatic impairment.
REKAMBY S has not been studied in patients with severe hepatic impairment (Child-Pugh score C).
Therefore, REKAMBY Sis not recommended in patients with severe hepatic impai rment (see
section 4.2).

HBV/HCV Co-infected Patients

Population pharmacokinetic analysis indicated that hepatitis B and/or C virus co-infection had no
clinically relevant effect on the rilpivirine exposure after oral rilpivirine intake.
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Paediatric Patients

The phamacokinetics of rilpivirine in children and adolescents aged < 18 years have not been
established with REKAMBYS.

5.3 Preclinical safety data

All studies were performed with rilpivirine for oral use except for the studies on local tolerance with
REKAMBYS injections.

Repeated dose toxicity

Liver toxicity associated with liver enzyme induction was observed in rodents. In dogs,
cholestasis-like effects were noted.

Reproductive toxicology studies

Studies in animals have shown no evidence of relevant embryonic or foetal toxicity or an effect on
reproductive function. There was no teratogenicity with oral rilpivirine in rats and rabbits. The
exposures at the embryo-foetal No Observed Adverse Effects Levels (NOAELSs) in rats and rabbits
were respectively > 12 times and > 57 times the exposure in humans at the maximum recommended
human daily dose of 25 mg once daily in HIV-1 infected patients or 600 mg or 900 mg intramuscular
injection dose of rilpivirine long-acting injectable suspension.

Carcinogenesis and mutagenesis

Oral rilpivirine was evaluated for carcinogenic potential by oral gavage administration to mice and rats
up to 104 weeks. At the lowest tested doses in the carcinogenicity studies, the systemic exposures
(based on AUC) to rilpivirine were > 17 times (mice) and > 2 times (rats) the exposure in humans at
the maximum recommended human daily dose of 25 mg once daily in HIV-1 infected patients or

600 mg or 900 mg intramuscular injection dose of rilpivirine long-acting injectable suspension. In rats,
there were no drug-related neoplasms. In mice, rilpivirine was positive for hepatocellular neoplasms in
both males and females. The observed hepatocellular findings in mice may be rodent-specific.

Rilpivirine has tested negative in the absence and presence of a metabolic activation system in the
invitro Ames reverse mutation assay and the in vitro clastogenicity mouse lymphoma assay.

Rilpivirine did not induce chromosomal damage in the in vivo micronucleus test in mice.

Local tolerance for REKAMBYS

After long-term repeated IM administration of REKAMBYS in dogs and minipigs, slight, short-lasting
(i-e., 1-4 days in minipigs) erythema was observed, and white deposits were noted at the injection sites
at necropsy, accompanied by swelling and discolouration of draining lymph nodes. Microscopic
examination showed macrophage infiltration and eosinophilic deposits at the injection sites. A
macrophage infiltration response was also noted in the draining/regional lymph nodes. These findings
were considered to be a reaction to the deposited material rather than a manifestation of local irritation.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

poloxamer 338

citric acid monohydrate

glucose monohydrate

sodium dihydrogen phosphate monohydrate

sodium hydroxide (to adjust pH and ensure isotonicity)
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water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products or diluents.

6.3 Shelflife

3years

Chemical and physical in-use stability has been demonstrated for 6 hours at 25! C.

Once the suspension has been drawn into the syringe, the injection should be administered as soon as
possible, but may remain in the syringe for up to 2 hours. If 2 hours are exceeded, the medicine,
syringe, and needle must be discarded.

6.4 Special precautionsfor storage

Storein arefrigerator (2°C - 8°C).
Do not freeze.

Prior to administration, the vial should be brought to room temperature (not to exceed 25°C). The vial
may remain in the carton at room temperature for up to 6 hours. If not used after 6 hours, it must be
discarded (refer to section 6.3).

6.5 Natureand contentsof container

Typel glassvial.

600 mg pack

Each pack contains one clear 4-mL glassvial, with a butyl elastomer stopper and an aluminium
overseal with a plastic flip-off button, 1 syringe (0.2 mL graduation), 1 vial adaptor and 1 needle for
injection (23 gauge, 1¥2inch).

900 mg pack

Each pack contains one clear 4-mL glassvial, with a butyl elastomer stopper and an aluminium
overseal with aplastic flip-off button, 1 syringe (0.2 mL graduation), 1 vial adaptor and 1 needle for
injection (23 gauge, 1¥2inch).

6.6 Special precautionsfor disposal and other handling

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

Full instructions for use and handling of REKAMBY S are provided in the package leaflet (see
Instructions for Use).

7. MARKETING AUTHORISATION HOLDER

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse
Belgium
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8. MARKETING AUTHORISATION NUMBER
600 mg: EU/1/20/1482/001
900 mg: EU/1/20/1482/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 17 December 2020

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu/
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ANNEX |1

MANUFACTURER(S) RESPONSIBLE FOR BATCH
RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONSAND REQUIREMENTSOF THE
MARKETING AUTHORISATION

CONDITIONSOR RESTRICTIONSWITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A. MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

B. CONDITIONSOR RESTRICTIONSREGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex |: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONSAND REQUIREMENTSOF THE MARKETING
AUTHORISATION

o Periodic safety updatereports (PSURS)

The requirements for submission of PSURs for this medicinal product are set out in the list of Union
reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC and any
subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

D. CONDITIONSOR RESTRICTIONSWITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

o Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance activities
and interventions detailed in the agreed RMP presented in Module 1.8.2 of the marketing authorisation
and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:

o At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

o Obligation to conduct post-authorisation measures

The MAH shall complete, within the stated timeframe, the below measures:
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Description

Duedate

The MAH will conduct a prospective cohort study (COMBINE-2 study) to collect
data from patientsin order to assess clinical effectiveness, adherence, durability
and discontinuations after initiating the cabotegravir and rilpivirine long acting
regimen. The study will also monitor for resistance and response to subsequent
antiretroviral regimens among patients who switched from cabotegravir and
rilpivirine long acting regimen to another regimen. The MAH will submit interim
study results annually and the final results of the study by September 2026.

September
2026

The MAH will conduct areal-world five-year Drug Utilisation Study (DUS). This
observational cohort study will aim to better understand the patient population
receiving cabotegravir long acting injection and/or rilpivirine long acting injection
containing regimensin routine clinical practice. The study will assess usage
patterns, adherence, and post marketing clinical effectiveness of these regimens
and monitor for resistance among virologic failures for whom data on resistance
testing are available. The MAH will submit interim study results annually and the
final results of the DUS by September 2026.

September
2026
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ANNEX 11

LABELLING AND PACKAGE LEAFLET
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A.LABELLING
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PARTICULARSTO APPEAR ON THE OUTER PACKAGING

OUTER CARTON —600 mg

1 NAME OF THE MEDICINAL PRODUCT

REKAMBY S 600 mg prolonged-rel ease suspension for injection
rilpivirine

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 600 mg of rilpivirine

3. LIST OF EXCIPIENTS

Excipients: poloxamer 338, citric acid monohydrate, glucose monohydrate, sodium dihydrogen
phosphate monohydrate, sodium hydroxide to adjust pH and ensure isotonicity, water for injections

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Prolonged-rel ease suspension for injection
Contents:

1vid

1 vial adaptor

1 syringe

1 injection needle

2mL

5. METHOD AND ROUTE OF ADMINISTRATION

Read the package | eaflet before use.
For intramuscular use.

Open here

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store at 2°C - 8°C. Do not freeze.

10. SPECIAL PRECAUTIONSFOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALSDERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESSOF THE MARKETING AUTHORISATION HOLDER

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

12  MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1482/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER —2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER -HUMAN READABLE DATA

PC
SN
NN
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‘ PARTICULARSTO APPEAR ON THE BACKING CARD (IN CARTON) —600 mg

‘ 1 NAME OF THE MEDICINAL PRODUCT

REKAMBY S 600 mg prolonged-rel ease suspension for injection
rilpivirine

‘ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

2mL

5. METHOD AND ROUTE OF ADMINISTRATION

For intramuscular use.

Read the Instructions For Use before preparing REKAMBY S

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

‘ 0. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONSFOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALSDERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

‘ 11. NAME AND ADDRESSOF THE MARKETING AUTHORISATION HOLDER

‘ 12  MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1482/001
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BATCH NUMBER

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER —2D BARCODE

‘ 18. UNIQUE IDENTIFIER -HUMAN READABLE DATA
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MINIMUM PARTICULARSTO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL — 600 mg

1 NAME OF THE MEDICINAL PRODUCT

REKAMBY S 600 mg
rilpivirine
IM

‘ 2. METHOD AND ROUTE OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTSBY WEIGHT, BY VOLUME, OR UNIT

2mL

6. OTHER
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PARTICULARSTO APPEAR ON THE OUTER PACKAGING

OUTER CARTON -900 mg

1 NAME OF THE MEDICINAL PRODUCT

REKAMBY S 900 mg prolonged-rel ease suspension for injection
rilpivirine

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 900 mg of rilpivirine

3. LIST OF EXCIPIENTS

Excipients: poloxamer 338, citric acid monohydrate, glucose monohydrate, sodium dihydrogen
phosphate monohydrate, sodium hydroxide to adjust pH and ensure isotonicity, water for injections

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Prolonged-rel ease suspension for injection
Contents:

1vid

1 vial adaptor

1 syringe

1 injection needle

3mL

5. METHOD AND ROUTE OF ADMINISTRATION

Read the package | eaflet before use.
For intramuscular use.

Open here

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store at 2°C - 8°C. Do not freeze.

10. SPECIAL PRECAUTIONSFOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALSDERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESSOF THE MARKETING AUTHORISATION HOLDER

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

12  MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1482/002

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER —2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER -HUMAN READABLE DATA

PC
SN
NN
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‘ PARTICULARSTO APPEAR ON THE BACKING CARD (IN CARTON) —900 mg

‘ 1 NAME OF THE MEDICINAL PRODUCT

REKAMBY S 900 mg prolonged-rel ease suspension for injection
rilpivirine

‘ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

3mL

5. METHOD AND ROUTE OF ADMINISTRATION

For intramuscular use.

Read the Instructions For Use before preparing REKAMBY S

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

‘ 0. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONSFOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALSDERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

‘ 11. NAME AND ADDRESSOF THE MARKETING AUTHORISATION HOLDER

‘ 12  MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1482/002
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BATCH NUMBER

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER —2D BARCODE

‘ 18. UNIQUE IDENTIFIER -HUMAN READABLE DATA
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MINIMUM PARTICULARSTO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL —900 mg

1 NAME OF THE MEDICINAL PRODUCT

REKAMBY S 900 mg
rilpivirine
IM

‘ 2. METHOD AND ROUTE OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTSBY WEIGHT, BY VOLUME, OR UNIT

3mL

6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user
REKAMBY S 600 mg prolonged-release suspension for injection
rilpivirine

vThis medicine is subject to additional monitoring. Thiswill allow quick identification of new
safety information. Y ou can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of thisleaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep thisleaflet. Y ou may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not passit on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or pharmacist. Thisincludes any possible side
effects not listed in this leaflet. See section 4.

What isin thisleaflet

What is REKAMBY S and what it is used for

What you need to know before you use REKAMBY S
How REKAMBY Sisgiven

Possible side effects

How to store REKAMBY S

Contents of the pack and other information

SN NSNS

1. What REKAMBY Sisand what it isused for

REKAMBY S contains the active ingredient rilpivirine. It is one of agroup of medicines called
non-nucleoside reverse transcriptase inhibitors (NNRTISs) that are used for the treatment of human
immunodeficiency virustype 1 (HIV-1) infection.

REKAMBY S works together with other HIV medicines to block the ability of the virus to make more
copies of itself. REKAMBY Sinjections do not cure HIV infection but help reduce the amount of HIV
in your body and keepsit at alow level. This holds off damage to the immune system and the
development of infections and diseases associated with AIDS.

REKAMBY Sisaways given with another HIV medicine called cabotegravir injection. They are used
together in adults aged 18 years and older whose HIV-1 infection is already under control.

2. What you need to know beforeyou use REKAMBY S

Do not use REKAMBY Sif you are alergic to rilpivirine or any of the other ingredients of this
medicine (listed in section 6).

Do not use REKAMBY Sif you aretaking any of the following medicines as they may affect the

way REKAMBY S or the other medicine works:

- carbamazepine, oxcarbazepine, phenobarbital, phenytoin (medicines to treat epilepsy and
prevent seizures)

- rifabutin, rifampicin, rifapentine (medicines to treat some bacterial infections such as
tuberculosis)

- dexamethasone (a corticosteroid used in a variety of conditions such as inflammation and
allergic reactions) as a course of treatment by mouth or injection

- products that contain St John’s wort (Hypericum perforatum, a herbal remedy used for
depression).
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If you are taking any of the above, ask your doctor about alternatives.

Warnings and precautions
Talk to your doctor or pharmacist before using REKAMBYS.

REKAMBY Sisnot acurefor HIV infection. It is part of atreatment to reduce the amount of virusin
the blood. Y ou can still pass on HIV when using this medicine, although the risk islowered by
effective antiretroviral therapy. Discuss with your doctor the precautions you need to take to avoid
infecting other people.

Tell your doctor about your situation

Check the following points and tell your doctor if any of them apply to you.

- Y ou must attend all the planned visits for injections, do not miss any visits, it is very important
for the success of your treatment. If you cannot attend a planned visit, inform your doctor as
soon as possible.

- Tell your doctor if you have ever had problemswith your liver, including hepatitis B or
hepatitis C, or problemswith your kidneys. Y our doctor may check how well your liver or
kidneys work to decide if you can use REKAMBY S. See ‘ Uncommon side effects’ in section 4
of thisleaflet for signs of liver damage.

- Tell your doctor immediately if you notice any symptoms of infections (for example, fever,
chills, sweats). In some patients with HIV, inflammation from previous infections may occur
soon after starting HIV treatment. It is believed that these symptoms are due to an improvement
in the body’ simmune response, enabling the body to fight infections that were present
previously but caused no obvious symptoms.

- Also tell your doctor straight away if you notice any symptoms such as muscle weakness,
weakness beginning in the hands and feet and moving up towards the trunk of the body,
pal pitations, tremor or hyperactivity. Thisis because autoimmune disorders (conditionsin
which the immune system mistakenly attacks healthy body tissue) may also occur after you start
taking medicines for the treatment of your HIV infection. Autoimmune disorders may occur
many months after the start of treatment.

- Tell your doctor if you are taking any medicines that you have been told may cause a
life-threatening irregular heartbeat (torsade de pointes).

Reactionsto I njections

Post-injection reaction symptoms have happened within minutes in some people after receiving their
rilpivirine injection. Most symptoms resolved within afew minutes after the injection. Symptoms of
post-injection reactions may include: difficulty breathing, stomach cramps, rash, sweating, numbness
of your mouth, feeling anxious, feeling warm, feeling lightheaded or feeling like you are going to pass
out (faint), blood pressure changes, and pain (e.g., back and chest). Tell your healthcare professional if
you experience these symptoms after you receive your injections.

Regular appointments ar e important

It isimportant that you attend your planned appointmentsto receive REKAMBY S, to control your
HIV infection and to stop your illness from getting worse. Do not miss any visits, it is very important
for the success of your treatment. If you cannot attend a planned visit, inform your doctor as soon as
possible. Talk to your doctor if you are thinking about stopping treatment. If you are late receiving
your REKAMBY Sinjection, or if you stop receiving REKAMBY'S, you will need to take other
medicinesto treat HIV infection and to reduce the risk of the virus becoming resistant as the drug
levelsin your body will betoo low to treat the HIV infection.

Children

REKAMBY Sisnot for use in children and adolescents less than 18 years of age, because it has not
been studied in these patients.
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Other medicinesand REKAMBY S

Tell your healthcare provider if you are taking, have recently taken or might take any other medicines.
Some medicines may affect the levels of REKAMBY Sin the blood if you are taking them while being
treated with REKAMBY S, or REKAMBY S may affect how well the other medicine works.

Do not use REKAMBY Sif you aretaking any of the following medicines as they may affect the

way REKAMBY S or the other medicine works:

- carbamazepine, oxcarbazepine, phenobarbital, phenytoin (medicines to treat epilepsy and
prevent seizures)

- rifabutin, rifampicin, rifapentine (medicines to treat some bacterial infections such as
tuberculosis)

- dexamethasone (a corticosteroid used in a variety of conditions such as inflammation and
allergic reactions) as a course of treatment by mouth or injection

- products that contain St John’s wort (Hypericum perforatum, a herbal remedy used for
depression).

If you are taking any of the above, ask your doctor about alternatives.

The effects of REKAMBY S or other medicines might change if you use REKAMBY S together
with any of the following medicines:

- clarithromycin, erythromycin (antibiotics)

- methadone (used to treat narcotic withdrawal and dependence)

Pregnancy and breast-feeding

Tell your doctor immediately if you are pregnant or if you plan to become pregnant. Y our doctor will
consider the benefit and the risk to you and your baby of using REKAMBY S while you are pregnant.
If you are planning to have a baby, talk to your doctor in advance, as rilpivirine can remain in your
body for up to 4 years after the last injection of REKAMBY S.

Women who have HIV must not breast-feed because HIV may passinto breast milk and infect the
baby.

Ask your doctor or pharmacist for advice before taking any medicine.

Driving and using machines
Some patients may fed tired, dizzy or drowsy during treatment with REKAMBY S. Do not drive or
operate machinery if you have any of these side effects.

Important information about some of theingredients of REKAMBY S
This medicine contains less than 1 mmol sodium (23 mg) per 2 mL injection, that isto say essentially
‘sodium-free'.

3. How REKAMBY Sisgiven

A nurse or doctor will giveyou REKAMBY S as an injection in the muscle of your buttock
(intramuscular, or IM injection).

Y ou will be given your injection either once every month or once every 2 months, together with
another injectable medicine called cabotegravir. Y our doctor will explain how often the medicine will
be given.

When you start treatment with REKAMBY'S, you and your doctor may decide to start with daily
treatment of one 25 mg rilpivirine tablet with ameal and one 30 mg cabotegravir tablet for one month
before your first REKAMBY Sinjection. Thisis called thelead-in period - taking the tablets before
you receive REKAMBY S and cabotegravir injections will allow your doctor to test how well these
medicines suit you.
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The other option is that you and your doctor may decide to start directly with REKAMBY Sinjections.

If you are going to be given REKAMBY S every month, your treatment will be as follows:

When
Medicine First injection Second injection onwards, every month
Rilpivirine single injection of 900 mg 600 mg by injection every month
Cabotegravir | singleinjection of 600 mg 400 mg by injection every month

If you are going to be given REKAMBY S every 2 months, your treatment will be as follows:

When
Medicine First and second injections, one Third injection onwar ds, every two
month apart months
Rilpivirine single injection of 900 mg 900 mg by injection, every 2 months
Cabotegravir | single injection of 600 mg 600 mg by injection, every 2 months

If you missa REKAMBY Sinjection
It isimportant that you keep your regular planned appointments to receive your injection. If you miss
an appointment, contact your doctor immediately to make a new appointment.

Talk to your doctor if you think you will not be able to receive your REKAMBY Sinjection at the
usual time. Y our doctor may recommend you take tablets instead, until you are able to have a
REKAMBY Sinjection again.

If you are given too much REKAMBYS
A doctor or nurse will give this medicine to you, so it isunlikely that you will be given too much. If
you are worried, tell the doctor or nurse.

Don’t stop using REKAMBY Swithout advice from your doctor.
Use REKAMBY Sfor aslong as your doctor recommends. Don't stop unless your doctor advises you
fo.

Low levels of rilpivirine (the active ingredient of REKAMBY S) can remain in your body for up to

4 years after stopping treatment. However, once you received your last REKAMBY Sinjection, the
low levels of rilpivirine that remain will not work well enough against the virus which then can
become resistant. To keep your HIV-1 infection under control and to stop the virus becoming resi stant,
you must start a different HIV treatment by the time your next REKAMBY S injection was planned.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Thefollowing isalist of side effects that have been reported when REKAMBY S is used with
cabotegravir injection.

Very common side effects (affects at least 1 in 10 people)
o headache
o injection site reactions - these are generally mild to moderate and became less frequent over
time. Symptoms may include:
0 very common: pain and discomfort, a hardened mass or lump
0 common: redness, itching, swelling, warmth or bruising (which may include
discolouration or a collection of blood under the skin).
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0 uncommon; numbness, minor bleeding, an abscess (collection of pus) or cellulitis (heat,
swelling or redness).
o feeling hot/feverish (pyrexia)

Common side effects (affects less than 1 in 10 people)
depression

anxiety

abnormal dreams

sleeping difficulty (insomnia)
dizziness

feeling sick (nausea)

vomiting

belly pain (abdominal pain)

wind (flatulence)

diarrhoea

rash

muscle pain (myalgia)

tiredness (fatigue)

feeling weak (asthenia)

generally feeling unwell (malaise)
weight gain

Uncommon side effects (affects less than 1 in 100 people)

o feeling drowsy (somnolence)

o feeling lightheaded, during or after an injection. This may lead to fainting.

o liver damage (signs may include yellowing of the skin and the whites of the eyes loss of
appetite, itching, tendernessin the belly, light-coloured stools or unusually dark urine).

o changesin liver blood tests (increase in transaminases)

o an increase in bilirubin (a substance produced by the liver) in the blood.

Other side effects
o Severe abdominal pain caused by inflammation of the pancreas (pancreatitis).

The following side effects that can occur with rilpivirine tablets may also occur with REKAMBY S
injection:;

Very Common side effects
o increase in cholesterol and/or pancreatic amylase in your blood

Common side effects (affects less than 1 in 10 people)

decreased appetite

sleep disorders

depressed mood

stomach discomfort

dry mouth

low white blood cell and/or platelet count, decrease in haemoglobin in your blood, increase in
triglycerides and/or lipase in your blood

Uncommon side effects (affects less than 1 in 100 people)
o signs or symptoms of inflammation or infection, for example fever, chills, sweats (immune
reactivation syndrome, see section 2 for more details)

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. Thisincludes any possible side effects
not listed in this leaflet. Y ou can also report side effects directly viathe national reporting system
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listed in Appendix V. By reporting side effects you can help provide more information on the safety of
this medicine.

5. How to store REKAMBYS
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton after EXP. The expiry date
refers to the last day of that month.

Store in a refrigerator (2°C - 8°C). Do not freeze.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What REKAMBYS contains
o The active substance is rilpivirine. Each 2 mL vial contains 600 mg rilpivirine.

o The excipients are poloxamer 338, citric acid monohydrate, glucose monohydrate, sodium
dihydrogen phosphate monohydrate, sodium hydroxide to adjust pH and ensure isotonicity, and
water for injections.

What REKAMBYS looks like and contents of the pack
Prolonged-release suspension for injection. REKAMBYS is presented in a glass vial. The pack also
contains 1 syringe, 1 vial adaptor, and 1 injection needle.

Marketing Authorisation Holder
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

Manufacturer

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

ViiV Healthcare srl/bv UAB "JOHNSON & JOHNSON"

Tél/Tel: + 32 (0) 10 85 65 00 Tel: +370 5 278 68 88
It@its.jnj.com

bbarapus Luxembourg/Luxemburg

»JkoHCHH & JIxoHCchH bhirapus” EOO/] ViiV Healthcare srl/bv

Ten.: +359 2 489 94 00 Belgique/Belgien

jisafety@its.jnj.com Tél/Tel: +32 (0) 10 85 65 00
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Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 4594 8282
jacdk@its.jnj.com

Deutschland

ViiV Healthcare GmbH

Tel.: +49 (0)89 203 0038-10
viiv.med.info@yviivhealthcare.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee(@its.jnj.com

E)\LGda
Janssen-Cilag ®oppokevtikn A.E.B.E.
TnA: +30 210 80 90 000

Espaiia

Laboratorios ViiV Healthcare, S.L.
Tel: +34 900 923 501
es-ci@yviivhealthcare.com

France

ViiV Healthcare SAS

Tél.: + 33 (0)1 39 17 69 69
Infomed@yviivhealthcare.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland
Janssen Sciences Ireland UC
Tel: +353 1 800 709 122

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia
Vi1V Healthcare S.r.l
Tel: +39 045 7741600

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD.
Tel: +356 2397 6000

Nederland
ViiV Healthcare BV
Tel: +31 (0) 33 2081199

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal

VIIVHIV HEALTHCARE, UNIPESSOAL,
LDA

Tel: + 351 21 094 08 01
viiv.fi.pt@viivhealthcare.com

Romaénia
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com
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Kvnpog Sverige

Bapvapog Xattnmoavayng Atd Janssen-Cilag AB

TnA: +357 22 207 700 Ttn: +46 8 626 50 00
jacse@its.jnj.com

Latvija United Kingdom (Northern Ireland)

UAB "JOHNSON & JOHNSON" filiale Latvija  ViiV Healthcare BV

Tel: +371 678 93561 Tel: + 44 (0)800 221441

lv@its.jnj.com customercontactuk@gsk.com

This leaflet was last revised in {MM/YYYY}.

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu/.
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Thefollowing information isintended for medical or healthcare professionals only and should
beread by the medical or healthcare professional in conjunction with the full prescribing
information (Summary of Product Characteristics).

REKAMBYS2mL injection Instructionsfor use:

Overview

A complete dose requires two injections:

2 mL of cabotegravir and 2 mL of rilpivirine.

Cabotegravir and rilpivirine are suspensions that do not need further dilution or reconstitution. The
preparation steps for both medicines are the same.

Cabotegravir and rilpivirine are for intramuscular use only. Both injections must be administered to the
gluteal sites. The administration order is not important.

| Note: The ventrogluteal site isrecommended.

e Storeinrefrigerator at 2°C to 8°C.
I Do not freeze.

Rilpivirinevial Vial adaptor
Vial cap
(Rubber
stopper under
cap)
Syringe Injection needle

Needle guard

Your pack contains

1 vial of rilpivirine

1 vial adaptor

1 syringe

1 injection needle (23 gauge, 1¥2inch)

Consider the patient’s build and use medical judgment to select an appropriate injection needle
length.
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You will also need

e Non-sterile gloves

e 2 acohol swabs

e 2 gauze pads

e A suitable sharps container
e 1 cabotegravir 2 mL pack

Make sure to have the cabotegravir pack close by before starting.

Preparation

1. Inspect vial

Check expiry date
and medicine

[]
HIYEAR

EXP
MONT

(

e Check that the expiry date has not passed.
e Inspect the vialsimmediately. If you can see
foreign matter, do not use the product.

| Donot useif the expiry date has passed.

2.  Wait 15 minutes

@ Wait 15 minutes

e Wait at least 15 minutes before you are ready
to give theinjection to allow the medicineto
come to room temperature.

3. Shakevigorously

p),

e Hold thevial firmly and vigorously shake for
afull 10 seconds as shown.

e Invert thevia and check the resuspension. It
should look uniform. If the suspension is not
uniform, shake the vial again.

e Itisasonormal to see small air bubbles.




4. Removevial cap

'

e Remove the cap from the vial.
e Wipe the rubber stopper with an alcohol swab.

I Do not alow anything to touch the rubber
stopper after wiping it.

5. Pee open vial adaptor

A

et

o Peel off the paper backing from the vial
adaptor packaging.

Note: Keep the adaptor in placein its
packaging for the next step.

6. Attach vial adaptor

Elfi =

e Pressthevia adaptor straight down onto the
vial using the packaging, as shown.
The via adaptor should snap securely into
place.

e When you areready, lift off the vial adaptor
packaging as shown.
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7.

Prepare syringe

!

Remove the syringe from its packaging.
Draw 1 mL of air into the syringe. Thiswill
make it easier to draw up the liquid later.

8.

Attach syringe

Hold the via adaptor and via firmly, as
shown.

Screw the syringe firmly onto the vial adaptor.
Press the plunger al the way down to push the
air into thevial.

9.

Invert the syringe and vial, and slowly
withdraw as much of the liquid as possible
into the syringe. There might be more liquid
than dose amount.
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10. Unscrew syringe

&

e Screw the syringe off the vial adaptor, holding
the vial adaptor as shown.

Note: Keep the syringe upright to avoid
leakage. Check that the suspension looks
uniform and milky white.

11. Attach needle

o Pedl open the needle packaging part way to
expose the needle base.

o Keeping the syringe upright, firmly twist the
syringe onto the needle.

e Remove the needle packaging from the
needle.

| nj ection

12. Prepareinjection site

f‘wll

hr L_.

x,/

Ventrogluteal Dor sogluteal

Injections must be administered to the gluteal
sites. Select from the following areas for the
injection:

e Ventrogluteal (recommended)

e Dorsogluteal (upper outer guadrant)

Note: For gluteal intramuscular use only.
I Do not inject intravenously.

13. Remove cap

¢ Fold the needle guard away from the needle.
o Pull off the injection needle cap.
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14. Removeextraliquid

2mL

Hold the syringe with the needle pointing up.
Press the plunger to the 2 mL dose to remove
extraliquid and any air bubbles.

Note: Clean the injection site with an acohol
swab. Allow the skin to air dry before
continuing.

Use the z-track injection technique to minimise
medicine leakage from the injection site.

Firmly drag the skin covering the injection
site, displacing it by about an inch (2.5 cm).
Keep it held in this position for the injection.

16. Insert needle

Insert the needle to its full depth, or deep
enough to reach the muscle.
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17. Inject dose

Still holding the skin stretched — slowly press
the plunger all the way down.
Ensure the syringe is empty.

e Withdraw the needle and release the stretched

skin immediately.

18. Assesstheinjection site

Apply pressure to the injection site using a
gauze.

A small bandage may be used if ableed
oCCurs.

Do not massage the area.

19. Make needle safe

Fold the needle guard over the needle.
Gently apply pressure using a hard surfaceto
lock the needle guard in place.

The needle guard will make aclick when it
locks.
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After injection

20. Dispose safely

e Dispose of used needles, syringes, vials and

vial adaptors according to local health and
safety laws.

Repeat for 2nd medicine

Repeat all steps
for 2nd medicine

If you have not yet injected both medicines, use
the steps for preparation and injection for
Cabotegravir which has its own specific
Instructions for Use.
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Questions and Answers

1. How long can the medicine be left out of the refrigerator ?

It is best to inject the medicine as soon as it reaches room temperature. However, the vial may sit in the
carton at room temperature (maximum temperature of 25°C) for up to 6 hours. If not used after 6 hours,
it must be discarded.

2. How long can the medicine be l€eft in the syringe?

It is best to inject the (room temperature) medicine as soon as possible after drawing it up. However, the
medicine can remain in the syringe for up to 2 hours before injecting.

If 2 hours are exceeded, the medicine, syringe and needle must be discarded.

3. Whydol need toinject air into thevial?
Injecting 1 mL of air into the vial makes it easier to draw up the dose into the syringe. Without the air,
some liquid may flow back into the vial unintentionally, leaving less than intended in the syringe.

4. Doestheorder in which | givethe medicines matter?
No, the order is unimportant.

5. Isit safeto warm the vial up to room temper ature more quickly?

It is best to let the vial come to room temperature naturally. However, you can use the warmth of your
hands to speed up the warm up time, but make sure the vial does not get above 25°C.

Do not use any other heating methods.

6. Why istheventrogluteal administration approach recommended?

The ventrogluteal approach, into the gluteus medius muscle, is recommended because it is located away
from major nerves and blood vessels. A dorso-gluteal approach, into the gluteus maximus muscle, is
acceptable, if preferred by the healthcare professional. The injection should not be administered in any
other site.
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Package leaflet: Information for the user
REKAMBY S 900 mg prolonged-release suspension for injection
rilpivirine

vThis medicine is subject to additional monitoring. Thiswill alow quick identification of new
safety information. Y ou can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of thisleaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep thisleaflet. Y ou may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not passit on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or pharmacist. Thisincludes any possible side
effects not listed in this leaflet. See section 4.

What isin thisleaflet

What is REKAMBY S and what it is used for

What you need to know before you use REKAMBY S
How REKAMBY Sisgiven

Possible side effects

How to store REKAMBY S

Contents of the pack and other information

SN NSNS

1. What REKAMBY Sisand what it isused for

REKAMBY S contains the active ingredient rilpivirine. It is one of agroup of medicines called
non-nucleoside reverse transcriptase inhibitors (NNRTIs) that are used for the treatment of human
immunodeficiency virustype 1 (HIV-1) infection.

REKAMBY S works together with other HIV medicines to block the ability of the virus to make more
copies of itself. REKAMBY Sinjections do not cure HIV infection but help reduce the amount of HIV
inyour body and keepsit at alow level. This holds off damage to the immune system and the
development of infections and diseases associated with AIDS.

REKAMBY Sisaways given with another HIV medicine called cabotegravir injection. They are used
together in adults aged 18 years and older whose HIV-1 infection is already under control.

2. What you need to know beforeyou use REKAMBY S

Do not use REKAMBY Sif you are alergic to rilpivirine or any of the other ingredients of this
medicine (listed in section 6).

Do not use REKAMBY Sif you aretaking any of the following medicines as they may affect the

way REKAMBY S or the other medicine works:

- carbamazepine, oxcarbazepine, phenobarbital, phenytoin (medicines to treat epilepsy and
prevent seizures)

- rifabutin, rifampicin, rifapentine (medicines to treat some bacterial infections such as
tuberculosis)

- dexamethasone (a corticosteroid used in a variety of conditions such as inflammation and
allergic reactions) as a course of treatment by mouth or injection

- products that contain St John’s wort (Hypericum perforatum, a herbal remedy used for
depression).
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If you are taking any of the above, ask your doctor about alternatives.

Warnings and precautions
Talk to your doctor or pharmacist before using REKAMBY S.

REKAMBY Sisnot acurefor HIV infection. It is part of atreatment to reduce the amount of virusin
the blood. Y ou can still pass on HIV when using this medicine, although the risk is lowered by
effective antiretroviral therapy. Discuss with your doctor the precautions you need to take to avoid
infecting other people.

Tell your doctor about your situation

Check the following points and tell your doctor if any of them apply to you.

- Y ou must attend all the planned visits for injections, do not miss any visits, it is very important
for the success of your treatment. If you cannot attend a planned visit, inform your doctor as
soon as possible.

- Tell your doctor if you have ever had problemswith your liver, including hepatitis B or
hepatitis C, or problemswith your kidneys. Y our doctor may check how well your liver or
kidneys work to decide if you can use REKAMBY S. See ‘ Uncommon side effects’ in section 4
of thisleaflet for signs of liver damage.

- Tell your doctor immediately if you notice any symptoms of infections (for example, fever,
chills, sweats). In some patients with HIV, inflammation from previous infections may occur
soon after starting HIV treatment. It is believed that these symptoms are due to an improvement
in the body’ simmune response, enabling the body to fight infections that were present
previously but caused no obvious symptoms.

- Also tell your doctor straight away if you notice any symptoms such as muscle weakness,
weakness beginning in the hands and feet and moving up towards the trunk of the body,
pal pitations, tremor or hyperactivity. Thisis because autoimmune disorders (conditionsin
which the immune system mistakenly attacks healthy body tissue) may also occur after you start
taking medicines for the treatment of your HIV infection. Autoimmune disorders may occur
many months after the start of treatment.

- Tell your doctor if you are taking any medicines that you have been told may cause a
life-threatening irregular heartbeat (torsade de pointes).

Reactionsto I njections

Post-injection reaction symptoms have happened within minutes in some people after receiving their
rilpivirine injection. Most symptoms resolved within afew minutes after the injection. Symptoms of
post-injection reactions may include: difficulty breathing, stomach cramps, rash, sweating, numbness
of your mouth, feeling anxious, feeling warm, feeling lightheaded or feeling like you are going to pass
out (faint), blood pressure changes, and pain (e.g., back and chest). Tell your healthcare professional if
you experience these symptoms after you receive your injections.

Regular appointments ar e important

It isimportant that you attend your planned appointmentsto receive REKAMBY S, to control your
HIV infection and to stop your illness from getting worse. Do not miss any visits, it is very important
for the success of your treatment. If you cannot attend a planned visit, inform your doctor as soon as
possible. Talk to your doctor if you are thinking about stopping treatment. If you are late receiving
your REKAMBY Sinjection, or if you stop receiving REKAMBY'S, you will need to take other
medicinesto treat HIV infection and to reduce the risk of the virus becoming resistant as the drug
levelsin your body will betoo low to treat the HIV infection.

Children

REKAMBY Sisnot for use in children and adolescents |ess than 18 years of age, because it has not
been studied in these patients.
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Other medicinesand REKAMBY S

Tell your healthcare provider if you are taking, have recently taken or might take any other medicines.
Some medicines may affect the levels of REKAMBY Sin the blood if you are taking them while being
treated with REKAMBY S, or REKAMBY S may affect how well the other medicine works.

Do not use REKAMBY Sif you aretaking any of the following medicines as they may affect the

way REKAMBY S or the other medicine works:

- carbamazepine, oxcarbazepine, phenobarbital, phenytoin (medicines to treat epilepsy and
prevent seizures)

- rifabutin, rifampicin, rifapentine (medicines to treat some bacterial infections such as
tuberculosis)

- dexamethasone (a corticosteroid used in a variety of conditions such as inflammation and
allergic reactions) as a course of treatment by mouth or injection

- products that contain St John’s wort (Hypericum perforatum, a herbal remedy used for
depression).

If you are taking any of the above, ask your doctor about alternatives.

The effects of REKAMBY Sor other medicines might change if you use REKAMBY S together
with any of the following medicines:

- clarithromycin, erythromycin (antibiotics)

- methadone (used to treat narcotic withdrawal and dependence)

Pregnancy and breast-feeding

Tell your doctor immediately if you are pregnant or if you plan to become pregnant. Y our doctor will
consider the benefit and the risk to you and your baby of using REKAMBY S while you are pregnant.
If you are planning to have a baby, talk to your doctor in advance, as rilpivirine can remain in your
body for up to 4 years after the last injection of REKAMBY S.

Women who have HIV must not breast-feed because HIV may passinto breast milk and infect the
baby.

Ask your doctor or pharmacist for advice before taking any medicine.

Driving and using machines
Some patients may fed tired, dizzy or drowsy during treatment with REKAMBY S. Do not drive or
operate machinery if you have any of these side effects.

Important information about some of the ingredients of REKAMBY S
This medicine contains less than 1 mmol sodium (23 mg) per 3 mL injection, that isto say essentially
‘sodium-free'.

3. How REKAMBY Sisgiven

A nurse or doctor will give you REKAMBY S as an injection in the muscle of your buttock
(intramuscular, or IM injection).

Y ou will be given your injection either once every month or once every 2 months, together with
another injectable medicine called cabotegravir. Y our doctor will explain how often the medicine will
be given.

When you start treatment with REKAMBY'S, you and your doctor may decide to start with daily
treatment of one 25 mg rilpivirine tablet with ameal and one 30 mg cabotegravir tablet for one month
before your first REKAMBY Sinjection. Thisis called thelead-in period - taking the tablets before
you receive REKAMBY S and cabotegravir injections will allow your doctor to test how well these
medicines suit you.
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The other option is that you and your doctor may decide to start directly with REKAMBY Sinjections.

If you are going to be given REKAMBY S every month, your treatment will be as follows:

When
Medicine First injection Second injection onwards, every month
Rilpivirine single injection of 900 mg 600 mg by injection every month
Cabotegravir | singleinjection of 600 mg 400 mg by injection every month

If you are going to be given REKAMBY S every 2 months, your treatment will be as follows:

When
Medicine First and second injections, one Third injection onwar ds, every two
month apart months
Rilpivirine single injection of 900 mg 900 mg by injection, every 2 months
Cabotegravir | single injection of 600 mg 600 mg by injection, every 2 months

If you missa REKAMBY Sinjection
It isimportant that you keep your regular planned appointments to receive your injection. If you miss
an appointment, contact your doctor immediately to make a new appointment.

Talk to your doctor if you think you will not be able to receive your REKAMBY Sinjection at the
usual time. Y our doctor may recommend you take tablets instead, until you are able to have a
REKAMBY Sinjection again.

If you are given too much REKAMBYS
A doctor or nurse will give this medicine to you, so it isunlikely that you will be given too much. If
you are worried, tell the doctor or nurse.

Don’t stop using REKAMBY Swithout advice from your doctor.
Use REKAMBY Sfor aslong as your doctor recommends. Don't stop unless your doctor advises you
fo.

