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Y k4
a06191ungu 0) Taell EC50 d145u HIV-1 A3ua 0.02 - 1.06 nM A1 EC50 Y04 cabotegravir AD130
1 9 ]
HIV-2 MAU9INA29619n19AaTN 3 §ee1 lamana 0.10 - 0.14 nM &3 hiliveyanaainludien

Aalye HIV-2

Q{.Q/ o A 9/ J o Y o o A
OnNsfNIu ?’)5@'!1/@?7’757531/ﬂ7_/f]7¢77u 'Z’Jiﬁﬁ?@u 9

Y A

A Y o A v 9 £ (% . o a . .
lifiendu HIV @2 landlinarindegnsdus Ins lhsaves cabotegravir (115U szivumg in vitrro Tae

Tensaui rilpivirine, lamivudine, tenofovir {82 emtricitabine)
Ao = Ao 4
wavovaiuiae 11sau Tudivveauyyd

' 1 1 { [ J o
MIANY in vitro WU 1C50 Y04 cabotegravir §aU 408 1M TUAMZALFINVOINYBE 100% (F1u7)

1A87% extrapolation) tiazA1 IC50 (PA-IC50) NFuamuTisauegniszuna 102 nM Tu MT4 cell

9 v
NMSABEULDNAABY in vitro

X o ¢& a . £ o oAk ' v A9 9
NMILENIF0IN HIV-1 d1enuUgadtal (wild type) Hagninoaanugnaoe: Tinu'lhyandesls

a

Y
[ o J

EC50 Y8381 cabotegravir LWNAUY >10 1111 11452901591 passage 112 Iuvo9a1eius 1B Tagnuns

a

A

[

2 Y Y
NAOWUT VDA integrase (IN) s 1/ iliRATUNEIN15Y passage 10 HIV-1 @eniugaadn (Wl T124A
polymorphism) Tunnenil cabotegravir: Q146L (fold-change @gl:glusbi’N 1.3-4.6), S153Y (fold-change ’t’)ij
1929 2.8-8.4) 118 1162M (fold-change = 2.8)  aiina1 13T U MIns19avmImsnaewugn T124A

flumsdaadenanuilsiulsianidesiitiognouTasiinalaae cabotegravir Tinfaeunilas iy

4

[ k2
m3sunuinsaozd Tuludiuved integrase Fegniaonlunsvi passage 150 HIV-1 NL432 a1oWug

Q

v 1 ]
Ay 1un12 il cabotegravir 6.4 nM AABAFIAUDITUR 56

Tuewngna1oa199 fold change gegany lumeugnatofidumia Q148K 1o Q148R Taaduimiia
E138K/Q148H aanalrianulage cabotegravir anad 0.92 111 udnsnaeiug i E138K/Q148K diwa
TrtamuTade cabotegravir anas 81 1 Tuvaizin15na1oWuU G140C/Q148R 1ag G140S/Q148R

' 1 1 o w o A 1
danaldnau 1o cabotegravir anas 22 naz 12 11 awdwy Tagmanatewugn N15sH 1i'ld
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{ 1 1 o I 1 1
wasuutlasanylise cabotegravir meiﬂmﬁlwuﬁﬂ N155H/ Q148R dawaliinuade cabotegravir

aAad 61 1911
A A
N15ABEUNONAADY in vivo

N15AAY1 HPTN 083

Y
=2 A

a 4 1 { [
Tunsns129nsANYT HPTN 083 11/99AUNY incident infection 13 510 1ungui 145U cabotegravir

v
=

1ag 39 i”lflluﬂij:ll‘ﬂhlﬁ}%ﬂ tenofovir disoproxil fumarate (TDF)/emtricitabine (FTC) Taew1 incident

. . 1oAY Yo = . A g =2 A = o =

infection 5 318 531’131\1%1@5‘U8’]ﬂﬂ cabotegravir LW@HJH PrEP 934 4 31900819 5INTUUA LIS 1 19NA
Y Y

'lasIMMUA 1 ASI; WU incident infection 5 18AAVN NI >6 1oUNEI10 ATV cabotegravir

Y Y
PrEP AS9gANY; LAZW incident infection 3 51etadu lugesudszniueni

@ s & 4 @
Tumsiaunndnsawsnazinisnidg genotype Lag phenotype Y04 HIV tiotfsua la¥a HIV >500

copies/mL 910 incident infection 13 5181unquN 15U cabotegravir WO IAAIAT 4 518 TM3na1e

v 9 H
o =3 [

J 1 o o 1 o 1 o % ¥ 1 {
ughAeAe INSTI d1%5unquh 1850 TDF/FTC Wueanding 4 s109fone NRTI (39504 3 51890

=\ t&‘ 1 = A o JA o ] = = A
llﬂ'lﬁﬂ’f]fﬂﬁﬁﬁlﬂﬁ]ll) IO 3 TWWNNUMTINAWNUTNA UK UI MI4V/T LAZDNHUITWNNUNITNAY