Low levels of rilpivirine (the active ingredient of REKAMBY S) can remain in your body for up to

4 years after stopping treatment. However, once you received your last REKAMBY Sinjection, the
low levels of rilpivirine that remain will not work well enough against the virus which then can
become resistant. To keep your HIV-1 infection under control and to stop the virus becoming resi stant,
you must start a different HIV treatment by the time your next REKAMBY S injection was planned.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Thefollowing isalist of side effects that have been reported when REKAMBY S is used with
cabotegravir injection.

Very common side effects (affects at least 1 in 10 people)
o headache
o injection site reactions - these are generally mild to moderate and became less frequent over
time. Symptoms may include:
0 very common: pain and discomfort, a hardened mass or lump
0 common: redness, itching, swelling, warmth or bruising (which may include
discolouration or a collection of blood under the skin).
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0 uncommon; numbness, minor bleeding, an abscess (collection of pus) or cellulitis (heat,
swelling or redness).
o feeling hot/feverish (pyrexia)

Common side effects (affects less than 1 in 10 people)
depression

anxiety

abnormal dreams

sleeping difficulty (insomnia)
dizziness

feeling sick (nausea)

vomiting

belly pain (abdominal pain)

wind (flatulence)

diarrhoea

rash

muscle pain (myalgia)

tiredness (fatigue)

feeling weak (asthenia)

generally feeling unwell (malaise)
weight gain

Uncommon side effects (affects less than 1 in 100 people)

o feeling drowsy (somnolence)

o feeling lightheaded, during or after an injection. This may lead to fainting.

o liver damage (signs may include yellowing of the skin and the whites of the eyes loss of
appetite, itching, tendernessin the belly, light-coloured stools or unusually dark urine).

o changesin liver blood tests (increase in transaminases)

o an increase in bilirubin (a substance produced by the liver) in the blood.

Other side effects
o Severe abdominal pain caused by inflammation of the pancreas (pancreatitis).

The following side effects that can occur with rilpivirine tablets may also occur with REKAMBY S
injection:;

Very Common side effects
o increase in cholesterol and/or pancreatic amylase in your blood

Common side effects (affects less than 1 in 10 people)

decreased appetite

sleep disorders

depressed mood

stomach discomfort

dry mouth

low white blood cell and/or platelet count, decrease in haemoglobin in your blood, increase in
triglycerides and/or lipase in your blood

Uncommon side effects (affects lessthan 1 in 100 people)
o signs or symptoms of inflammation or infection, for example fever, chills, sweats (immune
reactivation syndrome, see section 2 for more details)

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. Thisincludes any possible side effects
not listed in this leaflet. Y ou can also report side effects directly viathe national reporting system
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listed in Appendix V. By reporting side effects you can help provide more information on the safety of
this medicine.

5. How to store REKAMBYS

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton after EXP. The expiry date
refers to the last day of that month.

Store in a refrigerator (2°C - 8°C). Do not freeze.
Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to

throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What REKAMBYS contains
° The active substance is rilpivirine. Each 3 mL vial contains 900 mg rilpivirine
o The excipients are poloxamer 338, citric acid monohydrate, glucose monohydrate, sodium

dihydrogen phosphate monohydrate, sodium hydroxide to adjust pH and ensure isotonicity, and
water for injections.

What REKAMBYS looks like and contents of the pack
Prolonged-release suspension for injection. REKAMBYS is presented in a glass vial. The pack also
contains 1 syringe, 1 vial adaptor, and 1 injection needle.

Marketing Authorisation Holder
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

Manufacturer

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

ViiV Healthcare srl/bv UAB "JOHNSON & JOHNSON"

Tél/Tel: + 32 (0) 10 85 65 00 Tel: +370 5 278 68 88
It@its.jnj.com

bbarapus Luxembourg/Luxemburg

»JkoHCHH & JIxoHCchH bhirapus” EOO/] ViiV Healthcare srl/bv

Ten.: +359 2 489 94 00 Belgique/Belgien

jisafety@its.jnj.com Tél/Tel: +32 (0) 10 85 65 00
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Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 4594 8282
jacdk@its.jnj.com

Deutschland

ViiV Healthcare GmbH

Tel.: +49 (0)89 203 0038-10
viiv.med.info@yviivhealthcare.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee(@its.jnj.com

E)\LGda
Janssen-Cilag ®oppokevtikn A.E.B.E.
TnA: +30 210 80 90 000

Espaiia

Laboratorios ViiV Healthcare, S.L.
Tel: +34 900 923 501
es-ci@yviivhealthcare.com

France

ViiV Healthcare SAS

Tél.: + 33 (0)1 39 17 69 69
Infomed@yviivhealthcare.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland
Janssen Sciences Ireland UC
Tel: +353 1 800 709 122

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia
Vi1V Healthcare S.r.l
Tel: +39 045 7741600

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD.
Tel: +356 2397 6000

Nederland
ViiV Healthcare BV
Tel: +31 (0) 33 2081199

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal

VIIVHIV HEALTHCARE, UNIPESSOAL,
LDA

Tel: + 351 21 094 08 01
viiv.fi.pt@viivhealthcare.com

Romaénia
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com
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Kvnpog Sverige

Bapvapog Xattnmoavayng Atd Janssen-Cilag AB

TnA: +357 22 207 700 Ttn: +46 8 626 50 00
jacse@its.jnj.com

Latvija United Kingdom (Northern Ireland)

UAB "JOHNSON & JOHNSON" filiale Latvija  ViiV Healthcare BV

Tel: +371 678 93561 Tel: + 44 (0)800 221441

lv@its.jnj.com customercontactuk@gsk.com

This leaflet was last revised in {MM/YYYY}.

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu/.
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Thefollowing information isintended for medical or healthcare professionals only and should
beread by the medical or healthcare professional in conjunction with the full prescribing
information (Summary of Product Characteristics).

REKAMBYS3 mL injection Instructionsfor use:

Overview

A complete dose requires two injections:

3 mL of cabotegravir and 3 mL of rilpivirine.

Cabotegravir and rilpivirine are suspensions that do not need further dilution or reconstitution. The
preparation steps for both medicines are the same.

Cabotegravir and rilpivirine are for intramuscular use only. Both injections must be administered to the
gluteal sites. The administration order is not important.

| Note The ventrogluteal site is recommended.

8  Storageinformation
e Storein refrigerator at 2°C to 8°C.
Do not freeze.

Rilpivirinevial Vial adaptor

Vial cap
(Rubber
stopper

under cap)

5

I njection needle

Your pack contains

1 vid of rilpivirine

1 vial adaptor

1 syringe

1 injection needle (23 gauge, 1¥2inch)

Consider the patient’ s build and use medical judgment to select an appropriate injection needle
length.
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Y ou will also need

Non-sterile gloves

2 acohol swabs

2 gauze pads

A suitable sharps container

1 cabotegravir 3 mL pack

Make sure to have the cabotegravir pack close by before starting.

Preparation

1. Inspect vial

e Check that the expiry date has not passed.
e Inspect the vialsimmediately. If you can see
foreign matter, do not use the product.

Check expiry date
and medicine

[]
HIYEAR

EXP
ONT

| Do not useif the expiry date has passed.

(

2.  Wait 15 minutes

o Wait at least 15 minutes before you are ready

. . to give theinjection to allow the medicineto
Wait 15 minutes come to room temperature.

3. Shakevigorously

e Hold thevial firmly and vigorously shake for
afull 10 seconds as shown.

e Invert thevia and check the resuspension. It

) should look uniform. If the suspension is not

uniform, shake the vial again.

}I: e Itisasonormal to see small air bubbles.
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4. Removevial cap

f

e Remove the cap from the vial.
e Wipe the rubber stopper with an alcohol swab.

I Do not alow anything to touch the rubber
stopper after wiping it.

5. Pee open vial adaptor

A

=

o Pedl off the paper backing from the vial
adaptor packaging.

Note: Keep the adaptor in placeinits
packaging for the next step.

6. Attach vial adaptor

y—

(

Elfg =]

e Pressthevia adaptor straight down onto the
vial using the packaging, as shown.
The via adaptor should snap securely into
place.

e When you areready, lift off the vial adaptor
packaging as shown.
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7. Preparesyringe

e Remove the syringe from its packaging.
e Draw 1 mL of air into the syringe. This will
make it easier to draw up the liquid later.

3

8. Attach syringe

e Hold thevial adaptor and via firmly, as
shown.

e Screw the syringe firmly onto the vial adaptor.

e Pressthe plunger all the way down to push the
air into thevial.

9.

e Invert the syringe and vial, and slowly
withdraw as much of the liquid as possible
into the syringe. There might be more liquid
than dose amount.
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10. Unscrew syringe

e Screw the syringe off the vial adaptor, holding

the vial adaptor as shown.

leakage. Check that the suspension looks
uniform and milky white.

‘ Note: Keep the syringe upright to avoid

11. Attach needle

o Pedl open the needle packaging part way to
expose the needle base.

e Keeping the syringe upright, firmly twist the
syringe onto the needle.

e Remove the needle packaging from the
needle.

I njection

12. Prepareinjection site

hr L_.

x,/

Ventrogluteal

f‘wll

Dor sogluteal

Injections must be administered to the gluteal
sites. Select from the following areas for the
injection:

e Ventrogluteal (recommended)

e Dorsogluteal (upper outer quadrant)

I Note: For gluteal intramuscular use only.
Do not inject intravenoudly.
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13. Remove cap

e Fold the needle guard away from the needle.
e Pull off the injection needle cap.

3mL

¢ Hold the syringe with the needle pointing up.
Press the plunger to the 3 mL dose to remove
extraliquid and any air bubbles.

swab. Allow the skin to air dry before

Note: Clean theinjection site with an acohol
continuing.

Use the z-track injection technique to minimise
medicine |leakage from the injection site.

e Firmly drag the skin covering the injection
site, displacing it by about an inch (2.5 cm).
o Keepit heldin this position for the injection.

16. Insert needle

e Insert the needle to its full depth, or deep
enough to reach the muscle.
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17. Inject dose

Still holding the skin stretched — slowly press
the plunger all the way down.
Ensure the syringe is empty.

e Withdraw the needle and release the stretched

skin immediately.

18. Assesstheinjection site

Apply pressure to the injection site using a
gauze.

A small bandage may be used if ableed
ocCurs.

Do not massage the area.

19. Make needle safe

Fold the needle guard over the needle.
Gently apply pressure using a hard surfaceto
lock the needle guard in place.

The needle guard will make aclick when it
locks.
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After injection

20. Dispose safely

e Dispose of used needles, syringes, vials and
vial adaptors according to local health and
safety laws.

Repeat for 2nd medicine

Repeat all steps
for 2nd medicine

If you have not yet injected both medicines, use
the steps for preparation and injection for
Cabotegravir which has its own specific
Instructions for Use.

Questions and Answers

1 How long can the medicine be left out of the refrigerator ?
It is best to inject the medicine as soon as it reaches room temperature. However, the vial may sit in the
carton at room temperature (maximum temperature of 25°C) for up to 6 hours. If not used after 6 hours,

it must be discarded.

2. How long can the medicine be |eft in the syringe?

It is best to inject the (room temperature) medicine as soon as possible after drawing it up. However, the
medicine can remain in the syringe for up to 2 hours before injecting.

If 2 hours are exceeded, the medicine, syringe and needle must be discarded.

3. Why do | need toinject air into thevial?

Injecting 1 mL of air into the vial makes it easier to draw up the dose into the syringe. Without the air,
some liquid may flow back into the vial unintentionally, leaving less than intended in the syringe.

4, Doestheorder in which | give the medicines matter?

No, the order is unimportant.

5 Isit safetowarm thevial up to room temperature more quickly?
It is best to let the vial come to room temperature naturally. However, you can use the warmth of your
hands to speed up the warm up time, but make sure the vial does not get above 25°C.

Do not use any other heating methods.

6.  Why isthe ventrogluteal administration approach recommended?
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The ventrogluteal approach, into the gluteus medius muscle, is recommended because it is located away
from major nerves and blood vessels. A dorso-gluteal approach, into the gluteus maximus muscle, is
acceptable, if preferred by the healthcare professional. The injection should not be administered in any
other site.
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TMC 25

4,

5

5.

5.

6

EESLIS R
HIV-1 B E

. RhEER IR R ICEIET 53R
5.

1 PLHIVEE OREREREH 7 <. HIV-1 RNA®100,000
copies/mLUL T OBEIIMHT L Z &, [17. 8]

2 RFNZ X BIEFICH 2o TE WHELR A1 SEHIR AR
1 (HETFEENT 5 A WIZEBIRRNT) 2231297528,
3 UWEAVER IR B MAHRER O BEATEAT IZ BT RHFNT L 5
ANV AEHEBBITIE, T 77 Ly vIlk B YAV
AR LD S, I T/ ZAMN) VI E A
DU ZEROFEHE G EmroT20 T R=ZAF 4~
CDABGETE) > 7BRED A e Wi (<200cells/ul) T
d. N— 254 YCDARTE) » /SERE A S WHkERE (=
200cells/ul) & HRT o A )V AR SR BB 0 1A A v
o7 REN X BIHEFIBFICIE, S5 OFEHRIZOW
TEETLI L, [17.51]

. RERURAE

HHR L A VYY) & LTC125mex 1 H 1 £
HP T AERICEORS T 5, &GICBLTIE, ©7
fDPTHIVEE & 5 2 &,

7. RERVAEICKET 2FE

7.

7.

8

* %8,

* %8,

* %8

8.

9.
9.
9.

9.

9.
9.

A2 BRI ORHHEG 2L S

1R FE) 77 7F 2T A%E1E, AH1%50mg 1
HIENCHET 2L, 2B, V77 7F O HEdIk
L7238, AK%25meg TH1ENZEET 52 & [10.2.
16.721]

2 X7 LAY FRASEERFEREER (NNRTD % 2%
PERL72E EOFHAMIREN TV v, MIONNRTIE
OPFFIZHET A Z EDEF L v,

. BERLEFNERE
1 AFIOMAICEE LTI, BWSO T A BT 14 2V EORHT

DEwEZEIC, BEXIEEIRDLEY 2EIC, R
DHIFZOWT X CHRPILAEZ S, T2 L,

A FANEHIVESSEDRGIREIE TIE 2 VW2 En b,

H 1 R 2 & G HIVIEGE O R 1R 9 596 % F8E L
W AT REMED D B DT KRBT PGB O HARIRIL O
ZALIZOW TR, TRTIESEICHET L L,

B IZOWTIE, BlfED L
AHRHTHDHZ L,

1.3 PLHIVEEIZ L 28087427 4 v 28N, Hag#
iz X D2 MENOHIVERDOfERE KT S5 2 &8
IRENTWDLY, Ttz eIl 5 2 Li1kT
g&\/\\: }:O

L4 PIHIVERED, MRS X A ME~OHIVI&S O &

Bz KT 35089 2IFEE S TninZ &,

A5 KHRLF EBVIEERMT 228 $72, HEED

TR LICHEZEH L), AZhkL2) LewnZ &

.6 AFNIPFRER EAHEERZ RIS 2 EVH 5700,

R O$ R TOHEF ZHLBEICHREST L L, T2,
RENTHEBEPIF MR 2 IR 2854, Fs
MR ICHFET S 2 &,

2 AH & G T PIHIVEE D 2 H B ik % 17 - 72 8# T
SIE R R AHE ST b, HGBGHR. E
BEREDS I L. SEMBEME D A 72 & 3 MESE e 1 A R e
(A anNsF) L7 LT Ly 7 A, A4 MR
HUOIANA, —a—FYAFRAEIZLBLD) Eioxt
T ARERISORBT A e b b, 0. HiEHEED
AP B O (FURIRBE R TTHEE . 2381
%, ¥ - NV —EBERE., 7R YERS) BT S
EOWENHLDT, TNSDFERE MG L . LEERIC
WY R EET L L,

HENERZHIHBEICEATIEE

1 EHHE - IEEEDH 5 BE

1.1 REBREECLPTVEE

& )7 AMFE, FH LWRIR, S 0H R, 9 - o
ANar, BREQTIERIEREEEDEF TIE, QTIERIZ L
D AHENRDFEBT 2 BTND D Do AFT5mgl U°300mg
PHRICQTIEREDFRO b T b, [10.2, 17.3.1%H]
1.2 BRERU/RIICRIFFRY 1 IV AERBREE
MR 2 R A 2 AT ) & &L BlE T Tl T, R
WD SN, e Pk b A S AL
BEZiT) 2 Lo WHMEIIMMBRICB LT, IS DBHE
Tid, HEEEFERR (BRREEREZ2EE) 05
BUHEE PR EHEIEREE L) Sh o/ [EEERAE
33.3% (18/54f1). FFEHEAEE4.9% (31/63261) 1,
5 114

5.1 MR JUIIAR L TV 2 WD & 2 PRI, 169
L ofEED B L &l S 55120 s8K
G3aZ k.



9.5.2 AR K O AR 0 D T 2

R & B L,
n<Twb
9.6 RILF

BAEET S5 C

PHl T L2 &,
DVE R Y DM AR b
o [16.6.4%M1]

Lo VIVEEY id, BiEE (5

vb)?ﬂﬁ$“%ﬁ?%lkﬁ%%§ﬂ1wéﬁ\k
BT BTN OBITIIAWTH 5,

97¢ E

NREE R E LRI

9.8 EknE

FBRITEENE L TV v,

BHEORELBISE L 2P OHEIHRTG S5 L0 AAIZE

& LTHHIE TR S b 25,

N/ ANV AL'))
10. ¥HEERA

AFNIFIZCYPIAIZ L YR s b,

10.1 GHRZZ (A

LewnwZé)

—HUHFHEREDMET L T
v EWWIMHRE RS A BENA D %o

e Silkas

FRIRREIR - HEE 5

i - b T

77y
V77T
(2.2, 16.7%1]

AH O UL E S
KT L. AHOR)
RPIRIGT BB L
Nd b

HININT LY
T7 L =
T /)N — )
7z ) N— L&

TJr= k¥
TLETF &

RAT = bV
KA

[2.2%0H]

TXY A
(&5#5) (Hi
B5 %)

b B
[2.2217]

w4 R EY
V% (St.John s
Wort, >~ - ¥
g3— A -7J—})
N
[2.221]

AFH o I i A
BT L. AKEOX)
BT 5B
b 5.

N5 @%ﬂ@
CYP3AFFESEHIIC
L ARH oA
RE SIS,

¥ 7a b rRYTH
EHI
F AT =P
FRATT—
FATTI
FUIT T
A=
VANV A Y
IN1) I b
IIRTTS—=)
AN
R TIH 7
~ VIR
rx v
TAEY) v R
)TI T
JVERYE
Fyr 7Y v
(2.2, 16.72M]

AH O 1o 1 A5
SNONE ST
RAWIET 5 B2

V| MDD 5o

HMNOpH RS2 &
D A OIS
KT %,

10.2 REE (A

ISEEBTHL)

A 755 ERARREIR - 58D | T - felaik T
V77 7TF Y ARAOMAPEEDS | Y 7 7 7T F O
(7.1, 16.728] |[I&TF L. KH D% | CYPSAFEIEMIC

RARETT B BZ
Nd s,

SN S [2%i: i
MEEE N D,

HH 445 FRRAEIR - 5T | B - fabRE T
He3lf i RAFN O M DS | BN OpH FAIZ &
TrEFIY KT L. RAOR | D KA OIS
VAFVY BERWET HBZ (KT 5,
—HFT v nNrxHb, TG
SoFUY DHFFNL, AHIFx
[16.7%0K] G- 1285 M L r
RAZ4mEH P #2102
BE35Z L,
il e 1) ARFH > 1L v EE AS
IR KRERIL 7 OV (KT L. RKFI O
::vA#» RWEET L BZ

BRSOV
7N

nhHsb, 2hb
2F S-II-8 N -E
5. 285 [ DL_E i 3
[EEA R 3
54z ik,

VAR = b= g
) AuvAf v

AR O IR S
AT AR
HbHo RELELT
TyAUARA T
FRERTHIL,

IS DOEKO
CYP3AHEERIZ
L0 ARHE oA H
VHESNS,

ARV
[16.7%H]

Aol
ERKTT 52 &
N5

B A

QTIEE#*#Z 32
ERmeNnTnb
FEH
VA=
VEAEDI%
[9.1.1, 17.3.1%
]

QTR L=
i (Torsades de
Pointes% &r) 7%
FHT L2 BENN
H5bo

AHT75mgfk O
300mg#z G-k 12QT
EEPREDOLENT
Wb,

27 VFY R/ X
NtRTID)

LA F PRk G R E

] (NRTIL/

DA

KA (AE R
5) vy vv
400mg 1H1[A (Z2
Mt 5) % BEH
Lizk &, KHK
(N EAVAIAGE
P BYRE 12 R A
SNZdrolze K
IR AV A 2
BT AL &M
EEHET HLE
T7Zwns, V¥
PR
M4z ehre

Lwizo, KHER
A (EFER A
H) O1ERIE X
X2 RISV 5
YU ERBGT AR
bl R il
HLhnwZ E,

T REND

F /) EREN (7%
VEE T /KR
vy 7aF g
300mg 1H1M) #
L EE, 7
7 RNV DCmax &
CAUCHZENZEh
199% K 1N23% 3
L7ze RAEIELT
FEVEHATS
L&, HEx A
T HWEIE R\,

B A

a7 7 —YHEEHR (P

FIVFEN/) NS
S

FIVFEN/) k)
¥ Lr800/100mg %
ITHIEBEH L2 &
X KHFI D Comax 2
CAUCSENZFh
79% M UN130%3E
L7ze #IVFEIL/
JRFUELEBEH
T LA H
WA bR
X7V

FIVFEN/)
YOV OCYP3ALE
fERIZX Y. &H]
ORFBBHEE S
;a) o




HeH 445 BRARAEDR - 5B AT | 5 - fabRET
=R SR =D AR B N I w i o =i AP ) B N (R B < o S AR B N
F UVEEH F E1400 - 100mg | F €V OCYP3AH

ZLH2MBEH L7 | EEHICL D . &
& & ARHNOCmax | F O R ATTHE S
KOAUCHENZ | ILb,
129% K UN52%34
mrLz, asg
Vo) M FELE
BEH S A A1,
iR R A
L E /AN
fidPI PIE OB LY . | PIOCYP3AHEE
TEFFEN/) | KB OMAEES | HIZL D, KE O
ML FHT L REED | AHAHE S NS,
FAT T VT | b £/, KHAl
/) FFENV X, PLO A
IR EE 5 2w
g I NS,
1775 —YHREH
FGNTFTIENY TV T 7T ¥V | EEAH

400mg#% 1 H 2[[ #f
L& &, £H
DE/E A
5 2ol
TNVTTITELD
Cmax X NAUCHS &
NEN10% M V9%
WLz, VT
7oV e
AGAaICiE. HE
HET T % BT
&on

1. BER

KOFEWERDBH L bND I EDVHEDT, BIFEE 512
Ty BEPRRO O NG a3k eIk 2 % EE
Ul EEIT) T ko

1.2 ZDOEHER

16. EHENEE

16.1 IMeREE

16.1.1 BAAICH T BEHE
TEHERL AR 25me % B ICH RO G L7z & &, i4Ed
VIVE ) VI G RO R (R i) 12 S s IS i
[144.3ng/mL CF3ME)] (22 L. F4385H CFI39ME) oLt
WHITHL L 72,
PIIAUCI134542ng - h/mLTHh -7z (1, K1), W
F1 BAEABEEAICEF2SmMgz BHERZEORSLEEZD

MmiEhJILEE Y > OEYENEE/NT A — &
FTHE ST A — 5 N=8
Cmax (ng/mL) 144.3 (49.66)

tmax (h) 5.00 [2.00~6.00]
AUCe (ng - h/mL) 4542 (2001)
tiz (h) 43.0 (10.9)
T EHEARE), tma LA [HEFH]
250
200
3
E
o 150
s
e
u
& 1004
L]
i=|
504
o T T T T T T T
0 24 48 72 96 120 144 168

SisGY

H1 BARAERHKAICEFH2SmgE BRREEBFORS LA EZOM
FhUIEE ) VIRE-REERE (FHE+HRERE, n=8)
16.1.2 SHEIANICH T B ERHE
TEHER AN AR 2o mg & AR ICHE LR G- L7z & &, iEd )
NVEE Y VRIS (R4~ (e i) (2 d s I R e
[109ng/mL CFIME) ] (2E L. #4585 (CFIME) i 5m
TR L7z FHAUC-123403ng - hr/mLTH -7z (X2), ¥
140

120

MmigPEE (hg/mL)
8 5 8 8 8

o
q

0 2‘4 4‘8 7é 96 1 éO 1 214 1 68
BEREChr)
X2 SEARERAICEF25mgE BEEORS L /- & DmiEF
YIWEE D VIBE-BEHERE (FHE+EERZE, n=34~35)
BUHIVIIZ & 2 BRI O 7 WHIV-1E G B 512, A#KI25me% 1
LIl AR P55 L 72 45 THAH BABR 00 i & FH v 72 BESE A SR P 1)
REFRNT & 0 873 ) LV E ) v OEYEIEE ST X — 5 (HEE
i) #F2RT . HIV-UEGEHEIIBIT D14EH ) L ELE ) v
BRI L DV RETH o2, 12
%2 SHEAHIV-1BEREREICB TS
MmiFRVILEE D > OEPEHRE/NT X — FHEE
[ mM4E5KE8 (C209RUFC2155K8R) MIGERF{ S AEHT]

5% - 5%k R
T S TS
S TR o
PR L O 2 KRR | RIRT O RS
R i /%A
| IR, B | BEIREEE. §
MRS w5 o | 5 om0
’J]lqa';%%;?‘\ﬁﬁ%‘ %‘;U;g:/\(%’ﬁj]‘[‘i 1EEHR
e | R | BB,
ABRS g 1P
W O TRL | 5695
s
W e mREE |
AT
e
&) > EEIf ALPHEEN, ~
JE. K+ bY | BB Y UK
oA, 15 | 4. b))
FhU AL [k REN
5. IR
WA, ASTHY
. ALTHS
. me) v
fifh R A A YU MmGE. #
JLATUH—
VEER. i
M I,
LDLa L A5
T— L
BT 35—
L, 13
—EHIN
13. BEES
13.1 B

AFANTBEATIZ L) Bk Sz,

w

FIE S5 A — 5 N=679
AUC2 T (R ) 2235 (851)
(ng * hr/mL) rpoefiE (AP 2096 [198~7307]
Cr Tl (EEEE) 78 (35)
(ng/mL) e (i) 73 [2~288]
16.2 TRIR

16.2.1 REORE
TR AAITome %« 2R 1 BS99 L 72 & S ol
VIVEEY Y OAUCIE, BEFICHEREOEG L7z L & Ll T
#9409 20 > 720 F 72, AR EATEHRHEIR |2 AHT5mg & %
OS5 L7z EoMmighy v E ) Y OAUCIE, Sl (FE)
IRECEES L 7o & & X B L CB0% K~ 72 ™ (JHEIA T — %)
16.3 975
In vitroBRIZ BT %) VE L) ¥ OISR A 5R13#999. 7% C
HY. FELTNTI VKA L CPRENE) . W
16.4 U
In vitroB&C, ) )V E ) YIFEICCYP3AIZ L DR S sz,



16.5 Bttt
BERHERRAICHC-U V) v (GEHD) 150mg % BRI 5 L7z &
&, 5 L-RBUEED85% (CFIgMHE) A3%d., 6.1% CF4fE) »°
JRAA SRS N7z, ok R OTRPORZLEOE&1X. 2heh
BHED25% CFME) KOL%RTH o7z, 19 GHEAT—%)

16.6 HENEEEH T 2EBHE

16.6.1 ATHgeEEEE
HEEEFRERERE 2 (Child-Pugh A I 7 A, 86l) & N & iFtkpel
% (Child-Pugh A 2 7B, 8fl) BHIZAH25mg% 1 [ 110 542k
%5 L7z SoiEm ) LV E YY) > OAUCIE, EERA L I
LT ENENATB R UB%E o 72 (383) o BRI FFHR AR R I O
AR R B AR 2 53 5 L & HE T Wi 50
Bk v, B, R EEE (Child-Pugh2 3 7C) %
AR E LB E L Tv v, 0 (BHEIAT—4)

®3 RERARUITREEREEEE ICKH25mgE
REEOH/RS L AL EOMFERYILVEE ) > OEYBFENT X —4

R mARA | B | TR
B TR AR
n 8 8 -
Crmax ng/mL 144.3 (35.70) 187.0 (66.31) | 1.268 [0.9804~1.641]
toas hr 5.0 [3.0~12.0] | 5.0 [2.0~24.0] -
AUCx nghr/mL | 2152 (538.1) 3206 (1080) 1.467 [1.144~1.881]
tiz hr 60.59 (20.03) | 80.82 (33.17) ¥ -
VAR EEIFR RR IR
n 8 8 -
Crax ng/mL 146.8 (30.21) 143.5 (49.69) | 0.9496 [0.7514~1.200]
toas hr 5.0 [3.0~5.0] | 20.0 [2.0~24.0] -
AUC2 nghr/mL | 2318 (385.9) 2525 (851.2) | 1.052 [0.8379~1.320]
tie hr 56.01 (21.31) | 90.56 (37.04) * -
a) :n=7, b) : n=5 TG (BHEMR ), tmax  FPOLE [HEPH]

16.6.2 BEUFF RV ML ARV /RISCRIFFR Y 1 W AEHEBEEE
REAE [ SR B REMRAT O . BEIFF 28 A )V A ) O/ XECRIRT %%
7 ANV AEHIV-10 EHIEGEH O MEEF ) L EE ) ¥ OAUCK
FLOCols, Bk B E 7 BB o 720 (BHEIAT— %)

16.6.3 BHEEEEE
B ERE AN R L LARBRIIERL Cwings, YrEy
Y OEHEIRENTH 5720, BHEEEEICLI)YILELEY
COPEIIZIZE AL EEERITS VW EERSINL, YILEEY
VIRMERAEEEIEH NI LS, MBENT CEBEN 12 XY
PR SN A HEMEII RV, W9 (SAEAT— %)

16.6.4 1Ti7. ERADHRS
IHRPIIOHIV-1EG L (166)) 12, A#H125mg#x 1 H 1S L
Jze &, JVEEY Y DCraxs AUCunz OCminld, HER (6~12
1Bk HEL TENREN21%. 29% K% UN35% A L. IENRT
WO(1361) Tk, ZRFN20%. 319%K% U42%m4 L7z (FHEA
F—%) [9.5.2%H]

16.7 EMHEEER
A & EREF OGN L 2HEWEEAOEELY TRIRT (&
4K 0%5), BHEAT—%) [7.1. 10. 28]

B, TNHIEN, TAN)VEIEY, FITVL, 2 TY
V. U RTUVEEICEIREEITH ) . AH L PR R
RENT NS OFEH LB 2 RS R W EERSN L,
x4 HRAEKREEOUILEEY > (150mg 1B1ERE)
DEMENEEINT X — 2 DLE

VVEEY Y OFIERE ST A= DI
e BRSO & g | PR/ HBESRE (%) (90%EHIXH)
Crnax AUC Crin
VA 400mg 13~ 100 100 100
101 ©-110) | (95-105) | (92-109)
7/ REM 300mg 15~16 96 101 9
THIE (81-113) (87-118) (83-116)
¥/ b+ | 800mg/100mg 14~15 179 230 278
% TR1MA (156-206) (198-267) (239-324)
DEFEN ) b | 400+ 100mg 5 129 152 174
FEMRAAY | 1028 (U8-140) | (136-170) | (146-208)
FWTTFEN Y| 400mg 2 112 112 103
TH2[ (104-120) | (105-119) (96-112)
V777F 300mg 14~17 65 54 51
1AM (58-74) (50-58) (48-54)
V77 7Ty 300mg 10~18 69 58 52
1AM (62-76) (52-65) (46-59)
V77 7FY 300mg 17~18 143 116 93
1H1MA (130-156)¢ | (106-126)¢ | (85-101)
T7EFIUY YIVEEY LA % ol
12 20| ) . -
40mg 1 (84-116) (78-107)

YVEEY Y OEYBRE T A-F D
JigHES fEFSE O mge | DRI/ SR (%) (90%EHIXE)
Cas AUC Cais
77 EFY U VLYY B 5 o
B 5250 | [k " -
1omg 161 (12-19) (20-28)
SV ey
e ;‘ ;L‘*;‘Eﬁ;; a 2o (10%5239) <1o£?2”> -
40mg 16 !
V77 vEYY | 600mg 5t 3l 2 11
1H1MA (27-36) (18-23) (10-13)
shaty— | 400mg s 130 149 176
1H1H (113-148) | (131-170) | (157-197)
FATTI=E | Nmg 5l 60 60 67
1H1H (48-73) (51-71) (58-78)
TERT I/ 75| 500mg y 109 116 126
o 10 (101-118) | (110-122) | (116-138)
TRUARSF Y | domg " ol 90 90
101 (79-106) | (81-99) (84-96)
s u &Y 2 | 500mg " 117 125 118
e (108-127) | (116-135) | (109-128)
YWFF 74 WY E | 50mg 15~16 92 98 104
10 (85-99) | (92-105) | (98-109)
YATVE N 150mg . 104 112 12
1H 1M (95-113) | (105-119) | (116-135)
HREH -
a) YVE Y EFI2Smg 1H 1R S-E
b) VL) y#EAI50mg 1H 1Ak
c) UNVEE) YEHEISmeH HAl L L TG Lz L & Lotk
d) VVE ) S EET5mg 1THERE S
£5 UIEEUSBE (150mg 1B1E) BE5EOHMARE

DEYEEINT A —2 DL

BEREDENERE ST A =5 DI

s e g | DRI/ BB (%) (90%EHIXE)
Crax AUC Crin
VA% 400mg 13~21 9% 112 _
1H1E (80-114) (99-127)
7/ REN 300mg 15~16 119 123 124
1H1H (106-134) (116-131) (110-138)
FNFENd FVFE/) N F
e s 90 8 8
800mg/100mg (81-100) (81-99) (68-116)
TH1A
o¥yend g¥+el - b
F Y VEAH 15 9% 99 89
400 - 100mg 7 (88-105) (89-110) (73-108)
1H2M
FNVT TN 400mg 9% 110 109 127
A2 (77-158) | (81-147) | (101-160)
V77 7FUN 300mg 14~17 103 103 101
THLA (93-114) (97-109) (94-109)
V77 EY Y 600mg 15~16 102 9 _
LH1E (93-112) (92-107)
Fhaty=uP | 400mg 14~15 8 76 34
1H1EH (80-90) (70-82) (25-46)
FATTV=NP | 2mg 516 8 8 _
THLA (68-10) (76-97)
T b7 377 x| 500mg 16 97 92 _
o 11 (86-110) (85-99)
IFZNVIALT | ZFZNVIALT
R VR D 2RV 2
- 117 114 109
FATOVREH | 14~17 . . .
0.03% - Img (106-130) (110-119) (103-116)
LH1ME
JVIFATH|LFZNVIALT
Mk JErk=V- /)N
- p 9 89 99
N 1
o CRER VT o) | ) | ©0-108)
. * Img
LH1H
7 MUNZGF | 40mg 16 135 104 &
1H1E (108-168) (97-112) (69-103)
sulyFE 2 500mg 16 9% 103 _
10 (85-113) | (95-113)
YVFFT 4V | 50mg 15~16 93 97 B
10m] (80-108) (87-108)
R () A EYYS ) x4 Fy .
86 84 78
60~100mg 12~13 | oo g .
N (78-95) (74-95) (67-91)
S (4) AFFIVI | XH Ry -
87 84 79
60~100mg 12~13 e - -
LR (7897) | (7496) | (67-92)
ARMKVIVOH | 850mg ) 102 9 B
1] (95-110) (94-104)




HREOREIEE T A—5 Ol
B RO g | DPFIEE AR (%) (90%EHEIXH)
Conax AUC Coin
YATVEN 150mg 9 110 106 96
1H1M (97-126) (94-119) (83-111)
vIAFY N 0.5mg 2 106 %8 _
1 (97-117) (93-104)
HHARRE - -
a) YN yEFIT75mg 1H 1A 5
b) VIVEEY »EE25mg 1H1RS R
17. BRPREIR

17.1 BHERCREMICET 5 H5%
1711 MHIVEOFERZRO B VHIV-1REBEEWNRE L 2iE5

FRpRaHER (55 I AHGHER)

(THRIVESER)
PUHIVEE O i FIEER D 722 WHIV- 19 % 136861 2 x5 & L.

VEE) Y (RPV) 25mght U
T77EL¥Y (EFV) 600mgk 'BRO1H LAl4%S 0 ffE
R TEEMR OIS X B R S IUH st & 23

HE 5Ly
Hsin

1 C209548% (ECHOMBR) RUC2155 5%

D

# (BR) DLIHIEELS- L

ML 7z WiFBRIZBRE B & F— D74 1 > TH ). ECHORERD
BRIZTDF/FTC: L. THRIVERERTIZABC/3TC. AZT/3TC,
TDF/FTCA BRI BRZ IR L 720 Wizl o OF & AT 12 B

THHOBEET R L OEEHFEICREY A S51d . RPV+BREE
BHEAT6%. ANEIZHA
BAET 70 0%T7 A0 N24%. 77 A11%. &
LA 1% TH o720 R=AFT A D
HIV RNA#=HJ:fE135.0 logocopies/mL (#ipH2-7) .
> SERE O il 12249cells/ul. (EFH1-888) .

7761%-

DBA2% B

H

68651 DA il 13367%  (#EFH18-78)

CDAR )
BRIZTDF/FTCH

80.2%. AZT/3TC#%14.7%. ABC/3TCH%5.1%Tdh - 72, 484 Jx

U963 D R R G % 1R 20" 2
=1 48E R V96 EEF DERRRIEDBIE
. ECHO® K U'THRIVE
ECHOE: THRIVE;%: S50
RPV+BRE | EFV+BRE | RPV+BRE | EFV+BRE: | RPV+BRE: | EFV+BRE
BB (%) N=36 | N=34 | N=30 | N=338 | N=68% | N=682
4858
W;ﬁ?ﬁ; 285 286 290 274 575 560
ot | (82.4) | (83.1) | (85.3) | (8L.1) | (83.8) | (82.1)
50copies/mL
e | 38 15 24 18 62 33
PO o) | @ | @D | 63 | 0.0 | @48
0 0 1 3 1 3
e 0.3 | 09 | ©D | 0.4
HEFRI L A% 6 25 8 21 14 46
Gk 17 | 73 | @4 | 6.2 | 2.0 | 6.7
toRmI L% | 15 19 16 20 31 39
Gk (4.3) (5.5) 4.7) (5.9) (4.5) (5.7)
963
Wﬁf&}ﬁf; 263 271 269 258 532 529
S| (76.0) | (78.8) | (79.1) | (76.3) | (77.6) | (77.6)
50copies/mL
i | 45 16 34 24 79 40
POZE ) 30) | @ | 0.0 | D) | L5 | 5.9)
0 3 1 3 1 6
e 09 | 03 | 09 | ©D | 0.9
HEFQ L] 10 29 16 23 26 52
Gk (2.9) (8.4) 4.7) (6.8) (3.8) (7.6)
wommc ks | 28 25 20 30 48 55
Sk (8.1) (7.3) (5.9 (8.9) (7.0) (8.1)

¥#1) ITT-TLOVR : HIV RNA & <50copies/mL2S##t L TRE%H & 714878 L1396
JAEE F CHREfE

2) AV AER TG (201 THIV-1 RNA & <50copies/mLAS72,

28 B AL,
Z D HASIAX1E9638 F T iz2[ulfE THIV-1 RNA# =50copies/mLAYE
SN BE) dy AV AERIEIIRB] (48183139638 F TL2 2[R H Ak L

72HIV-1 RNA = <50copies/mLASiED SN - 72 BHE) 2 &

xK2 ~N—ZF4 L HIV RNAEHI.

N—2Z54>CD4
BBty > /NERERI. BREU4SE R N9GEBED Y o JU X YRR
(HIV RNAE<50copies/mL) RO A JL R ZH) KRB

&b

A8 I 9615 I
RPV + BR#: EFV + BREE RPV + BR# EFV + BREE
N=686 N=682 N=686 N=682
N—2ZF 1 »HIV RNA® (copies/mL) Bl 1 )V A £ R F
<100.000 90.2% 83.6% 84.0% 79.9%
- ’ (332/368f1) (276/330%1) (309/368f1) (263/329f1)
~100.000 77.4% 81.0% 70.1% 75.4%
: (246/318%0) | (285/35280) | (223/318%) | (266/35301)
N—2ZF 1 YHIV RNA# (copies/mL) 5l £ v A ZEH) S0
4.3% 3.3% 5.7% 3.6%
=100.000 (16/368%1) | (11/32080) | (21/368%0) | (12/329%1)

AR 9650
RPV + BR# EFV +BR#: RPV + BR#E EFV +BR#:
N=686 N=682 N=686 N=682
15.4% 6.8% 18.2% 7.9%
>100,000 (49/318%) | (24/35261) | (58/318B) | (28/3530)
N2 4 2 CDABPEY ¥ /SEREL (cells/uL) 1™ £ b A M
<50 58.8% 80.6% 55.9% 69.4%
(20/346) | (20/36f1) | (19/34B1) | (25/3661)
80.4% 81.7% 71.1% 74.9%
=50, <200 (156/19441) (143/175%1) (138/19441) (131/175%1)
. 86.9% 82.4% 80.5% 79.5%
=200- <350 70 3131y | (253/30760) | (252/31381) | (244/307690)
=350 90.3% 82.9% 85.4% 78.7%
= (130/144B1) | (136/164%1) | (123/14461) | (129/164%1)
N— A5 1w CDABEY © HH (cells/ul) 1% 1 b AZHIZ0K
<50 17.6% 2.8% 17.6% 11.1%
(6/34%1) (1/3681) (6/34%1) (4/3661)
. 13.9% 8.0% 19.1% 8.0%
=500 <200 ortoam) | (14075 | (3719480 | (1417500)
6.7% 4.6% 8.3% 4.9%
=200 <350 | om13p1) | (14/30760) | (26/31360) | (15/30760)
=350 5.6% 2.4% 6.9% 4.3%
= (8/144f) | (4/16481) | (10/14480) | (7/16481)
BRAI™ A L AR
83.5% 82.4% 76.9% 77.3%
TDF/FTC 1 (450 55080) | (450/54601) | (423/55081) | (422/546f0)
87.1% 80.6% 81.2% 76.7%
AZT/STC 1 (gg/otp) | (83/1031) | (82/10061) | (79/103%1)
88.6% 84.8% 77.1% 84.8%
ABC/3TC (31/3560) | (28/3361) | (20/3560) | (28/3361)

1) TLOVR7 V1) X4
H2) AV AFIYFRE] (205 CHIV-1 RNA = <50copies/mLASiED & 1,
Z DH%ABIA N 139638 F T2 fE THIV-1 RNA®E =50copies/mLATiED
SREE) UL AV A IR (4838 129638 F T2 20z L
7zHIV-1 RNAi#E<50copies/mLA% 80 SN h o 72 BH) &,
AR DCDARGIE ) ¥ IRER B D R — A5 A4 ¥ 5 OBIE O
fiE1ZRPV + BRE: CT192cells/uL.. EFV +BRE CT176cells/uL.Td -
7o [HEE SN G HEMZ217.9 (5% EHEKXM2.1~33.6)], &
72 96IEDCDAREE ) ¥ INERE D NR— AT A 255 OBl O
HiEIZRPV + BRE: C¢228cells/ul.. EFV +BRE: T219cells/uLTd
o7 [HEE SN SRR EI11.3 (95%E X H-6.8~29.4) 1,
17.1.2 FIHIVEOFERZRO L VHIV-1BEBREEHR E L 54
EepRsABR (55 I bEEEER) : C204585%
PLHIVEE O FIRRER D 7 WHIV-1& e B 73685 2 5t G & L. 3
®ORPV (25mg. 75mg. 150mg) & U'BRO1H 1Y L EFV
600mg&(}°BRO)1Dll?x%—ﬂ)é*ﬂ’ﬁ%%ﬂﬁ F. O FEERIRIC X B R
55 T bAH L B % K06 L 720 968K F T %Hﬂhﬂﬁﬁ (RPV#
Eﬂ#@& HAb) . 96 LI & RHIHE G40 GEE#M) & L7z, BR
1XAZT/3TC. TDF/FTC% 5 EMiZBR%Z EINL 720 96:8F TD
AV AFRD R (HIV RNA# <50copies/mL) % 3312, 9638
DIBE240:8 F TO A IV AFIIRIR % F4IR T o 96ARFIZ BT
%7 A NV AR AFRD S N W ERE O B4 IERPV 25mg +
BR#: (N=93) T76.3%. EFV+BRE (N=89) T70.8%Td >
720 CDABEIEY » /SEREBDN— 2 T 4 > H 5 OBEHIE O FIgHEIE
RPV 25mg+BR#: CTl46cells/ul. EFV +BR# T160cells/uLCT&
5720 96BIFIZ BT AV AR E DT b NS O 9
+, RPV +BREETIZ74%. EFV +BREETIZ81%75, 24081 & v
AV AERED R R R L T/, 30
£3 96EET (AEHRTH) OV 1ILAZHZHE=
(HIV RNAZ <50copies/mL)

RPV 25mg+ BRI EFV + BRI
N=93 N=89

1634 6441 (68.8%) 7061 (78.7%)
328 731 (78.5%) 7651 (85.4%)
4838 7461 (79.6%) 7281 (80.9%)
64 72 (77.4%) 69 (77.5%)
8018 714 (76.3%) 6415 (71.9%)
963 7161 (76.3%) 63 (70.8%)

##1) TLOVR7 VI X 4

£4 96ELIE240AE T (REIESHE) O 1 IV ZZHFHEED
(HIV RNAZ <50copies/mL)

RPV +BR#E EFV +BR#

N=279 N=89
96 20461 (73.1%) 63 (70.8%)
120:4 18711 (67.0%) 59f (66.3%)
144:4 1801 (64.5%) 55f (61.8%)
1688 17361 (62.0%) 544 (60.7%)




RPV + BR#EFH? EFV +BRi#

N=279 N=89
1923 16311 (58.4%) 5441 (60.7%)
21638 1561 (55.9%) 53 (59.6%)
24055 15211 (54.5%) 5161 (57.3%)

1) TLOVR7 VT1) X4
7#2) RPV+BRZ S L T 2 BEERE 13967 SRPVO H % 75mg s L7z, B
|2 1443 T DI 5> 5 RPV O Jil 5 % 25mgl 88 L 726

ARHI25mgAh e G S N7293B D R 2 4T - 720 AHIOH EF
51390.3% (84/93%1) 1ZRBD BNz, EoBFERSRIL, EL3140
(33.3%) . LAGEG17H (18.3%). BEFG166I (17.2%). iF@hE
B FE V1260 (12.9%), Hili)L~<~ 21060 (10.8%) %TH 720

17.3 Z Ot

17.3.1 QTERBICH T 5 &
TERE A 60B % 3t 2 AK)25me (BRI &) % 1H LIal SRS #RR 3%
5L, REIOEHEREROQTFHIMRIZ K33 5228 & Mgt L 7285 £,
QTcFHIFFIZR LERRMNICA B R EIEIRBO N hho/: (791
REDEDRAME : 2.2ms) [ 7T R OB (moxifloxacin
400mg 1H1[ED) % 7z 8ErE 2% 7 o 24 — N —3lE#],
B, BEREACBTAQT/QTciHliREIc BT, EHEDY
VEEY v (75mglk 0°300mg) ™ Z1H 1M AER OG- Lz & &,
QTcFHIFEDN—=AF A ¥ ir b DZEALmD 7T 1R L DD TFEE
(95%EHEX B O EIR) 13Z212110.7 (15.3) msKkU23.3 (28.4)
msTHo7z, % BHEAT—%) [9.1.1. 10.220H]
W) AFIOKBEN21HHEI325mgTH bo

18. FEzhIkE

18.1 fERAF
YVEE) YT INVE) IV KR AL, HIV-LUXERT %
NNRTITH %, VVEE) v, HIV-LifaE R EHE (RT) 2956
BIZPHE L, & FDNAKY X5 —¥a, fRUYZEHEL 2\, 32

18.2 iV 1 IV X{EH
THIfR I S S 72 B R R (WT) HIV-192ER=E o MBI A
FTAHVINVELY X DO50%E X (ECso) OHfiiiZ, 0.73nmol/L
(0.27ng/mL) TH o720
VIVE B YIGHIV-1ER 5Bk O group MIZA L T0.07~
1.0lnmol/L (0.03~0.37ng/mL). group OlZxf L T2.88~
8.45nmol/L (1.06~3.10ng/mL) DECsfifi z 7~ L1720
YILEEY vk, NRTI/NtRTI (7ANAEN, V¥ /v, TA
N)THEY, VTP URDYT I REN), Tar T —EH
EH (7T LFEN, TEFFEN, FVFEN, £ TFE
V., BEFUENL, 2ANVT 4 FEN, Y RFEL, FFFELKEY
tipranavir). NNRTI (=7 7EL vy, =T ) Y RUIAETS
YY), BETHER] (enfuvirtide) KX OCCRGMEHR] (vF€EHw)
EOBBICE YV MIMER%ZR L. NRTITHL T I 7Y Y RO
VT AT I—EHERTHELTNT 7TV EITM
INSUEARSEAER %2R L7zo 3

18.3 A4
R KR OV 75 4 FOWT XIENNRTIHEHIV-18k % v
Tein vitroMf PR ERERIC B W, ) IV E YY) ViR B L
720 COMMHA TR BHECHE L7 3/ BRZEIZL1001,
KI101E. V108I., E138K. V179F. Y181C. H221Y. F227CJ% U¥
M230I T - 720
WA v b4 7 (BCO) ##A HFCH [FHBMMmEOE
ECHHECoiD I (£ 5Bk (23§ 2 ECsofli/ WT HIV-1#k
WY HECsofi)] AR L72BkE. VIV EEY Vit E L7z,
25 MAHRBR O ASEEF P AT IS B W T, RAFEGFEDO 7 A )V A%
BB BIT261 0 D L6261 N — AT 4 VI & DI ZE R 380
57z NNRTIPEZ /37 3 /7 BEZAR X F12, V0L, L1001,
K101E. E138K. E138Q. V1791, Y181C. V1891, H221Y % U¥
F227CHYR 5N 720 ASBEIFIZERD & N 7228 B3 96 B IR 12 3 380
SNTze N—= AT A YHRIZA S N72VIOLK FVISILIZ ARER TH)
BICEBLZRIFS ol VWYY V5 HIICEI8KD T
IUBEREPRLEVEETEBL, £ PMIMAIDT I A
Ao Tz,
In vitro. Oin vivo COMEFERN S, X— 2T 1 VEEIZK101E.
K101P, E138A., E138G. E138K. E138R. E138Q. V179L.
Y181C. Y1811, Y181V, Y188L. H221Y. F227C. M230I}% ¥
M230LO T I/ BRERA AT H1E, VILVELE Y Y Ohiy £V A
IR EE TSR D B L E A BTz, 2 W

18.4 ZTEMmM
YILEE Y »id, RTIZKI03N K O°Y 181CE: O NNRTIfH 14 B it 7
I ERER A VR L 267D ) H648k (96%) 1Pt A v AL
AZRL7Z. VVELC) U ANOEZEDOET A2 L7256 LcE—~0
73 BRZEFIZKI01P, Y181IK Y181V TH » 72 K103ND 7
IWMERIZ, B—TYNVEE) 3 2 BREZ AR T L 2
5 727%, KI03NK L1001 —HZARTIE, JIVEE Y Y IZxs
BIES D TRART L7z
I77ELYYRPAEITECDEL S p—# L A3 I
M % 7R 4786k OHIV -1/ 2 RIEGR 5 BERR D 9 H62% D FR I3
Y E ) VI L RS E MR (FCE=BCO) L Twiz,
55 A RER O ASE IS RATI2 BV T RPV +BREED ™ A )L A%
RSB0 21 i 31450 205 FE BRI M e A 12 CARHN IR 3 B &2 M DS
TLTW S50 b8BT FSEY) v, 2737 7 ¥

Loy, UHEAE T E U ADIiftEE R L7z, 48RO S
AR MR N 96 R 12 b FRD H 7z,

55 AR RBR D96 FF B A FRATI2 B\ T ARFNZTiF M % 7% L 72RPV
+BREED 7 A WV A RBB O TlE, X—ZF 4 YHIV RNA
w=/3>100,000copies/mLO#ERH L )  X—Z2F 4 »HIV RNA
#725=100,000copies/mLOBERE D )i AHs, FHIAFIASEM % 7R L
TR R A T o oo RANHEZ IR $ 7 A )V A= S Bl
IZBWT, X=AF 4 »OHIV RNA=2 =100,000copies/mL®
WEFEESHIO ) B, NIz 77 EL Yy, Ml b 0 16
AT EADEER LTz XN—=AF 4 > OHIV RNA&ED >
100,000copies/mLOEERE30BI D S 5, 27FIE =7 7 EL >y, 28
Bl h ) >, I5EIE A E T Y ADIEZR R L7z, 2030 30

19. BRI DICEET 2B{LZFER

— R ) LV E ) VR (Rilpivirine Hydrochloride)

b544 © 4-{[4-(4-[(1£)-2-Cyanoethenyl]-2,6-dimethylphenylf
amino) pyrimidin-2-ylJaminof benzonitrile monohydrochloride

5373 - C2HisNe - HCI

i 0 402.88

IR ok

b

NC~_~ CTN CN
| “HCI
NS
N N)\N
H H
CHs

B f250C (1)
SBeAREL  log P=4.86 (1-+ 2 % 7 —)V/pH 7.0") > BEfRME )
VR X% 7 —) 5.8mg/mL

% /—)v 0.67mg/mL

7K 0.0lmg/mL

20. BRV EDEE
20.1 AFNLENARAF S 2 LHD B B 720, AERIZER M vr s
QN SR [ R

21. A&

211 RHIOMHIZ K725 Tk, BEITH L TARFNCHLTHELZZH
k- BEMOT - &G &REIETTH L T LEL T4512H3H
LAY 74— Farvtr b &8558, EMICERTLHI &

21.2 A BV THUE I ST P O ER IR BRI IC DV Cid, &
TR DR ORI R R RIS 5 2k,

21.3 HEAYMAKT 25 TomM. FEI & L TENOLKSE
Bl xR & L7 B RGetaii & Eh L . AFIOMEHEREICHE
L (GRETR, A3 - et (MHSERREOARME - %4
Pz Es) ROEWHEARNOT—55%) %I L CEBmMICHK
HT B LB, WEOHE L FHRA I EERE I HEEERA SR &
LCiRETLZ L,

22. A%
305 [Rhov, /¥F]

23. XEX
) MG V77 ¥ ) VEE Y Y oMEER (2012
4518 H &R, CTD2.7.2-2.8.3.1)
2) HREE A A TSIV EYVEY ) Y OMEEM (2012
#£5H18H A&, CTD2.7.2-2.8.3.9)
) HHNEGE VT TF YN Y oM EEH
[TMC278IFD1003]
4) HPVEE 77 EF T EYNMEEY L oMEER (2012485
H18H A&Z2, CTD2.7.2-2.8.3.10)
5) HPEE : A R EY L) Y OMEMER (201245518
H7&Z8, CTD2.7.2-2.8.3.8)
HRNGEE Uy vy Y Ve Y Y OMEEE (20124658
18H %32, CTD2.7.2-2.8.1.2)
HANEE 7 2RV E) VE YY) »OMELEH (2012455
18H &R, CTD2.7.2-2.8.1.1)
GRSV F e/ P FELEY VEE ) Y OMEARH
(20124E5 A 18 H #&F2. CTD2.7.2-2.8.1.4)
9) #WEE o> En/) P FENEYILVEE) Y OMENER
(20124E5 718 H7&ER, CTD2.7.2-2.8.1.3)
HHEE SV FrSELEYLVEY Y COMIIEN
[TMC278-C153]
MAEE ) VEE Y YoEYEEOMRE [TMC278-
IFD4005]
NGRS V) C osEmEIREOMKET (2012455 H 18 H &
2, CTD2.7.1-2.2.1)
NG VL E ) v OSEWEIREIC K IZTTAFOREOMK
7 (2012455 18H&#E. CTD2.7.1-2.3.1)
FEER VL) yO&EAMGEICET 25T (2012455 H
18H%Z8, CTD2.7.2-2.1.2)
HAER VLYY ) » oREICE T 28 (20124855 18H
3B, CTD2.7.2-2.1.3.3)
ARG V) osEmEIREOMKET (2012455 H 18 H %
2. CTD2.7.2-2.2)

~ >
—

]
=

10

=

11)

12

=

13

=

14

jg

15

N2

16

g



17)
18)
19)
20)
21)
22)
23)

24)

25)
26)
27)
28)

29)

30)
31)
32)
33)

34)

HPVEE D DV ) oY EIEORET (2012455 18 H K
28, CTD2.7.2-2.7)

HPEE ) 77 T F Y VEE Y v OMEER (2012485
H18H %K, CTD2.7.2-2.8.3.2)

HNER vy = EY)VEE) Y oMEAEM (2012
4E5H18H 7R, CTD2.7.2-2.8.3.3)

HHNEE 7T 7Y VEEY COMEER
(20124E5 18 H#&Z2, CTD2.7.2-2.8.3.11)

HWER 7 PV NREF L E)VEE ) Y OMEAER (2012
E5H18H &R, CTD2.7.2-2.8.3.5)

HREE s aL R E)VEE Y Y OMEFH (2012
4E5H18H KR, CTD2.7.2-2.8.3.12)

HAEER : YV FF 74 e VLY Y OMEAHR (2012
AE5H18H &R, CTD2.7.2-2.8.3.4)

HNEE 2F VI A NSV -/ VI FATO Sk
VIVE YY)y OMEEH (2012485 18 H &2, CTD2.7.2-
2.8.3.7)

HANER ARV IEYLEVY) COMEER
[TMC278IFD1004]

HAEHR: Yax )V EEY Y OMEER
[TMC278IFD1001]

MPER UV EE Y L oQTHEBIZH T AEH (20124851
18H&E, CTD2.7.2-2.9.3)

MR VL) Y oQTHEMIZK 3 21/EH (20124551
18H&GE, CTD2.7.2-2.9.1)

R UV ) YT 7 B L2y OWIERGHEHIV-1% G
BFI T AR S [TMC278-C904] (20124E5 H 18 H K2,
CTD2.7.3-3.1)

FPEE D )V E ) C R EERAIV- RGBS 2R 5
FRE (2012455 18H K78, CTD2.7.3-2.3)

Azijn H, et al. : Antimicrob Agents Chemother. 2010; 54:
718-727

FENEER UV E ) ofEAkE (2012455 H 18 H KRR,
CTD2.6.2-3.2)

Mojgan H, et al. : 19th Conference on Retroviruses and
Opportunistic Infection. 2012; March 5-8

AR ) Ve yobiy 4 OV AER (2012455 F 18 H 7
8, CTD2.7.2-3.2.3)

24. XEERERVUBEVWEDERE
Yoy 77 =R ATAINA Y T A=—varkry—
T101-0065 S 5UHRT- AU H X P4 Fi H13-5-2
7Y —=F4X)V 0120-183-275
https://www .janssenpro.jp

26. BLERRTTREF

26.1

SEEIRTETT

Yoty 7y <&M
T101-0065  HHCHf-T- FH X 76 i [ 3-5-2

WIEARFTT
Yoty 77—-vHKA&SHt
T101-0065 REAP T HX FE#E3-5-2
JP503065NN



* % 20214E8 H AT (553

* 20204E 12 T
B =R

EADOIMIE =BT BT &

H AR i o 7 75

HxhEAR 3674 A

87625
7 4 I LR HEEH] ‘
B JIVEEY BRI - T/ REIN P57 2FINT7VIUEE - TL MY Y 2ECEER
WHEEES® —" — ® DA
J =7 1 4 TikE

ODEFSEY® Combination Tablets —

e . h - 7% 7 | 23000AMX00793000
MEE - EMFEONTLICI VTSI L AT 201849 ]

1. B
- 5 A

BEVEBMIXEE8H L TWBEEETIE. AF DK EH
IEICEKY) . BEIEMIRIP BRI 25 ZhPH5DT.
FEDHRE &R 2H5EICIETEETHE, 4F
ICIEREMDSE. EEELTI2E TP HHDTIEE
TBZE, [9.1.33H]

2. B (KOBEFHICIFERELEWI &)

A RHEIOR 2T UEBEUE OB O & 5 B E
%122 V77 YEYY, VT rTFU, A E s,
T/ NNWVEY— ), Jx=bhf v, FKAT =M A
Yo TR Ry () (REEG RO,
A3y bF1) Y (St. John s Wort, £~ b -
Va—ryX-J—1b) GHE&WN. 70 bRy THE
K (FATIFTS—=N, T TIF3T—N, SRXTFY
— ), TIRATTFT— ), R TITH 7 IIVERE.
TAEY v - R TIF TV RS Th o8
% [10.1=H]

N

3. fERk - MR
3.1 fHRE
e AV ARl A

(1%eH)

V) CHEEEE27 Smg(V IV EE) & LT
25mg). 7/ KKV TIT7 I NTIVERE
28mg(7 /K€ 7I57x2F3IKF&LT25mg).
T4 MY Y E200mg

ABEAKHY ., kS ra—2Z, KE Ry, By
LV AR— 120, ZUAHZ VAT —AF M) T L, A
TTY) YR TATT A, R)EZ VT IV T—
W GRT AALY) . BRILF % . v T—)
4000, 7 Vv, B bk

3.2 WA DMK

BRIy

TR

o - FIE | IREDT 4 VA T—T 4 ¥ T
EQ1] HIf T
iASi4
Joxx E£(mm) | HF(mm) | EE(mm) | E=(g)
15 7 6 0.67

ikl — I | GSI

4. FHEEXIZHR
HIV-1 B4 E

5. RHEEXIIHRICBHET 2 FE
51 UTOWFN»OHIV-1ERBEEICHHT L &,
[17.1.3, 17.1.4%%]
CHMIHIVIE OB ERET 2 (. HIV-1 RNA =
100,000copies/mLLL F T % B #
AN REE RGOS R L WD AA6r H
HLL 2B T A v 2= (HIV-1 RNA® DS
50copies/mLkii) S5 NTHBY, YVEEY ¥, F
JARENVIIET A N T FE IR B R s
2T RFANOY B ZDWEYTH S LS
% PLHIVIEERE G B

5.2 RHNC L BIHIRICH T2 o T, HE OB O §E
e A IRAN I AR A (A T TUAT & 5 W X BT R
W) EBEIZTHI L,

5.3 RIGFEOHIV-1EGEEEZZ R E L) VEL) VD
WP ERIR A MR IS B W T, LT ERE STV
5T Enb, KEN & BIHEBBRICIE, 20 ORR
IZOWCTEET LI &,

5.3.1 YA VAZEWEKBI T, ERERTHLTITY
Y/IAN) T E VEEITEOFEEEAIX, 27 7€
Ly BEGHRIER) L) VEE ) VEETED» - 72,
[18.3.2%1]

5.3.2 "= A F A Y CDAR M) » 73EkHA3200cells/ ul A il
DWERE TIE, 200cells/uLVh EOWERE L T, v A
IV A E R DB & DS o 720 [17.1.30 17.1 .41

6. AERUVAE
L AR O12i% DL L ok H#35kg Ll L o/REIZIE, 1
m1gE(D VEEY v & L T2mg, 7/ KENV 757
FIRFELT2mghO" A M) & ErE L T200mgsr
) ZLHIR AR R T AERZISROR ST 5,

7. BERUOAEICEET 2R

7.1 KENE, HIV-TEISEICR L CLEITHEZITH) DT
HLHIzD, MOPHIVELFH L 2w &, F/2, T4
MUYy LY ORI, AV AR A
LT3 I3 790250 HHEIHL 2V L,

7.2 RAENZY VEEY VHERRE. 7/ KELV 75723
F7VERIE R P A ) V7 ¥ 2 E&AT HEEHIT
Hho CNHLDOWSNIET /REN Yy TraxFivrw
VIR & B E R L nZ &

7.3 REFG%, 2V 7F=021) 77 2 AH30mL/mink
MR T Lasaid, 5ol ZE+s2 L, [8.2,
16.6.3Z 1]

8. EELEANIE

k% 8.1 AFNOMFIZEE L Tk, EWD T A B A4 S0
DIEHEBEIL, BELZEZIRD L@ RE 12, &k
DOFIHIZOWT L CHHELREEZ 157204, T2 &,

8.1.1 AANIHIVIEGIE OMGHFEFIETIE W &b,
H AR % & S HIVIRGSE O R |2 1E ) 5 % 3855E L
BT AMHREVED S 5 O T, RHL GBI HZO HRIR O
ZALIZOWTIE, TRTHEHYEICHRET S 2 &

8.1.2 AFNOEMHGIZ L DB IZOVWTIE, HEDEZ
ARHTHL Z E,

* %8.1.3 PLHIVIEEIZ X 280 R0 7% 7 A v AIdNE. iy
iz X AME~NOHIVIERO Gt 2 KT S5 2 &8
IRENTWVDEH, TOfEMMtEr ey b2 13T
XhnZ ek,

* %8.1.4 PLHIVHEED, M L 2 ME~NOHIVIESEO G
BRI T S L0 EiEHE R TwARnT &

8.1.5 R MG EBVIIBERRAT A2, $72, HAEED

TR UICHEZZER LAY, IRAZHIELAZY Lana k.
8.1.6 AFNIBFHIER EMHAEMEHEZR I T 0D B 720,
AT OTRTOHEFEFHLBEICHREST L L, T2,
AHNCTHBERIH 7210 3EF %2 R T 2846, FHarl
LR ICHAET S 2 &,

8.2 K¥FZGHIE., L7 F =) 7T v AEDE R
M e gL, BB EDFELERTLI L, &5
B#aHIC, 2L 7 F =22 ) 79 2 AD80mL/minbl E



ThHhHIEEWETHI L, T2, RHFEGH L EMHY
GMATEICI ), BEOREZESEEETL L,
[7.3. 9.1.2, 10.2, 16.6.3&H]

8.3 JLHIVE D LHIBEHRE A 1T - 72 BB T, RIEFHEE
JEERES G SN TWwW b, HGRMGH. REREEA RIE
L. JEGEEO A% & ¢ IE R E ARG (v axNy 7
U ATEY ATy T Ly 7 A, A M AHTT AR,
Za—EVAFAEIZL DL D) TR B RIS
HY22e0db, 72, REKREORBEICEVCETK
Ve B (FURPRBERE TUERE . 258 M2, 5 - "L —
JEMETRE, 7 R BERE) BT 25 L OMERH 5 DT,
IS DIERFFRM L . LERIEY) R EEE E R
Z):}:.O

8.4 TN THEVHADREICBWTREEMO I L,
ZFORBME A AFEISE N EATRIBENT WS,

9. HENEREE I HBEFICHETIEER

9.1 &HHE - REEEDH 2 EE

9.1.1 REREZELBZLPTVEE
B )y AIE, 3 LWER, 2O EIL. 9 - ik
ARG, BRMUQTEREEFEES O BE TIL, QTR
ORI FEHT L BFNDH D, VIVELY) »75mg
T 0°300mg e G- IZQTIE R 2SiBD 5T 5, [10.2,
17.3.1&M1]

9.1.2 BHEEREDY R 7% H T 8L
JVTFZr 0TI ARVIMLE) v OB % £
HZ L, [8.25MH]

9.1.3 BRIFF X1 JLX (HBV) B %46 LTV B EE

(WD ARHF OG- 2T 2561203 T0ERT 52 &, BHl
BHFAZ AL TV L ERETIE, AFOHT Pz X
. BEUBUEIFADSEIRS 2 B2 N0 5, FIZIEAEN:
OYE. BIREALT2BENDDH D,

(2) B 2 PR BEIR A 24T 9 e &) Bl % ToricfTv, 2
WD SN2YAITE, &G E R IET 5 7% &Ry 2 L
BEiTH) 2 &e VIVE LY ¥ 8K O RS AR
WZBWT, INSDBETIEL, FEEES ERF SR (EMR
FERE 2 &) ORBUEENFEGHERERE L) Ero
7o [RGB #33.3% (18/54%1) . FFE KB F4.9%
(31/63261) 1. [1.Z:H]

@) RFIh A E s BEE, EIN R BRI A 17 72 &
B E 54T 2 &0 RFIIERBICHFRANEAL L 72354,
FACER DA L 2 DD B 5 DT, BEIZIHE LT
PIHBVE O 522 ET 52 Lo AKFOBEGHIEIZED.,
BRI REOBALS AN BENDH S, [1.2H]

9.1.4 CRFF R ML ABEEAHH L TVWEEE
EMR R TR RERE 21T & & B2 0127w, #®
WOFRO L NAE I, BT E I 5 % &Y e
BEEITH 2 Eo VIVEE Y ¥ 8K oA R A5 AN BB
ZBWT, RS0 BEFETIE, FIHMEEA EES (FHER
HERE &) ORBHENFEEEEREL LV E2o
7o (B & B33 .3% (18/5461) . JFEHIKGLEE4.9%
(31/63261) 1,

9.1.5 T EINDOEENDH 2BEXE ZOMRDERERE
*HJBRE
BIEE % T2 AT V. B0 S NG EICIE. Ea
BT A% 8 R EEZITH) L, T/ KEL TITT7F
I R TVEEEE EH T LA O IR BRI OB R
IZBWT, BEEOKT L BREOEY~—h—D L5
RO SN, BRBOTUEIRIE I Nz, F72, PLHIVEE
12 & B EHRRER D e WHIV-UEREE IS L, 7/ F L
757 )3 NIV EE T LA SN
BRI BN, BHEEMNMET L7ZEFD TR0 Sz,

9.2 BHpEEERE

9.2.1 EENBHEESTOH 58E
IAN) Y EYOMARENEAT S, [16.6.35 ]

9.5 1T4®

9.5.1 IR IR L CW AR O H 5 LIk, HIE
LB R EHEE S L CHEE B EE DA
53528, BB (V) ICBWTT /RELVDIRIE
NOBATHHRE SN T 5,

9.5.2 #FURP A K ORI O IR IR K 2 ¥ 5 L7z & &,
WEHERE L, YLVEEY Ol T A 5
NTWb, [16.6.4%H]

9.6 RILF
BT SEL L, B, HIVERTHESE X, L
WOHIVEG A 8T 5720, FURICRHA TG 2 w2k
NLEF LV, T/ REVRPIZ AN E DO ML
HNOBITHRE SN TwBYY, /7 RENV 7572
FIFoOv VT NOBITIIAHTH L, T2 ULYE
Y d, BER(T v b)) THITTABATT S 2 &

WESNTVDED, b ML OBITIIAWTH %,

9.7 /R4
AR,

PR, FURL AREOUR1258 R U IR E

3bkgAm D/NEE 0 5 & U 7z BRR BRI FE N L T v,

9.8 EsE

L) -

BHEORBLBE L 2P HEEIRG T2 Lo —#IC
. BROCEEPETLTWSE Z %0,

10. HEER

YNLEE ) iE, FICCYP3AIC X Y RE#Ens,
FIREWVREIIA M) Y7 UL, REEA M LGS

B9 7 PRATE 70 02 &

DEPEES NS,

T/REN TITT7xF3IRIE AT TV A CYP3A

S UPHE&RF OREH

THbo

10.1 HRARR (AL BW2 &)

TNV LY
T L k=)
T )NV F— )b
7 1. ) IN— VEE

T
TLETF U
RAT =MLV
KAM ¥
[2.2517]

A4 avF bF
1) v 77 (St.John's
Wort, > b -
Ta—rvAX-J—
M) &AM
[2.257]

ey gy
T/ EREN TTT
= I Folig
ESET L. AH
DRI T 5
BENWDDH 5,

RN 55 FRAREIR - FEE G| B - ekl T
V77 LYY YNV EELY YRS OFEF O
DR F/REN 757 | CYPSAFHEEH I
V77T I FOmMPE L, VvEEY
IaA7F4 v BT L. AH |~ ofCH A X
[2.2, 16.72Z8] | OMENRKIET S5 | Nb, TNHDHE
BENDD D, 1) 0> P B 75 5

MAIZED, 7 /5%
Y 7723
I o I 4% i B A%
KTT52BEnD
5o

FEFRAY U
(H¥lh) (B
5% B <)

T RO
[2.22M1]

NIVE ) yolfl
PR L
AF D 5 e A5
FTLBTND DD,

s oFEFO
CYP3AFHEERIZ
., ynr¥ey
v O HRAE S
Nb,

* JuabryKRYTH
5
F AT G =)
FAT T =),
FRAT T
FITT =
¥ 7a
ANV A%
N Iy b
IYIRXT T =)
¥ T L
R TIH 7
< OVIEEEE
Ty
TAEY YR
)TN T
VIR
Fy 7Y v
[2.2, 16.7.2514]

VLYY ol
AR L
ENCIROFSIE S/ 6]
TLBENDND 5,

HWNOpH EFIZ X
., JILEEYY v
DI T T 5,




10.2 GEREE (BHRICEE TS 2 &)

[16.7.2Z&:H]

F % 5- > 1 285 [ L)
BT
BIEEGTAHZ L,

izl
WK ERAL T v
RZTALTIV
T B R A v
NN

Ve roll
AT L
BN KOk SIE Y h]
TEBENDD S,
B OIEFNIL,
ARF 5 G- 0 285 5 DL
=P e IS
BICEGTH2 L,

W75 BRAEIR - H5E T | B - fERN T
Ha3lf i) ey yolfid | §HOpH EAIC &
TrEFIUL |EESEKTL, K|, ULEEY ¥
VAFT Y FOR A ET T | OWINPET %,
—WFU LBENDN DD, Z

F=FT Y o OFEHNIT, K

77V Aax Ay

YLV EE Y ol

s oA O

[16.7.2Z&:1]

EP T 952 &
B bo

v PEREEA EH T 5 | CYPSABRENEHIC

TyAuvwA Ty |WEEERH L, [ LH, VLEEY
mrLcryyAaal|ryofESHES
AT UEREE N,
j‘%:ko

A RO A K 2o | BB

T ruar)
NI 7aE )l
By rur)n

IS 03X, T
JRENVIE T A
PV E DI

JRAM A ~ 0> BE B #i
A L0 PR S
CE F:il R 5 R B

[9.1.1, 17.3.1%
M

NV ryyrzal | migEErs LA L, |Hae. EltREBO
IV HERREZWEMT | AT L0 HEkDS
LBENDD D, LT 5,
QTEEAE I T |QTIEE., LEMW|)IVELY) ¥75mg
Z LS T | B (Torsades de | & 0V300mg#% 5- I
% 3R Pointes % & &) % | ICQTIEEREDFED &
TIFynar BT D2BZNDN | LT D,
VEAEDIZ Hbo

BT 5 %
#l
(8.2, 11.1.1%
]

I OHEAE D
BRI B 2k
WEFE L,

INLOHEHED
B X b
WEN LA T LB
END D 5o

1. BER

ROBWERD S HoND T ENHLDOT, BEE 512
Ty BEPRRO O NG E 3G eIk s 2 % EE
Lo

YREZIT) 2
1.1 EXLEMEA

1.1.1 EEOBREEREE (HEAH)

SUEEEE, B4, BIRMEESE, 77 v o= —JERE
T, TARANEEE, MBS R (BT &) BHR
FIESOEE OB ENDSDLNLZ ENDH L,
PRI B A0 SN maicid, &5 2T+ 5
T EHEY B EE T 2k, FRICERREEEOBEN D
L BEREHEEO D LR DG N T DL B T
BT L2 L, [10.22H1]
11.1.2 A7 F—Y ZARVEHEE ICL2EEDEX
(RERGRT) CBHEEAHH)

FLEE 7 ¥ N — 2 A SN A3 5E o 3 2 B ASIE TR 3L
EMEERE (TI ) NI A7 29— V¥OAME L5
EYVHED SNTGEICIE, RFOKRS %—dhikd 5 2
Lo BRICHRBROGBET 26T 5B I2B W CITER
THIE, T/RELVIIETAN) Y Y 2T
ARG R FHE A 0 i 53003 2 & OB S
Iy, BELGAMT Y F—3 ZAROIEN LS IC X 2 HEE
DOFFIER BRIGIF) A5, IS L ShTw b,
11.2 ZOMOEIER

0.5%L | 0. 5% HHEEAH
8 T %ﬁﬁ%%ﬁ@
(YA AR RN, R
e W D534 /A

0.5%5E | 0.5%F0 B
s | LI | %, 95 4
ENZ e L
g | TR A
T Bl | M. TR
Wik | B W
LA B
M 3D [ e ]"7?%73%‘_
IR i v
W O T 5595 M P IR . 3
1 e
- aHk %
I OF 58
oW
13. BEHRE
13.1 L&

IAMY YT EYROT /AR VRSN & ) — 56
rksinbd,

16. EHYEIRE

16.1 MrhigE

*16.1.1 BRAICH T 288
TR B N ARA 2 2 MR OHS L7 & & O KB O3
BERG A=y B RUIRT, ?