€

’A o ]
UTNAUNUI K65R

@ Aa dy @ ] 1= A o o'd'dy 1
9181@1iAT 5 10NAATONAININNYAE cabotegravir Hunauu luliselaninminatewugnaoas
v [
INSTI Tagoanasins 1 1u 5 518 lia1m1501194 genotype 130 phenotype Fio1a1@3insh HIV-1
= . @ 2 ~ A ] Y
RNA W83 770 copies/mL 9180160UATON 1 Tu 4 srenmae laiaunsansin Integrase phenotype 18

p1aeiingon 3 Seiaedinaiianu lae INSTI Yna7

oA 1 16910 3 NeRAAEe luszerSlszmusninousie 18 ueia cabotegravir Jia@11150
AIIVNIILAU cabotegravir TUWAITU llﬂiWiJﬂﬁﬂﬁWﬁllﬁﬁ%ﬂ?iﬂ INSTI t1az 1960 INSTI @7
p1E1aIAT 2 TRAWITIATINMTEAUAMUEUTLUDA cabotegravir Gluwmﬁmwm'wﬁmsﬂmﬂﬁ'uﬁ“ﬁ'
Fade INSTI Tﬂﬂmiﬂmﬂﬁ’uﬁﬁ'%aﬁia INSTI Wufighumiis E138E/K, G140G/S, Q148R 1ag E157Q
Tuseusn afam1s0m phenotype Y94 Integrase 14 o1a1d17A53 107 2 WUﬂWiﬂﬁ18ﬁHfﬁé@@iﬂ INSTI
‘ﬁ@ﬁlmﬂﬂ E138A 1a¥ Q148R "h%lﬁ‘ﬁéﬂ@'ﬂ cabotegravir (fold-change = 5.92) ua lseen dolutegravir

(fold-change = 1.69)

o Aa & Y Yo 2 . o Yo
DINITUAT 5 51NAALED HIV-1 LUN 4 518 Vlﬂi“ﬂfﬂﬂﬂ cabotegravir ATIATUNIHUA UDT 1 ﬂEJllﬂi“]JEﬂ
= 1 o g‘; 1 [} =Y (% :: a 1 d' a Y
ﬂﬂllhﬁi\?ﬂWﬂuﬂ 1 A3 NUIDITITUAT 2 fﬂEJlI‘]J5111‘1:1!hl’)‘iﬁ@nlﬂuﬂ’ﬂ‘ﬂ%%ﬁ1ﬂ1iﬂﬂlﬂ31$ﬂﬂﬂ

@ A (= @ o’d'dy 1 Y o @ g}.; o 7
DI ITUATINYN 3 UliJiJﬂWiﬂaRJ‘lNu‘ljﬂﬂ@G]’é) INSTI GluﬂTil,"lﬂﬁ‘]Jﬂ1iﬁ‘i’Ji]Ul’Jiﬁﬂi\ill‘iﬂ (ﬁﬂﬂWW‘ﬂ 17)

12 o A o 1 A 1 v 1 A ]
UANNTNAYWUFTNAULYUI R263K LllE]NTL!‘Il‘]J 112 a2 117 IUADUN Mﬂlmw"lummmm phenotype

4 ] v 1 T A @ <3 J (% dy 1 g’:
derula 112 Tuaew uaiuf 117 T4 7130399 phenotype taasliiviuar15ati laaens cabotegravir
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H
I 1

(fold-change= 2.32) 118 dolutegravir (fold-change=2.29) ©1eNa1iAT5187 4 IMInaeuFnAoAD

INSTI 164119 G140A 1ag Q148R N15A539 phenotype WUIIABABD cabotegravir (fold-change=13) 1@

[ v 9
Tseen dolutegravir (fold-change=2.09) 1eaNAIIIeN 5 UlilW“]Jm’iﬂmEJﬁJuﬁ'ﬁﬁ@ﬂ@ INSTI

A L. . . Y A o a Aa A T A
UBNYIUBIIN incident infection 13 F1YLAT UDIFIFUATON 1 F1INAALTD HIV-1 Glll%’NﬂﬂL"lﬂ!mGlu
kS 1 o :fd'dy 1 1 <3 v 1 @ o’d‘dy 1 A
ﬂlm%uuthWUﬂ1iﬂﬂ1ﬂwu‘§1ﬂﬂf]ﬁﬂ INSTI ﬁ)EJNhl’iﬂGniJ 60 IUADUT WUMITNAWNUTNADAD INSTIN

@M B138K uaz Q148K Taw'laia1un3an phenotype 18

[ a d W [ o o A A 4 a {
Wﬁﬂfﬂi’)&ﬂi?%ﬂﬂﬁﬂul@%}‘vnﬂTi‘ﬂ@ﬁf]UuhiﬁLL”U”UEHJ)E]L!WaQLWNLﬁMLﬁ’EﬂﬁIﬁ1N1iE‘I§$ulﬂﬁ1m80ﬂ1iﬁﬂl%ﬂ
9 1 ) dy AN YA . . . . Y Ay Yo = .
HIV lausiudryu waf'lafe incident infection ¥ogoraaxins 1 s101u 13 518 1a5ve1AA cabotegravir

v Aa 13
33701 Qjﬂ@ﬂﬁuﬂlﬂl‘l prevalent infection

N15AAY1 HPTN 084

¢ A

4
Tumsns129nsANYT HPTN 084 11/99AUNY incident infection 4 510 1ungui 185U cabotegravir 1oz

]
=1

36 319 unquit 1451 TDF/FTC

lungu cabotegravir Wi incident infection 2 5181UH193z 1190 185 D81RA cabotegravir 1a8 1 518AAT

9 Y v
a191 3 A5Y LaLNIEeeT 185 UUTEMU cabotegravir IR AND

. . . a ] v 4 . gl-l 9y Z’, [
Incident infection 2 1GNAYUHAININTUYTENIUEN cabotegravir ATIFANY Tagnaaeasiesullszniu
v ' Yy 9
&1 cabotegravir ligdwawe msvanuneiasanumsaaie HIV ATWsNU0I018181AT 1 510 Ao

[ Jd o [ J [ ¢ W [ J o @ :
Uszanm 11 ﬁﬂmwwmmﬂgﬂﬂm%’mqn uae 57 ﬁﬂ@nﬂﬂa\‘imﬂgﬂﬂm"{ﬁﬂquﬁﬂ’iiﬂ%ﬂﬁﬁ\‘iﬁﬁl

[ @ 4 g’/ @ 4 [ g’/
TT'IﬂidJTJ%N'lmUhiﬁ HIV >500 ¢/mL Gluﬂ’]iuﬂl,lw%ﬂﬂi\nﬁﬂ (ﬂ’]iuﬂﬂu’]ﬂlﬁ@ﬁiﬂﬂﬁ’lqﬁiﬁﬂi\uliﬂ) {1}y

1M ING10WATIIN genotype YD 197 TUNGN cabotegravir IHANITATI genotype VDI HIV V09

o

@ ' v (A
11T UANT 3 iWEJGlu 4319 HliJW”Uﬂ1iﬂ1iﬂﬁWElWLl‘l§Waﬂﬁﬁ@ﬁ'ﬁ) INSTI

lungu TDE/FTC UWAN13759 genotype YOI HIV ¥9991811IAT 33 518910 36 310971 incident

1 F4
o v A

9 9y
infection Iag@1aaIAT 1 I18NMINAENUTHANNABAD NRTI (M184V) 11azi1eilginono NNRTI

a

v

o A o I Y I { o ]
TagnateWugnd v K103N o1a1d@inson 9 :1ein15aene NNRTI (7 1180mMsnaiewugadmiia

’A o '

K103N UHUA8IHT 03 IAUMINAeWUTNA 1S E138A W30 P225H; 1 imﬁmiﬂmaﬁuﬁﬁﬁnmm

a

4

KI101E U408 tag 1 519U Inatenusne1uying E138K (rafen)

£l

v a o 4 o o o A a 4 a
waamsaasziidesdu Iammsmaaeu hiauuudoundunu@uie ldaunsaszynalvesnsan

[
=

dy 9 o d’l YA . . . @ = Yo .
o HIV-1 lausiud1iu naf ldne incident infection voso1a1ains 1 5181w 4 o9 1450 cabotegravir

[
(2 U

a I a dy A 1 Aa . .
aﬂmﬁumﬂumimwwmgmu (prevalent infection)

U
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wasenai Iniiiala

Glumﬁmamuumjuﬁﬂ’cjummu UATD 3 3202 (randomised, placebo-controlled, three-period cross-
H Y
over) Tago1daiins ATgU NG 42 510 gngudn 6 d1av tag Idsvevasnyiaiulszniu 3 ass,
cabotegravir Y119 150 Un. 0 12 51109 (AURde C,, iloszaveasiognilszuna 2.8 1M1 1ag 5.6 11
v

WHen 1T UYTZTNIUVLIN 30 UN. TUAL 1 AT 1AZEIRA cabotegravir YLIA 600 UN. NN 2 1ADU

o w A Yo . . g}.l = 1 AN Yo £ @
AAIAY) 130 185181 moxifloxacin YUIA 400 WM. ATUASI (NGUAILANT 145 De10NYNT) HAIDIN
M31U5uAN baseline tazemasnuds Aundsgagavoamsasunias QTc AW Fridericia’s correction
(QTCcF) @1 5181 cabotegravir 9 2.62 msec (1-side 90% upper CI: 5.26 msec) Tag cabotegravir T3 19