F1 BAABERACKZEZBRICERZEOKRSLZEZOERD
DEPENRE/INT XA — 4
HWEE ST A — 5
8 Come AUC-
(ng/mL) (ng - h/mL) tmax () ti2(h)
R 153 3880 3.50 30.3
Jreey s (28.4) (22.4)  |[2.00. 6.00]| [16.7, 60.2]
FAREN 75| 22 204 1.50 0.330
Jrd3F 48.0) 48.3) | 10.75. 3.001|[0.288, 0.438)
e a | 2960 12000 2.00 10.6
TARUVEIEA o0) (15.4)  |[0.75, 3.501| [6.18, 26.7]

PN (CV), tmax, trz : Hdefi [HEFH]
16.1.2 BEK%S
AV B HE B AR H % A HE £2 (600kcal . NEE27%) & & b 12 Hifal
BUEG L72 L OB OFWEIHE/ ST 2 — 5 % F2TRT,
K2 HEABERACASHZERICHEAROKREL-EEDEKRS
DEYPBENT A —4

SEWEIRE N T X — %
9501 Co AUC-

(ng/mL) (ng - h/mL) tmax (h) ti2(h)

o 121.4 3843 1 2.00 51.66
yreey s 26.1) (36.2) | (4.00. 5.00) | (36.83, 66.88)

FREL 75| 198.0 263.6 1.50 0.42
T2 F3IF 57.7) @2.0) | (1.00. 2.00) | (0.39. 0.49)

| 160856 9603.2 2.00 18.71
TARUEIEA 65) (21.6) | (1.50. 3.00) | (15.05, 25.27)

I (CVI), tmax, trz - HIUAE (TUSREAE)
16.1.3 HIV-1jEE
MmurrEey >
PLHIVERIZ & 2 G HRERO 2 WHIV-UESEE I, VL) »
BHI25mgF 1 H Ll SERE S L 7248 A RBR O B & v 728
HEFISE BHRERRAT £ 0 -z ) L E ¥ ) v OSEYEIEE N T 2
— & (EEME) % #31R T HIV-UEGEE 2B A 1mEdR ) v
YY) v ORERIIERERAN L VR TH 720 GHEAT—%)
#3 SHEARAHIV-1BEBECS T 2MFEHUILEE DY > OEY
EjEE/N D X — A HETE(E [ 55 T MHELBR (C209 R UFC21554BR) DIGERF 3

BRI
HWFRE ST A — % 67911
AUC2 STl (R #2) 2235(851)
(ng - h/mL) Fp o it (A P 2096[198~7307]
Co Pyl (R ZE) 78(35)
(ng/mL) rp o i (A B 73[2~288]

12m% LR 18R A 0 /N BHIV-1E& G B 1) LV E YY) ¥ 25mg# ]

H1E S L2 &, VIVEL Y v OEYBHE/ST A — ¥

RFUTRT, WHEAT—%)

x4 SEIANE (12 18R RE) HIV- 1R EBEICH 1 5 M+
JILVEE D > OEMENEE/NS X — 4 (C2135ER)

SEWEYEE/ ST A — 5 2341

AUCa2s S (e
(ng - h/mL) T fiE (R 22) 1872(717)
m;gu Tl () 80.8(40.4)




(QF/KEIN PZT71FIK/ILNYDEEY
12/ 582 DHIV-1E B E 2 W R L L2 VEF TS E -
IRy b T /REN TTIT72F I FTVIVERE - A
N1 Y& ¥ UEAHI(150 - 150 - 11.2 - 200mg) @ 45 A f OV 45 1T
Mo B oneT /RN 757 x5 3 FOEYBIEE T
X — & (REENSEW B REAT 12 & 2 3fEEM) 2 K512, =4 b)Y ¥
7YY DEMEREINT A — 5 FFRKOITRT . JHEAT—%)
5 SEAHV-1BRBECS T 2MEHT/ FEN 7F5T71F3
N DEMENRE/NT X — 2 HEETE

P~ B (18P L) TN (12 DL 188 A)
s HIV-1TE&He 8 HIV-1&Ge 8
’ (53961) (23%1)
o gA_U]f/‘;;L) 206.4(71.8) 242 8(57.8)
(ngc/‘“gL) 162.2(51.1) 121.7(46.2)
BEEEFTFE (CV%)

%6 HEAHIV-1BLEEECHETIMBERI LIS ZELDOEY
BjEE/INS X — 4

ST HE A (183 L +) NV (1278 L 187 i)
Jrisavniig® HIV-1#G B8 HIV-1die 3
(1961) (24151)
AUCxz
(ng - h/mL) 11714.1(16.6) 14424.4(23.9)
Crmax
(ng/mlL) 2056.3(20.2) 2265.0(22.5)
T (CV%)
16.2 URUR

16.2.1 BEOHFE
A N AR RE B AR & R e £ (600keal . FiEE27%) S ms g i
(800-1000kcal. JEE50%) & & b IZHIEREI#HE L7z & DKL
Sy PR . EERICHEBRO%RS Lo L S ORER L
L 72 R A RNR T, BHEAT— %)
K7 HEABERACAS 2 BHIEERICEEROKRS L L
ZOEBRDDENEEICRIFTEENSE

FEMETE T A — 5 DI(%) (90%ISTAX )
301 B iRy / 22 JE IR R e/ 22 fE I
Crnas AUCi Conas AUCis
e 139 112 207 172
Jpeey (124-156) (103-123) (179-239) (149-199)
FIEREN T T 77 145 69 153"
7xF3IF (66-92) (133-158) (57-84) (139-169)
e 76 91 74 88
IabYvEEY (70-82) (89-93) (70-80) (85-90)
) AUChast
16.3 9

16.3.1 VILEEU >
JIVE YY) v OIMEEEAFBAEIIN . 7% THY) . FIZT VT3
NHEE L7z Un vitroy “PETENTE) . ©

16.3.2 ¥/ KEI 75T+ 3K
T/ ARENVO MSEEAM G (n vitro) 1X. 0.01~25ug/mL
OFPHTO. 7% KM TH o720 T /KN TI72F3IFDE R
MR R (ex vivo) ld. $I80%TdH - 72,

16.3.3 TLRUY HEY
IAMY) T EryOe MUEEAREGHEn vitro)1Z. 0.02~200
ug/mLOEFH T4%HGTH - 720

16.4 X5

16.4.1 YILEEU >
In vitrotBE T, YWV EEY Y VIZFEICCYPSAIC L W RE s
720 9 [16.7.12]

16.4.2 ¥/ KEI 757 1F 3K
OG-, KEMEERRE O~ 7077 =Y 00773 VAR
OO A NVEX Y VI AT S —PUI L) 7/ R VIREH
SN, ZOH%. 7/ ARV VERICRE S e CYPO TS
HABZ s HwiehicBnwe, 7 /4880 797243 Fid
CYPSATHFhIfH s 7z, [16.7. 1]

16.4.3 TLRUS HEY
IA MY TEEEFEIRPICHREES L, Ko RE
ZAF R\,

16.5 Bttt

16.5.1 VILEEU >
HEHER A ZMC-D IV E B & (51) 150mg % Bl e 5 L7z & &
el U7 e 0 85% (CF39Ml) 753 rh . 6.1% CF3gMl) 28R 20 &
FR S N7z, EP R ORFORZLAEOPELZIL, 2hehdks &
D25% CFIME) 1% K Th - 720 0 JHEANT—%)

16.5.2 ¥/ KEI 75T xF3IFK
BB AIZMC-F /R EN 757 2F 3 K7~ VKL% B3k 5
L2k 2 A, G REO47.2%7F I, 36. 2% R IcHRE S
Too TOERGIET /AELTH Y HEH D%, JRH D86% %
Lo, T, BEHEDL AN T/ RE)L T T72F3IFEL
TIRAICHRIE S 720 T 7 R EV I T ORERME A 8 & RIS
AOFEBEOM ST L ) PE S 2. FHEAT— %)

FEAL

16.5.3 TLRUS 2E>
R AIZMC-ma b e ERGLEEE B LED
#186% E SR A S ML S 4L, 13%I3H & L TR Sz, =
AMN) DI ORBIIE, T-ANKFY FITATF LAYk
IV a ISR TH L, TAMN) Y Y UIE, REkEAEE
JRAE OB E O H 12 L ) BRI S E 2 LAVRIBE N T
W, HHEAT—%)

16.6 JFEDNEREHT28E

16.6.1 FFikpeE=EEE

Mmyrrey >
iR P AR e S B & (Child-Pugh A 3 7 A, 8B VEE Y &~
2omgx 1H1AIREHG L7z EDVIVEE Y ¥ DCmacf FAUC2
1. FFREREIE WM BRE & B L T2 N2 N27% M M 4T% 5> 726
rhA EE AR R P 2 % (Child-Pugh A 2 7B, 8 IZ) v EE ) »
25mgx LIRSS L7z 2 & FFRRREIE B kit & I L) v
B ¥ DOCmacl Z5%ML < . AUCuIZE%E Ao 720 D (FHEIANT— %)

2)F/KEIN P57 F3IFK
R A% BERSE % (Child-Pugh 2 2 7 A) B# 12 BT 5. 7/ KE L
797 xF 3 RBmgl#EGEEOT /RN 7T T 25 I FO
Coax X NAUCHE ., FFHEREIE R #BRE (20 L. 22 111% L U8%
KF L. 7/ FREIVOCrac L CAUCIE, Z1EN3% K U T1% T
L7zo F72. PEERHEEERT E (Child-Pugh 2 2 7B) &2 B
by F/EREN 757 xF 3 Fomghlal#k5 DT ) KL T
57 x5 3 FOCuax X FAUCIE, FFHEREIEHHERE 12T L. T
FN19% K 13% LA L. 7/ FENVDCuax L FAUCIE, 212
112% K ON3%A T L 720
S F R BERE % (Child-Pugh A 2 7C) BF I BT A, 7/ KE
V777 xF 3 F2bmgH GO T /RN TT T )3
R OCmax % NAUCH: . B IE R S 123 L. 22 155% K
U46%IETF Ly 7/ R E L DCuax e FAUCIE, FNEN10% K O
STMET L72e BEEFEARTHILE L 72 & & (BRI RERERE L
OB RE IR TR T 2 B 38% K U20%) o T 2 JF A pi s 2
BB (JEHEE) 7 /RN 75725 3 FOCuax L O°
AUCH. FFHEBEIE R MBS (2R L. 22N 18% K% 6% T L
72 BHEANT—%)

BILbUPEEY
IAN)EEIIRFOREZIZEALZ TRV, R
FEEEERE LRI ERL TWav,

16.6.2 BRUFFR Y1 IL A RV/RISCRIF XY 1 IV ABHE B ERE

MyreEy >
FEE MBS B RERAAT O . BEIFF Y A v A e O/ UL CIIRT %%
7 A NVAEHIV-10BEEEGEEOMIEF ) LV ELY Y OAUCH
T OColz BRIRAICRTE L 72 B 558 e o T2 (WHEIAT— %)

16.6.3 B EEERE

MVILEED >
VIVEEY) v OEPEHIREN TH B 7250, B ERE 2R L
L7Z3RERTER L TV, YILVE Y IS AR NS
LS, MFENTRCIEBLENTIC X 0 B S B aHelkid kv, 910

@F/KEN PF5TF3IFR
WEBREREERE[ LT F =275~ A (CLler) A¥15mL/
minPh E30mL/mins i, FEHT AR 5EIT] K OB B Bk IE RS
(CLcr90mL/minBh F)I2F 2 RE )V 757 =9 3 F25mgk Hilnl#k
L7 E 07 7KL 79723 FROT / RELVOREYH
BT 2—=F 2 RKITRT, WEANT—%) [7.3. 8.22H]

RS BEBRARVEEBHERZEREICT/AEIL 75371753

N25mgZ BE%E Lz & & nmiEhT /REIN 7537 1F3IFR

VT / REIWDEYEIRE/INT X — 4

W) B HE . b gt e s iy e | /D IEFII DI (%)
)85 A— % ‘ [:55309N e (90%EHAIX )
FIRENVT T T2F IR
Bl% 13 14
179.43
Cunax (ng/mL) 198.8(62.1) 363.7(65.7) (123.73. 260.20)
191.89
AUC=(ng - hr/mL)| 267.3(49.2) 513.2(47.3) (137.81. 267.18)
tr2(h) 0.53(22.8) 0.75(51.8) -
7 )R
Bl% 13 14
279.31
Cumax (ng/mL) 9.5(36.5) 26.4(32.4) (231.48, 337.02)
AUCe(ng - hr/mL)| 342.6(27.2) | 2073.8(47.1) 07876
) ) : ) (457.21, 720.01)
ti2(h) 51.28(12.2) 56.53(19.6) -
S (CV%)
KEH -

BILbUPEEY
BEEREREEREIC DA D) Y Y U 200me e ARG L2k &0
HYBIEE /ST A — & # FIRT,
B L5 1 SRR LI BAAE L 72 3B R oo i B AT (Il i &
400mL/min. BEHT i F600mL/min) 12 X V) %55 D #30%7
FENTe WHEAT—%) [7.3. 8.2, 9.2.15E]



x99 BREEEBEECHIBZIILMNI D ZEHA(200mg) DEE
BRERDEDEHE/NT A -2

CLar L, Bgwo AUC CL/F Cloens
(mL/min) st C(rlgifnjﬂ% (ug/mL) (ug-h/mL) (mL/min) (mL/min)
>80 6 107£21  2.2%0.6 11.8£2.9  302£94 213.3£89.0
50-8 6 59.8%6.5 3.8+0.9 19.9%1.1  168%10 121.4+39.0
30-49 6 40.9%5.1 3.2+0.6 25.1%5.7 13828  68.6%£32.1
<30 5 22.9+53 2807  33.7+21  99£6  29.5+11.4
BT
é;i‘i’gﬁ 5 8.8%1.4 28%05 53.2£9.9 G412 -
<30
Sl + A (R
KEH -

16.6.4 1Ei7. ERADHRS
AR P OHIV-1EGe 84 (1660) 12, VIV E YY) »25mg% 1H 1A
PeH L2 E, JIVEEY) ¥ DCmaxs AUCon 2 Crminldy HFER
(6~1238 ; 1161) & [ L CZ22N21%. 29% K US35% %4 L .
TR (1361) Tld. FR2EN20%. 31%% U42%i% 4 L 720 (Fk
EAT—%) [9.5.25H]

16.7 EMHEEIER

16.7.1 In vitroRBRE 4

MUIEEY >
MATE-2KIZ5F$ % FHEEH (ICsfl © 0.05uM i) %R L7z,
[16.4.1Z=H]

@F/KEN 7ZT712F3IK
P-gp. BCRP. OATPIBI} O*OATPIB3DIE TH b, F72. 7
7 REIVIZOATL, OAT3R UMRPADHE TH Y, OATLIZK T
B3OSR (ICsofi © 29.3uM) 27k L 720 [16.4.25:0]

16.7.2 ERERAREE
KRAOEN T % GHTHEAEHHEEZZG Lz &0, K
FIOH J 5 AL B SE DI B EN DL E % 10~15127R T o
[10.1. 10.2&M]

£10 HAEKSEOVILEEY > (VILEE Y > 8%E150mg 181

Eli%5) DEMENFE/INT X —2DLE

YIVEE) Y OEEEE ST -5 Dl
e S 0 PR/ 5005 (%) (0% (R I)
Crax AUC Cain
e 400mg 13~21 100 100 100
1H 1/ (90-110) (95-106) (92-109)
F/REN YV T | 300mg
N . _ 96 101 9
gy yTMR I 160 @iy | e | (@16
FLFEN/) M | 800me/10mg |, o 179 230 218
<5 LH1E (156-206) (198-267) (239-324)
D¥FEN ) b | 400 100mg 15 129 152 174
FEVEAH 1H20 ? (118-140) (136-170) (146-208)
FVTFTFEL | 400mg o 112 112 103
1H 2l (104-120) (105-119) (96-112)
V77TFY 300mg 117 65 54 51
1H1E (58-74) (50-58) (48-54)
V77 7FY 300mg 10~18 69 58 52
LH1[E (62-76) (52-65) (46-59)
V77 7FY 300mg ~18 143 116 93
1010 (130-166) | (106-126)¢ (85-101)
TTEFVY YVEEY VB ® al
e 5126 20~24 i oy -
L0mg 16 (84-116) (78-107)
TTEFVY YIVEEY V8K 5 2
Er &2l 20~24 : % -
L0mg 181 (12-19) (20-28)
T7TEFV Y JVEEY
e 121 113
e GARsH 2~24 g e -
L0mg 181 (106-139) (101-127)
VTI7 ey 600mg 15~16 3l 20 1
1H 1 (27-36) (18-23) (10-13)
rhaty-r | 40mg 15 130 149 176
1010 (113-148) (131-170) (157-197)
FATFV=V | 20mg 15~16 60 60 67
LH1E (48-73) (51-71) (58-78)
7E N7/ 72 | 500mg 16 109 116 126
v [l (101-118) (110-122) (116-138)
7 MVARSF Y | 40mg " 91 90 90
1010 (79-106) (81-99) (84-96)
Uy EFY Y| 500mg 16 117 125 118
1 (108-127) (116-135) (109-128)
YVTF7 400 | 50mg 15~16 92 % 104
1] (85-99) (92-105) (98-109)
YATLE VY 150mg 2 104 112 125
1H 1/ (95-113) (105-119) (116-135)

YVEE)  OENEE T A5 DL

igHES EREomE | fx B I/ A 05 (%) (90% (EARIX R

Crnax AUC Cin

VYSRAEN -V 190 - 400mg 14 97 102 112
FATEVEEH | TH1E (88-107) (94-111) (103-121)

VERATEN 400mg 7 105 106 99
1H1E (97-115) (102-109) (94-104)

RELH -

a) ) IVE Y v EKI25mg 1 H 15
b)) IVEE ) Y #E50mg 1 H 145k

)V IVEEY) Y RFI20meE BF & LTS Lk & L0

d) ) IV Y EHI75mg 1H 1RG5

e))IWVEY ) VY - 7/ REN Uy TaFR YV TIRVERE c A ) VY

Y UELEH(25 - 300 - 200mg) 1 H 1515

®11 UVILEE) P 8F (150mg 18 1E) R EEFOGAEOEYERE

AP Z St 10): 4
BEHEOENBRE ST A — 5 DI
B EORS | @R B IR/ A58 (%) (90% (5 HRIX )
Coax AUC Cain
IE)yy 400mg 1321 9% 112 B
1H 1M (80-114) (99-127)
7/ KREN TV T | 300mg
A ~ 119 123 124
Ry VTR LI 516 ) 013 | 16130 | (110-138)
FIvten FFen/1) b
FUN L35 90 89 89
800mg/100mg (81-100) (81-99) (68-116)
1H1MH
oEEL oedEL -
MREVERA | 9% %9 89
400 - 100mg (88-105) (89-110) (73-108)
1H2M
FVFZFEM | 400mg o 110 109 127
1H2M (77-158) (81-147) (101-160)
V77 TFY 300mg 17 103 103 101
1AL (93-114) (97-109) (94-109)
V77v¥y Y| 600mg 1516 102 % B
1H1E (93-112) (92-107)
rhaFy-L | 400mg 15 8 76 34
1H1ME (80-90) (70-82) (25-46)
FATTI=N | Nmg 1516 86 86 B
1H1E (68-109) (76-97)
7473/ 72 |500mg 1 97 92 -
v 1 (86-110) (85-99)
IFZNVIAMNTG | ZFZNVIALT
I = Dk 2 7 S
. R 117 114 109
FATUYRERH | 14~17 g . -
0.035 - Img (106-130) (110-119) (103-116)
1H1E
JNVIFAFOSY | ZFZVIALT
JF=- /L
. 94 89 9
FAFUVRAEH | 14~17 ’ N .
0.035 - Img (83-106) (84-94) (90-108)
1H1M
TIVARSFY | 40mg 1 13 104 8
1H1E (108-168) (97-112) (69-103)
70V EFY Y| 500mg 16 9% 103 B
1fal (85-113) (95-113)
YVFFTA4M | 0mg 1516 93 97 B
1 (80-108) (87-108)
R(-) A% koY ARy .
86 84 78
60~100mg 12~13 g " ¢
e (78-95) (74-95) (67-91)
S(+) A4 F oY ARy .
87 84 79
60~100mg 12~13 o i -
eI (78-97) (74-96) (67-92)
AbAL Y 850mg 0 102 9% B
10 (95-110) (94-104)
YATLEW 150mg ” 110 106 9%
1H1E (97-126) (94-119) (83-111)
LYRAE LY VISAEN - 101 108 116
BATEVEEH (95-107) (102-115) | (108-125)¢
JRATEN ?Oa'lﬁﬁomg 5 105 110 )
(93-120) (101-121)
YRATEVOE 106 115 118
e (101-111) (111-119) (113-124)
YERRTE WY YEATE N 121 109 B
400mg - (90-162) (94-127)
[
yaa7erok | HH 106 101 )
R (99-114) (97-104)




GERZEOZERE S7 2 =5 Ot
e e B P/ At - (%) (90% (R HEIX R)
Conax AUC Cuin
IRy 0.5mg 2 106 98 _
1 97-117) (93-104)
ARE -

a) ) V) AT mg 1 H 1Sk

b) U VE L) »EI25mg 1H 15 E

QUKL VERE - 7/ RN VY TaF UV T YVEE c TA M) VY
Y ELAHD (25 - 300 - 200mg) 1 H 1IA% 5

7 RE BEREOREMETE YT X -5 DI
5 i P / B A L (O W=
PR e ;l/l:l % PR I/ B 5155 (%) (90% 12 SEIX 1)
oS Conax AUC Cuin
NEAAPN 2.5mg 25mg 18 102 112 _
1T 1H1E (92-113) | (103-122)
Img 25mg 18 99 108 _
IR 1H1Im (89-111) | (104-114)
YVEEY) Y 25mg 25mg 2 93 101 113
1H1[H 1H1[H (87-99) (96-106) | (104-123)
L2 50mg 10mg 20 114 109 _
10 1H1EY (94-138) | (90-132)
Velpatasvir (EIA | 100mg 10mg 130 150 160
KR JERLE 1AL (117-145) | (135-166) | (144-178)
VEATENV 400mg % 123 137 B
1M1 (107-142) | (124-152)
VKRATEND 129 148 158
EHRHY (125-133) | (143-153) | (152-165)

d) Com
F12 HHHEEREEOT/KREIN 757 27 I KOEYFHE/INT X
i) 4
FRY 7/ REN TT72F 3 FORENH
S e VTS N BRI A=F Dl
ES PEFSEOAIRE | 5 | K| e e e (%) (0% R
FORE Cas AUC Cain
AVNTEE Y | 300mg %mg % 43 45 B
1H2m 1 (36-51) | (40-51)
TIHEFEN 7HHF LN/ | 10mg
) RFEL 10 1 177 191 B
300mg/100mg (128-244) | (155-235)
1H1E
I¥YA¥ v b | 150mg 8mg 1 23 265 B
1H1A 1H1E (220-365) | (229-307)
FF¥nm FVFEN - 3| 5mg
E: 7\ W i a)
g;;u 5y ME | 1H1A Ll o )
800 - 150mg (72-121) | (80-119)
TH1ME
FVFEN/Y) | 10mg
FFEL 1 10 142 106 B
800mg/100mg (96-209) | (84-135)
1H1E
FVF77E¢V | 50mg 10mg 0 124 119 B
1H1E 10l (88-174) | (96-148)
I77¥LYY | 600mg 40mg " 78 86 B
1H1MA 1H1E (58-105) | (72-102)
OEFEL -1 |80 20mg | 10mg 1 219 147 B
MFEVEAH | 1HIE 1 (172-219) | (117-185)
VR 25mg 25mg ) 101 101 B
11 1AL (84-122) | (94-110)
EVRI) Y | 50mg 10mg 19 100 9% B
B LHLEY (86-116) | (89-103)
VAATE L - 400 100mg | 10mg % @
s o 5 b) -
/\/)j/\ 5 AV | 1H1E THIMA 24 (63-94) (81-9)
FLEH
REH -

)7/ HREN TTT7xFIRTVERNE - TA M)V FEUEEHN(28 - 200mg) &
JilRvar )

b)TIVEFZSEN - QY ATy b - F/KREN TIT72FIRT7VERE - ©
LMY T UEAAF(150 - 150 - 11.2 - 200mg) & F v 724

RI13 F/REN PT371FINT7VIEERE., TIEFTTE

V- AEY XAy N - FI/KREN PSTFIR-ILMNUDAE

CEAERIET/REN FIT71FIRN ILMNY D AECEAER
BEFOHAZOEYHEBNTI X —2D

7/ FRE BEREDENBE ST A= 5 DI
N ' o v s | O /B 5 (%) (90%EHEIX.
B BREORE ;blzl i3 P e/ B 5165 (%) (90% 3 X 1)
FoE Conax AUC Crin
HAVNTELE Y | 300mg 25mg % 70 T B
LH2IA 10 (65-74) (74-81)
THHFFEN 7 8¥FFEN/ | 10mg
UR AP 1] 10 % 9 100
300mg/100mg (89-107) | (96-101) | (96-104)
1H1H
JEYAYy b | 150mg 25mg i 106 109 111
LH1E TH1EY (100-112) | (103-115) | (98-125)
FhF¥n FVFEN - T | 5mg
Z\;\JZMWE TH1EP . 102 9 o7
300 - 150mg (96-109) | (92-107) | (82-115)
LH1E
N+ /1) | 10mg
MFEV 10 10 9 101 113
800mg/100mg (91-108) | (96-106) | (95-134)
LH1E
FVF77¢N | 50mg 10mg 0 87 % 9%
LH1E 10 (79-96) (93-103) | (88-103)
o¥en T¥FEL - | 10mg
MFEVEEH | 1E 10 100 100 9
800 - 200mg (95-106) | (92-109) | (85-112)
LH1E

KEH T~

)7/ REN 7T 7 ) IR TVEE - A M) VY UEAH(28 - 200mg)
Fv 7 Mead

b)IIWVEFZIEN - QY RY v k- F/RELN 757253 N7V - =
AR HEVEAH50 - 150 - 11.2 - 200mg) & v 72 st

K14 HHAZERSHOILNI S 2ECOEYFHENIA—2DL

ILN) Y Y OEWERE T A —
TARY y0lt
BEARE BRkORE | v th‘ 7| VR | R A (%) Q0% R X )
@ =
. Coae AUC Coi
7/ KENV VY| 300mg 200mg
R 9% 107 120
7u%y V77| 1616 1H1 17 7 " -
e TH TH (87-106) | (100-104) | (112-129)
LYYFEL | 800mg 200mg . 92 101 -
1l 15 (82-104) | (94-109)
FZVTYY | 40mg 200mg 6 104 102 ~
111 1 (94-116) | (94-111)
THE 76 (90-104) | (93-101) | (88-104)
FIVFEn FVFEN - a3 | 200mg
Z\;ﬂmw@a 1H 1 | " 1 1
80 150mg (102-124) | (117-131) | (124-138)
1H1
I77¥LYY | 600mg 200mg I 90 92 92
1H1 1H 10 (81-99) | (87-9%) | (86-98)
¥VbTY Y| 50mg 200mg " 90 84 9%
1] 1H 1 (82-98) | (81-88) | (90-99)
VARATEN - 400 100mg 200mg
R 102 101 102
SRy Ay | IHIE LELEP 241 gr106) | (o8-100) | (97-107)
BLAH
gyay LA |0.05mg/kg 200mg ” 89 9% 103
1H20 1019 (83-95) | (91-99) | (96-110)
77 Ay, u¥ | 500mg 200mg " 90 93 -
% 11 L35 (80-101) | (87-99)
REH  —
)T /EREN TI T IR T7VERN - T4 M) Uy Y URAHI(28 - 200mg)
i NAVAL: )

b)TVEFZ SN - AV AY Y b - F/KREN 7572+ I N7V ERE - -
AR Y FEVEAHI(150 - 150 - 11.2 - 200mg) 2 Hv 72 HiE)
OILAN)YFEY - F RN DVTOF YN T VEREELAFH (200 - 300mg) %

Fv 7z ist
£15 ILN)DHECHEARSEOHRAEODEMERE/NF X —2DLt
RS BHEOEWRRE T A Ol
e bEoRE | vy | mg | RS (%) (0% )
OHE Crax AUC Cain
7/ KENV VY| 300mg 200mg
R 103 100 102
MRS e T ey | e | @eng
LYYFEL | 800mg 200mg . 98 102 ~
118 18] (84-113) | (89-117)
FINTY v 40mg 200mg 6 105 109 _
10 1A (95-116) (83-144)
VAN 300mg 200mg
1A 26 i | o7 |7 L L
THH THE (100-138) | (105-120) | (89-109)

KREH -



17. ERERRIE

17.1 BHHEROCRLMICET 5158

17.1.1 MHIVEIC L2 BEZRP H V. HAREBA6,»BUEY 1A
JLZZICIMFE S, POXROENRS ST HMEHF £V
HIV-1BRBEE MR E L B ERRRER (5 IbiHHRER) : GS-
US-366-12165E8
YILVEEY Y (RPV) - 7/ FRE)N Yy 7raxI L7 < ViR
(TDF) - =4 M) ¥ % ¥ (FTC)EAHIC X A2 HHIVIEEIZ L )
67 H VL EFRRE LT A v R S v, 2o RH OB R K
BT A ES 2 WHIV-TEG B HE 2 R & L, KA
BATBORMER Ve a3 572912, RPV - TDF -
FTCH A HI OGRS ket 5-8F) 2 xR & L7z A b —EE
Mol A7 HE R FL ek B % 520 L 720 ASIHBF O BRI IE R1ID L B
NCTd . MG 2 ARK OIS AWRGE S L7z (B =
(95.001%CI) : =0.3(-4.2-3.7)%] ¥

F1 ABERFOEEKRREDBIE (GS-US-366-1216545%)
EN kA G-
I%(%) 31651 31361
7 AV AFREYR o o
HIV-1 RNA <50copies/mL 296(93.7%) 294(93.9%)
AN AR 2(0.6%) 0

) G- 1248 B o I 4 HIV-1 RNA®EA50copies/mLEL EDFER], (H#ERN R
DRI WIS & 0 BN L7l RS, T, HREOX
WAEIEFI DA OB TR L 72 EFI O 9 B IR M4 P HIV-1 RNA
#7%0copies/mLEL 1T - 7 EH]

31661412061 (6.3%) |\ ZEITEAA RS vz, EREIERIE. TH3
$1(0.9%) . FL261(0.6%) TdH - 720

17.1.2 MHIVERIC K 2 5ERRIS H Y. HERBABAI6» BRIEY A
IWZAZRICHFEI S h, D OXREDOFME DI T B ML &V
HIV-1REEBEZ MR &L B ERRRAER (B MbMEHE) : GS-
US-366-11605X5%

77 Ly (EFV) - TDF - FTCEAH] (EIPAAKRE) 12 & 55
HIVEEIZ X V6 AU EFHE L T A )V A Hfl S, oA
FIDOH AR DA R WHIV-TE G B E F R e L, R
FNZE) D B 2 7B OB R R N & AR 572912, EFV -

TDF - FTCR G # O ket 5 (ke 5-7F) % 0t Bt & U 7= e 21t
TEEMIATHE RGN & T L 7o 48HEIE D ERIREGE L 20D
LB THY ., MRk 5 ARF O IEBVEDRGE S 7z [

2 (95.001%CT) © -2.0(-5.9-1.8)%]o
&2 ABERFOERRRREOBIR (GS-US-366-11605HAR)

AANTE HkAgER -1
Bil% (%) 4385 43715
A v AR (05
HIV-1 RNA# <50copies/mL 394(90.0%) 402(92.0%)
7 AV AR R 5(1.1%) 4(0.9%)

1) 514488 o 114 P HIV-1 RNA i 2550copies/mLUA_EDFER], (HHERDH
ORI OIS X ) B RIE L), AR, T, EERSROR
WL ET DI OB Tk L7220 5 5. RO AP HIV-1 RNA
#7%50copies/mLEL 1T - 7 EH]

4385115641 (12.8%) \ZEIEH 25580 S5 N7z, TREIERIE, B
JRTHI(1.6%) . SEME6H1(1.4%) . ARSI (1.1%) . T #4650
(0.9%) . 4 7 3461(0.9%) Td - 726

17.1.3 FHIVEIC K 2AERBRF B OHIV-1BEBREEHREL L
RPVE R HE DB EERER (BB I AHER)  C209: 8 (ECHOH
E&) RUC215588% (THRIVE R ER)

PLHIVHEZ & 2GR A 72 WHIV-1EG B E 2% & L, RPV
25mg M O 5 it (BR) O 1 H LI 5- O A w5 Jr U4 & % #at
$ 572012, EFV 600mg/t O'BRO1H 1[A#% 5% s lg & L 72 efE
BAL T EEMOGATEE M LB & 25 R L 720 SR DBRIZ,
ECHO# %3 TDF/FTC., THRIVE#:ZTDF/FTC. ABC/3TC
NIFAZT/3TCE L7z, 48R DR BREILFIDEB Y TH Y,
MR & b . EFV +BRIZH T 2RPV + BROIES A KEE S 7z
[#ER 72 (95%CI)  ECHO#MB% : 0.1(-5.5-5.7) %, THRIVEG
B2 3.9(-1.6-9.5)%]c F7z. BAEEIBT 5 HEFE (ECHOR
BB O'THRIVERER O B & f#HT) % 2418, 19 [5.1, 5.3.2%
i8]

3 ABEBFOERRRMEDEIE

ECHOM SR THRIVE:ER
RPVATDE/ | EFV+TDF/ | ppy L BRe¢ | BFV + BRE:
FTCE FTCE 34001 33801
B (%) 3461 34471
AV ABERYR)
D 287 285 291 276
HIV-1 RNA%| (82.9%) (82.8%) (85.6%) (81.7%)
<50copies/mL
2 AV A 38 15 24 18
[ (11.0%) (4.4%) (7.1%) (5.3%)

7#1) TLOVR : HIV-1 RNA# <50copies/mLA%2[l##5: L Tl 5 48 £ C

-t ¥
R

H2) 7 A OV AR AR (208]H 5 THIV-1 RNA® <50copies/mLATED &5 L,
Z D1%ASE F TIZ20n] 5 THIV-1 RNA & =50copies/mLANED 617
H) AE Y AV AR RG] (4838 £ TIZ 2 M L - HIV-1 RNA® <
50copies/mLASEED & N o 72 BH) &,

£4 N—ZF 41 HIV-1 RNAEBRI. X—ZX 71 > CDAfzMY >/ ER
A, A8EBFD T 1 IL Z2EIRHEEY (HIV-1 RNAE <50copies/mL)

RU™I 1 IV ZZ R KB
RPV + BREF EFV + BR#F
686151 68217
~N—2A 54 YHIV-1 RNA% (copies/mL) Bl 77 A )L A 2 (575hf:
90.2% 83.6%
=100,000 (332/3681) (276/33061)
77.4% 81.0%
>100,000 (246/318%1) (285/35211)
~—=25 4 HIV-1 RNA & (copies/mL) Bl 7 £ b A Zf Sl
3.8% 3.3%
100,000 (14/36851) (11/33011)
15.1% 6.3%
>100,000 (48/3181)) (22/352f1)
=R 54 v CDAkRTEY » 7 XERkEk (cells/ul) B ™ £ )V AR RN F:
s 58.8% 80.6%
(20/3480) (29/361)
80.4% 81.7%
=50, <200 (156/19411) (143/1751)
86.9% 82.4%
=200, <350 (272/31301) (253/30741)
90.3% 82.9%
=350 (130/144%1) (136/164%1)
N—2 5 4 >~ CDABFE Y > 735k (cells/ul) 3 A v 2270 ik
17.6% 2.8%
<50 (6/3461) (1/3661)
13.9% 8.0%
=50, <200 (27/194%1) (14/17561)
6.7% 4.6%
2200, <350 (21/313%1) (14/30741)
5.6% 2.4%
=350 (8/144f1) (4/16451)
##1) TLOVR : HIV-1 RNA# <50copies/mL722[al3d 5 L T 7% & 114838 £ C
Fee

1E2) 7 A OV A E ARG (211 # 5 CHIV-1 RNAZR <50copies/mLAYRE®D 5L,
Z D483 F T2 20 THIV-1 RNA® =50copies/mLATED 5L 7-
) x4V AR RG] (4878 £ T2 201 L 72HIV-1 RNA# <
50copies/mLASEED B0 728 H) % &,

17.1.4 MHIVEIC K 2 6EZ8 H Y. HRERFEER6» AU EV A
JVZAZEICHEI S, P OFERERVEGESEBREERICL 5a%E
B EOHIV-1BEEEE MR E L ZRPVEEREI OB ERKRR
B (BB M MEEAER) : GS-US-264-0106585%
a7 —EHEHR., ) b Y O2F] ORI % 5 G T
ERNOEHE G2 X APHIVIEFEIC L D6 AL EFRRL T 1 L
ASEEIPH] S A, DO IR R R TR R A1 & 2 (G E
D7 WHIV-1EG B Z 2 xf % & L. RPV - TDF - FTCELAHIIZ
U0 B2 7B O RE R MR IR T 572012, TaT7 7 —
FEHEH], VU b OV R U2 OF% R S 0 8 G 3 [ 271 o ke
P Gkt 5-18) &2 /IR & L 7o S0 2 AL IR B Ml A7 ] T il B
EN L 7zo 24O RIRBEIZ RO LB TH Y. ks
I3 ARPV - TDF - FTCELAHI DO IELTEAMRE & L7z [ 7%
(95%CI) : 3.8(-1.6-9.1)%]. ' [5.1. 5.3.2&/#]

x5 26BEFOERKRKEDBIE (GS-US-264-01065:5%)

RPV/TDF/FTCH Hkited G-
B1% (%) 31741 15951
AL AR R 297 143
HIV-1 RNA# <50copies/mL (93.7%) (89.9%)
AV RS S 3 8
(0.9%) (5.0%)

1) 243K 1IZHIV-1 RNA®EA%50copies/mLEL EOSER], HBERI RO KA X )
REp% Uk L 7R, GIEA RO KIS OB THRERZ Pk L 7ERI 0 S
5. HIEEEOMEEFHIV-1 RNARA50copies/mLLL_ETd - 724§ ]

17.1.5 MHIVERIC L 2 AERRP BVHIV-1IELBEEZEH{RE
UL7FTC/TAFEERA D BNERHAR (FEIHEKR) : GS-
US-292-01045%8&

BUHIVIEIZ X 2 B 2 WHIV- 1R E 2 R e L, T
YFrZ7S5ENV(E) - aey 2%y ~C) - FTC(F) - TAF(F7 /&
il 797 )3 F)REFOEMER O EEME MG 5720
IZ. E-C+F - TDFREH] &5t & U7z e 2 /b = E ERIGATH:
M BEER % S50 L 720 SR DR IZFE6D LB TH Y |

E/C/F/TDFZxtd AE/C/F/TAFDIEHLVEDFREE S 7z [T 22

(95.002%CI) : 1.0(=

2.6-4.5)%]. ¥

%6 48ERFDERRBEDBIE (GS-US-292-01045:5%)

E/C/F/TAFE E/C/F/TDFH#
B%L (%) 43561 43261
PRSI ESEE S 405 399
HIV-1 RNA & <50copies/mL (93.1%) (92.4%)
PRSI ES:ES e 13 11
(3.0%) (2.5%)

1) 48R MA4E FHIV-1 RNA it A%50copies/mLEL EOFEF], iGHEDH O KN
SOLHEHIC &) BN IE L7z iEf), AEHESR, L, HEDRO RN
EEF DA OB THIE L2ZER O 9 5, dikREo M4 HIV-1 RNAR)S
50copies/mLIL 1T & - 7= il
E/C/F/TAFHIZ B\ T43560H118261 (41.8%) IZEIEHI AR S 1L
77o EZREWEAIZ. E04961(11.3%) . THI7HI(8.5%) . HEJiF28%1
(6.4%) F5724150(5.5%) . 1Bk F1481(3.2%) T - 720



17.1.6 MIHIVERIC L 2 BEZRRISI B VHIV-1RBLEBREEZ IR E
ULFTC/TAFERARADBIEFRAR (B IMARR) : GS-
US-292-01115KE8
PIHIVHIZ & 2 BB REERA 2 WHIV- UGB E 2R L, E -
C:F - TAFRAHIOHE MR Vet iit+ 572012, E -
C-F - TDFECAH] &5t IR & U 7o SR 2 AL 15 5 Ml 47 7 1 ek
RER A FER L 72, ASHF ORI RTOEBY THY ., E/
C/F/TDFI$ BE/C/F/TAF D IEL A MG & 7z [HER 72
(95.002%CI) :3.1(-1.0-7.1)%], *®

R7 ABERFOEEKRMREDBIE (GS-US-292-0111545%)

E/C/F/TAF# E/C/F/TDF#
% (%) 43161 4358
AV ASERR) R 395 385
HIV-1 RNA# <50copies/mL (91.6%) (88.5%)
7 AV AR I 18 24
(4.2%) (5.5%)

TE) 48 O MAFHHIV-1 RNA = A50copies/mLEL EDRER], {HHE RN O KN
SOEREIC &0 Bk U7 Efl), AESRR, ST, BmshR o RuxL
IO B CTHIE LRI ) B, RO IMEEHHIV-1 RNAEAS
50copies/mLEL_ETdH - 72 fE B
E/C/F/TAFHEZ B T43861H156%] (12.8%) IZRIVERARED &1
7oo EZEIWERNE. BOA160(9.5%) . THI2561(5.8%) . HHifE24 5]
(5.6%) ¥ET1961(4.4%) . TFEIED F 0 1261(2.8%) T o720

17.1.7 MHIVEIC L 2 8EZERP H V. HAREBm6»BUEY 1
VAR S h TOBHIV-1BEEE AR E U FTC/TAF
EF WA OEIERRER (5 I18558) : GS-US-292-010955&
TDF % &L HHIVEEIC X Y67 B L EFEsE LT AV A0 H)
HENTWAHIV-1EREZ AR L L, E-C-F - TAFRA&H]
W20 B2 7B OB INER Ve EE T 572012, TDF% &
CHHIVEE O kB G- ikt 5-5) % 6B & L 72 i0E A LIS
SEATHE ] LR & S0 L 7o A8 O RRIREIZFE8D L B
THY ., WHit G123 5E - C - F - TAFBLAHIOIES A HEEE
SN7z [HERZ(95%CD - 4.1(1.6-6.7)%]o ¥

%8 4A8ERFDERFRREDBIE (GS-US-292-0109:5%)

E/C/F/TAF#: ARG
B (%) 95981 4776
A b A EERR) R 932 444
HIV-1 RNA# <50copies/mL (97.2%) (93.1%)
7 A U A SR 10 6
(1.0%) (1.3%)

VE) 48 O MAFHHIV-1 RNA#A50copies/mLEL EDFEB], {HHERDFE D KN
SOALWEF I & B L2 ER, AESR. B, W R O KW
IEWEE LA OB CTHIE L7ERI O 9 B, HIEREOIMEEFHIV-1 RNAEAS
50copies/mLELETdH - 72 fE B