Y v
QTc interval 8177UAADAYI 24 2 Tnanaaliien

5.2 paanlamandroaumans
gnsulszmu

o J ' o { ~ = o { o -
INAFIAUAAATVD cabotegravir 3zHINDIAANATNLGUANALBZOIENANATNAMTE HIV I

Y =KX o Y [ 4 . ' [ = =
AdeAaIny ANuLssIumun Fsaaumaniued cabotegravir 8¢ 145zAUIUNA1NDIZI MIANN

szozi 1 Tue e aiins NUGUAIWANDI CVb% TEHINIEaNAsd M3y AUC, C,,, 11ag C,, 910

Q

v

= % aA = 1 1 (% v 1
ﬂ13ﬁﬂ1elﬂl!i’]"lﬁ1ﬂﬂﬂ3‘l/mq""|]ﬂ11/\lﬂﬂthﬁf’N 34-91% anuulsUsrumeludroraainsuaazsie

(CVw%) s1n1a1uulsasiuserineeranaing
SUVIUAZNDOUTHS VA

[ 4 1 ] { ] {a y
INTYIAUANAATUD cabotegravir TTUINDIATUATNNFUNWALAZ DI AUATNAMTD HIV AW

Y =< o Y o 4 . ] @ =< =
AA1eAaInY ANULlTUIIUA A TYIaUMAATUDY cabotegravir 08 11UIEALIUNADIGI MIANY

v v k4
5oz 3 luerdains Ao HIV Wi CVb% serinenadinsdmsu C,, oglusia 39-48% wu

tau
P ¢

ﬂjWﬂJllﬂiﬂiﬁuigﬁ'nq’E)'lﬁWﬁiJﬂiﬁ;f\iﬂ'NIﬂﬂWUﬂﬂllﬂ 65-76 % %'lﬂﬂ'lﬁaﬂﬂ'l cabotegravir LUUDONNT

A A I A

LIHUIWYUUNAYD

Y a J [ J v [ @ 2
9”51\‘]‘?] 6: W’l'i’llll,ﬁ’E')'i‘i/]'l\uﬂﬁﬂmauﬁ'lﬁ@ﬁﬂﬁﬁﬂ’]'i'i'ﬂ‘]J'ig‘ﬂ'lu cabotegravir IUAY 1 AT LLa$ﬂ1i§ﬂm

A g9 A VA A Yy 9 X
yﬂtiu@uuazmimmmam@mﬂ 2 AU UINATUIUD

mmagsnndn (WesduIngd 5, 95)°
sUuuy AUC ). Couan Cun
szazmMIlvien M3lfien (neh/mL) (W/mL) (WmL)
M3sudszmu 30 W, 145 8.0 4.6
g1’ Suag 1 a%q (93.5, 224) (5.3, 11.9) (2.8,7.5)
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M3RAIYA VUIAFUAY 1591 8.0 1.5
Fudu’ 600 ¥A. IM (714, 3245) (5.3,11.9) (0.65,2.9)
ﬂﬁaﬂﬁlﬂqﬂ 2 VUIA 600 UN. 3764 4.0 1.6

A e A

1ADU IM )0 2 1hou (2431, 5857) (2.3, 6.8) (0.8, 3.0)

a ! a 4 [ 4 9 a dl Y EA 1 .
ANITTUNDIMAUNTFIAUATNT (PK) i’JNi’Ni]”lﬂﬂ”liﬂi%ﬂ”lﬂ!‘l/lllﬂsllﬂﬂEj']J’JEJLmazi”IEﬁ]”Iﬂ population

[ v 9 =2 a [ [ ~
PK model ﬁ”I‘Vii']Jﬁﬂ?ﬂiﬂﬂﬁﬁﬂ‘ﬂ”nﬂﬂlﬂﬁﬂﬁiﬂ‘]el"l HIV 5¢8gn 3

9 v
* tau ADFNTLOLHNVDINT IR WABLAT: 24 F2 Tued T vensulszniy; 1 Reudmsumsaae ga

2 g

o [ 3| ) [ £ A %
IUAU LA 2 La@uﬁ]ﬁjﬂﬂ']iaﬂﬂ1ﬂﬂ 2 Lﬁ@u I@IEllﬂ1!fnl!"ll:]u@]gﬂ@uaTWﬁuaﬂL!ﬂﬂ@@ﬂq%‘ﬁluu ‘%\1

D
AAVINATY

)

c ! a 4 ] 4 [ ~ 9 o = o ~
ﬂ”l'W”I'iTllL@]i’)TV]1\1Lﬂﬁﬂﬁ]auﬂTﬁ@]iﬂl@QﬂTiUﬂ53‘1/]1uﬂ1ﬂflﬂuﬂ1u1tlﬁﬂﬂﬂﬂﬂ13$53@‘”EJTﬂQV]

d = A g9 9 = @ | @ A A A A g9 @
A1 C, Gummmﬂm&gﬂLsuﬁummaumEJ”limJiz‘mm‘lJuwaﬂ mmmmmaﬂmﬂ;miuﬁuium

2 @ Y ¥ 9 ] < J 9y =2 = A g
!ﬂﬂ?ﬂl]fnijllﬂ537“1!8]?]3\‘]'@‘@7”5] ﬂﬂq\illiﬂ@”lll 1 AUC(O_mu) uag C,, WHALNDUNNTRAYIYALTUAU

tau

]
A AaAA

1 YA f ] @ 3 o 1 ! a
Tunsaindaenliungaare HIV Taglilims Ideriudssmuilueni (n = 110) Aundosvindia

s < I ) ¢ w < X 1A
ofiFud Indn 5, 95) ve3 C,,,, (1 dlanindamdaouiinmugn) ¥4 cabotegravir 0g# 1.89 meg/mL

max

(0.438, 5.69) uag C ﬂgﬂ 1.43 mcg/mL (0.403, 3.90)

tau

[ a 4 ] I'4 [ {
CAMMTNND S MUNFBIAUANANS UAAIDINIZTLAVEIAIN
=S
MIQATN
g5viszmu

@ o ] 3 1w 1A < o
1A19INTVTENIU 81 cabotegravir 12 9NAATUBENTIAGTY TaelAiTegIMv0d T, 087 3 ¥2 Tuanaa
[ < o 4 ] Y o
Sudsemueule nFFIAUAIFTATVDI cabotegravir Lﬂu&ﬁu@ﬁ\iIﬂﬂl!ﬂiWuﬁTNmuTﬂﬂT!LaggﬂllﬂﬂﬂT

o Y < o J I o 1 o T
W9 NSVUTE MU UL LNFBFIAUATATUOI cabotegravir !ﬂuﬁﬂﬁ?u@numu“ﬂfﬂi]uaﬂ@nﬂﬂ’]ﬁﬂﬁ]u

1< { e J o @ 2 o {
Q‘]'liJellu'lﬂﬁl']!aﬂﬁ}@ﬂ ﬁ"llu']ﬂﬂ']@\ulﬁ 5-60 Wn. MITVYTEMUIUAL 1 AT ﬂgﬁQﬂ13$§$ﬂU81ﬂQﬁ

[ 4 @
ﬂWQ!ﬂﬁ%%ﬁuﬁ’lﬁ@]ﬁﬂ’]ﬂiu 73U

o < A Y
1951155 MU APRETUDE wiauom15%50 1un 18 81111592152 aUnsgauved cabotegravir

9 v
Tae¥1152@NEWa (bioavailability) Y04 cabotegravir MAUUAUaINUTTNOUUBIIMT: 0111573 Tusiu

4 X

v Y 1
g9z 19 cabotegravir AUC oo, INNAIY 14% 1z C,, 1WNAY 14% Woifouiumssulszniven

Y]

Y A da! ldy (=) o o aa
ﬂ181@]ﬁﬂ1’3$ﬂﬂ911’i151ﬂflﬂ"lilWiJ"lJi!!WﬂWl!]liJiJufJﬁ"l YNWAAUN

o =) =2 1A a A o J .
EN]’IJJNﬂﬁﬁﬂﬂ”lﬂﬁf?]‘ﬂigﬁ‘l/l‘ﬁWﬂﬁiJ‘]ajlim"Ui’N cabotegravir
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EMVIUAZNOUTINILRA

o o

o P 4
81RA cabotegravir HAAUNTFIAUAAATNYNTINA TABN1TAATY 1103910 cabotegravir WYNAATUIN
v A 9 = ) 0 ) Y 9 = v A 9
na o Tnnngszuu lvadeusdisd q dwwaldanududulunaiannii menasdagud
y & a4 & o Y v .
asaniialuuua 600 un. 1BUTNRD F1WITIATIINUANUTNTUUDA cabotegravir Tuwarautlalu
o =Y 9y 9 . A @ (= T & 1
Tunsn TaelusegIuANUINIUYDY cabotegravir N 4 2 ININAIRABIDEN 0.290 mg/mL FIGINI in-
vitro PA-IC90 %3087 0.166 mg/mL tazieszauanududugegalunaramlaolianisogiuues T,
1A o o = 2 A 9 o A = o Y A
pgN 7 71 menaimsiaeninEuduszaun lwdoavzdsszauanududuthvue (Tdsag as1ei
o ~ ~ < =) . 9 = 1] Jd A
6)  HAIMINAGURBUTNIABITIWITOATIIND cabotegravir Tunarau lauun s2 dulaminsouu
Y
AU
o A 2 @ 0 ° " w1 < (%
52AU87 cabotegravir TUWAENUNNTUMUTATIUNI DAINNTATIUAWUUIABUANTIDENAINITAAE