17.3 DA

17.3.1 QTHEREICX § 2 2E

MUy >
QT/QTcHBOIERIIED SN ah ol BB, YIVELY ¥
75mg % U°300mg™ # 1 H 1E SUiE#% S L7z & &, QT/QTchikEd
EPBOOENITZ(R=ATA U PEDOBILED T T REDHE
D31 (95%E AKX I O L FR) 1E 2 24110.7(15.3) ms 2 1233
(28.4)ms). 2~ [9.1.1, 10.2&H]

@F/KEN F5TxF3IF
HEHERAASHI Z X 512, 7/ KRN 75723 F125mg™ %1
HI1RKERS L7z &, QT/QTclMkE MK OPRIEIE DML K13 720
SNhhotze BHEANT—%)

W) AR O - HRICBIILIVVEEY Y ROF /KRELN 75 72F3F
DIHmEIZZNZEN25mg . UN25mgTdh % o

18. FErhIKE

18.1 fEAF

18.1.1 UJLEE U > (RPV)
RPVIZ I R s G RE R & #] (NNRTI) T ) . HIV-1#x5
W2 IO E T 2, 2002

18.1.2 F/KEI 757 xF I K (TAF)
TAF IR YR EHERER (NRTD CTH ), 7/ KLELVDT
URNTy 7 Tdhhb, TAFIZKEEMEZEKL O~ 07 77—V
NTTY VAL VKGR EZT. TRV ER D HIBA
T VbR . T RNV VR GEMEACH) & b T
JARENVTY) YERIL. HIV-1EEEORETHLTAHF T ¥
FYUS-Z) VBEBEATHI L, RUDNAICIY AF B
12, DNABiffEZ X852 L4, HIV-1¥EEEZE O
MEHES 2,

18.1.3 TL MU RZEZ (FTC)
FTCIENRTICTH b, MFBANEEFZRICL D) YL ) &
FEUE-=) VEEGEENAE) L b, TANY YV FEVE-Z)
CERIIHIV-1EERZEORE TH LT XV v F Y V52 v
MEsaTsI . RUHEY A VADNANILY A F 72512,
DNABFIEA L8425 2 210k ), HIV-LEEEREE O %
FHES 2,

18.2 Hi7 A IV ZYER (n vitro)
RPV. FTCKR U TAF® ) BE2W A G b 7zBEo i Hxh R 12>
W, WINOMAER THATEN 2P 1V AEEIRO SN

f,o 20). 22)

18.2.1 RPV
THIFIR I B Se S 7-HIV-1EBRZEMRO TIBI A § ARPVO
50% 4 K EE (ECs0)  (H9f#) 1X, 0.73nmol/LCTd - 72,

18.2.2 TAF
) UoSEERERIAE. SRR ImEAEER, WA Rk~ a7 7 —
VR OCDABGHET ) & 7 SERIZ s & 472 HIV-10D FEERE bR K OV IR
SrEERRIC 0 A TAFOECso (iFH) 1%, 0.1~15.7nmol/LTdh - 72,

18.2.3 FTC
1) 2 SHEERBERERE . MAGI-CCRSAMALIE K OV AR I AL I 12
&G W72 HIV-1 0 FEERZE ML O R 5 BERR 12 65 2 FTCOECso
(#ipH) 12, 0.0013~0.64umol/LT& > 720

18.3 EEAIM M

18.3.1 /n vitrostB&

(1)RPV
R bR K O 7 8 4 7 O AR UINNRTIHEHIV-18:%
W 7zin vitroTH PEHESSBRIC BV TR S Nz RP VI B8 i 25
&, L100I. KI01E, V108I, E138K. V179F, Y181C. H221Y.
F227C. M230ICTd - 7z, 1020

(2) TAF
TAFIZA$ % &2 WAL T L 72HIV-14#Ekk Tld. K65RZ EAs
FHLTHY ., KIOEZERE L — @720 Sz,

(3)FTC
FTCIZA T 2 BT 12, WG RERFEIHOMISAV /1A R L
JEATFED 5 N7z,

18.3.2 EAFRRER (FIHIVEEDARIRERD & OHIV-1=E 8 ¥E)

(1)RPV
C209:t85 [z (°C215:88% ¢, RPV L ONTDF/FTC % 5 S/ B
BRIG & L7296 B ORI 12 B\ T BT B2 & 7271
Bl 5 5 39BN NNRTI BT #2522 (VI0L, K101E., E138K/Q.
V1791, Y181C. V189I, H221Y. F227C). 41\ NRTIf: R
225 (K65R. K70E. M184V/I, K219E) 25380 Hiviz. 7. 7
ANV AR RIEB T, WHRIERTH ST 3 7Y /FTCH 4
DFEBEEIL, EFVE L) SRPVEETE 2 > 720 [5.3. 1]

(2) TAF+FTC
GS-US-292-01045%8% % (°GS-US-292-01115B T, 7 1 L Z2£Hy
Pl &I S NERE O ) b 551448 UI R Rk & 7
o 72 o MAEFHIV-1 RNA & 7%400copies/mL % 8 2 72 B
xRS SAST HERRAT % M L 720 TR RIS SNV ET 7T
YWV(EVG) - 2¥ ¥ 2% » b (COBI) - FTC - TAFHLAHIEE2261
DH B, 12601ZFTC. TAFIZEVGO 3 St 28 H AT — >
VERRO BTz 7850 6NNt R A B L . il G R R I o
MI184V/T}, K65R/N, A > 77 5 — BHIHDTE6A/1/V. E2Q.
QI48Q/RKUNISSHTH > 720 A ¥ 7 ¥ T — BHIHIZEVGIi R
FAEFDSTR O N7z B ORI, G R I FTCi 4
RS BASERD BTz,

18.3.3 BRERRER (7 1 L ZERICHIFI S h T B HIV-1 g E)

(1) Al
GS-US-366-12163%5% ) NGS-US-366-11603kEi 12 5\ T, #%5-
W a4 P HIV-1 RNA®2550copies/mL= B2, Z Dk
400copies/mL % #8277 A )V AWK & HE SR, o
2 HE 54808 AL F v R ES ST o 1A HIV-1 RNA R 25400copies/
mL %2 72A5 A )V AR FEIRO FEHENZALFEY L & 0o 72 W BR
F R R BT % 52056 L 720 AT ARG SRS & L2 ARFITET B
9 B 3BT L G S FE I O T B 2 R (K103K /N P225P/
H. V90V/I, E138E/A, M41M/L. E44E/D. D67D/N, T69T/
N. K70K/E/G/R. K219K/E. V1181, L210L/W K& O"T215Y) %32
O HNTNS, REFEGHIGH AP SO SNERTH > 72,

18.4 =M

18.4.1 RPV

RPVIZ. RTICK103N % UFY181CE ONNRTIi P #E 7 3/ MRZE
FA VA L 7-HIV-1FEEBREMRETIED 5 5648k (96%) 1Bt A
WAER %R L72e RPVANOEZHOET 2726 L2E—0
7 X MBZEEIIKI0IP, YISIIK OY181VTdH - 72, K103ND 7
IR H—TCRPVIZH§ 2 K AT L e o 7225,
K103N % OFL100I10> B2 Cld, RPVISA$ 2 B2 s TRAS T
L7z YISSLZEEIZ L V), RPVICSK 2 &M 2s B R o vk & Jb
AT, BRI BRI AT T L7,
AV AZERIZIIH STV AR HIV-1UEG B E 25t 5 & L
7=RPV#5)  [ R 3885 (GS-US-264-01063%8%) T, RPVIZfif 4%
SR L7 #E#FTIE, fONNRTI(EFV, # ¥ J ¥ ¥} Ufdelavirdine)
R L CxEM A /R L7225, = 78 Y (ETR)ICH L Tid2
BIFp 1B C IR DS S 7z, 100202

18.4.2 TAF
K65R., KTOEZRIZL D 7 NA L, V¥ /2, 9370,
FTC. 7/ RENMICH T 2 EZHEMMET T 525, I K72 Ik
T AR SN D, 2
TS FEif AL S, WIZK65RZ &L QISIMBEAL R L. &
I s L R BLE AN S A M 2 O HIV-11E, TAFICR %
DT 2R L7z,
K103N3IZY18ICONNRTIB AR A2 4§ 2 HIV-11x. TAFIZxt
LTS MR R L7z,

M461, 154V, V82F/T K U'LOOME D 71 7 7 — ¥Rk i % 4
T HHIV-UETAFIZx L Cl&ZEE R L7z,



18.4.3 FTC

FTCHt AR (M184V/D)1ET I 7Y Y Ik L TR &ML R L7
W VT I FREN, YRTYUICHL
Tldin vitro CIES R MEFF L 720 =V 70 Vx5 B AR
TabbdER, U7V UHELR (M41L, D67N, K70R.
L210W. T215Y/F, K219Q/E) X3 ¥ ¥/ ¥ v B2 5 (L74V) %
B B4 VA, FTCIZxS 5 &M 2 HERE L 720 NNRTI %
ERGED T 5N AKLI0IN G fidZE % A 2 HIV-1id, FTCIZ
xh LTS R R L7z,

19. AR CEY 2ELEWAR

19.1 UILEE U L i5EEE

— R ) IV E ¥ ViR (Rilpivirine Hydrochloride)

1b%# % - 4-{[4-({4-[(1E) -2-Cyanoethenyl]-2, 6-dimethylphenyl
amino) pyrimidin—2-yl] amino}benzonitrile
monohydrochloride

533 0 C2HisNe - HCL

o f= 1 402.88

IR BBk

(&= s

NC CH CN
. KN
\
~ - HCl
N N)\N
H H
CHj

il R #9250 (431%)
SIEAREL  logP=4.86(1-4 27 % 7 —)V/pHT7.0Y) » BR#EAHK)

VIR Xy — )b 5.8mg/mL
Iy =) 0.67mg/mL
K 0.0lmg/mL

19.2 7/ KEIN P57 xFIRNTVIVEIE

— B D T R E 7T T 2 F 3 K7 <)VERE (Tenofovir
Alafenamide Fumarate)

1-Methylethyl N-[($)~{[(1R)~2-(6-amino-9Z-purin-9-yl)-

1-methylethoxy]methyll phenoxyphosphinoyl]-L-alaninate

hemifumarate

(C21H2N6OsP) 2 + C4H1Ox

14

HER
45 1069.00
PR R R~ A SRR OB E
flEH st

NH,

NZ
g

CHs

o
N o H

> PN 07 CH,
N o) H

VAN
¢ O CH,
i YH
CH,
Bl AT R132T

SEREL  logP=1.6(1-% 27 ¥ /7 — ) /pHTD ") v FiaiBHi0)

COH
.« HO,CT T2

B x5 ) — )L 189mg/mL
Iy /=) 69.6mg/mL
A7) —)  27.7mg/mL
Tk 9.16mg/mL
s =N % 2.30mg/mL
MLT v 0.14mg/mL

19.3 TLRUZREY
—fEBy%F - =4 MY ¥ ¥ ¥ 2 (Emtricitabine)
b4 © 4-Amino-5-fluoro-1-[ (2, 55) -2- (hydroxymethyl) -1, 3-
oxathiolan-5-yl] pyrimidin-2 (1/) -one
453 - CsHiwoFN30:S
T 247.25
TR H~F 7R 4 POBBE
[l &2 i
NH,

N)j/ F

o
R

Al #9155T

SECEREL - logP=-0.43(1-F 7 % / — )V /7K)

IR K 112mg/mL
V= % 4mg/mL
fEfg 4~ 70 ¥l 0.3mg/mL

20. RIEVL EDEE
20.1 B TRIE, WREBITTHRET LI &,
20.2 /NEDOFORPHRGHTIIHRETHZ &0

*21. AERERMH
211 B A7 EWEE A RED L, #UNIERT S 2 L,
21.2 REOFEHIZY472 > Tid, BEICH L TARBNCE L THELR LA
Stk - WO T — 5 R ERENETTH S 2 L2 T4 ICHMH
LAY 74— Farvtey b 5559, EMCERFTLHI &,

21.3 M B CHIEFE T UL E M P D ERREER 2O vTid, #%
TR DN ABRAR R TR R 2 iR T 5 2 Lo

21.4 WERMBSH# T3 2 FTom, FElE L TENO&#%S55E
Blaxf g & L ShElioeteii sz i L. AR OMHERICH S
I (BET R, AR - Bt (DO AL - Zatt
2 E ) RUEWHEEH O 7 — 5 85) 2 WE L TERmIcHE§
A& LI, HEOMEREFELHRERICIRET 52 Lo

22. @k
305E . /YT HERRAIAD ]

23. FEXH

1) Benaboud S, et al. : Antimicrob Agents Chemother. 2011;
55: 1315-1317

HANGE )7y EY YY) Y OMEAER
[TMC278-C108]

HAER ) 77 7F L) VE Y oM ELEH [ TMC278-
IFD1003]

HHRER A A TS LY LVEYY) v OMEEH
[TMC278-C114]

HWER 7 rEFYCEYLMEEY) Y OMEAEM
[TMC278-C140]

HWER 2 Py VY oM EEH
[TMC278-C121]

HHRER V) Y/ ANV I Y/ T ) RY
V7T 7 2 F 3T IOVERERL A SO Y B RE o E
[TMC278HTX4004]

FNER D UVEEY) Y oBEAKAICET 55 [TMC278-
NC112]

HER )y v ey v oRBHIE T 2 BRE [TMC278-
NC141]

FNEE D ) vE YY) v oY EREo G [ TMC278-C119]
FNEEL ) vy v oY B O MG [ TMC278-C130]
MAER UL EEY) CoQTHME I T 5 /EH
[TMC278-C152]

THNEE U VEE) CoQTHMMEICK T 2 1EH
[TMC278-C131]

HWNEE ) VEC) Y/ AN YIS/ T REN TS
7 xF I F7IVEIER A D 7 A OV A FRHI 25 5 T
W B HIV-1EGL B8 12 0h 3 4 iR B [GS-US-366-1216744]
HWEE )V ) Y/ A NY) Y FE /T REL TS
7 xF I FTVEERASO 7 AV AZRIHAE S T
W 5 HIV-D&Ge B8 1203 A BRIR BT [GS-US-366-116075#]
NG Ve ) Y7 7 EL 2y OPENEEHIV-1EK
BB IR B IR AR

HHEE YV v /T REN VYA F YL T TN
M/ T4 b vy U REAESOHIV-UEYBEE 0T 5 R
B [GS-US-264-01065405% ]

HNER VTS SEN/ AT AY Yy N/ AN VS
Yy /F/REN TI7 23 K7~ )VEREEES &8 00 [alih
JEHIV-1EGe B 20§ B R it

HANER  TVEF SN /TCT ATy N/ AN IE Y
/T REN 757 23 N7 VB A SEOHIV-1ki 8%
VRS A ERR T [GS-US-292-010978 5% ]

Azijn H, et al. : Antimicrob Agents Chemother. 2010; 54:
718-727

HPrEE ) vy oA [TMC278-1646-0005343]
Schinazi RF, et al. : Antimicrob Agents Chemother. 1992;
36: 2423-2431

AEER YL EE) Y ofty 4V AEH[TMC278-1V2-
AVMR]

Miller MD, et al. : Nucleosides Nucleotides Nucleic Acids.
2001; 20: 1025-1028

24. XWFERERVOBEVOEDESE
Yoy 77 —<HRAEH ATAAINA T r A=Y arkry—
T101-0065 SR LTHRF-UH X V4 FH3-5-2
T —=FAX)V 0120-183-275
https://www .janssenpro.jp

26. BLEHRTTEES
26.1 BERRS T
Yok r 7y —< A&
T101-0065  HHUAR-T-8 H X P4 il FH 3-5-2

—

2

=

3

=

16

g

17

=

18

=

BLERRTETT -
Yoey77—HREH janssen )'
T101-0065 SRR ER T HX F#HH 3-5-2

JP503085GN
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Z5WEE, MO HIVE~Y V252 L 2B ETH &,

1.5 R D BEG%. AAID 1 » ARMEES 25T 25813,
ABN AN GO OWIRNCEE S &, FRICHEVWERT L2 &, 72
B, AFOLEFEBZ, REBRAOEGRER ERBICITI Z &,

AT Ak
Behh 0 TERHRE o FE K& U
23 ili]
AEEZRER © FIC ) A v e Y v 600mg % 1 (1]
BRI NIC G L CRB T 2, FERHRARE 1
2 7 HMUW .
yree v 600 mg & 14 HIC 1 BB
AN G5 5,
ynree )y 900mg & 1 [BVEHEH A IC
. HLCHMT 2, BHURERI v EEY v
27 Ak -
600mg % 1 » HIC 1 [EHBHANICEKRS 3
%,

1.6 1 5 AW G225 2 5 HRIRESIC 0 B2 D880, Vv
LY > 600mg &Rl G Lo 1y AR, UV v EE Y 2 900mg
Z 1 BB RNICE G L, IERIZY A EE ) > 900mg % 2 %
HIZ 1 BB ANICES T2 2 &,

(2 n AMIRERS)

1T AKID 2 B H O # 5 1%, 5 T7E B Ot 7 B NICE
H4pz b, B5FEROT A CICERETEARVEAIZ,
BRELTUAEEY UROFEIRT 77 EAREO/EZ 1 B 1
EIOFHR OG5 2 Lo RAANC X DRI 2 5 A& -
ZDWEIL, MOPIHIVIE~IV R 22 L2BETHZ &,

7.8 R OB, AKIO 2 » ARG ZHEHT 55813,
AFNE AP & DM IE S & | TRICHEWERT 22 &, 72
B, AROEGHEHIE, R DRGSR LRBIT 2 &,

RO | AR
> H7 RS
ik | &iss PRS0 F % K OO




R
L7=A
Hl% 5

»HD
JAE

AHEZRRR D BRI ) v e e ) v 900mg
% 1 MR I 5 L TR 5,
FRHLEIZ Y L e E Y~ 900mg % 2 #
R 1 ESHANICERES T 5,
Yree Y v 900mg % 1 [AUERHT AN
G L CHBS 5, B 1 o AR
Yyree Y v 900mg % 1 [AIERHT AN
5 L, BIBIZY v e e Y v 900mg
Z2n Hic 1 HEHHANICEE T 5,
AHEZRRR Y R ) v e e ) v 900mg
% 1 MRS L TR 3,
FRHLUMEIZ Y L e E Y » 900mg % 2 #
AH 3 R 1 ESHANICERES T 5,

5] H X Yree Y v 900mg % 1 [AUERHT AN
53 G L CHBS 5, B 1 o AfRIC
3HHEE | YAee Yy 900mg & 1 [EIBHET AN
S L, BIBEIZY v e e Y v 900mg
Z2n Hic 1 HEHHANICEE T 5,
1.9 2 » AMEE G226 1 » AMBER G SO B2 58E, Vv
EEY 2 900mg & &G Lz 2 » H%IZ, VILEE U 2 600mg
Z 1 BB ANICE S L BEIZ U v e e ) v 600mg 2 1 4 H
121 EEENNICE S5 2 &,

2 7 HEA

AFH 2
= H

2 Hi

3 4 HEA

8. EELEARNEE

8.1 AFNC L HiBFIZ, HLHIV FHEIC T 2Rz F o EAi o
& CHEAT D Z L,

8.2 KFNIHE A Y 2 — L NBWFENRNEE, TAILAD
PRI N ORI E ) 27 OBFENNH D=0, HHA7
Va—VEMSFT LX) RFITRETLZ L,

8.3 AAIOMAIZEEL Tk, ERNOTA KT A4 LV EDFRFHO
FE2ZE I, BETBEEICRD DY 2EIC, ROFEHEIC
OWTELFHBA LIREZ B, AT L,

8.3. 1 AHNE HIV EYE DARIERIEIE Tl &, BN
FLEEY A B e HIV IRYLIE O HERICLE 5 FR 4 FIE Lisel) 5 AThE
PR & D DT, KA GFLAE O & RIRILOZEIZ OV T,
FTARTHYEICHRET D Z &,

8.3.2 AFIDOEMEHIZ L DB OWTIE, BHEOL ZAR
HTHHZ L,

8.3.3 PLHIV FIEIZ L 22 RM7e T A VA5l MAYBEARIC
XD~ HIV RO ERMEEZ IR T EE 5 2 E RS T
L, EOREMRMEEERITHERT D5 Z LIXTE RN &,
8.3.4 PLHIV HEN, MRS Xk 2 Mg ~0 HIV &G O G RiE
KT EIMITREH S TnZenz &

8.3.5 AANIOFHIEAI LM EMEREZR T ZENHH7-0, I
AR OFT R COREAEZ MY EICRET D L, £, AHKITH
PRI T O KA 2 IR 3 55 A HRCH Y R ISR
HZE,

8.4 AAIOEEEPIETLGEIE. UFORICEETDHZ L,

c ARANTE 52 ICEIIM (12 5 BULE) 12b- > Tl Iz /& 3
LAREMEN H D720, RFORIERICERT L2 L, [95.1,
9.6. 10.211]

C A INVAMED R Y A7 i/ NRIZI 2 5720 AK1% 1 %
AR TS L TG A T m & 5% 1 » AUNIZ, A41% 2
» ARG CTES L T EEA T R&ES% 2 » AUNIZ, fhoft
Vb oA VAREEERBT D L,

8.5 ERIARRERIZ ISV T AFIE 5% LN E S e S B
DEESINTEY | BN 2 FIRNE 523 LT 5 ]
MR DD, ZNEOFRICIL, WPRINEE, K&, Jlk,
JEEREAE . FB - SRS, BEIED E V., ML, RIT. OEERNL
OV, MEOEAL K OYETR (ROl 722 &) o X 5 225k
aEh,

AR Z > THARNICES LWL 9 EET 5 2 & AR 5%

BEOREZ T ICBIEET D 2 L,

I B ENEREERTHIEEICHTHER

9.1 AHHE - MEEZEOHIEE

9.1.1 AEIRERL. LT VEE

KAV U AMAE, B LUWRIR, SrEOmEm, 5 o ftkoR
4, e RME QT IERJEMERE S DO EBF TIE, QT ERIC LV AR
BHRBATLIB8ZTNNH D, VLEE Y R OK] 75mg KLY
300mg % GHFIZ QT IEENFEO LT\ 5, [102, 173.1%
1]

9.1.2 BERUYW/RIZCEFRIAINAEEREES

EH 2R ISRERE 21T 5 70 & B Z 02TV, BE
D OHNTEAITIE, W2t 57 PEUARLEEZITO
L, VLB R Y UROANCE T DMESMEIRBRIC VT, =
NHOBF T, FIEBEEG EFES (BRRAERT 25T
DOFHFBEEN I EBBUIRRRFT L0 @ o7 [ERERY RS
33.3% (18/54 #il) . FEFEMIRYBHE 4.9% (31/632 i) 1,

9.5 147

9.5. 1 Ml SUXIEHR L T\ 5 Al REMED & 5 eI iT, 1R Eo R
IHENERRIEZE BB D LW SN D ERICOREETH I LR
BT G%ICEBM (12 » ALLE) (2o TEET 5 kel
W% 128 IR U 7= B3 B (S RS AHNC IR S 5 AT REME DS &
%, [8.4 5]

9.5.2 IR L OMEIRG I O IFIC Y L e e ) R DA 2
H Lz &, HEZLIEL, VAEE D ol fREK IR
LN TND, [16.64 2]

9.6 {B3LIF

AR SEL L, —Ic, AW~ HIV E&La2 b <7
D, HH DDLU TFIZIBW T HIV IZEYE U 7= b3l 2
XTh, VA EE Y E. BER (F v b THIHP~B
TTHERREINTVDN, & MBI DT ~OBITIX
THTH L, VAEEY A%, AFIEGFIE#% 12 5 AU EIZb
720 EEMEERMLFICRE I TS Z Enn, oWttt
MELH TR T D AR N B D, [8.4 BIR]

9.7 INR%F
N E SR L LT R IARRBR 1L L ey,
9.8 SinE

BB ORIER B LA IS 545 = b AAIEEE LT
RIS G S LB . IR ME F LT A = & M-
B, B ILFRED ET 5 BT NB B D,

10. #HE%EH
AANTEIZ CYPIA I L 0SS, [84, 164 ]
10.1 BtRAZER (BFRALLGWLI L)

SF 4 5 BEAREIR - #5 8 J715 | B - fERRIK T
U7 7rEvun AFIOMmAPREEN | 2 b OO
VoY KR L, KAIOHE | CYP3A 78 E
[22, 16.7 2R] NWHFT HBEN | Hicky, KA
Vo757 T7FD N b, DO DMEE =
RaTvT 4 N5,

[22, 16.7 2R]

NN~
T 7V k=
T ) N)LEH—)L
7 x ) /N—)
2= N G
TLrEeTF
WRAT 2=V
RA AV
2.2 2]

TXHAXY L (2
Ffeh) (HEES
ZER<)

T Ra v

[2.2 ]

A UAF XY Y
7 (St.John’s Wort,
‘b TVa—
ReT—k) GHR

[=]
218}

[2.2 ]

10.2 BtREE (BRICEET S L)



AL 5

FRARSER - HE 51k

BEAF - e BRIA o

VAR N -S= G4
=) Q= R

AHN D i R 23 1
45 REVE D &

B D IRA D
CYP3A [HEEM

5, REL LTV Icky, AKlo
AawA v RS | A LE S
Byao L, %,
AR AR oo PR | KRR
[16.7 1] PMETFT 520D
2o
QUIERZR - T = | QT L. LB | UL EE Y o ff
ERMBRTN DR (Torsades de Pointes | [1#] 75mg K& OY
i ZETe) MNIEBT D [300mg 1% 5 HFIC
TIA K e BEWRH 5, QTIELE 7B &
Y u— Vg hTns,
[9.1.1, 17.3.1 B#]
11. BIYERA
WORIWERN G Hbivd 2 ENH D DT, BEZ 01T, £
WD LN A B 2T 5 2 iU 2 AL E 24T O
&,
11.2 Z0EIER
10t 1;1?%/" 1%k | SRR
Tl R Gl AR SUE
= [E3is
- BARER, &
oS oo R
- G
R, B 5o AR PR, 7
e (RAT=N 5 ORSy
RHRE
P SEE . | B i A 2K A R
A B & PR
= "
o B, N | R, | IR
e il . BB | NN
FFARIE R i
fEs
i3 )Sq0) itz
FEF R
fEs
BRI K 115 P9
UE AL
kbR
VESTES | VESAL | P EAL
MRS | RO (R | s (i
(& | PR, B | e e
Wi, &b | B, AUBE. ;Emﬁ%
e 4 fi, | F 9 %é)‘
=T, i) I
e i, sk
OV 54 i
(L DIRIE ﬂﬁlﬂsﬁ i
- AEESN
E kN
95, M7
JE, BE
1%
IR
M N7 RRARY U
AT S g, §F R Y
; ’Zf Y AUE,
gy | MY AE,
n [ L BRA IR
i R R A wa L R F
o —/LHN, K
M, & b,
IDL =L %25
o —/LHIN,
My 5 —
BN, ALP

e ~ErmE

Y. RS
V&Y NN

AT 7T eV EGRIOFRIRE O #% 1A R OEFANC BT 2 5B
JE
H) Ire el UROAIORTED LTV DEIER b &L

14, BRLDZFE

141 EFIFRAEBFOEE

1411 B GRTICEA 2 70 (25°CLLT) IR L, 6 FERILINIC
352 L,

14.1.2 SA T OVNORETEN Y 1272 5 % T 10 PRI L <
BEITDH, MNERKANAZDZ E0H DR,
14.1.3 U U DI8IE . 72 HICH L2aangiaid, 25°CLL
FORAE L, 2EERILINICEER 5 2 &, 2 28 1 THRE L
T-%aiE, BEET L L,

14.2 EFIBRSRHEOFEE

14. 2.1 FEHHBALIE, B OIMU B E 52 &,
BH L, #IRNICITR S Laanz &,

14.2.2 KHIE B RT 7T CAGERAFNL, (7 BSOS A 0 5
R DML (FEA 872 2% 2em BA LRFEZ 613 2) 1o 54
LTk,

14.2.3 KA 2GS HBE. 21~23 7 — Y OIES SR S
N5, 7ok, EHEOESIE, BMI#5E L. B OfGAIICE]
ETDHLOEHNDZ L,

14.2. 4 FHHINL T ORI 2 B/ NRICI 2 572, Z-track
EEAWTES T 5, KEE M~ 2.5 em 381 < 51V THREF
L., $EHAICET S ETHERIAALTES L, Ktk #He
MITHINTWEE G 2 2 b, ek, R 2 EE T %
N, bERNT &,

PPN D 2

16. E¥EhiE
16.1 M2
16.1.1 BE%S
TR A AH] 300 mg, 600 mg, 1200 mg % HA[AIAH I 5 L
e, MRV ALEEY CRETRS%3I AL 1158 (F
JAl) (SR PR IS L, 44.29 B0 D 60.67 H ()
) DOWEIFRI TR Uiz, BB NRT A—Z %K 1 IR
T, Y72F. 300 mg M N 1200 mg 1 IAAI O AFEH B TIX U,
GEANT—%)

10 i 300 g [n=6)
600 g [n=5)
1200 g {ris]

W gt

[} ¥ 14 1 28
B 1 AME A BHER AR 300 mg. 600 mg. 1200 mg & BERRAE
BTl & DI Y L E Y BRSNS (TI9IE + EE2E,
n=5~6)

#£1 SEANEERAICAH 300 mg, 600 mg, 1200 mg % B [H 75 I P
Sl EomEh I e ey rOERyHENRT A —F

TN (BRI ZS) o twmax @ FPURfE CEEEDH)

DT A — 2 300 mg 600 mg 1200 mg
n=6 n=5 n=6

tmax 115 9.0 3.0

(A) (2.022.0) (5.0-28.0) (2.0-5.0)

Conax 38.58 4756 139.5
(ng/mL) (25.16) (12.98) (16.10)
AUCosay 17,090 25,240 55,350
(ng-h/mL) (8.907) (8.184) (13.550)




AUC. 48,680 106,400 —
(ng'h/mL) (19,620) (35.570)

tin 44.29 60.67

(H) (23.55) (19.55)

16.1.2 k18R 5
FHEMNERHBEIIET T V& 72, HIV-1 EYYERE 2R & L
FEI B 3 [ 28 ILAH 3Bk (201584 3Rk, 201585 RER KL Y 207966
BR) (2B D, KA+ B RT 7T EAERAERGREEO ) L EE Y
VIHEMEGENT A —H (AUCuun Cinax HOY Cua) DA RHEEAE
DOFEHIF R B2 BARAN KOS EAEFBNCE 2 (27T, [17.1.1-
17.1.3 1]

K2 AARCHRT T T EVERFEZRE L0 B ARALFER TS
EAZHTOY VLY VEHBB AT A —F HEMOELNM &
MgV Ve e ) Y ERE T
A—4
N - [ y
&R URE i AUC (0-tau) Crax Crau
(ngeh/mL) | (ng/mL) | (ng/mL)
8 52705 154 477
HAN O (38296- | (115- | (382-
AL | A 72217) | 194) 62.1)
EI#L | 900 mg
i ) 1351 | 44799 144 419
W | PRS0 (21698 - | (938- | (21.7-
87590) | 221) 79.1)
8 79447 143 96.3
e L REE N (67094 - | (119- | (82.7-
7 600 mg 95430) | 171) 118)
Relb
g | 17 961 | 68239 | 120 85.8
T s | AMEA (39032- | (68.1- | (49.5-
118407) | 211) 147)
2 mH AFH HAA© 0 NA NA NA
e | 900 mg
e s % 2 % AR 390 132450 138 68.9
sy | SREIA (76638 - | (80.6- | (38.0-
fr# 5- 221783) | 228) 119)

NA: @472 L

a)  AFIFEFR G RO &G ORAE B &R RIZFE S iz /od, AHA17
[E G-RF D Conax OEIIRE 5O B E BT,
b) AHI 1 » AREE LS RO 2 » ARG OEDTRE < F A — 213,

AN 5 BAMAT 48 WHFOE 477 LTz,

201584 R T, AH+HRT 7T EAERAE 1 » H TR
SNTEAARNEFILSHITH oMz, 2 » AWM CTARAI+ AT 7 F
EULERF Z B Sz AR NBF T W e o 2720, 2 5 AR
PG\ BIRMBNEE T A —F OFEZHETE ISR NER TOH
B &,

AEN G OFEBRE T A — & fEd, EERIL A AR (201584
Bk, 201585 #R K& ) 207966 #R) O RHEMSEMBIREMAT T Bz
TERHEE I HE D & | T EAE (90% THIXH) AR L7z,

16.3 9%

ST FENT 2 T invitro SR T, UL E B Y oM EE AR
BRITF99.7%TH Y, FIZT LT I ITHES LY,
16. 4 3t

EMFIZ Y=LKt b CYP BRI Z 0 Y —A& v
invitroidBR ¢, U L E B Y T EICCYPIAIZ L D Rt s 79,
[10.2 ]

16.5 it

fEERE AL HC-V L E B Y v (WAl 150mg & BRI A5 L7z
Lx . BG LICREIEED 85% M) MNIEP, 6.1% (F¥H
) BIRFNSEIN ST, #H L QYR T ORE(LEOEIG L,
EnENEGED 25% (CFHE) KO 1% R TH o7, (UL
BB Y AR NSRBI A EAT —4)

16.6 HENDEEEHITHEE

16.6.1 FFHaefEEEE

AF A TR BRI FE M LT, i EE PR BERE T (Child-Pugh
2@y A, 841 RO EENTHERERE (Child-Pugh 2 217 B,
8B BFICU ALY UROA 25mg & 1 B 1 [FIER O #5
L7z 2ofiEh U eV oo AUCy, 13, MEEERA & Bl L
TENERN 4T% KD 5%mho 7=, BEEFHAERSEBRE (Child-
Pugh 227 C) ZxtGd LEBRT R L T, 7 (U ey
B R DA SRR BANEANT—4)

108 FE TR B R 5 e OV 45 FE TS RE B T RS LS A K 2 e 5972 &
. HEAHE T 20X,

16.6. 2BEFRIAMINARY/ I CRFRIAIINRAEEREE
H

CBIFF 7 A VA & HIV-1 OEBEFIEGEEH 23 Blic, WRT 77
EVERAIOE FCAREKEMAANES LR, ey
U v OWREE R R FRIRE & e D EHERG O BT b
Mol ®, £, HEFEDIEMITO/BR, VLEE ) Ufkn
HlPe 5-4% D BT T A VA KOV UL CHRUFFR 7 A VA & HIV-
1| OEAEGEEOMBEF I L EE Y D AUCy, L Co I, i
K BRI & 72 DB o7, (VLB R Y UROFIE GRS
B4 EANT —%)

16.6.3 BHEEEEE

EHRER BB 2l g LR BRI EE L Ty, U LEE
COBYRIIREN TH D720 (VA B Y R DA 5RFC R
JASNEAT =), BEHEEREICLD U AEE Y CoJEINIIE
LACEBERFSRNEHESIND Y, VALY miEE
EREAENEN D &0 b MIRENT-CIEBSENT IC LV BRESN S
ATREME TRV 9,

16.6.4 137, ER~DES

TR IO HIV-1 &GRS (1S D 1S, U L EE Y R 04 25 mg
Z1 A 1EEAZEGLZEE, ULEEY O Chae AUCon K&
O Coin 1. HPEE (6~12 5 11 6)) &l L TERZEN 21%.
29%M TN 35%84 L, IR (13 fI) Tlk. R Ei 20%.
31%M N 42%3 Lz, (VA EE Y U ORI GRIC BT 25k
EAT—%) [9.52 &

16. 7 EMHEEER

Ve ) R OF e EREAONRIC L 2 IRMENRE~ DR
RRIORT (F3ROE4), [10.1, 102 ]

B, T EN, AR VEEY, TITVY =T
Vo, VRV EICEERRICHY . Ve R Y > b

RN EZD, VLEEY X b O3EF EMHAERZRE
ks h s, (VLER D UROFIEGRIZE T 28NEA
T—4)
RIGAEBREROIY LY VEOHA (150mg1 H 1[8) ORHBHE
NIA—=F Dt
VILEE Y »OIRYERE S
FA—=FZ D
OF F%E O 3 H A Bil%K OF IR/ R B 5-RE (%)
(90%f5 X i)
Crmax AUC Cmin
D& ) 400 mg 13~31 | 100 100 100
10) 1A 1 (90-110) | (95-106) | (92-109)
F /e 300 mg 1s~16 | 96 101 99
n 1A 1 (81-113) | (87-118) | (83-116)
A LF L/ | 800 mg/100 m,
; bren |tE1m | aes| 170 | 230 | 278
i (156-206) | (198-267)| (239-324)
mEFr 400 - 100 mg
LUk [1R2ME s 129 152 174
EELAH (118-140) | (136-170) | (146-208)
13)
ST 275|400 mg 112 112 103
L 14) 1H2[H 24 (104- (105- 96-112)
120) 119)
V7779 |300mg 65 54 51
o 1A LA 14171 (s874) | (50-58) | (48-54)
U7 77F |300mg 10~18 69 58 52
s 1A 1E (62-76) | (52-65) | (46-59)
U7y 7F |300mg 17~1g | 143 116 93
>0 1A 1E 130-156)°|(106-126)°{ (85-101)
TryEFY | U Y R
> 10 PAIB G 1200 | ) o, | 99 91 B
R (84-116) | (78-107)
40mg 1 [A]
TrEFY ULEE Y iR
19 A5 2 R 15 24
# 2720 (149) | 028y |
40mg 1 [F]
TrEFY ULEEY iR
19 R4 | 121 113 _
% (106-139)|(101-127)
40mg 1 [F]
U7y e |600mg 31 20 11
) 1A 1E I3>16 1 2736) | (18-23) | (10-13)
A= 400 mg 14~15 130 149 176
VL1 1A 1E (113-148) [ (131-170)| (157-197)
FATT 20 mg 60 60 67
v 1A I5>16 1 4573y | (51-71) | (58-78)
TR |500mg 16 109 116 126
7= | 1IHE (101- (110- (116-




Uee Uy oEyme S DEHZEDOIEENRE T A —& D
FA—=FZ D 2
OF F%E O 3 H & %% OF F g/ HM R 505 (%) OF F%E OO MR | #il OF F g/ HAM R 555 (%)
(90%f5 X i) (90%15 e X i)
Conx_|_AUC Canin Conx | _AUC Conin
) 118) 122) 138) HART 7 ZE |30 mg 1 105 112 114
T RN A |40 mg 16 91 90 90 JL b)23) 1A 1E (96-115) [(105-119)|(104-124)
By 20 1H1E (79-106) | (81-99) | (84-96) T RRE - —
7 a3 500 mg 117 125 118 a) VAT E Y AEOH 75 mg 1 B 1 [EIEE G
47“/“/\2” L[] 16 (112078)' (113156)' (11203)‘ b) UAEEY RO 25 mg 1 A 1 FHE G
VTS 50m
7 402 L 15716 (859-299) (92?05) (981-01‘:)9) 17. BRERPUAE
L AFLE | 150 mg - 104 112 125 17.1 BHERUVULEHEICET 558
ox) 1A 1[E (95-113) |(105-119) (116-135) 17.1.1 B REE MR (FLAIR : 201584 3ER)
HRT 77 | 30mg u 96 99 92 Pib b o A L AFREIC KD IRFERER D 72V A HIV-1 &G
e (E5109) | $:109) [ 75107 BEERGITA > 77 T —CIHEA (NSTD) %5¢s 1 A 1 1

a) UAEEY REOAI25mg 1 A 1 E# 5

b) UAEEY URRAK 50mg 1 A 1 EH5E

c) UNAEEY UREOK 25 mg #HAIE LTHRE Lz & & & ok

d) Ve REOE 75mg 1 B 1 A G

£4 VLY UROA (150mg1 H 1[8]) BEFOFHKOKyEIE

NI A—F Dk
OFSRDIYENRE T A —Z D
.
OF F%E OO AR | #l OF F g/ HM R 585 (%)
(90%f5 e X i)
Crmax AUC Cmin
DK )10 1400 mg 13~21 96 112 -
1H 1 (80-114) | (99-127)
Z 7 EL D 300 mg s~16| 119 123 124
1H 1A (106-134) | (116-131) | (110-138)
e | ZFen/l b
FEL S 89 89
800 mg/100 mg (81-100) | (81-99) | (68-116)
1A 1E
2EFEALD oSN
kT EVECA A s 96 99 89
400 - 100 mg (88-105) | (89-110) | (73-108)
1 H2E
FF /5 400 mg " 110 109 127
LD 14) 1H 20 (77-158) | (81-147) | (101-160)
V75775 [300mg 14~17 103 103 101
2) 1H1[E (93-114) | (97-109) | (94-109)
Y77 ey [600mg 102 99
v 1A 1 15161 93112y | (92-107) |
s k=g — 1400 mg la~15| 8 76 34
S 1H1E (80-90) | (70-82) | (25-46)
F A 77— |20 mg 86 86
L 1AL 1516 | 63100y | (76-97) |
773/ |500mg 97 92
BT 1] 16| (86-110) | (85-99) -
TF= )T A |[ZF=/)LT AR
N e T R oy PR
R NEFATHY 4| 107 114 109
fil o] (106-130) | (110-119) | (103-116)
0.035 - 1 mg
1A 1E
JIIVTF AT |mF =)L A |
T b2 FUF— - )
JTTF AT a 14~17 94 89 99
fRas (83-106) | (84-94) | (90-108)
0.035 - 1 mg
1A 1E
7 RV A A |40 mg 16 135 104 85
Fo 0 1H1E (108-168) | (97-112) | (69-103)
7w %4 500 mg 98 103
%) 1 [l 16| @513y | (95-113) |
SVFF 7 4 |50 mg 1516 93 97 B
L 92) 1A (80-108) | (87-108)
REOAY KD |24 R
K 60~100 mg 12~13 (788-695) (7%5) (677-891)
1A 1E
S(H)AHF Ry D] 4 Ky
K 60~100 mg 12~13 (788-797) (7%6) (677-992)
1A 1E
A Ry (850 mg 20 102 99 B
b)25) 118 (95-110) | (94-104)
AT LEL |150mg . 110 106 96
b 1H 1 (97-126) | (94-119) | (83-111)
Ta% o [0.5mg 2 106 98 _
2 1A (97-117) | (93-104)