Yy ¥ oa ¥ a a ¥ ¥
RINAMNEIATUALIAZ AT TUVLIASIAILA 100 - 800 un.
NMSNITDIYNIVDIEN

MINVOA in vitro WU cabotegravir aINsaTUA D TUsAU unaaInvewyudldgs (Uszuna >99%)
(% [ < @ A [ P
naannsulszmueudia dsuasmsnsenedunasvesnnivilsyniu (vzF) Tunarainedi 12.3
a J = a P a
ans Tunywdanlszunal Vo/F 4ad cabotegravir Tuwaanagh 5.27 ans uag Vp/F 0gi 2.43 aas M3
= 1 dy a d' 19 = o . %
Uszmnumsdsmasmariinnnauuaguing F ga uaasdinisnizneaiued cabotegravir 1164

FOITNMGUDNLEAT

=< o A = . A o a
vinmsane luermaing ANgUAINE (n = 15) WU cabotegravir 1UsZUVTUWUTVOUNANIAZ NS
@ [ I " W
FoNad 183 Ue1RA IM YU1A 3 1A, (600 UA.) NPUTIRED AITEFIUVDIANUVUTUVOS cabotegravir
R T T 2 o 4 4
Tududi 3 (Medrailored mMiuaT19 PK ATasnga) og# 0.49 mg/mL lwilewolnuagn, 0.29
2 [ 9 [
mg/mL luveurarhnuagn, 037 mgmL luiilowesesnasa, 0.32 mgmL luilodonnsviin uay

0.69 mg/mL Tuveuma’nnnNIwin Faganiiwulu in vitrro PA-IC90

IAUD AN
. EaRl I 1 [ [ < ) = .
Cabotegravir gﬂmmua"lacﬁmu UGTI1Al Lﬂumualwtzy azrU UGTIA9 1antied lagll cabotegravir
I v A = 1 = a o g’/
Wumsdszneunani Inafeusglunarau uaasdusa lomsvoulunarauiniiug >90% lu
LAY [ 1 . 1 1 o w 1 a o w
VUHIHAINTVUTZMUINUIN cabotegravir A1 lvigignivaeen lagrununaIUeaTy MIMTa
{ 1 { <3 2’_, 1
cabotegravir 114 la Tugdn linlasunilauaniies (<1% vosuuae) Tae 47% vosuaemavuai
% % d' 1 d' é Y 1 1 d' % g’; A
Sudszmurzgniveenniigansz lugln lunasunlas #8s hinswnehduesniinuanse
' Ay =< A g @ ' A i o . Y a &
v neh hignaaduwselunsiusendaui conjugate H glucuronidate N1911A 4

@ o I v A o . o v ¥ o <]
annsoaaeiinay lUidluasiseneududumeludld wu cabotegravir Tudledrati@nar 1dian
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1 9 . . . ] @ ] ? a o Y s 1 9 @ ] o

TIUAU UDEWD glucuronic acid metabolite fJgﬂum’aEmumclua1ulmaﬂmu¢|umﬂmaﬂmm"liJW“.UGlu
Fd v

NNABEI 27% VBIVUIAINMNAN TV szmuazgniueenmaaae Tasdiulnaeglugl

Y
glucuronide metabolite (75% VOIF1TANLUANNTIT TUTae192; 20% VOIVUIASINIHUA)
MsMaAEN

enSulszmu

a J o J = 2 Aa o v = o
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APRETUDE

1. NAME OF THE MEDICINAL PRODUCT
APRETUDE

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Film-coated Tablet
A white, film-coated oval tablet, debossed with “SV CTV” on one face.
Each film-coated tablet contains 30 mg of cabotegravir (as cabotegravir sodium).

Suspension for Injection
White to light pink, prolonged-release suspension for injection.
Each 3 mL vial contains 600 mg cabotegravir (as cabotegravir free acid).

3. PHARMACEUTICAL FORM

Film-coated tablet and suspension for Injection

4. CLINICAL INFORMATION

4.1 Indications

Film-coated Tablets:

APRETUDE tablets are indicated for short term pre-exposure prophylaxis (PrEP) to reduce the
risk of sexually acquired HIV-1 infection in at-risk individuals weighing at least 35 kg (see 4.2

Dosage and Administration and 4.4 Warnings and Precautions).
APRETUDE tablets may be used as:

» oral lead in to assess tolerability of cabotegravir prior to administration of APRETUDE
injection.

» oral PrEP in individuals who will miss planned dosing with APRETUDE injection.

Suspension for Injection:

APRETUDE injections are indicated for PrEP to reduce the risk of sexually acquired HIV-1
infection in at-risk individuals weighing at least 35 kg (see 4.2 Dosage and Administration and
4.4 Warnings and Precautions).

4.2 Dosage and Administration

Posology

Individuals must have had a documented negative HIV-1 test, in accordance with applicable
guidelines, prior to initiating APRETUDE.

Prior to starting APRETUDE, individuals should be carefully selected to agree to the required
dosing schedule and counselled about the importance of adherence to scheduled dosing visits to
help reduce the risk of acquiring HIV-1 infection.

Method of Administration
Film-coated Tablet
APRETUDE may be taken with or without food.

APRETUDE TAB&IV IP102 TH 11/23 1



Suspension for Injection

For gluteal intramuscular (IM) injection use only. Do not inject intravenously. Refer to the
Instructions for Use for detailed step by step injection procedure (see 6.6 Use &
Handling).

The BMI of the individual should be taken into consideration to ensure that the needle
length is sufficient to reach the gluteus muscle.

Adults, adolescents weighing at least 35 kg
Following discussion with the individual, the physician may proceed directly to APRETUDE
injection, (see Table 2 for dosing recommendations).

Alternatively, APRETUDE tablets may be used as an oral lead in prior to the initiation of
APRETUDE injection to assess tolerability to cabotegravir (see Table 1).

Oral lead-in (Film-coated Tablets)

When used for oral lead-in, APRETUDE oral tablets are recommended for approximately one
month (at least 28 days) prior to the initiation of APRETUDE injection to assess tolerability to
cabotegravir.

Table 1 Oral Lead-in Dosing Schedule

ORAL LEAD-IN

Drug For 1 month (at least 28 days), followed by the Initiation Injection
APRETUDE 30 mg once daily

Suspension for Injection
Initiation Injections

The recommended initial APRETUDE injection dose is a single 3 mL (600 mg) intramuscular
injection. If oral lead-in has been used, the first injection should be planned for the last day of
oral lead-in or within 3 days thereafter.

One month later, a second 3 mL (600 mg) intramuscular injection should be administered.
Individuals may be given the second 3 mL (600 mg) initiation injection up to 7 days before or
after the scheduled dosing date.

Continuation Injections

After the second initiation injection, the recommended APRETUDE continuation injection dose
is a single 3 mL (600 mg) intramuscular injection administered every 2 months. Individuals
may be given injections up to 7 days before or after the scheduled dosing date.

Table 2 Recommended Intramuscular Dosing Schedule

INITIATION CONTINUATION
INJECTIONS (one month INJECTIONS (two months
apart) apart)

Medicinal product Direct to injection: Two months after final
months 1 and 2 initiation injection and every
or 2 months onwards
Following oral lead in:
months 2 and 3

APRETUDE 3 mL (600 mg) 3 mL (600 mg)
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Missed dose

Film-coated Tablet

If the individual misses a dose of oral APRETUDE, they should take the missed dose as soon as
possible.

Suspension for Injection
Adherence to the injection dosing schedule is strongly recommended.

Individuals who miss a scheduled injection visit should be clinically reassessed and an HIV test
performed to ensure resumption of PrEP remains appropriate. See Table 3 for dosing
recommendations after a missed injection.

If a delay of more than 7 days from a scheduled injection visit cannot be avoided, APRETUDE
tablets (30 mg) may be used once daily for up to two months to replace one missed scheduled
injection visit. For oral PrEP durations greater than two months, an alternative regimen to oral
APRETUDE is recommended.

The first dose of oral PrEP should be taken two months (+/- 7 days) after the last injection dose
of APRETUDE. Injection dosing should be planned to resume on the last day of oral PrEP or
within 3 days, thereafter, as recommended in Table 3.

Table 3: Injection dosing recommendations after missed injections or following oral PrEP
to replace an injection

Missed Doses
Time since last injection Recommendation
If second injection is missed and
time since first injection is:
<2 months Administer one 3 mL (600 mg) injection as soon as possible and
continue with the every 2 month injection dosing schedule.
>2 months Restart the individual on one 3 mL (600 mg) initiation injection,

followed by a second 3 mL (600 mg) initiation injection one
month later (*). Then follow the every two month injection

dosing
schedule.

If 3" or subsequent injection is

missed and time since prior

injection is:

<3 months Administer one 3 mL (600 mg) injection as soon as possible and
continue with the every 2 month injection dosing schedule.

>3 months Restart the individual on one 3 mL (600 mg) initiation injection,

followed by a second 3 mL (600 mg) initiation injection one
month later (*). Then follow the every two month injection
dosing schedule.

(*): The recommendation to restart the individual on initiation injections (given one month apart)
applies regardless of whether the individual received oral APRETUDE. If the patient was on oral
APRETUDE, injections are to be resumed on the same day as the last day of oral APRETUDE or within
3 days thereafter.

Adolescents and Children

The safety and efficacy of APRETUDE in children and adolescents weighing less than 35 kg
have not been established.
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Elderly

No dose adjustment is required in elderly individuals. There are limited data available on
the use of APRETUDE in individuals aged 65 years and over (see 5.2 Pharmacokinetics -
Special Patient Populations).

Renal impairment
No dosage adjustment is required in individuals with mild to severe renal impairment and not
on dialysis (see 5.2 Pharmacokinetics - Special Patient Populations).

Hepatic impairment

No dosage adjustment is required in individuals with mild or moderate hepatic impairment
(Child-Pugh score A or B). APRETUDE has not been studied in individuals with severe hepatic
impairment (Child-Pugh score C) (see 5.2 Pharmacokinetics - Special Patient Populations).