FEDL AN UL Y v EBRT 7T A0t HEEIC
GI0 IR Z 72t D U A L AR ORI A B & LT2T v
X DI ERLEGRERIC 629 BN A A HiLiz, fHAEAND
NIEBREIC RALT 7S L « TABENL - 57V RS
[HLA-B*5701 FPEMERE i, AT 77 BV & EER RIS HR
GEEFELER (NRTD 2 4] 21 8 1, 20 BEAZOES L
7o HIV-1 RNA £73 50 copies/mL Ajifj T & - 7= #3566
(AARNBE 200 ZET) OOH, UALEE D EHRT S
S ELOPEHEGRE (RPV+CAB ) (2283 ffl, RKAT /51
b TARBEN - T TV UEEEE [HLA-B*5701 By g
TiX, NVT 7T oL b i rifiin GRERFLEA] (NRTD 2
KT 2k 0 (Rkei 585 12 283 BIASEI D fH1) Bz,
RPV+CAB FEIZHEI O A1 B gBrs 12k, Vre el o0
F25mg EHART 7T ENFEOAI30mg 2 1 H 1A, bk
b4 MR A& L%, Uy e ) UERAl s AR
900 mg. 2 » H HLIBE 600 mg) & AT 77 E/VESHAl (1 %
HH 600mg, 2 » H HLAK: 400 mg) % 1 » H RN T 44 WA E
FEARPIPIC O E U, i EEO B 5 M O B PE ISR 0
124 5303 RPV+ CAB Bf 283 il O 4 b JuE 1% 34 7% (#6PH 19-
68 7%) . M 22%., AFRIZEA AN 76%, BAITT 7V BHRT A
UBAN1T%, 7T N4%, ZOMR 3% Thot-, ~—XFA
D CD4 Bt U v NER ¥ 350 cells/mm3 Riilx 7% T - 77,
THEHMETEE T & 5 ¥ 5 48 HEE O HIV-1 RNA 878
50 copies/mL LA T o 7o #kBRE OBIGI1T, Mk 5D 2.5%
IZ%f LT, RPVHCABEET2.1%Th 0, FHEE LI-REMZED 95%
EEXME O ERME (2.1%) X, FEHE~v—T > (6%) Lh/h&
<. MR 5REIC KT D RPVHCAB BEDFELPEN R ENT-, 48
JRFE TIZD A VA FRRIOFEHE (HIV-1 RNA #753
200 copies/mL AV N S 7= %, 2 [Bl0EfEd % HIV-1 RNA
B OMEREFEAS 200 copies/mL LA L) A7 U7
RPV+CAB BT 1.4% (4/283 i), Mk 57T 1.1% (3/283
Bl) Thotz, 48 WRFR—RA T A RO HIV-IRNA &3
50 copies/mL PA_I- T o 724k E OFIGI1E. RPV+CAB FEK Y
ket S RECRIBE ThH - 72,
AARNEFNZI T 5 FEFMHEE Th 545 48 HIKFO HIV-
IRNA &7% 50 copies/mL LA Cd» - 72 1%, RPV+CAB £
(8 B) UMk GRE (126 MlEE bARbRRNPoTZ, 27
[5.1, 16.1.2 ]
FIVEFZEBMEE 1Z, RPV+CAB BE T 83% (236/283 i) Th -
Too ERBWER, FEHEBALEN 78% (221/283 #), 1HEHHANL
FEET 15% (43/283 ) . FESERALAEAS 13% (37/283 fi) . JEHHHH
PINENR 8% (22/283 f5) . TESHERALZ 5 FEIK 6% (16/283 #i) , BH
Ji 5% (14/283 f5) . FEEN 5% (13/283 f51l) . TG BALALEE 4%
(12/283 B) . JEHHBALBURK 3% (8/283 f3]) M OMAIE 5 3%
(8/283 fil) T -7, BHARANEFIZBNT2HILL EIZA B
T-EIWER . TEEEBATIT 88% (7/8 i) . #&iE)dk 38% (3/8
Bl) T otz
ek, RRBRICB T 2RPAEOENE R LIS, X—=RAT A~
DOFFER] D 48 FERFD HIV-1 RNA & 73 50 copies/mL LA E DO #5R
FOESEEFR2ITR LT,

£1 RBRERBOELN
RPV +CAB #f | kit 51
283 {4l 283 1l

HIV-1 RNA #7350 copies/mL 2 ™V 6 17 (2.1%) 71 (2.5%)

MR D7 (95%ISHEIX ) T2 -0.4% (-2.8%, 2.1%)

YA L AR 44 (1.4%) Y 3 (1L1%) T

1) AMEOKANT & 2 H IR YD A L 22235 H T e
WM IR LR 2 & e



H2) XR—=RT A OREHKTI LY s
7 3) HIV-1 RNA %73 200 copies/mL A (2Bl S 7=, 2 [l
% HIV-1 RNA I ERE R A% 200 copies/mL LA E,
#4) RPVHCABEED 4 B0 5 63 Bl%, 7 %A 7 Al Tholz, %Y
D 1 #1Z RPV+CAB OOFH# 5% 5217 T o 7,
K2 RN—RTA U OFER]D 48 EEFD HIV-1 RNA &%
50 copies/mL LA_E DEERE DEIS

RPV + CAB #f Hkfe £ -1
283 {3l 283 4l

N—AT A2 CD4 GV VR EREL (cells/mm?)
<350 0/19 1127 (3.7%)
>350 to <500 3/64 (4.7%) 0/60
>500 3/200 (1.5%) 6/196 (3.1%)
PRI
Ak 3/220 (1.4%) 6/219 (2.7%)
etk 3/63 (4.8%) 1/64 (1.6%)
PN
AA 6/216 (2.8%) 5/201 (2.5%)
BAN/T 7Y AFRKEA 0/47 2/56 (3.6%)
TIT N 0/12 0/15
ZDfh, 0/8 0/9
BMI (kg/m?)
<30 [ 3243(12%) | 7/246 (2.8%)
>30 | 3/40 (7.5%) | 0/37
il ()
<50 5250 (2.0%) | 6/254 (2.4%)
>50 | 1/33 (3.0%) | 1/29 (3.4%)

17.1. 2 BB IMAEEKER (ATLAS : 201585 FER)
P b oA v 2@EIck0, Dl b b6 p AU A VA%
BOLHIH ST Bk A HIV-1 JEYE B 616 Bl a4 & Lz
T MEFEERABRICEBNT, VAEE YV EIRT /T
NOGFRESREE (RPV+CAB #) 12308 i, BfTOL U A%
M D HE (ke 5-1E) 12 308 BI2NEIV A1) & vz,
RPV+CAB BEIZHEI O A1 B gBRE 121k, Y re el o &n
F25mg EHRT 7T ENFEOAI30mg 2 1 B 1A, b7k
b4 OEE L%, Uaee ) UERAl s AR
900mg. 2 » H HUE 600 mg) & AT 77 e LiEs#H (1 » H
H 600mg, 2 % H HLILK 400 mg) % 1 » H IR T 44 38 fE A
ARNIZOERE G L, Wi BTy fod OSBRI R 0 1324
HIUT RPV+CAB Ff 308 Il O 4 Jufil i 40 o (FPH 21-74
). TME32%., AFEIZEAN 69%, BAXIZT 7 U HZT AV
HN20%, T T N 7%, TOMMNR 3% THoTz, X—RAT A
@ CD4 Bt U o 7SER- ¥R 350 cells/mmB A 1% 7% Tdb - 7=,
FHEFHEE Toh 515 48 HKFD HIV-1 RNA 873 50 copies/mL
PLETH - 7= OBIA I, Mk G RED 1.0%I125F L T,
RPV+CAB BT 1.6% CTdH 1 . Fii% L7 HEMZED 95%EH X MO
BRI (2.5%) 1%, HELME—V 0 (6%) L V/AhEL, MR
HHEZx3 % RPVH+CAB BEDFELYEDR R &7z, 48 JIFE TIZ
T A IV AL O FEYE (HIV-1 RNA & 7% 200 copies/mL i (2
Bl =tk 2 Mok d 5 HIV-1 RNA &0 JER R
200 copies/mL LA |) %7 L7 #5313 RPV+CAB ££ T 1.0%

(3/308 #) . kWi GHET 1.3% (4308 f5) TH o7, 48 FHEF
D= F A RHERO HIV-1 RNA &3 50 copies/mL LA | C
o T-WBRE OFEIA L. RPV +CAB BEM Ok 5% 55 ClRIFRE
Thotm, ¥ [5.1, 16.1.2 BH]
FIVEFZEBAEE 1Z, RPV+CAB BE T 83% (255/308 ) Tdh -
Too EZRBWERIL, FEEHHBALEN 74% (227/308 B1) . 1ESHANAL
A 12% (36/308 ) . VESTERALAERE 9% (29/308 1) . FEHHS
PINENR 7% (22/308 f51) . VESHEBATALEE 4% (12/308 1) . 57
4% (117308 i) . F# 4% (11/308 1)) . TESFEBAZPY H I 3%

(10/308 #i) . #> 4% (11/308 ) . GFJi 4% (11/308 i) J O
RHRGE 3% (8/308 f5l) TH -7,
ek, ARBRICBIT 2B O EHNE L3 IZ, XI—=RAT A D
HEMERI D 48 HIED HIV-1 RNA 73 50 copies/mL LA _E D #5RF D
EBIEAEF4ITR LT,

£3 BRBREOEDH

RPV+ CAB keI G-
308 14l 308 14l

HIV-1 RNA 7% 50copies/mL LA "
1

541 (1.6%) 341 (1.0%)

WRERIDE (95% S HEXRT) 2 0.6% (-1.2%, 2.5%)

A L AR 361 (1.0%) TP [4pl (1.3%) T

1) APEOKANT & 2 H IR YD A L 22N 235 H T e
WM IR L E R 2 & e
H2) XR—=RT A OREHKTI LY s

¥ 3) HIV-1 RNA #:73 200copies/mL A (Z i 7=, 2 Aok
% HIV-1 RNA O RIERF 0 200 copies/mL LA I,
7E4) RPV+CABHED 3 fli%, 74 A 7 A, Al KI'AG ThH-o T,

R4 R—2TA L OFERI D 48 RFD HIV-1 RNA &%
50 copies/mL LA_E DHEERE DEIS

RPV+ CAB ff Hkfoe e -1
308 f 308 1

N—AT A CD4 PGV VR EREL (cells/mm?)
<350 0/23 1/27 (3.7%)
>350 to <500 2/56 (3.6%) 0/57
>500 3/229 (1.3%) 2/224 (0.9%)
PRI
FE 3/209 (1.4%) 3/204 (1.5%)
ZhE 2/99 (2.0%) 0/104
PN
HA 3/214 (1.4%) 2/207 (1.0%)
BANT 7V BFRKEAN 2/62 (3.2%) 1/77 (1.3%)
7T AN 0/22 0/13
Z Dfth 0/10 0/11
BMI (kg/m?)
<30 3/248 (1.2%) 1/242 (0.4%)
>30 2/60 (3.3%) 2/66 (3.0%)
il ()
<50 4/242 (1.7%) 2/212 (0.9%)
>50 1/66 (1.5%) 1/96 (1.0%)
7 v & 2ROk -
PI 1/51 (2.0%) 0/54
INSTI 0/102 2/99 (2.0%)
NNRTI 4/155 (2.6%) 1/155 (0.6%)

Pl= 7u 7 7 —EHEH], INSTI= A > 77 7 —EHEH.
NNRTI=FEAZ 9 5 5 5 1% 5 L 1

17.1.3. B4V S MHARER (ATLAS-2M : 207966 5£ER)
Pl ha oA VAPFHEIZEY . UA VAR STV D
FN HIV-1 JYE B3 1045 Bl & 515 L= T v & MEIEER
MERIZBWT, UALEE Y EIRT I % 1 » AMRET
PRS- 358 (1 » HREWRESE) (252361, 2 » AR T
PRG350 2 » HHEREGE) (2522 FIRE 0 AT 6h
77
FUYST RN L E R Y e A RT 7T B OFERRELS O
WEEZT T BRE I, YA EE Y URROAI 25 mg & AR
T ENRROF30mg 2 1 B 1E, D7 &b 4 BEGHHR
A5 L, 15 ABMRESEETIZ, Vv ey U ERA (1
» HH900mg, 2 5 HBLKE 1 » HRIET600mg) & HRT 7
ZELESA] (1 » HH600mg, 2% HHUKEL » AMET
400 mg) % 44 WREHHANICOHHES Lz, 2 » ARG
eI, yavee V) o iEsAl (1, 2 5 B BROLREE2 » AR
T900mg) & ART 7T EAFERA (1. 2 » AHKOLIFE2
7 A TG T 600 mg) % 44 WREHANIZOFREE L, 1
o AR GHE R O 2 A FIFEE 51 00 FBAT 1 5 ) OV AR
ARV A BT RO REIXOTR S 42.0 . PRI
FEE BITBMEN T0%LL T, AFED 70%LL EDSEATH Y |
CD 4 Bt U o 7]BR ¥ 350 cells/mm? KL, FHFh 5%
7% TH o7,
THFHMLTE E T & 5 # 5 48 EE O HIV-1 RNA 88
50 copies/mL PA LT o 72 #BRE OBIGIZ, 1 » H IR 55
D 1.0%Zx LT, 2 » AR GHET1.7%TH Y | i L 78t
MZD 95%EFXH O FIRIE (2.2%) X, FLHME~—T
4%) Xv/hE<, 1 » ABRESERCXT 5 2 » ARIFRIRS
REDIELVEN R & Tz, 48 HEFE TIT W A L R RIS AT O H
(HIV-1 RNA #:7% 200 copies/mL A (Z#0{| S Av7= 1%, 2 [Al oD
%e9" % HIV-1 RNA B DM EAEFAS 200 copies/mL LA |) %172
L7-#BaE 13 1 » A RIBRE 5T 0.4% (2/523 #1), 2 » A&
BHEET15% (8/522 ) THotz, 48HIFON—R T A 4
PERIID HIV-1 RNA 8723 50 copies/mL LA b Cd - 7o B OB
X, WETREE T -7, 2 [51, 7.3, 16.1.2 ]
FIWERFBMSEE L, 1 » AR S5ET 76% (399/523 f5), 2
» HREIBREE5-TET 77% (400/522 ) TdH-o7=, 1 » AR5
FEDEZRBIVER L. HEFHBATIETE 68% (358/523 i), TESHEHAT
FEHT 17% (87/523 f51) . VESHBATAERE 7% (37/523 Hil) . TEHHH
PR 8% (40/523 f51) . TEAHBATIENR 5% (26/523 #i) . FEEL
5% (25/523 B) . EHHAINLZ 5 FERE 5% (24/523 B1) . %57 4%
(19/523 Bi) . TESTEAZALBE 3% (15/523 1) K ONAE S 057 ifn
3% (14/523 %) THY . 2 » AMBEE GO ZREWER X, &
FHANLETR 70% (364/522 ) | JEHHEBALRE T 10% (54/522




) . EIEACIEAS 8% (40/522 ) . VRS EBAT AR PR 7%
(34/522 B) . TESHBOLIEIR 6% (32/522 B) . EHHNLZ 5 FE

8 5% (26/522 Bil) K OFEEN 4% (19/522 i) T -7,

ek, RRBRICBIT 2RPMAFOENHE RS IZ, X—RAT A~

DOFFER] D 48 FERFD HIV-1 RNA & 73 50 copies/mL LA E DO #5R

FHOESEEFR 6 IR LT,

®5 HBREEOEN

1w ARk 2 A k&
ey RE ey HE
523 4 522 45
HIV-1 RNA 7% 50copies/mL L E™D |5 6 (1.0%) 9 il (1.7%)

WRERI D (95% (S HEXRT) 2 0.8% (-0.6%, 2.2%)

DA L AR SRS 24 (0.4%) Y| 841 (1.5%) 9
1) AEOKANT & 2 H IR OND A L ARG 235 ST e
W Ik U7 E G & A e
H2) R—AT AL OBHKTIC LY R
£ 3) HIV-1 RNA %73 200 copies/mL A (2B S 7=, 2 [BlO#EfEd
% HIV-1 RNA O RIERH 03 200 copies/mL LA I,

H4) T A NVAFINIPL O FLAE T2 Uiz 10 B0 HIV-1 7 % A 71,
A QB Al )., B (461, C (1#]) Xix Complex (1) TH-
7=

K6 RX—RTA L DORHERID 48 JAKFD HIV-1 RNA £23
50 copies/mL LA_E DEERE DEIE

1y HWREEGRE | 2 » A MRS58
523 45 522 fi]

N—R T4 CD4 Bt v 7 SEREL (cells/mm?)

<350 127 (3.1%) 1/35 (2.9%)
>350 to <500 0/89 1/96 (1.0%)
>500 4/407 (1.0%) 7/391 (1.8%)
PR

Bk 5/380 (1.3%) 4/385 (1.0%)
ok 0/143 5/137 (3.6%)
AT

EPN 5/393 (1.3%) 5/370 (1.4%)
FEEA 0/130 4/152 (2.6%)
BT 7 ) AFKEA 0/90 4/101 (4.0%)

JEBN/T 7 U B FKEA 5/433 (1.2%) 5/421 (1.2%)

BMI (kg/m?)

<30 3/425 (0.7%) 3/409 (0.7%)
>30 2/98 (2.0%) 6/113 (5.3%)
Bl ()
<35 1/145 (0.7%) 4/137 (2.9%)
35 to <50 2/239 (0.8%) 3/242 (1.2%)
>50 2/139 (1.4%) 2/143 (1.4%)
RPV+CAB # 5% (H)

None 5/327 (1.5%) 5/327 (1.5%)

1-24 0/68 3/69 (4.3%)

>24 0/128 1/126 (0.8%)
17.3 Z0fth

17.3.1 QT RIS x I 5 &

RPV & AAI 25 mgl H 1 [A1#% 5 & AFIOHESEH & 600 mg % 1 %
HHRAXIZ900mg & 2 » AR TS LcBEomiEih v re e
VURERWTRORIEETHY . AR A 60 #2235 L L
TR MM T TR R OVEIES RO 7 a A4 —/3N—R 5T RPV
oA 25mgl B 1 [BEE L2 & &2, QTcF MKSIZx L TR
B EIR D 3 2 BT RRD S AL7e h o 72 30 31,

P, IR N & k4 & L2 QT/QTe #fAiatER I W T, A &
RPV #2174 (75 mg K 1¥300 mg) P % 1 B 1 [EKERO#E L
7-& &, QIcF RO R—AT A4 U InbOE{LBEDT TR ED
ZEOFHE (95%EHEXMO ER) X, £hZEi10.7 (15.3) ms
J 8233 (28.4) ms Tdh o7z 3D 32,

RPV fH#I 75 mg 300 mg 2 1 B 1 %5 L= & OEH
RAEIZI T D Coax DFEBIEIL, HELEHETH 5 900 mg 5 2 » H
MR TIRE LI L 2 ITBEENT Cu DEHE LY 82 REH
AL ELN0.T fEmno723, GMEAT—#) [9.1.1, 102 %
]

) BOFo&E SN 1 B HEIZ25 mg TH 5,

18, FExh#EEE
18.1 EFR#F
UNEE Y ATV T U AEY SR EA L, HIV-L IC/ERT
%5 NNRTI TH 5, V/LEE Y d, HIV-1 Wiz 5EESE (RT) %
FEFAMICIHEL, E RDNARY AT —F o, B KDy Z[HE
[/7‘0@1/\0 34). 35)

18.2 ;i1 LR {EH
T AR I St S8 72 B4R (WT) HIV-1 EBR=ROIIB (2
MTDHVLEE YD 50%8 I E (ECs) O HIRqiiL,
0.73nmol/L (0.27ng/mL) T -7,
U EE ) E HIV-1 ERR S BERRD group M IZxE LT 0.07~
1.01nmol/L (0.03~0.37ng/mL) , group O {Z5%} L T 2.88~8.45nmol/L
(1.06~3.10ng/mL) @ ECsofliz R L7=, 3%
18. 3 ZEHImE
In vitro %X U in vivo (1 HIV SO FIFRBR D 72y HIV-1 YR
IZx L TULE B Y RO Z &G U EERRER) T oM R
M, =27 A VHFIZ KI01E, K101P, E138A, E138G, E138K,
E138R. E138Q. V179L, Y181C, Y1811, Y181V, Y188L, H221Y,
F227C. M2301, M230L &% TN K103N+L100I O 7 I / B B A4+
HERIT. VLB E Y U OBIT A VAR E KT T A REEDR
bDHEEZ BN,
201584 (FLAIR) i RPV+CAB FHIBW T, MHET —% D55
T2 ANV A IS 3 Bl 2 BT, BRI INSTI [iiHE R
QI48R ZHRAALTEY ., 1 HITIEIRT 7T e+ st
KT %779 GI40R ZBENE U, £z, 3FIT_XToOfERET 1
OV EE Y UFPEREA R (K101E, E138E/A/K/T X E138K)
ZAELTEY, 3602 FITY ALY AT DREZMEDOIK T &2
~LT,
201585 (ATLAS) #BRD 7 A /L AERYISRH] 3 Bt 1 FlCigr 1 v
AR IR D BRI INSTI FPERTE N1SSH 2R it -, £
720 3 Bl _RCToWERE TIHRFERICY L E B U Uit B R
(E138A. EI38E/K X EI38K) #4&UTRKY, ULEE U A%t
T LD N 2R L, 3 B 1 Bl R T 7T BT 2
ZHEOIK T 2R Lz, BRT 7T T 5t B ZE
GI40R (1 f5). QI48R (2 fiil) K UINISSH (1 ) Th-o7,
207966 (ATLAS-2M) iRERICIWT, 1 5 HFRER GREDO 7 A L A5
FRIG] 2 ) T, WTNOPWRE HX— AT 1 VR L EE
U > 3 INSTI it R 245 L CTuh/e s> 72, 1 BiI7C NNRTI B
HZE L (G190Q) & NNRTI £ (V189D M[ERFICR &z, 7
A VA IR FEEZ 1 B TR U L E B D iR s
H(K101E+M230L) 23 v, BIOHEERF Tidk NNRTI BoisiZs 5
(G190Q+ VI891) 1Z V179V 3 EM ST ey WO 12
BWTHLIAEE Y AT DO TR Lz, Fo, Wi
NOBERAT & 0 A L AR KRR D FEREIZ INSTI i e 48 5
(QI48R + E138E/K XX NISSN/H) ZHLCEY., 1 FICIEHRT
7T EIACKIT DRSO T 2R Uiz, Wihuh INSTI Bhdizs
THLLMIIALTELT, TR OWRE BT A2 RT 77
DRSS LIE [Fold change (FC) : IBVRIHEDFEEETH 5 ECso
flEDH] 1% 1.8~4.6 TH T,
2 ARIRREEGHED 7 A L ZAERIIRH] 8 ) 2B\ T, N—R T
AVBHZS BNV LY MRS (Y181Y/C + H221H/Y,
Y188Y/F/H/L, Y188L. E138A XIL EI138E/A) ZH L. 1 FI23 AT
77 EOVIEBREZA R (G140G/R) A LTWe (ULER D i
PERSEZESL YISIY/F/H/L %A L CWIER & [F-—), 7 A VAR
JILDEENHEZ 6 B3 Y L e Y URPEREARZE L TEBY, 9
H 2 BITTKIOIE, 1 37T EI38E/K 23— T A U bhiBlEh T
Wz, UVEE Y ORS AL T BIOMERE CEW TR >
F ATl E Elalo Tz @D 0 24~15), U LEE Y SRR EZE
HAA LT 6 Bl 5 175 INSTI iPERSEZE B [N155H (2 1) |
QI148R (1 #)) KX QI48Q/R+NI155N/H (2 i) ] 24 LT /-, INSTI
i B HE T oo 2 L741 3 7 Bl 4 Bl OBERFT TH DLz, 1 Hilo
WBRE X, A T 7T —Bin (A OERBRALT v A OFSRAG
ST, Mo 1 HICIEA AT 7T EAERFOFERNE S /o
T2o ZHOHDOYERE T D ART VT ©IL O PEEAVEE O
Li 06f\,91 ‘/G&)Of:c 27)~ 28). 34). 36). 37)
18. 4 TEME
U LEE Y %, RT IZ K103N & OV Y181C %E0> NNRTI fiitf4 B e
TR BERE LHEALEZ 67RO 9 B 64 Kk (96%) ([2HY A
NZVEMZR LT, UL EE ) U ~DEZMEDIR T2 5726 LT
H—n7 I /AT KI0IP, Y1811 KUY YI8IV Th-oiz,
KI103N O7 2 /AR, H—TU L E R Y Sk 2 B vk
MK T LZgoy> 7278, KI03N L VL1001 O —EARTix, Ve
B AR T DR ED TSR L,
TTFELUVYRRRETELDEL Ln—FE L IZWHFIC
MR % 717 9™ 4786 #K 0> HIV-1 fiLie % BUERIR 0 BERK O 5 B 62% D 1K
I, Ve R Y Ak LT A iR (FC fEi=BCO) LTWw
77

A VA TERNCHE S Au7e HIV-1 G Ao Ge & L7238



R (ATLAS KO FLAIR i) o 48 SEEFFSAENTIC VT

A VARSI 7 Bl 5 B TR IR R (2 CARFNS T
DREZMEMET LW, b0 b a4y rEL Y
3FNTE R T Y v ABIERE T DNt AR L, 2029

34). 38)

19. AMRSICET HEIEEMER
— B4R . U v e e Y > (Rilpivirine)

b4« 4-{[4-({4-[(1E)-2-Cyanoethenyl]-2,6-
dimethylphenyl}amino)pyrimidin-2-yl]
amino }benzonitrile
53\%1\‘ : szH]gN(,
5y FHE 0 366.42
PRIR - BE~EEAOBR
[[#==r S v
NC._ CHy =~ .CH
PEeWwe
- N NN
CH,y

R 9 244°C
BRI log P>4.16 (1-4 2 % 7 —)V/pH9 R U -t 1 ) 7 A
JKEEET N Y T SEETER)

EIRIE © N,N-P A FLRA LT I K 32¢/100mL

=X /—/  0.098g/100mL
K <0.001g/100mL
22. A%

(1) h L E RKEERE 600mg)
2mL [1 /34 7 V]

(1) AL E RIKERRE 900mg)
3mL [1 /31 T V]

23. FEX#k

D ARNEE V77 D LEE Y O A
[TMC(C278-C108]

2) HENEE: U 77 T F LU e Y OMBEM
[TMC(C278-C125]

3) HERERE: A R LU LY COFEER [TMC278-

C121]

4) fENEEL Vv E R Y CoEYEEO T [TMC278-C158]
(2022 4= X A X H7&#F, CTD 2.7.2.2.2.1.1)

5) fENEE : VL EE Y v oRAMKAICET 25 [TMC278-

NC112]

6) FENEEL: Ve ) o ORFHI BT 5 Rt [TMC278-NC141]

7) FERNEE UL e ) o oEyEiiEoBET [TMC278-C130]

8) FENEEL: VLB EY U EART I T EILD T AL AR

PO & A7z HIV-1 Y B Tk 3 5 BRAR Rk [201585] (2022 4

X A X BH/&RR, CTD2.7.232.7.1, 2.722.12.1)

9) fENEEL : U e oY @O [TMC278-C119]
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1.8 HEFXE (F)
1.8.1 PEXEPMR (B) , RERUVAE () ETICEDRERL

1.8.1.1 HEXEFHR () RUZOHRERNL

(1) $HEEXITHR (F)
HIV-1 J&YeSE

(2) RERHL

UAEEY Y (RPV) EHA CLF, &) X, b MEArfy AL A 1A (HIV-1) RNA &
DI STV D HIV-1EGEBE ST DHEFRRIE S LT, A v T 77 —EBHEATHL IR T
77 ENAERA (CABE) &0 L TS AMNICE G- 2RISR AICTH 5,

RPV |3 RTIRFRERIAERTH Y, BAROT= Y 2T ME25mg, 2 57 L F7RLEHE
KOAT 72 4 BAREICEENIEHRY TH D, ZH O N RFIOBEEIIZ R THIV-
VREGYE] , AT MR 1RO S Tho, AKFINE, BEIEGRERIOEM»ZE8 L, &%
DA S 17 AR 2 7 ABROEG~E) 0 B2 THHRNFHT 5 L 5 85 S - g #I
Hb,

AEIOEESUTDRNE, 7 A VAL Sz HIV-1 G BE 205 & LCEm L, A
Fl & O CAB VED 2 FIOF L L BEFOHI L b r oA )L 2L (CAR) DOHLD A /L ATENE R OV
kA el 5 5 ILAHFES MERER 2 3B [201584 3Bk (FLAIR 3UBk) % 0O 201585 3k

(ATLAS #lR) | IZESEFHE L, DRI ZIn s 0RBROMELZ R,
FLAIR 3B (%, HiL b va oA L RAPIEIC X DIEWERER O 72\ HIV-1 Y BRE 25t g L L,
CAR LV A KT 2454 & CABIEDOOFAf W& G- OIS EZ LT 2, 7% b, IS
R ChH 5, 20D KvTr 7 Z e (DTG) /7 /3F eV (ABC) /7 7Yy (3TC) Kk
2 &0 AR Sz (HIV-1 RNA & 50 copies/mL Aiifi) #5& %, AAIHCAB ERE
XX CARBEIZ 1:1 DT T U H 2Mb LTz, AFI+CABIEREE, HAWREE LT CAR

(DTG/ABC/3TC #RIE T DIE ABCIRVE) DOf: D 5% RPV 25 mg & U8 CAB 30 mg D ff
MR nEeh2 1 8 1B 48U EREGE L7, AF (F11E]1 900 mg, 2 [A] H LAFE 600 mg) M OF
CABE (#[E] 600 mg, 2 [HH LAFE 400 mg) % 17 AR (4HER) COFHmENESL LT,
CAR #f1%, DTG/ABC/3TC #ti£% 100 B ML Bk L7z, FERFHMEE B, KERMLEED R

(FDA) WEZLIZA Ty T gy h73 YU XLIZHE, HEBAE 48 MR ST A )L A1
e (HIV-1 RNA & 50 copies/mL LA |) 23388 B 7= #8g oElA & L,

R LT D A VR FHPRDNGR O B TR E OFIE 1, AFI+CABIERET 2.1% (6/283

{ﬁJ) CARFET 2.5% (7/28341) ToH Y, CARFETH T 2 AH+CAB IEREDIELEN RS LTz

[BEGREEZE (O5%EKXH) :-04% (-2.8~2.1) ] .

F72, AAHCABEROIAEMEIIBRIF TH Y, CAREE L il L CH- AL 2B &ITRD 5
o,

ATLASHBRCTIX, JIL b UAVRIFIRICK Y, A7V —=2TRid7e< b 6 AR A
JLAZEHNCHIR SN TE Y (HIV-1 RNA & 50 copies/mL i) , WEIC 7 A /L AL (HIV-
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1 RNA £ 400 copies/mL LA E) DOFRERA 72\ HIV-1 JRYLEBE Zxig & L-, AiBRiL, CAR LY
NIHRIT DARK & CABIEOIHAGANE G- OIELMERFET 5, 74 2k, FFEERHEBRT
Ho, KpBIL, A7V —=2 7, MFEEROEMEGHNO20, HREHO 1B BRI, #85k
F & ARKHCAB ERE XL CAR BEIC 1:1 DETT U X Ak Uiz, HEFFICIX, AFHCAB ERET
EASREL L CRPV 25 mg X ONCAB30mg % 1 B 1 [0] 4 HOFARR D5 L=, AHF (WA
9mmg2@Euhmm@)&UCMM£®IMmmg2@Euhmm@)%1ﬁﬂﬁ%(4
WEFRE) T 44 ER0FAMANE S Lz, CARBEL, EEle-RyinGREREER 4 2 M, L0
VT 77 —EBRER, FEERREETREENESN T T 7 —BHERE 1 EEE L U A
Z 52 WG Uiz, MEFEIZ 52 T LREIEGINIBAT LIERF O 5 5, CARBHL, AHAl
+CABEIZHIV B x5 & & L-, FEFMEEA X, FDAWER LA Ty T vay k73
X LTHEY, P 5-BAG 48 T T U A L AR R (HIV-1 RNA & 50 copies/mL UL ) 72358
LN wBRE OEIA L L,

48 TIF R T 0 A IV R PRI RGBS BT R FE OFI S, AHI+CABIERE T 1.6% (5/308
B) , CAREET 1.0% (3/308 %) TH Y, CARBEIIXT DAAHCAB EREDOIELEN R S 7=
[ 5REM 2 (95%EHEXM) :0.6% (-1.2~25) 1,

F72, AAHCABEROIAEMEIIBRIF TH Y, CAREE L ik L CH- AL 2 OBR&ITRD 5
Nighot=,

FLAIR 35 &% OV ATLAS BBR O OFGENT T, 7 A VR FPRIRILD GRS b LT e o EIE

%, AAFHCABIERET 1.9% (11/59141) , CAREET 1.7% (10/591 41) TH v, &I CTHA
FI+CAB {E#ED CAR BRI T 2 IEH N/ R ST [ GHERIZE (O5%EHEXE) @ 0.2 (-1.4~
1.7) 1.,

LU E DGR OFERIZIESE, REIOBREUIRF A THIV-1 BYWE] L 3%E LT,

1812 FHERUHAE () HUICZOERERN
(1) RERUVAE ()

<17 A HERE#ES >

NRT 77N EDOHHIZEBNT, @, AT LEEY & LT 900 mg & B m AN
53 %, LIBRIZ600mg & 14 A2 18], BHSHANICERST 5,

<2 71 H IR #& 5>

NRT 77N EOPFRIZBWT, @, AKXV LEREY L LT 900 mg & B N
WZRET 5, AFIWIEERE 1 5 H#%IZ 900 mg Z B ANICE G- L, DIFRIZ 900 mg % 2 7 HIZ
LBl BEHANICEST 5,

(2) FRERML

AFNORELOAEE, 15 A BERS T FLAIR 38R & O ATLAS REROFE R, 2 4 H kg
5mmm%ﬁ%(MLmaMﬁﬁ)®%% IESEBEL, T, AFOWERL O &
1, BEBAIIHNCE IR W MAET RPV IREZ IR T 272010, RENSEYEREET L
?%Wt/\;VWVa/;%O%9%mgk RELT [254.1]
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FLAIR 752 & U8 ATLAS B2 TOM BT, 200056 785k (LATTE-2 :BR) 0 48 i I 5 oDk B,
ATLAS-2M iRBRCO M i, LATTE-2 Bk D 96 IS OfE RIS EFHE L [2.54.1] . 72
¥, LATTE-2 BRI, TRERERO 72\ HIV-1 Y BE 235 & LT, AAI+CABHEDOH Y A /v
AIEME, ARMR OZ 2% CAB+ABC/ATC OUF AR OG- & ik L7228 TIb 45 o J Bk ek
BRiCd D, LATTE2 RERTIE, #BREZ 1 7 ARG (4 EFER C&b53 258, 27 AME 8
WG CTEH9 AR CAB+ABCATC OO A& GEEC 2:2:1 OHTT AL LTz,

<1 7 HElfRE#& 5>

FLAIR 3%, ATLAS 3k OY ATLAS-2M #ER O DFA AT O ARFI+CAB {ERHET, 48 HFF A D
RPV OF IR TR IS 1T 2 MAETIRE (C.) OR(TFEME (5%, 95%4) 1% 85.8 ng/mL

(49.6, 147) TH YV, BEOLGIZEHEAREE (RPV 25 mg LN CAB30mg % 1 H 1 [5] 4 [
LA EfkSE) RO EFIRRETD C DR FEE (5%, 95%4) [794ngmL (318, 177) ] &
RIFEEECdH > 7=, FLAIR GER K N ATLAS iBR O F WM OfE 1L 1.8.1.1(2)%, ATLAS-2M iRk D
FERIZUL T O <2 77 A RG> oA S,

<2 71 A MR #E 5>

AAHCABHED 1 47 ARG @) #5257 2 2 7 AR QR &5 0FELMHEE,
L b UAVAREIZ LY U A VAR STV D HIV-L SR EE AR L LT v 7
24k, FEERK, & b FMHRER TH D ATLAS-2M B CHiAE L 7=, ATLAS-2M RBRIZIE, BiTAE
T CAR % TV A HRE (ATLAS iBROHER T CAR BECTH 0 EHIR G-I TAHFI+CAB 11
LY AN B 2 - R B A & Te) KON ATLAS sBR DHERF TAAIHCAB 1ERETH - -9k
Fafr A, 10 HBREGHET 2 7 ARRR G 11 0TI o2 2t Lz, 177 H R
BeHRECIE, AAIZ A 900 mg, 2[5 H LA 600 mg, CAB 7% #/5] 600 mg, 2 [7] H LAKE: 400 mg
THE L7z, 20 AME#RERE T, A%Al%Z 900 mg, CABE% 600 mg #¢5-L7=, 2 77 HFkE&
RO GO X A4 I 71, AERICE > TR 572, CAR 25T TWHBRE 1I9)E 15 1
HABICHHEG LEO%KIT 2 7 ARG, ATLAS 3B (1 7 HRRES) ORI CTAKIHCAB 1
BECH o - RE IR 5% 055 2 7 ARG & L=, ATLAS iR S BAT Lo, &
% OERIRIR AR R DG D NL BN HER S HIZ, AFIKR O CABIEOYIEIR 5421772, Hi
1R T CAR 2321 TV 4B, RPV 25 mg KON CAB30mg % 1 A 1[8] 28 B FRE A0 A5
L2 ICAAI K O CABIEDORIEIPF A 54217 > 7=, EEMEEB X, FDABRER LA F v 7
vay FTATY XAIHE, &5-BAG 48 FF ST Y A L ARG (HIV-1 RNA &

50 copies/mL LA E) 2358 b vz gERE OFEIE & L,

48 THIF R T 0 A )V R PRI RBLDNTRD B AV HEERFE OFIGIL, 1 4 HFIRRER5HET 1.0% (5/523
), 2 AMREERGET1.7% 9/52261) TH Y, 17 HBEERSICT 5 2 7 A RS 0FE
SRR ENT [(BREHEMZE (95%E#EXMHE) :0.8% (-0.6~22) ] .

1 7 H bR SR & RIRRIS, 2 0 AR G EEOBAMIIRIFCTH Y, Filh Mo B&IT
R BRI T,

AER O ENREIZEI L TlE, 48 HHFFA D RPV O C; DT FEHME (5%5, 95%4) 1, 174
HEb@& 56T 97.5 ng/mL (93.3, 102) , 2 » HRMEEGHET 73.1 ng/mL (69.7, 76.6) Th -
72o FLAIR 5%, ATLAS ik & OV ATLAS-2M sk 0038 ASRIERF D C, DA EEE (5%,

95% %) DOPFAIRMTRE I, 79.4ng/mL (31.8, 177) Th o1z, AkBRD 2 4 H REMEEGHED
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RPV @ C. DAELEMEIT, BAFERF OOFEMNT & RIRRE ThH o720, ARBRO 17 A R
BREL VD bl o7z, LvL, UANVAFERIRIDRD & NI RE OFIG & RPV MLAE T
& O N B R 7 B 12 A S 7R v o 72,

LLEX D, ATLAS-2M R BRO MAEH RPV IREEIE, 14 A MR G- EHE FLAIR 35k, ATLAS &
Bk % OF LATTE-2 3R T S AL/, 2 0 H MR 5-HEIL LATTE-2 R Tty S V7o i & AR
EThHoT-,

LU EDRRRFREROFERIZHAD E, HIV-1EGLEH OREEE &R R O FFA#H (5 FE
A+7 BLW) 2EEO L, KFOREKOHEZRE LT,

1.82 FHALDZIEE () RUZOHRTEIRMN
iR EOEE () ROFORTERILE £ 1.8.2-1 177,



x 1821 FALDIE () RUEDHRERN

A EOEE ()

A E AR AL

2. 85 ROBEHEICITEE LRI L)

2.1 RFND RSk LI BEOE O BEERE O & 2% B

22U 77 VT TF . AR EY, T N H—
N, Tz=h, RAT == b v, THXH ALY (2F&E) (HA
BE%ZR<), B34 XY Vv (StJohn’s Wort, o K « Va—u
R T—8) GEHEMEEGTOBE [10.1 28]

2.1 —REREEFH L L CRIE LT,

22 AHF|D CCDS IZHSE, =V 2T MEOTRMCEICHE L THE L,

V77 7F 0 EOMEERIZOWT, =VaT7 2y METIHFHERE L LTWAD
2 (PFHRFITI =Y 2 7> MEZR B ET 5), AFIXERAITH 0 BEEH#E L
-8, PRAZEE L TERE LR,

5. e XX RICBEET A ER

5.1 AFNL, 7A NVAFERRIRORERN72< . UV B ZH716 » AL EICE
WT T A VAR (B MMaER4eEw A LA [HIV] -1 RNA &23 50
copies/mL Ajiii) MNEHNTEY, VALY KRB RT 7T eIk
DM R A A R 7= 3 ARF~DY) 0 R 2 B Th 5 L S s Bt
HIV EEERFREE IR 52 &, [17.1.1-17.1.3 ]
S2AHOEBEEGORNZ Y A Y AR Z IR T 77 ek Akl s OpfH
WXk 1p Al (W< Eb 28 A #HZICRAKEGL, Ve e)
KO ART 7T VKT HRABED MRS NT-BEEXR LT L,
5.3 AANC X BIRIFIZH T2 > TiL, BE OIRFREE KL OV RTRE 72 3550 V2 I HEH i
P GBI TR B 5 VIIRBIBGRNT) 2558015 2 &,

5.1 : A& CCDS K O EABRIZFE S &, KB O G RITOWVTHRE L
7=,

5.2 1 AAIO CCDSIZHEADE, ARFEGRNCHE OFNZ B THAMED L S
TREEARRNOBEG B L THZ L ERE LT, Fi2, ABRMHERIZBIT i
OAlOEG MO B 225 E L,

53:TVaTy MEOIRMIIEEZKICL, AFOESGREEICHB VT,
BEDOBER LB EICT 2528,

7. RERORBICEET ER

€=t

TAARBNDOEG AV a—NValrT 528, EATY 2 — V2@ TE
RIno TGAIE. ARIOMRO B L&D, IBRIEEHETH L,

T2 ARFOPEE X, VA E Y UROFIKRODRT 77 % 0F| 0
BB ERBIZITY Z &,

13 AFIORELOHEIL, BEOREENY AT « X7 v hEEEL
T, EEMEEISEIRT S Z &, [17.1.3 28]

(1 % HERE#ESE)

7.4 KF O 2B HLUBEOR G, &5 TEHORIH% 7T HUNICEGT 52

L, BETERBOTHKRETIZHRGTERWEAIEZ, B LTY e
VURARIE DR T 7T ek 0FI 2 1B 1 EFRARORET DS Z &, &
AN XA 2 » A28 2 2581, fodt HIV EA~G) 0 & 2
HZLEHBEETH L,

7.5 RER O EG%, AFIO 1 » AMRERG 2 BT 55613, REIRKE

7.1 : KEF|D CCDS IZHT &, WHEAF Y 2 — Va2l F+ D08 E, 27y
2 — VB D IZRG TE WA OEEME A3 E LT,

7.2 RH|D CCDS IZHASE, ARG NOARAFG~BITT LA I
ICDOWTERE LT,

7.3 BEDOKRELRNY AT « XX 7 4 v NEBEL, ERMAMEEICHERLR
HEZERT D L 2RE L,

7.4 AH|D CCDSIZHASE, 15 AMRERGICBT 2 AFOERG 247
L, ATV a— Vil ITE G TERWGEOREBER OB GITOVWTERE LT,
7.5 : AAID CCDS (23 &, REBRROKERICARID 1 » A MRE& S5 % 5
THBEEDEETIEIZHOWTRE LT,

7.6 : KH|D CCDSIZHAE, 14 AMREEG»5 2 » ARBRERGIZOVEZ S
B ¥ HEIZHOWTEHRE LT,

7.7 : KH|D CCDS IZHSE, 25 AMREGICBIT D AFORG 247
L, ATV a— Vil ICEGTERWGAEORER OB GITOVWTERE LT,
7.8 : AAD CCDS (TS &, REBRROKERITARI D 2 » AR5 % HE

M2 (AAA N

) IR 8]

(3%



A EOEE ()

A EAR AL

Hin b OMFNCESE . FTRICEWVERT L Z &, Ak, AFIOES-FHH
3, U O RGRAH LRHICATY 2 &,

AANFAEA 5D RO HEROHE

5 O]

AIREZRIR Y BHNZ YU LB B Y > 600mg & 1 [ EL S
25 AL WICES LTS5, BRMUBEIZY A EE D v
600 mg % 1 » HIZ 1 BIEEHANICEEGT 5,
Ure el 900mg & 1 EIEEHANICER G L TR
2% A B35, BBLEIZYLEEY > 600mg % 1 » A1
1 BB 595,
7.6 1 % ARIRRHE G5 2 » ARIRREGIZOI0 B2 H88%, Vel v
600mg & A& L= 1 » AIZ, VLB E Y > 900mg % 1 [R5 AN
WG L, UYL e e ) 2 900mg % 2 4 A 1 [BIEE AR A NI B 5-4
HT L,
(2 % AHRE#EE)
7.7 AFK O 2 BB LABEOERGI1X, &5 TEHORIE 7T HUNICEET5Z
L, BETEHDOTHKBECICRETERVWEAIE, fBELLTY Y
VOB EHDRT 77 ek ngeE 1 B 1RgFHERORS T2 &, &
AENS X BRI 2 » AR 2B 2 58581, obt HIV E~Y) ) Bz
HZLEHEETH L,
7.8 RO G4, AFD 2 » ARG 2 HT 25513, RAEIRHEE
b OfIFICHKS & TRIEWERBTA Z &, i, KAIOEG-FHH
I, REBEROBEGREH ERBIZITY 2 &,
BO#EIT | AFIR
LTOREL | G0b o FBARE D AR OV &
Te RF G- ]

ATREZRBR Y I U L E Y > 900mg %
. | FIEERAANICE G L CHET 5, B
25 ABK PIBEZ Y e E Y > 900mg & 2 % A 1
A 2[5 H [ ANIC 595,

VLB EY > 900mg & 1 [BIEEERH ANIC
2 | S LTHT S, B 1y ARIZU L
e U 2 900mg % 1 [BIER A PNIZ £ 5

THBPEDOEETIEITHOWTRE LT,

7.9 : AFID CCDSI\ZHAE, 2 5 AR G5 1 5 ARGV & XD

B EITHEIZHONT

ARE LTz,

M2 (AAA N

) IR 8]

(3%
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A EAR AL

L. YEIZULEEY > 900mg % 2 % A
21 BB AN ST 2,

ZNRENE
AR

FIREZZFR Y FLC U L E B Y > 900mg %
1 EEH RN S L CRBT 5, FRB

3 RUA PIBEIZ Y e E ) > 900mg % 2 % A 1
[ AANIC R 595,
VLEEY > 900mg & 1 [BIEEERH ANIC
&5 LTHAT L, B 1y ARV
3 A | EE Y2 900mg & 1 RIS ANICR S

L. YBIZU LEEY > 900mg % 2 % A
21 BB ANICR ST %,

7.92 » HEBEHE 506 1 5 AMRBEGICH D &2 58X, Y ree )
900mg Z ik G- Lz 2 » A#IC, VA EE D > 600mg % 1 [F1 B AN
WG L, UV ve e ) 2 600mg & 14 A 1 [BIEEASANIC 53

HT &,

8. EEREARNEE
8.1 AHNT L AIEHEIT, PLHIVIEEIC O REBR A EOEMO S & TRl

THZ L&,

8.2 AFKNTIZE A 7Y 2 — LS BESE SR WA . ™7 A JL A D FHEHE K VK

AlMEY 27 ORENRD D120, WEAT Y 2=V 2T 5 X 0 -BH

IZHRET L 2L,

83 AHFDMEHICES LT, ENSIDTA RT A U EDEFOEREY S E
2. BEITERE IR A @Y AREIC, ROBHEICHOWTEILHH LEE
BTtk BEHT D L,

8.3.1 AANL HIV JEYEDARTERIEIR TII V2 & h, BRRER & E T

HIV JEIE ORI FE D BIR &2 FIE Uit i 5 AlREMENN & 5 D T, KA 5-
BRI D E RO I O TR, T RTHYEICHRET D Z &,
832 AAIOEWIE G2 X D

&

EEBIZOWTIE, BIEDEZARHATHS Z

8.3.3 HL HIV BT X AN EMG 70 o7 A v ZPNilIE, MERgEEARIC X A~
HIV & DfERIE 2R T 885 Z L0 RENTWDN, FOfERMEZ 54
WCHERR A Z Ll TEARna &y,

8.3.4 YT HIV LN, MR KL AthFE ~0 HIV IERO fGIR M2 K T S

8.1 : WART 7T ENAEHH OWRM CERICHE T TRE LT,

8.2 1 AL ADFEHIHE I OSKHKIMNEY R 7 2T B0, BHEAFr P a—)L
WP T A IEEMUE A B E LTz,

83: TV aT v MEDTHRMCEIZHEL TRE LT,

8.4 LR85 : CCDSIZESEHRE LT,

M2 (AAA N

) IR 8]

(3%



A EOEE ()

A ERRAL

DNEIMTFEH STV RN by

8.3.5 AANIOHHEA EHHANERZE T2 N H D720, RT3+ T
DK ZH Y EICHET D 2 &, Fo. AFITIHEBEDITH 72 1 o K4 &
AT 256, FRNCHYSEICHRT S Z &,

84 A O G A T ILT 551, TORICEETSZ L,
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MZBTBHHT~OBITIEIARHTH D, Ve el id, KFEGF k%
12 5 AU Eliche 0 £HERLTPICRH S TS Z Enn, Z oM,
ITe METHICERE T AR S D, (8.4 5]

9.7 /NRRZE
NSRS b LT EER AR BRI T S0 L T ey,
9.8 EHHE

HBEOREABIZE LN oEEICRET L L, AANZFE LTFRTR
BENDN, —RITHFHEREME T L TWA Z ENE W=D, i e
NEHR T D BZNNH 5,

10. fHEV/EA
AFNTEIZ CYPIA L W REFEND, (8.4, 1645 ]
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3 4p 325 4] 3. - ST 40 ¥ 44
4.2 REBRBER
4.2.1 FEEHER
4.2.1.1 $hhEEMFITEHHEER
[M5.3.5. 4588
4.2.1.2 BIRMFEHRFAER
TMC278-870219: Study of R278474 in various . SEZEEN
4.2.1.2.1 receptor binding assays. HMEH (BERH)
SERE
4.2.1.2.2 TMC278-NC204 (1) : Pharmacology data report. HREH ﬂ%aﬁﬂ
(BERH)
SEEH
4.2.1.2.3 TMC278-NC204 (2) : Individual tests data report. HREH (/Eﬁﬁ%?fﬂj)l
SEEE
4.2.1.2.4 TMC278-NC204 (3) : Individual tests data report. HREH (ﬂﬂﬁfﬂj-)l
TMC278-1646-0005343: Testing of TMC278 compound . SEZEEN
2.1.2.5 with pol «, pol B and pol 7. AR (BERH)
4.2.1.3 ZeHERRR
TMC278-NC338 (FK6822) : The chemical stability '“C- o SEER
42131l ye278 in HERG medium. HAEH (BRHZH)
TMG278-NC381: Evaluation of the concentration of
JNJ-16150108-AAA-23562791 (TMC278: rilpivirine) in o SEEH
4.2.1.3.2 dummy runs of the isolated, Langendorff-perfused HNER (BRI H)
rabbit heart experimental set-up [HIV].
TMC278-CPF730: Effects of R278474 on the membrane K * SEEH
42133 current Iy, in HERG-transfected CHO cells compared |#tR&EH TEHEH‘J)
to astemizole and terfenadine [anti-HIV; Dip 29].
TMC278-N168576: Effects of R278474 in the isolated, P—
4.2.1.3.4 spontaneous|y beating right atrium of the guinea- HREH (yﬂﬁaﬂj)
pig [anti-HIV; Dip 29]. ®
TMG278-CPF643: Effects of R278474 on cardio—
haemodynamic and —electrophysiological parameters
in combination with the determination of R278474 in 202 sEEH
4.2.1.3.5 plasma, heart and lung tissue in anaesthetized HAEH (BERH)
guinea—-pigs : dose 0.16, 0.32, 0.64, 1.25 2.5 and
5 mg/kg intravenously [anti-HIV; Dip 29].
TMC278-CPF648: Cardio—haemodynamic, cardio-
electrophysiological and pulmonary effects of an - SEEH
4.2.1.3.6 intravenous infusion of 5 mg/kg in 1 hour of HAEH (BRI H)
R278474 in anaesthetized dogs [anti HIV; DIP 029].
TMC278-CPF648-FK4126: Plasma concentrations of
R278474 during a single intravenous 1-h infusion of
the compound at 5 mg/kg in anesthetized beagle dogs -~ SEEH
4.2.1.3.1 in a pharmacological study on the cardiovascular, HRER (BERH)
cardio—-electrophysiologic and pulmonary effects of
R278474 (CPF648) .
TMC278-CPF654: Effects of R278474 on cardiovascular
and behaviour parameters in instrumented, awake . SEEH
4.2.1.3.8 dogs: single oral dose of 20 mg/kg [anti-HIV; Dip HREH (BERH)
29].
TMC278-CPF654-FK4125: Plasma concentrations of
R278474 after single oral administration of the
compound at 20 mg/kg to awake, chronically 205 4 SEEH
4.2.1.3.9 instrumented beagle dogs in a pharmacological study HNERH (BEI2 )
on the cardiovascular and behavioural effects of
R278474 (CPF654) .
TMG278-Exp5555: Effects on cardiovascular and - SEEN
4.2.1.3.10 respiratory function in the telemetered dog. HAE (BRiRH)
TMC278-Exp5555-FK4280: Toxicokinetics of R278474 in
the telemetered beagle dog in a single dose SEEY
4.2.1.3.11 escalation oral toxicity study (Jllstudy No. HREH ?EHE:’H:‘:)

843412/Exp. No. 5555) on aqueous solutions of
R278474 at 20, 80 and 160 mg/kg.
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TMC278-NC342: Effects of rilpivirine (JNJ-16150108-
AAA-23562791, TMC278) on the membrane K™ current Iy, - SEER
4.2.1.3.12 in KvLQT1/minK-transfected CHO cells compared to HNEH (BRRH)
HMR 1556 [antiviral HIV].
TMC278-NC331: Effects of JNJ-16150108-AAA and JNJ- SEEY
4.2.1.3.13  |26892567-AAA on Cardiac lon Channels Expressed in HREH (yﬂﬁaﬂj)
Mammalian Cells. =
TMG278-NC330: HERG-Lite Assay: Effects of 10 Test SEEH
4.2.1.3.14 |Articles on Cloned hERG Channel| Surface Expression |ftRE&EH fﬁﬁaﬂj)
in Mammalian Cells. =
TMC278-NC341: Electrophysiological evaluation of
TMC278 (rilpivirine: JNJ-16150108-AAA-23562791; O SEEH
4.2.1.3.15 11yc181560) in isolated, arterially-perfused rabbit |LPYELRt (BEIZH)
ventricular wedge preparations [Anti-HIV].
TMC278-NC327: Effects of a daily oral dose of 10
mg/kg of TMC278 (JNJ-16150108-AAA) or 160 mg/kg sEEY
4.2.1.3.16 |p.o. of UNJ-26892567-AAA (efavirenz) during 16 days |#tHZEH (”Eﬂaﬂj)
on ECG parameters, heart rate and body temperature =
in freely-moving telemetered guinea—pigs.
TMC278-Exp5560: Single Dose Oral Safety sEEY
4.2.1.3.17 |Pharmacology Study in the Rat: The Modified Irwin’ |#tREH (”EHE.H:.‘)
s Test. =
4.2.1.4 EHFENEYHEEARR
[M5.3.5 4588
4.2.2 EYMEERER
4.2.2.1 9W\ERUNY)TF— 3 VRGeS
R278474-FK4686: The metabolic stability, metabolism
and excretion of R278474 in the male SPF Sprague- -~ SEEH
42.2.1.1 Dawley rat after a single oral dose of '“C-R278474 HAEH (BRI )
at 10 mg/ke.
R278474-FK4240: Validation (partial) of an LC-MS/MS sEEY
4.2.2.1.2 method for the determination of R278474 in mouse HREH TEHE.H:.‘)
EDTA plasma. =
R278474-FK4170: Validation (full) of an LC-MS/MS SEEY
4.2.2.1.3 method for the determination of R278474 in rat EDTA [#tAEH (yﬂﬁaﬂj)
plasma. =
R278474-BA104: Validation (partial) of an LC-MS/MS sEEY
4.2.2.1.4 method for the determination of R278474 in rabbit HREH (”EHE.HZ.)
EDTA plasma. <
R278474-FK4169: Validation of an LC-MS/MS method SEEY
4.2.2.1.5 for the determination of R278474 in dog EDTA and HREH (”EHE.I.:H)
heparin plasma. =
TMC278-NC298 (BA1061) : Validation (partial) of an
4.2.2.1.6 LC-MS/MS method for the determination of TMC278 HREH Ry
(JNJ-16150108) in minipig ETDA plasma.
TMC278-NC273 (BA1062) : Validation (partial) of an SEEY
4.2.2.1.7 LC-MS/MS method for the determination of TMC278 HREH (”EHE.I.:H)
(JNJ-16150108) in cynomolgus EDTA plasma. =
BA13148 (304191): Validation of an Analytical
4.2.2.1.8 Method for the Determination of JNJ-46360418 in Rat |#tREH i s
Plasma by LC-MS/MS.
BA13146 (304196) : Validation of an Analytical
4.2.2.1.9 Method for the Determination of JNJ-46360418 in HREH Eafil=g 2
Rabbit Plasma by LC-MS/MS.
4.2.2.2 RIY
2683-14278 (FK7491) : Pharmacokinetics and relative
bioavailability of TMC278 following single
4.2.2.2.1 intramuscular administration of two different HREH ERfil=g 2

formulations of TMC278 at 150 or 50 mg/kg in

rabbits with a 1-month fol low-up period.
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2683-14279 (FK7521) : Pharmacokinetics and relative
bioavailability of TMC278 following single
4.2.2.2.2 intramuscular administration of four different HREH ST &
formulations of TMC278 at 150 mg/kg in rabbits with
a 3-month fol low-up period.
FK12066: Pharmacokinetics and relative
bioavailability of TMC278 in rabbits following
4.2.2.2.3 single intramuscular administration of three HRER ST &
different formulations of TMC278 at 150 mg/kg with
a 3-week follow-up period.
2683-14277 (FK7490) : Pharmacokinetics of TMG278 in
male minipigs after single intramuscular 22 [
4.2.2.2.4 administration of 3 formulations at 600 mg or 200 HPNERH B 4
mg with a 1T-month fol low-up period.
2683-14125 (FK7520) : Pharmacokinetics of TMG278 in
male minipigs after single intravenous
4.2.2.2.5 administration at 2 mg/kg or after intramuscular HREH EXfikEg
administration of 4 formulations at 600 mg with a
3-month fol low-up period.
2683-0040908 (FK10294) : Pharmacokinetics of TMC278
in male minipigs after single intramuscular 202 [
4.2.2.2.6 administration of 4 different formulations at 600 HAEH B 4
mg with a 3-month fol low-up period.
TMC278-FK4293: Pharmacokinetics of R278474 in
female white New Zealand rabbits after single sEEY
4.2.2.2.7 intravenous administration of a 75 % PEG400 / 25 % |#tAREH (’Eﬂaﬂj)
sterile water solution of R278474 at 1.25, 2.9 and =
4 mg/kg.
4.2.2.3 9%
ADME-58575: Tissue and plasma pharmacokinetics of
JNJ-16150108 (TMC278) in the rat after a single IM - R
4.2.2.3.1 | dministration of a JNJ-16150108-AMA long-acting | TTPI s+t = 7%
formulation.
TMC278-NC108 (FK4951) : Tissue distribution of 'C-
R278474, as studied by whole-body autoradiography, 255 41 SEZEH
4.2.2.3.2 in the pigmented male rat after single oral RN (BRI H)
administration of '“C-R278474 at 40 mg/kg.
TMC278-NC109 (FK4950) : Tissue distribution and
placental transfer of 146-TMC278, as studied by SEEH
4.2.2.3.3 whole-body autoradiography, in the pregnant HREH (”EHE.H_J.)
Sprague-Dawley rat after single oral administration '«
at 40 mg/kg.
TMC278-NC112 (FK5273) : The plasma protein binding ]
4.2.2.3.4 and blood distribution of TMC278 in animals and HREH TEE?EH‘J)
man.
TMC278-NC332 (FK6820) : The distribution of 'C- P—
4.2.2.3.5  |TMC278 in blood and protein binding of '*C-TMC278 in [*EPIE# (B2
plasma from monkey and guinea pig.
TMC278-FK4217: The protein binding of R278474 in SEEH
4.2.2.3.6 plasma from man, male dog, male and female rat and |HREF TEHE.L.H)
male and female mouse. =
TMC278-FK4195: Pharmacokinetics and tissue
distribution in male Sprague-Dawley rats after
single intravenous administration (slow bolus
injection) of a PEG400/sterile water (75/25) ]
4.2.2.3.7 solution at 4 mg R278474/kg and absorption and HREH (”EHE.I.:H)
tissue distribution after single oral =
administration of a solution of PEG400 + citric
acid (10%) at 40, 160 and 400 mg R278474/kg and of
a solution of PEG400 at 40 mg R278474/kg.
4,2.2.4 R
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TMC278-NC190 (FK5621) : The metabolism, excretion

and plasma kinetics of TMG278 in the male and S SEEH
4.2.2.4.1 female CD-1 mouse after single oral administration HRNEH (BE2H)

of '"C-TMC278 at 20 and 320 mg/ke.

TMC278-NC113 (FK4933) : The metabolism and excretion

of 'C-TMC278 in the male and female Sprague-Dawley o~ SEZEH
42242 rat after single oral administration of '“C-TMC278 HAEH (BEtRH)

at 40 mg/kg

TMC278-NC145 (FK5525): Biliary excretion and

identification of biliary metabolites of TMC278 in o SEEH
4.2.2.4.3 male Sprague-Dawley rats after a single oral dose HRER (BE2H)

of "C-TMC278 at 40 mg/ke.

TMC278-NC290 (FK6376) : LC-MS identification of the

metabolites in plasma from male and female Sprague- O SEEH
4.2.2.4.4 Dawley rats after repeated oral administration of AR (BRizH)

TMC 278 for 1 day, 27 weeks and 39 weeks.

TMC278-NC114 (FK5143) : The absorption, metabolism P—
4.2.2.4.5 and excretion of TMC278 in the male Beagle dog HAEE f&%?atﬂ)

after a single oral dose of 4C-TMC278 at 5 mg/kg. &

TMC278-NC157 (FK5344) : The absorption, metabolism

and excretion of TMC278 after a single oral dose of - SEEH
4.2.2.4.6 150 mg in healthy male subjects(clinical trial AR (BRizH)

TMC278-C119)

1646-0027483 (FK10104) : Identification of the

metabolites in human plasma obtained from a 3-way

cross over trial that was designed to evaluate the o =T [ 22
4.2.2.4.17 effect of TMC278 after a single dose and at steady- HPNERH B 4

state on the QT/QTc interval in healthy subjects

(TMC278-TiDP6-C131, clinical phase I)

TMC278-NC155 (BA45) : Metabolite patterns of R278474 . SEEH
4.2.2.4.8 in plasma of man, dogs, rats, mice and rabbits. HPE R (BEIR &)

TMC278-NC102 (FK4728) : The in-vitro metabolism of

14C-TMC278 in hepatocytes and liver subcellular ——

fractions of male and female Swiss albino mice, 5 25 B
42.2.4.9 male and female black Agouti rasH2 microinjected HREH (BRI H)

mice, male and female rat, female rabbit, male dog

and man

TMC278-NC333 (FK6818) : The in vitro metabolism of P
4.2.2.4.10  |™C-TMC-278 in liver 12000x g supernatant and HREH ?EEE%HH)

hepatocytes of guinea pig and monkey

TMC278-FK4152: The in vitro metabolism of R278474

in hepatocytes and liver subcellular fractions of sEEY
4.2.2.4.11 male and female Albino Swiss mouse, male and female |HtH&EH zaiiatﬂ)

Sprague Dawley rat, female rabbit, male beagle dog =

and man.

TMC278-NG141 (FK5300) : An in vitro study to (a)

identify the microsomal cytochrome P-450 iso- sEEY
4.2.2.4.12 |enzymes mediating TMC278 metabolism (reaction HREH EE%$EHH)

phenotyping) and to (b) determine the kinetics of =

TMC278 metabolism in human |iver microsomes.

TMC278-FK4151: An in vitro study on the microsomal sEEY
4.2.2.4.13 |cytochrome P-450 form(s) involved in the metabolism [ftPN&EF} EEE;EHH)

of R278474. <

TMC278-FK4288: Estimation of the effect of R278474 SEEY
4.2.2.4.14 on the metabolism of co-administered drugs by the HHEHE EEE?EtH)

determination of the K, and V,,, of R278474. =

TMC278-FK4789: Identification of the GST isoforms =&Y
4.2.2.4.15 (alpha, mu and pi) involved in the metabolism of HREE ?EE?EtH)

140-R278474. &

TMC278-NC186 (FK5720) : An in vitro study to assess SEEH
4.2.2.4.16 |the potential of TMC278 to induce CYP enzyme HREH EEE#%HH)

activities in cryopreserved human hepatocytes
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TMC278-FK4824: In vitro Evaluation of Four NCEs as SEEH
4.2.2.4.17 Inducers of Glutathione S—transferases in Cultured |#tHR&EH TEHE.H:.‘)
Human Hepatocytes. =
TMC278-NC192 (FK5563) : A study of the effects of
TMC278 hydrochloride on some hepatic enzyme sEEY
4.2.2.4.18 |activities after oral administration for three HREH (”EHE.H:.‘)
months at doses of 0, 20, 80, and 320 mg/kg/day to =
male and female Swiss albino GD1 mouse.
TMC278-NC193 (FK5564) : A study of the effects of
TMC278 on some hepatic enzyme activities after oral sEEY
4.2.2.4.19 |administration for six months at doses of 0, 40, HREH (”EHE.H:..)
120, and 400 mg/kg/day to male and female Sprague- =
Dawley rats.
TMC278-NC140 (FK5518) : A study of the effects of
TNMC278 on some hepatic enzyme activities after oral P SEEH
42242 administration of six months at doses of 0, 5, 10 HAEH (BERH)
and 40 mg/kg/day to male and female beagle dogs.
TMC278-FK4247: Study on the possible induction
and/or inhibition of hepatic drug metabolizing
enzymes by R278474 in male and female Sprague P SEEH
4.2.2.4.21 Dawley rats, after oral administration by gavage HANEH (BRI )
for 2 weeks at doses of 0, 40, 120 and 400 mg/kg
body weight/day.
TMC278-FK4123: A pilot study on the interaction of
R278474 on CYP1A2, CYP1A6, CYP2C8, 9, 10, CYP2C19, sz SEEH
4.2.2.4.22 \oYpopg, GYP2E!, CYP3A4, CYP3AS and CYPAA in human  |TLPIEH* (BEI2H)
|iver microsomes.
TMC278-NC283 (FK6443) : An in-vitro study on the sEEE
4.2.2.4.23 inhibition of paclitaxel (CYP2C8-mediated) and S- HREH éﬂam)
warfarin (CYP2C9-mediated) metabolism by TMC278. <
1646-0030536 (FK10162) : An in-vitro study on the sEEY
4.2.2.4.24 |mechanism based inhibition (MBI) of CYP2C9 by HREH iﬁi?aﬂj)
TMC278 (non—GLP) . ®
TMC278-FK4790: A study on the effect of R278474 on SEEH
4.2.2.4.25 |the biosynthese of cortisol in crude subcellular HREHR (’EHEH:I.)
fractions of dog adrenal cortex. <
4.2.2.5 BEitit
|§§é’|i§¥47ﬁib
4.2.2.6 EVSBFHFEMHEEER (EERER)
1646-0025128 (FK10042) : The possible inhibition by P
4.2.2.6.1 TMC278 in CHO cell lines overexpressing 0CT2 HREH éﬂadﬂ)
(SLC22A2) . *
1646-0035314 (FK10420) : An in vitro study on the sEGY
4.2.2.6.2 inhibition of MATE-1 (SLC47A1) and MATE-2K HREH iﬂi?aﬂj)
(SLCA7A2) by TMC278. =
TMC278-NC194 (FK5568) : An in vitro study on the
possible inhibitory effect of TMC278 on the
metabolism of sertraline, paroxetine, 225 41 SEEH
4.2.2.6.3 clarithromycin, sildenafil, 17a-ethinyloestradiol, HRE R (BRiRH)
omeprazole, S-mephenytoin, abacavir, norethindron
and chlorzoxazone in human |iver microsomes.
1955-0018187 (FK7565) : Pharmacokinetics and
relative bioavailability following single
intramuscular administration of a nanosuspension of [ o Sl
4.2.2.6.4  |TMc278 at 60 mg/ke and/or GSK1265744LAP at 10 mg/kg |fLPEH EHAEE
in male Crl:CD"(SD) IGS rats with a 2-month follow-up
per iod.
4.2.2.7 ZDthDEY B REKER
TMC278-NC356 (FK6993) : Pharmacokinetics and
relative bioavailability of TMC278 following single
4.2.2.7.1 intramuscular administration of two different HREH SEEH

formulations of TMC278 in rabbits with a 1-month
fol low-up period.
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Innovation-NC114 (FK5458) : Relative bioavailability

and comparative evaluation of the pharmacokinetics

of a nanosuspension of TMC278.HC| (R314585)

relative to a nanosuspension of TMC278 in male o P
4.2.2.7.2 beagle dogs after single intramuscular and HPNERH SEAN

subcutaneous administration of TMC278 at 5 mg/kg

and after intramuscular administration of

TMC278. HCI at 5 mg eq. /kg.

TMC278-NC238 (FK5998) : Pharmacokinetics and

absolute and relative bioavailability of TMC278

following single intravenous administration of a 75

% PEG400/25 % sterile water solution of TMC278 at 22 41 22 41
4.2.2.7.3 1.25 mg/kg and after single intramuscular and HRE SEAN

subcutaneous administration of nanosuspensions of

TMC278 in Pluronics F108 in male beagle dogs at 5

mg/kg with a 6-month fol low-up period.

TMC278-NC203 (FK5821) : Pharmacokinetics of TMC278

following single subcutaneous administration of 202 P
4.2.2.1.4 nanosuspensions of TMC278 in Vit-E TPGS in male HPNEH SEAN

beagle dogs at 5 and 20 mg/kg.

TMC278-NC295 (FK6407) : Pharmacokinetic and local
4.2.2.7.5 tolerance study in male minipigs after single HREH SEEH

intramuscular administration.

TMG278-NC344 (FK7034) : Local tolerance and 22 [
4.2.2.7.6 pharmacokinetic study in minipigs. HAEH SEAN

2683-0038991 (FK10250) : Pharmacokinetics of TMC278

and reweaswsand® Male SPF Sprague Dawley rats after

single intramuscular administration of a O 2o e
4.2.2.7.17 nanosuspension of TMC278 with increased reaedsusiance or R SHEAN

levels at 60 mg TMC278/rat with a 1 week follow-up

period.

2683-0039002 (FK10345) : The pharmacokinetics and

excretion of TMC278 and C-euesswswnd male SPF

Sprague Dawley rats after single intramuscular o~ PR
4.2.2.7.8 administration of a nanosuspension of TMC278 with HPER SEAN

increased "C-cmesswsankevels, 60 mg/rat and 185 p

g/rat, respectively.

FK13157: Pharmacokinetics of Poloxamer 338 in
4.2.2.7.9 Sprague Dawley rats after single oral HREH SEEH

administration of Poloxamer 338 at 1600 mg/kg.

FK13159: Pharmacokinetics of Poloxamer 338 (JNJ-

46360418) in rabbit New-Zealand after single oral o o~
4.2.2.7.10 | ininistration of Poloxamer 338 (INJ-46360418-AAA)  |TLPIERH SEAN

at 1600 mg/kg.

FK13161: Pharmacokinetics of Poloxamer 338 (JNJ-

46360418) in the mini-pig after single IM - = 7 22 s
422710 |odministration of TNC278 (INJ-16150108-AAA) Long  |LPIEEH Gl

Acting formulation.

FK13131: JUNJ-16150108-AAA (TMC278) : Pharmacokinetic

analysis of Poloxamer 338 (JNJ-46360418) in human T [
4.2.2.7.12 plasma after IM administration of TMC278LA HPNER B 4

(TMG278LAHTX1001) .

FK13409: Pharmacokinetics with plasma, tissue,

urine and feces collection of JNJ-46360418
4.2.2.7.13 (Poloxamer 338) in Sprague Dawley rats after single |#tR&E%H ERfik=g

intra-muscular administration of JNJ-46360418

(Poloxamer 338).
4.2.3 SR
4.2.3.1 EEESEHRER

TNMC278-EXP5559: Single Dose Oral Toxicity Study in . SEEH
42310 lipe Rat, HREH (BEIR L)

H BT HORGR T AR LR | B 7
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TMC278-FK4278: Toxicokinetics of R278474 in a

single dose oral toxicity study on the effects of sEEE
4.2.3.1.2 polyethylene glycol (PEG-400) with citric acid HREH (”EHEI.:H)

solusions of R278474 at 800 mg/kg in the SPF =

Sprague-Dawley rat (Exp. No. 5559).
4.2.3.2 REHRSEHEHER

TMC278-NC118 (T0X6479) : 2-Week Repeated Dose Oral 225 41 SEEH
4.2.3.2.1 o icity Study in the Swiss Mouse, HREH (BRi2H)

TMC278-NC121 (TOX6740) : 4-week toxicity study by . SEEH
4.2.3.2.2 oral route (gavage) in CB6F1-nonTgrasH2 mice. HRER (BRizH)

TMC278-NC119 (TOX6739) : 3-Month Repeated Dose Oral 225 41 sEEH
4.2.3.2.3 Toxicity Study in the Swiss Mouse. HAEH (BEieH)

EXP5463: Five-day repeated dose oral toxicity study . SEEH
4.2.3.2.4 in the rat (investigative tolerance study). HRER (BERH)

FK4103: Toxicokinetics of R278474 in the male SPF

Sprague-Dawley rat in a five-day repeated dose oral SEEH
4.2.3.2.5 toxicity study (Exp. No. 5463) on oversaturated HREH (’Eﬂaﬂj)

PEG400 solutions of R278474 at 40 and 400 =

mg/kg/day, respectively.

EXP5535: 2-Week Repeated Dose Oral Toxicity Study . SEEH
4.2.3.2.6 |\ the Rat. HNEH (BEIR L)

FK4243: Toxicokinetics of R278474 in a 2-week

repeated dose oral toxicity study on the effects of SEEY
4.2.3.2.7 polyethylene glycol (PEG-400) with citric acid HREH (”Eﬂsﬂj)

solutions of R278474 at 40, 120 and 400 mg/kg/day =

in the SPF Sprague-Dawley rat (Exp. No. 5535).

TMC278-NC136 (TOX6417) : 2-Week Repeated Dose Oral . SEEN
4.2.3.2.8 Toxicity Study in the Rat. HAEH (BERH)

TMC278-NC177 (T0X6813) : 2-Week Repeated Dose Oral . SEZEN
4.2.3.2.9  Iy54icity Study of R314585 in the Rat. HREH (BRigt)

TMC278-NC117 (T0X6385) : 1-month Repeated Dose Oral - SEEHN
4.2.3.2.10 Toxicity Study in the Rat. HAEH (BRI H)

TMC278-EXP5692: R278474: 4-week oral (gavage) o SEEH
4.2.3.2.1 immunotoxicity study in the rat. HIEH (BRiRH)

TMC278-NC101 (TOX6142) : 6-Month Repeated Dose Oral P SEEH
4.2.3.2.12 Toxicity Study with 1-Month Recovery in the Rat. HRER (BRiRH)

TMC278-NC126 (TOX6146) : 5-Day Repeated Dose Oral 225 41 SEEH
4.2.3.2.13 |70 icity Study in the Female Rabbit. HREH (BEIZH)

TMC278-EXP5461: Single dose escalation oral

toxicity study followed by a 5-day repeated dose - SEEH
4.2.3.2.14 oral toxicity study in the beagle dog (tolerance HRER (BERH)

study).

TMC278-FK4102: Toxicokinetics of R278474 in the

beagle dog in a tolerance study on oversaturated

PEG 400 solutions of R278474, consisting of a T SEER
4.2.3.2.15 single dose escalation oral toxicity study at 40 AR (BERH)

and 80 mg/kg, followed by a 5-day repeated dose

oral toxicity study at 80 mg/kg (Exp. No. 5461).

EXP5534: 7-Day Repeated Dose Oral Toxicity Study in . SEEH
4.2.3.2.16 the Beagle Dog. HAEH (BRiRH)

FK4244: Toxicokinetics of R278474 in the male

beagle dog in a 7-day repeated dose oral toxicity

study (Exp. No. 5534) on polyethylene glycol - SEEH
4.2.3.2.17  1pEGa00) with citric acid solutions of R278474 at  |FLPIFLHH (B2 )

20, 40 and 80

mg/kg/day. S5ET

TNMC278-NC116 (T0X6334) : 1-Month Repeated Dose Oral o >E &
4.2.3.2.18 Toxicity Study in the Beagle Dog. HAER (BXRH)

TMC278-EXP5650: 1-month repeated dose oral toxicity . SZEH
4.2.3.2.19 study in the Beagle dog with 1-month recovery. HAEH (BRiRH)

TMC278-NC115 (TOX6110) : 6-Month Repeated Dose Oral sEEN
4.2.3.2.20 |Toxicity Study with 3-Month Interim Kill in the HREH priiis

Beagle Dog. (B )

TMC278-NC107 (T0X6314) : R278474 - 52 week oral o SEEH
4.23.2.21 (gavage) toxicity study in the beagle dog. HAER (BRR )
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TMC278-NC326 (FK6541) : Pharmacokinetics of TMC278 BEEE
4.2.3.2.22 |after single and repeated oral administration of HREHR TEHE.H:.‘)
TMC278 HCl in female monkeys. =
TMC278-NC248 (T0X8862) : Endocrinological oral sEEY
4.2.3.2.23 (gavage) 8-week study in the female sexually HREH (yﬂﬁaﬂj)
immature cynomolgus monkey. =
TOX10759: A 4 Week Study of TMC278-LA by
4.2.3.2.24 |Intramuscular Injection in Dogs with a 2 Week HREH Ry
Recovery Period.
TMC278-NC368 (T0X9508) : Six week intramuscular
4.2.3.2.25 |toxicity study of a TMC278 long acting formulation [ftNEH SEEEF
in the minipig.
TMC278-NC349 (T0X9517) : Nine Month Intramuscular
4.2.3.2.26 |Toxicity Study of a TMC278 long acting formulation |#t&EH Rl
in the Minipig.
4.2.3.3 Bin=1EEHER
4.2.3.3.1 In Vitro HE
TMC278-Exp5540: In Vitro Bacterial Reverse Mutation I SEZEH
4.2.3.3.1.1 Test with Salmonella typhimurium. HAEH (BEiR)
TMC278-Exp5693: In Vitro Bacterial Reverse Mutation sl SEEH
4.2.3.3.1.2 Test with Salmonella Typhimurium. HAER (BERH)
TMC278-NC335 (T0X8918) : In Vitro Bacterial Reverse SEEY
4.2.3.3.1.3 |Mutation Test with R314585 (TMC278.HCI) in HREH (yﬂﬁaﬂj)
Salmonel la typhimurium. =
TMC278-NC279 (T0X8086) : In Vitro Bacterial Reverse BEEE
4.2.3.3.1.4 |Mutation Test of TMC278 in Salmonella typhimurium HREH fﬁﬂatﬂ)
with human liver S9-mix. =
TMC278-Exp5539: In Vitro Mammalian Forward Mutation SEEY
4.2.3.3.1.5 |Test with L5178Y Mouse Lymphoma Cells (TK-locus) HREH (yEHE'.':H)
using the Microtitere Fluctuation Technique. =
TMC278-NC336 (T0X8919) : Mutation at the thymidine ]
4.2.3.3.1.6 |kinase (tk) locus of mouse |ymphoma L5178Y Cells HREE (?EHE'H:'I)
(MLA) using the Microtitre® fluctuation technique. e
4.2.3.3.2 In Vivo B
TMC278-Exp5538: In vivo micronucleus test on bone - SEEN
4.2.3.3.2.1 marrow cells of mice. HMERH (BERH)
TMC278-FK4259: Toxicokinetics of R278474 in SPF
Albino Swiss mice after single dose oral sEEH
4.2.3.3.2.2 |administration of PEG 400/citric acid solutions of |HtH&EH (”EHE.H:,,)
R278474 at 100, 400 and 1600 mg/kg in the in vivo =
micronucleus test (Exp. No. 5538).
4.2.3. 4 KNARHESER
4.2.3. 4.1 BN A RIEFER
TMC278-NC120 (T0X7222) : Carcinogenicity Study by SEEH
4.2.3.4.1.1 |Oral Gavage Administration to CD-1 mice for 104 HREH (’Eﬂaﬂj)
Weeks. =
TMC278-NC123 (T0X7221) : Carcinogenicity Study by SEEY
4.2.3.4.1.2 |Oral Gavage Administration to CD Rats for 104 HREH (”EHEH:.‘)
Weeks. =
4.2.3.4.2 S8R (ZhEINA RIEHER
EEE el
4.2.3.4.3 TDHDHER
EEE el
4.2.3.5 £ERESHHER
4,.2.3.5.1 ZRRERVERETTONHREREICET SRR
TMC278-NC124 (T0X6861) : Oral (Gavage) Male s SEER
4.2.3.5. 1.1 Jeo ti ity Study in the Rat. HAFH (BEEH)
TMC278-NC125 (T0X6708) : Oral Female Fertility Study O SEEH
4.2.3.5.1.2 in the Rat. HREHR (BEIE )
4.2.3.5.2 I - BRIREEICEHT HHER
TMC278-NC127 (TOX6147) : Pilot oral developmental . SEEH
4.2.3.5.2.1 toxicity study in the rat. AN (BEizH)
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TMC278-NC105 (TOX6268) : Oral Developmental Toxicity . SEZEH
4.2.3.5.2.2 Study in the Rat. HAEH (BERH)
TMC278-NC128 (T0X6235) : Pilot Oral Developmental 225 41 sEEH
4.2.3.5.2.3 |154icity Study in the Rabbit. HREH (BEi2t)
TMC278-NC129 (TOX6280) : Pilot oral developmental . SEEH
4.2.3.5.2.4 toxicity study in the rabbit. HRER (BERH)
TMG278-NC130 (TOX6313) : Oral Developmental Toxicity - SEEN
4.2.3.5.2.5 |study in the Rabbit. HREH (BRi2H)
4.2.3.5.3 HERIRUBEEORESSIZBAHEOBEEICET 2HR
TMC278-NC168 (T0X6847) : Oral (Gavage) Pre and Post- sEEY
4.2.3.5.3.1 |natal Developmental Toxicity and Juvenile Toxicity |#tR&EH TEHE.I.:H)
Dose Range Finding Study in the rat. =
TMC278-NC131 (TOX6972) : Oral (Gavage) Pre and Post- . SEZEH
4.2.3.5.3.2 natal Developmental Toxicity Study in the Rat. HRER (BRI H)
4.2.3.5.4 IERZAW:-HER
EEEL Al
4.2.3.6 BRI MERR
TMC278-NC202 (T0X7619) : In Vitro Bovine Corneal .. SEEH
4.2.3.6.1 Opacity-Permeability Eye Irritation Test. HRER (BRiRH)
TMC278-NC188 (T0X7218): In Vitro Phototoxicity sEEY
4.2.3.6.2 Testing of R314585 by the Neutral Red Uptake Assay |#tH&EH (yﬂﬁaﬂj)
Using Balb/c 313 Mouse Fibroblasts. =
TMC278-NC159 (TOX7555) : TMC278: Primary Skin sEEE
4.2.3.6.3 Irritation Study in Rabbits (4-Hour Semi-Occlusive |#tHR&E#H Carim
cdt e (BERH)
Application).
TMC278-NC199 (T0X7453) : Evaluation of the
sensitisation potential of TMC278 and various T SEEH
4.2.3.6.4 nanosuspensions of TMC278 (base) in the local |ymph AR (BRI )
node assay (research non-GLP study).
TMC278-NC301 (T0X8460) : The in Vitro Hen s Egg o~ P
4.2.3.6.5 ChorioAl lantoic Membrane Irritation Test. HAEH SEAN
TMC278-NC237 (TOX7774) : Local tolerance study of
TMC278 nanoparticles following subcutaneous and s = 2
4.2.3.6.6 intramuscular injection in New-Zealand white HRE R e
Rabbits.
TMC278-NC367 (T0X9445) : Single Dose Intramuscular
4.2.3.6.7 Acute Irritation Study of TMC278-LA' in New-Zealand |t*tH&E#} SEEH
White Rabbits.
TMC278-NC359 (T0X9403) : Single dose intramuscular
4.2.3.6.8 toxicity study of TMC278 in the minipig with 3 HRER SEEH
month follow up.
4.2.3.7T ZDOEMHFER
4.2.3.7.1 IEHHAER
EEE el
4.2.3.7.2 RIESHAER
EEE el
4.2.3.7.3 EXREOBFICET 5558
EXP5627: Single Dose Oral Endocrinology Study in . SEEH
4.2.3.7.3.1 the Beagle Dog. HMERH (BERH)
EXP5653: In-Vitro Guinea—Pig Adrenal Cell Test for . SEEH
4.2.3.7.3.2 the evaluation of the cortisol biosynthesis. HRER (BERH)
4.2.3.7.4 (REHHER
EEELAl
4.2.3.7.5 REMOEHFER
EEEL Al
4.2.3.7.6 FHiMOEMHRER
TMC278-NC308 (T0X8901) : In Vitro Bacterial Reverse SEEH
4.2.3.7.6.1 |Mutation Test with R314585 (TMC278.HCI) spiked with |#tHR&E¥} (”EHE.H:.‘)
4% eetcasuvsence~( ) in Salmonella typhimurium. =
TMC278-NC309 (T0X8900) : In Vitro Bacterial Reverse SEEY
4.2.3.7.6.2 |Mutation Test with R314585 (TMC278.HCI) spiked with |#tR&E# (yEE;,EHj)
4% icincaswsance s (BB in Salmonella typhimur ium. *
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TMC278-NC311 (T0X8899) : Mutation at the thymidine =&Y
4.2.3.7.6.3 |kinase (tk) locus of mouse |ymphoma L5178Y (MLA) HREE ?EE?EtH)
using the Microtitre® fluctuation technique. -
TMC278-NC312 (T0X8898) : Mutation at the thymidine =&Y
4.2.3.7.6.4 |kinase (tk) locus of mouse |ymphoma L5178Y cells HREE ?EE?EtH)
(MLA) using the Microtitre® fluctuation technique. .
TMC278-NC314 (T0X8886) : 1-Month Repeated Dose Oral SEEH
4.2.3.7.6.5 |Impurity Qualification Study for TMC278.HC| in the [#tR&EH EE%?EtH)
Rat. =
TMC278-NC179 (T0X6835) : In Vitro Bacterial Reverse . SEER
4.2.3.1.6.6 Mutation Test with Salmonella typhimurium. HAEH (BERH)
TMC278-NC165 (TOX6616) : In Vitro Bacterial Reverse - SEER
4.2.3.7.6.1 Mutation Test with Salmonella typhimurium. HRER (BERH)
TMC278-1646-0016315 (T0X9643) : In Vitro Bacterial sEEY
4.2.3.7.6.8 |Reverse Mutation Test With umesswsacecin Salmonel la HREH EEE¢EtH)
typhimur ium. -
TMC278-NC184 (TOX7006) : Screening chromosome . SEER
4.2.3.7.6.9 aberration test in human |ymphocytes in vitro. HRER (BRI H)
TMC278-1646-0015298 (T0X9645) : In Vitro Bacterial sEEY
4.2.3.7.6.10 |Reverse Mutation Test With rwmesswsaceesin Salmonel la HREH EEE¢EtH)
typhimur ium. -
TMC278-1646-0015299 (T0X9644) : In Vitro Bacterial SEEE
4.2.3.7.6.11 |Reverse Mutation Test with wacaswsancer-in Salmonel la HREH EE%?EtH)
typhimur ium. 5
4.2.3.1.7 ZOthDHER
TMC278-NC196 (T0X7354) : Single Dose Subcutaneous 2w 2w
4.2.3.7.7-1 |qoyicity Study of THC278 in the Mouse. HAEH SERH
TMC278-NC244 (T0X7896) : Single Dose
Intravenous/Intramuscular/Subcutaneous Toxicity o o
4.2.3.71.7-2 Istudy of THG278 in the Rat with a 8-Week Follow-up |ILPYE** SEAH
Per iod.
TMC278-NC234 (T0X7781) : Single Dose
Intramuscular/Subcutaneous Toxicity Study of TMC278 o [ —
4.2.3.1.1.3 Nanoparticles in the Beagle Dog with a 3-month HAEH Gl
Fol low-up Period.
TMC278-NC296 (T0X8580) : 13/39-week toxicity study
4.2.3.7.7.4 |by monthly intramuscular injection in Gottingen HREH SR EE
minipigs
TMC278-NC280 (T0X8482) : Local Tolerance Study of
4.2.3.7.7.5 |[TMC278 nanoparticles following intramuscular HREH SEEH
injection in New Zealand White Rabbits
TMC278-NC357 (T0X9535) : In Vitro Bacterial Reverse
4.2.3.7.7.6 |Mutation Test with Poloxamer 338 in Salmonella HREH Rl 2
typhimur ium
TMC278-NC358 (T0X9523) : Poloxamer 338: In Vitro
4.2.3.7.7.7 |Mammalian Chromosome Aberration Test in Human HREH ERfik=g
Lymphocytes
1955-0016643 (T0X9648) : 14-day Repeated Dose Oral stz sz
4.2.3.7.1.8 Toxicity Study of Poloxamer 338 in the Female Rat. HPNER SEAN
TMC278-NC347 (T0X9679) : Oral Developmental Toxicity 22 R
4.2.3.7.1.9 Study of Poloxamer 338 in the Rat. HPE R =l
TOX13295: JNJ-46360418-AAA: A single and repeated
4.2.3.7.7.10 |dose intramuscular toxicity study in the female rat [ttIR&E¥} SEEH
fol lowed by a 1 month fol low-up period
T0X13391: Poloxamer 338 — Combined male and female
4.2.3.7.7.11 |fertility and embryo—foetal toxicity study by the HREH Bl
intramuscular route in the rat (Segment I & II)
TMC278-NC366 (T0X9649) : 14-day Repeated Dose Oral
4.2.3.7.7.12 |Toxicity Study of Poloxamer 338 in the Female HREH SEEH
Rabbit.
TMC278-NC348 (T0X9680) : Oral Developmental Toxicity O~ .
4.2.3.7.7-13 |ot 4y of Poloxamer 338 in the Rabbit. HAEH i 54
TOX13296: JNJ-46360418-AAA: A single and repeated
4.2.3.7.7.14 |dose intramuscular toxicity study in the female HREHR SEEH

rabbit followed by a 1-month fol low-up period.
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TOX13376: Poloxamer 338 — Embryo—foetal toxicity

4.2.3.7.7.15 |study by the intramuscular route in the rabbit HRER STl &
(Segment 11).
TOX13546: Poloxamer 338 — Pre- and post-natal

4.2.3.7.7.16 |development study by the intramuscular route HREH Eaikeg
(bolus) in the rat (Segment III).

4.3 BE W

4.3 SE R SE X F R SEEH
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5.2 A RER
5.3 BRERRBRERSE
5.3.1 EMEFIFHBRBEE
5.3.1.1 "M AF7RALSEYT 4 (BA) BRERESE
BEEHGL
5.3.1.2 EEBAFRBRUEMFENREEFYE BE) RBRREE
TMC278LAHTX1001 - Phase 1, randomized, open-label
parallel-group to compare the PK of RPV after IM S PR m
5.3.1.21 L icction of RPV LA and ‘aged’ RPV LA (mimicking | LPI&* SERM | m
room temperature storage)
TMC278LAHTX1002 - Phase 1, randomized, open-label
paral lel-group to characterize the single dose PK of gy P .
5.3.1.2.2 RPV after IM injection of RPV LA nanosuspensions HAERH SEAEN ™
with different particle size distribution
5.3.1.3 In Vitro—In Vivo OBEEZRE L-EEBRES
ZEERTL
5.3.1.4 £YENRUVBLLZEMLITERFRESE
TMC278-C158 - Validation (full) of an LC-MS/MS sEaY
5.3.1.4.1 method for the determination of TMC278 (JNJ- HRER é&*aﬂj) Fii3
16150108) in human heparin plasma =
TMC278 - Partial validation of a method for the
determination of TMC278 in human EDTA plasma samples o P .
5.3.1.4.2 in the presence of cabotegravir by LC_MS/MS HAERH SEEN ™
(AP14000)
M 05 / 05557, - P
5.3.1.4.3 Validation of a method for the determination of HAER é&*aﬂj) 3
metformin in human plasma samples =
272 / 073138, I BELE
5.3.1.4.4 Validation of a method for the determination of HRER (”EHEH:.I) 3
metformin in human urine samples =
BA1674: Validation of a method for the determination o P .
5.3.1.45  1of N-16150108 (TNC278) in human plasma samples.  |tLPIsert BEAM | m
BA1099: Amendment of Validation (partial) of an LC-
5.3.1.4.6 MS/MS method for the determination of TMC278 (UNJ- |#tREH SEEH =
16150108) in human heparin plasma
FK11137: The unbound fraction of rilpivirine in
plasma from HIV-1-infected pregnant women of a
single arm, open label study to assess the [ P m
5.3.1.4.7 pharmacokinetics of darunavir/ritonavir, HAERH SEAN ™
darunavir/cobicistat, etravirine and rilpivirine
(TMC114HIV3015)
TMC278LAHTX1001/TMC278LAHTX1002: Partial validation
5.3.1.4.8 of a method for the determination of TMC278 in human |#tR&E¥} SEEH it
K2-EDTA plasma samples
TMC278-BA28: Validation (full) of an LC-MS/MS method sEEY
5.3.1.4.9 for the determination of R278474 in human heparin HREH EE%;EtH) i
plasma (incl Amendment I & II) =
ABL2241: Validation of the determination of P SEEH -
5.3.1.4.10 Efavirenz in human plasma using LC-MS/MS HAERH (BE1R ) ™
ABL3230: Validation of the determination of -~ SEEH
5.3.1.4.11 Nevirapine in human plasma using LC-MS/MS HAERH (BRiRH) "
BA13223: Partial validation of a method for the
5.3.1.4.12  |determination of TMC278 in human heparin plasma HRER SEEH 3
samples by LC_MS/MS (AP14000)
BA13152: Partial validation of a method for the
5.3.1.4.13  |determination of TMC278 in human EDTA plasma samples |#tP& %t SEEH i3
by LC_MS/MS (AP14000)
5.3.2 E FEARFEHZRAVWVE-EDIREENDSBRBEE
5.3.2.1 MRERHEFBRBEE

13
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TMC278-NC112 (FK5273) : The plasma protein binding [ SEEH
5.3.21.1  1and blood distribution of THC278 in animals and man. |itPI&* e |
5.3.2.2 FREBRUVEYHEFASRBRESE

TMC278-NC102 (FK4728) : The in-vitro metabolism of

14C-TMC278 in hepatocytes and liver subcellular . SEER
5.3.2.2.1 fractions of male and female mouse, male and female HAAEH (BEiRd) "

rat, female rabbit, male dog and man

TMC278-NC157 (FK5344) : The absorption, metabolism sEaY
5.3.2.2.2 and excretion of TMC278 after a single oral dose of [ftN&EH EE%;Etﬂ) i3

150 mg in healthy male subjects. =

TMC278-NC141 (FK5300) : An in vitro study to (a)

identify the microsomal cytochrome P-450 iso-enzymes sEEY
5.3.2.2.3 mediating TMC278 metabolism (reaction phenotyping) HREH ;EE?Etﬂ) it

and to (b) determine the kinetics of TMC278 =

metabolism in human liver microsomes

TMC278-FK4123: A pilot study on the interaction of

R278474 on CYP1A2, CYP1A6, CYP2C8, 9, 10, CYP2(C19, [P SEEH m
5.3.2.2.4  |cYpaD6, CYP2EI, CYP3A4, CYP3AS and CYPAA in human  |‘LPIEEHH (BEiRH)

|iver microsomes

TMC278-NC186 (FK5720) : An in vitro study to assess sEaY
5.3.2.2.5 the potential of TMC278 to induce CYP enzyme HRER TEHE'H:'.) EiS

activities in cryopreserved human hepatocytes. =

TMC278-NC283 (FK6443) : An in-vitro study on the sEEH
5.3.2.2.6 inhibition of paclitaxel (CYP2C8-mediated) and S- HREH ;E%;Etﬂ) i3

warfarin (CYP2C9-mediated) metabolism by TMC278. =

TMC278-NC194 (FK5568) : An in vitro study on the

possible inhibitory effect of TMC278 on the

metabolism of sertraline, paroxetine, 202 s SEEH .
5.3.2.2.1 clarithromycin, sildenafil, 17a—ethinyloestradiol, HPER (BRigH) ™

omeprazole, S-mephenytoin, abacavir, norethindron

and chlorzoxazone in human |iver microsomes
5.3.2.3 O E FEFEHEZAV-RERERES

ZEERGL
5.3.3 BRAREMENIRE PK) HERHEE
5.3.3.1 BEMREICHET3PKRUNHNZBHSBRRES

TMC278-C119 — Phase 1, open label, single-dose

mass-balance study to characterize excretion and the S SEEH -
5.3.3.1.1 overal | metabolic profile after a single dose of HEH (BRiRH) ™

14GC-labeled RPV in humans

TMC278-C158 — Phase I study in healthy volunteers to

examine in an open—label part the safety

tolerability and plasma pharmacokinetics of a single

intramuscular injection of a novel TMC278 LA (long- gy = m
5.3.3.1.2 acting) formulation at 2 different doses, followed HAER Gy ™

by a double-blind, randomized, placebo-controlled

part of multiple intramuscular injections of this

novel formulation at a selected dose

LAI115428 (multiple dose PK) - Phase 1, open-label

randomized, repeat dose escalation study to
5.3.3.1.3 determine the safety, tolerability, and PK profile |#tR&EH S E # i

of IM and SC injections of CAB LA alone and in

combination with RPV LA

TMC278-C146 - Phase I, double blind, randomized

placebo-controlled trial in healthy subjects to

examine the safety, tolerability and plasma o = 7 2
5.3.3.1.4 pharmacokinetics of TMC278 (long acting formulation) P EHm "

after single intramuscular or subcutaneous

injections at 3 increasing doses

TMC278-C150 - Phase I, double-blind, randomized

placebo-controlled trial to examine the safety
5.3.3.1.5 tolerability and plasma pharmacokinetics of multiple |t#tR&E ¥ Eafi=g ) i

(monthly) intramuscular and subcutaneous doses of
TMC278LA

5.3.3.2 BEICEHSPKEUNHREHARRES
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ZLuERGL
5.3.3.3 NEAMKERZRE L -PKEERHEE

TMC278-TiDP6-G130: Pharmacokinetics, safety and sEEY
5.3.3.3.1 tolerability of TMC278 in subjects with mildly or HREHR (”EHEH:.I) Eid

moderately impaired hepatic function. =

TMC114HIV3015: A Single-arm, Open-label Study to

Assess the Pharmacokinetics of Darunavir and
5.3.3.3.2 Ritonavir, Darunavir and Cobicistat, Etravirine, and |#tR&E¥ SEEH i

Rilpivirine in HIV-1 Infected Pregnant Women Results

for the Rilpivirine Arm

TMC2781FD4005 - An Open-label, Single-dose Study to

Investigate the Pharmacokinetics and Safety of sEEY
5.3.3.3.3 TMC278 After Oral Administration of TMC278 25 mg HRER ;EE*Etﬂ) i1

Tablet Under Fed Condition in Healthy Japanese Adult =

Male Subjects
5.3.3.4 AN ERAZRE L-PKEEBRHREE

R278474-G101 — A Phase [, open label, parallel

group, add-on trial to explore the pharmacokinetics, sEEY
5.3.3.4.1 safety, and tolerability of a single oral dose of 50 [(tAR&EH ;EE?Etﬂ) =

mg R278474 in HIV-1 infected male subjects taking at =

least 2 NRTIs/NtRTIs and efavirenz or nevirapine

TMC278-C104 - A Phase [ open-label trial to

investigate the pharmacokinetic interaction between sEEY
5.3.3.4.2 tenofovir (administered as tenofovir disoproxil HRER é&*sﬂj) 3

fumarate) and TMC278 at steady-state in healthy =

subjects.

TMC278-C105 — A Phase I, open label, randomized, 2-

way crossover trial in 16 healthy subjects to sEEY
5.3.3.4.3 investigate the potential pharmacokinetic HRER é&*aﬂj) 3

interaction between TMC278 and lopinavir/ritonavir =

at steady-state

TMC278-C106 — A Phase I, open-label trial to

investigate the pharmacokinetic interaction between - SEEH
5.3.3.4.4  l4idanosine (ddl) and TNC278 at steady-state in HRFEH (EEEH) | ™

healthy individuals

R278474-G108 — A Phase I, open-label, randomized

three-way crossover trial in 16 healthy subjects to 202 SEEH
5.3.3.4.5 establish the two-way pharmacokinetic interaction HNEH (BRiRH) G

between TMC278 and rifampin at steady-state

TMC278-C109 — A Phase I, open-label, randomized, 2-

way crossover trial in 16 healthy subjects to 202 SEEH
5.3.3.4.6 establish the 2-way pharmacokinetic interaction HNEH (BRiRH) G

between steady-state TMC278 and paracetamol.

TMC278-C112 - A phase I, open-label, randomized 2-

way crossover trial in 16 healthy subjects to sEaY
5.3.3.4.7 investigate the steady-state pharmacokinetic HAER 6&¥Eﬂj) i

interaction between TMC278 and TMC114/ritonavir =

(rtv).

TMC278-C116 — A Phase I, open-label, randomized

two-way crossover trial in 16 healthy subjects to sEay
5.3.3.4.8 investigate the potential pharmacokinetic HAER a&¥aﬂj) 3

interaction between steady-state TMC278 and steady- =

state atorvastatin

TMC278-C120 - A Phase I, open label trial to

investigate the effect of steady-state TMC278 on the [ SEEH
5.3.3.4.9 pharmacokinetic characteristics of ethinylestradiol HPE (BEi=d) "

and norethindrone at steady-state in healthy women

TMC278-TiDP6-G121 — A Phase I, open-label, single-

sequence drug-drug interaction trial in subjects on sEEY
5.3.3.4.10 |stable methadone maintenance therapy, to investigate |#tRE&EH} ;EE?Etﬂ) =

the potential interaction between TMC278 25 mg q.d. =

and methadone, at steady-state

TMC278-TiDP6-G123 — A Phase I, open-label

randomized, 2-way crossover trial in 16 healthy sEEY
5.3.3.4. 11 subjects to investigate the potential HRER f&%#%ﬂj) =

pharmacokinetic interaction between TMC278 and
sildenafi |

15
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TMC278-C125 — A Phase I, open label, randomized

three-way crossover trial in 18 healthy subjects to 202 s SEEH .
5.3.3.4.12 investigate the pharmacokinetic interaction between AR (BRiRH) ™

steady-state TMC278 and steady-state rifabutin

TMC278-C127 — A Phase I, open-label, randomized

two-way crossover trial in 16 healthy subjects to sEEY
5.3.3.4.13 investigate the potential pharmacokinetic HRER ;EE;Etﬂ) =

interaction between steady-state TMC278 and steady- =

state ketoconazole

TMC278-TiDP6-G136 — A Phase I, open-label drug-drug

interaction trial to investigate the effect of sEEY
5.3.3.4.14  [TMC278 25 mg q.d. on the steady-state HRER (’Eﬂsﬂj) 3

pharmacokinetics of ethinylestradiol and =

norethindrone, in healthy women

TMC278-C139 — A Phase I, open label trial in 16

healthy subjects to investigate the effect of gy SEEH -
5.3.3.4.15 single-dose and steady-state TMC278 on the R (BRiRH) ™

pharmacokinetics of chlorzoxazone

TMC278-C153: A Phase I, open label, randomized

crossover trial in healthy subjects to investigate 2y P .
5.3.3.4.16 the pharmacokinetic interaction between TMC278 25 mg HREH SERM ™

g.d. and raltegravir 400 mg b.i.d

TMC2781FD1001: A Phase I, open-label, randomized

crossover trial in healthy subjects to investigate ey SEEH -
5.3.3.4.17 i1 effect of steady-state THC278 on the HRFH (REERH)

pharmacokinetics of a single dose of digoxin

TMC2781FD1003: A Phase I, open-label study in

healthy subjects, to explore the pharmacokinetics of - SEEH
5.3.3.4.18 different dosing regimens of rilpivirine in PR (BRigH) "

combination with rifabutin, at steady-state

TMC2781FD1004: A Phase [ open-label study in healthy

subjects, to explore the potential for a 202 s SEEY .
5.3.3.4.19 pharmacokinetic interaction between steady state PR (BEigH) ™

rilpivirine and a single dose of metformin

LAI116181 (DDI) - Phase 1, open-label, repeat-dose
5.3.3.4.20 [fixed sequence, three-period study to assess the HREHR SEEH 3

potential for a drug interaction between CAB and RPV
5.3.3.5 REaL—Y a VPKREBRHRES

Population Pharmacokinetics Report: A Phase IlIb

Randomized, Multicenter, Parallel-group, Non-

inferiority, Openlabel Study Evaluating the

Efficacy, Safety, and Tolerability of Long-acting gy [
5.3.3.5.1 Cabotegravir Plus Longacting Rilpivirine HREH SV A

Administered Every 8 Weeks or Every 4 Weeks in HIV-

1-infected Adults who are Virologically Suppressed-

Study 207966 (ATLAS-2M)- Week 48 Analysis
5.3.4 BRERENE (PD) HERBEE
5.3.4.1 BEHEREICH T SPDREEBERUPK/PDRERBREE

TMC278-C131: A phase I, double-blind, double-dummy

randomized, placebo controlled and active sEEY
5.3.4.1.1 controlled, 3-way crossover trial to evaluate the HRER EE*;EHj) 3

effect of TMC278 after a single dose and at steady- =

state on the QT/QTC interval in healthy subjects

TMC278-C152: A phase I, double-blind, double-dummy

randomized, placebo controlled and active controlled

trial to evaluate the effect of TMC278 25 mg g.d. at [ SEEH P
5.3.4.1.2 steady-state and the effect of efavirenz (EFV) 600 HAAEH (BEi=H) ™~

mg g.d. at steady-state on the QT/QTc interval, in 2

randomized panels of healthy subjects
5.3.4.2 BEI-H T 5PDzhEx & UPK/PD; =5

200056 (LATTE-2) W32 - A Phase IIb Study Evaluating

a Long-Acting Intramuscular Regimen of GSK1265744

plus TMC278 For the Maintenance of Virologic
5.3.4.2.1-1 |[Suppression Following an Induction of Virologic HREHR Rl g 2 i

Suppression on an Oral regimen of GSK1265744 plus
Abacavir/Lamivudine in HIV-1 Infected
Antiretroviral Therapy-Naive Adult Subjects
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200056 (LATTE-2) W48 — A Phase IIb Study Evaluating
a Long-Acting Intramuscular Regimen of GSK1265744
plus TMC278 For the Maintenance of Virologic
Suppression Following an Induction of Virologic
Suppression on an Oral regimen of GSK1265744 plus
Abacavir/Lamivudine in HIV-1 Infected
Antiretroviral Therapy-Naive Adult Subjects

HREN

eliies

200056 (LATTE-2) W96 — A Phase IIb Study Evaluating
a Long-Acting Intramuscular Regimen of GSK1265744
plus TMC278 For the Maintenance of Virologic
Suppression Following an Induction of Virologic
Suppression on an Oral regimen of GSK1265744 plus
Abacavir/Lamivudine in HIV-1 Infected
Antiretroviral Therapy-Naive Adult Subjects

HREH

FHE AR

200056 (LATTE-2) W128 - A Phase Ilb Study Evaluating
a Long-Acting Intramuscular Regimen of GSK1265744
plus TMC278 For the Maintenance of Virologic
Suppression Following an Induction of Virologic
Suppression on an Oral regimen of GSK1265744 plus
Abacavir/Lamivudine in HIV-1 Infected

Antiretroviral Therapy-Naive Adult Subjects

HREH

B

200056 (LATTE-2) W160 - A Phase Ilb Study Evaluating
a Long-Acting Intramuscular Regimen of GSK1265744
plus TMC278 For the Maintenance of Virologic
Suppression Following an Induction of Virologic
Suppression on an Oral regimen of GSK1265744 plus
Abacavir/Lamivudine in HIV-1 Infected

Antiretroviral Therapy-Naive Adult Subjects

HREH

BRliEEE

200056 (LATTE-2) W256 — A Phase Ilb Study Evaluating
a Long-Acting Intramuscular Regimen of GSK1265744
plus TMC278 For the Maintenance of Virologic
Suppression Following an Induction of Virologic
Suppression on an Oral regimen of GSK1265744 plus
Abacavir/Lamivudine in HIV-1 Infected

Antiretroviral Therapy-Naive Adult Subjects: Week
256

HREN

B

200056 Extension Period - GSF PK Sub-study - An
assessment of the pharmacokinetics of cabotegravir
and rilpivirine in the plasma and cerebrospinal
fluid (CSF) following LA intramuscular
administration in subjects currently enrolled into
the LATTE-2 Phase 2b study

#HREN

ST A

LAI116482 (LATTE) W24 - A Phase Ilb, dose ranging
study of oral CAB in combination with nucleoside
reverse transcriptase inhibitors for induction of
HIV-1 virologic suppression followed by an
evaluation of maintenance of virologic suppression
when oral CAB is combined with oral rilpivirine in
HIV-1 infected, antiretroviral therapy naive adult
sub jects

HREH

SEEN

LAI116482 (LATTE) W96 - A Phase Ilb, dose ranging
study of oral CAB in combination with nucleoside
reverse transcriptase inhibitors for induction of
HIV-1 virologic suppression followed by an
evaluation of maintenance of virologic suppression
when oral CAB is combined with oral rilpivirine in
HIV-1 infected, antiretroviral therapy naive adult
sub jects

HREH

SEEN

LAI116482 (LATTE) W144 - A Phase Ilb, dose ranging
study of oral CAB in combination with nucleoside
reverse transcriptase inhibitors for induction of
HIV-1 virologic suppression followed by an
evaluation of maintenance of virologic suppression
when oral CAB is combined with oral rilpivirine in
HIV-1 infected, antiretroviral therapy naive adult
subjects

HREH

SEEN
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5.3.4.2.3-4

LAI116482 (LATTE) EOS - A Phase Ilb, dose ranging
study of oral CAB in combination with nucleoside
reverse transcriptase inhibitors for induction of
HIV-1 virologic suppression followed by an
evaluation of maintenance of virologic suppression
when oral CAB is combined with oral rilpivirine in
HIV-1 infected, antiretroviral therapy naive adult
sub jects

HREH

SEEN

5.3.5 AMRRUREMHARBRES

5.3.5. 1 BiEY HBHEICET S HBHBHBRES

5.3.5.1.1-1

201584 (FLAIR) W48 - A Phase III, Randomized
Multicenter, Parallel-group, Open-Label Study
Evaluating the Efficacy, Safety, and Tolerability of
Long-Acting Intramuscular Cabotegravir and
Rilpivirine for Maintenance of Virologic Suppression
Following Switch from an Integrase Inhibitor Single
Tablet Regimen in HIV-1 Infected Antiretroviral
Therapy Naive Adult Participants

HREH

BRliEEE

5.3.5.1.1-2

201584 (FLAIR) W96 - A Phase III, Randomized
Multicenter, Parallel-group, Open-Label Study
Evaluating the Efficacy, Safety, and Tolerability of
Long-Acting Intramuscular Cabotegravir and
Rilpivirine for Maintenance of Virologic Suppression
Following Switch from an Integrase Inhibitor Single
Tablet Regimen in HIV-1 Infected Antiretroviral
Therapy Naive Adult Participants

HREH

BRliEEE

5.3.5.1.1-3

201584 (FLAIR) W124 - A Phase 111, Randomized
Multicenter, Parallel-group, OpenLabel Study
Evaluating the Efficacy, Safety, and Tolerability of
Long-Acting Intramuscular Cabotegravir and
Rilpivirine for Maintenance of Virologic Suppression
Following Switch from an Integrase Inhibitor Single
Tablet Regimen in HIV-1 Infected Antiretroviral
Therapy Naive Adult Participants

#HREN

ST A

5.3.5.1.2-1

201585 (ATLAS) W48 - A Phase III, randomized
multicenter, parallel-group, noninferiority, open-
label study evaluating the efficacy, safety, and
tolerability of switching to long-acting
cabotegravir plus long acting rilpivirine from
current INI- NNRTI-, or Pl-based antiretroviral
regimen in HIV-1-infected adults who are
virological ly suppressed

#HREN

eliied

5.3.5.1.2-2

201585 (ATLAS) W96 - A Phase III, randomized
multicenter, parallel-group, noninferiority, open-
label study evaluating the efficacy, safety, and
tolerability of switching to long-acting
cabotegravir plus long acting rilpivirine from
current INI- NNRTI-, or Pl-based antiretroviral
regimen in HIV-1-infected adults who are
virological ly suppressed

HREN

Bl A4

5.3.5.2 N EEHBRBREE

ZUBEMGL

5.3.5.3 ERORBHIELEHE TRITLEBER

5.3.5.3.1-1

207966 (ATLAS-2M) W24 - A Phase I1Ib, Randomized
Multicenter, Parallel-group, Non-inferiority, Open-
label Study Evaluating the Efficacy, Safety, and
Tolerability of Long-acting Cabotegravir Plus Long-
acting Rilpivirine Administered Every 8 Weeks or
Every 4 Weeks in HIV-1-infected Adults who are
Virological ly Suppressed

HAEH

Bl 24
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207966 (ATLAS-2M) W48 - A Phase IIIb, Randomized
Multicenter, Parallel-group, Non-inferiority, Open-
label Study Evaluating the Efficacy, Safety, and
5.3.5.3.1-2 |Tolerability of Long-acting Cabotegravir Plus Long- |#tRNEH Sl E H =]
acting Rilpivirine Administered Every 8 Weeks or
Every 4 Weeks in HIV-1-infected Adults who are
Virologically Suppressed
207966 (ATLAS-2M) W96/100 — A Phase IllIb
Randomized, Multicenter, Parallel-group
Noninferiority, Open-label Study Evaluating the
5.3.5.3.1-3 |Efficacy, Safety, and Tolerability of Long-acting HRNEH Eafi=g ) =
Cabotegravir Plus Long-acting Rilpivirine
Administered Every 8 Weeks or Every 4 Weeks in HIV-
1-infected Adults who are Virologically Suppressed
209522 - Pooled data from Phase IIl 201584 (FLAIR) Sy [
5.3.5.3.2 104 201585 (ATLAS) (200522 Output Tables & Figures) |tLPIscft SHESH A
5.3.5.3.3 60-day Safety Update for CAB + RPV HAREHR Bk 2 i3
Population Pharmacokinetic Model: PK of RPV after IM [P [
5.3.5.3.4 administration of RPV LA HREH &R )
TMC278-0015283: Pharmacokinetic/pharmacodynamic
modeling and simulation of the effect of TMC278 on sEEY
5.3.5.3.5 QTcF prolongation, based on pooled data from HRER EEE*Etﬂ) &=
clinical trials TMC278-TiDP6-C131 and TMC278-TiDP6- =
C152 in healthy volunteers
TMC278-0016435: TMC278 Phase 111 population
pharmacokinetic modeling (48 weeks), empirical S SEER -
5.3.5.3.6 Bayesian feedback and covariate analysis (Pooled R (BEiRH) ™
data from TMC278-TiDP6-C209 and TMC278-TiDP6-C215)
2020N452718_01: Multivariable and baseline factor
analyses of viral factors and subject
characteristics, dosage regimen, and plasma drug o~ PRp—
5.3.5.3.7 concentrations with virologic outcome across Phase HAER SEAM A
IT1/1TIb Studies 201584, 201585, and 207966 (MVA
report)
5.3.5.4 ZDMDREBRBES
TMC278-1V1-AVMR: Mechanism of action and in vitro
antiviral activity of TMC278 against wild type and [ SEEH .
5.3.5.4.1 non-nucleoside reverse transcriptase inhibitor- HPNER (BRiRH) ™
resistant HIV
5.3.5.4.2 TMC278-1V1-AVMR-RD: Raw data for TMC278-I1VI-AVMR-RD |#tR&E% ??;igif? i3
TMC278-1V2-AVMR: Mechanism of Action and in-Vitro sEEY
5.3.5.4.3 Antiviral Activity of TMC278 Against Wild Type and |t#tR&E# EE%;EtH) i
NNRTI-Resistant HIV (Part 2). =
5.3.5.4.4 TMC278-1V2-AVMR-RD: Raw data for TMC278-1V2-AVMR-RD |#tR&E% ﬁﬁgﬁ 3
S-265744-EB-013-N: Anti-HIV-1 Activity of S-265744
5.3.5.4.5 in Combination with Other Antiviral Agents in MT-4 |#REHR SEEH i
Cells
20JIN420275_00: Baseline PBMC NNRTI and/or INSTI
5.3.5.4.6 mutations and the effect on long acting cabotegravir |#tR&E ¥} SEEH i
+ rilpivirine efficacy in ATLAS (201585)
20llIN420276_00: Baseline PBMC NNRTI and/or INSTI
5.3.5.4.7 mutations and the effect on long acting cabotegravir |#tR&E ¥ SEEH i

+ rilpivirine efficacy in ATLAS-2M (207966)
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