4.3 Contraindications

APRETUDE PrEP is contraindicated in individuals:

e with known hypersensitivity to APRETUDE or to any of the excipients in the tablets or the
injection formulation.

e receiving rifampicin, rifapentine, phenytoin, phenobarbital, carbamazepine and
oxcarbazepine.

e with a positive HIV-1 status

4.4 Warnings and Precautions
Overall HIV-1 infection prevention strategy

APRETUDE is not always effective in preventing HIV-1 acquisition (see Clinical studies). The
time to onset of protection after commencing APRETUDE is unknown.

APRETUDE should be used for pre-exposure prophylaxis as part of an overall HIV-1 infection
prevention strategy including the use of other HIV-1 prevention measures (e.g. knowledge of
HIV-1 status, regular testing for other sexually transmitted infections, condom use).

APRETUDE should only be used to reduce the risk of acquiring HIV-1 in individuals
confirmed to be HIV negative (see 4.3 Contraindications). Individuals should be re-confirmed
to be HIV-negative at frequent intervals (e.g. in line with local guidelines, but at no more than
3 month intervals) while taking APRETUDE for preexposure prophylaxis.

If clinical symptoms consistent with acute viral infection are present and recent (< 1 month)
exposures to HIV-1 are suspected, HIV-1 status should be reconfirmed.

Potential risk of resistance

There is a potential risk of developing resistance to APRETUDE if an individual acquires HIV-
1 either before or during administration of APRETUDE, or following discontinuation of
APRETUDE PrEP, (see Long acting properties of APRETUDE injection).

To minimise this, it is essential to clinically reassess individuals for risk of HIV acquisition and
to frequently test to confirm HIV negative status. Individuals who are suspected or confirmed
with HIV-1 should immediately begin ART.

Alternative forms of PrEP should be considered following discontinuation of APRETUDE for
those individuals at continuing risk of HIV acquisition and initiated within 2 months of the

final APRETUDE injection.
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Long acting properties of APRETUDE injection

Residual concentrations of cabotegravir injection may remain in the systemic circulation of
individuals for prolonged periods (up to 12 months or longer), therefore, physicians should take
the prolonged release characteristics of APRETUDE into consideration when the medicinal
product is discontinued (see 4.5 Interactions, 4.6 Pregnancy and Lactation and 4.9
Overdosage).

Importance of adherence

Individuals should be counselled periodically to strictly adhere to the recommended
APRETUDE dosing schedule in order to reduce the risk of HIV-1 acquisition and the potential
development of resistance.

Hypersensitivity reactions

Hypersensitivity reactions have been reported in association with other integrase inhibitors.
These reactions were characterised by rash, constitutional findings and sometimes organ
dysfunction, including liver injury. Administration of APRETUDE oral lead-in was used in
clinical studies to help identify participants who may be at risk of a hypersensitivity reaction.
While no such reactions have been observed to date in association with APRETUDE,
physicians should remain vigilant and should discontinue APRETUDE and other suspected
agents immediately, should signs or symptoms of hypersensitivity develop (including, but not
limited to, severe rash, or rash accompanied by fever, general malaise, fatigue, muscle or joint
aches, blisters, oral lesions, conjunctivitis, facial oedema, hepatitis, eosinophilia or
angioedema). Clinical status, including liver aminotransferases should be monitored and
appropriate therapy initiated. (see 4.2 Dosage and Administration, 4.3 Contraindications and
Long acting properties of APRETUDE injection, Clinical studies).

Hepatotoxicity
Hepatotoxicity has been reported in a limited number of individuals receiving APRETUDE
with or without known pre-existing hepatic disease (see 4.8 Adverse reactions).

Clinical and laboratory monitoring should be considered and APRETUDE should be
discontinued if hepatotoxicity is confirmed and individuals managed as clinically indicated (see
Long acting properties of APRETUDE injection).

Interactions with medicinal products
Caution should be given when prescribing APRETUDE with medicinal products that may
reduce its exposure (see 4.5 Interactions).

4.5 Interactions

Effect of cabotegravir on the pharmacokinetics of other agents

In vivo, cabotegravir did not have an effect on midazolam, a CYP3A4 probe.

Cabotegravir is not a clinically relevant inhibitor of the following enzymes and transporters:
CYP1A2, CYP2A6, CYP2B6, CYP2CS, CYP2C9, CYP2C19, CYP2D6, CYP3A4, UGT1AL,
UGT1A3, UGT1A4, UGT1A6, UGT1A9, UGT2B4, UGT2B7, UGT2B15, and UGT2B17, P-
gp, breast cancer resistance protein (BCRP), Bile salt export pump (BSEP), organic cation
transporter (OCT)1, OCT2, OATP1B1, OATP1B3, multidrug and toxin extrusion transporter
(MATE) 1, MATE 2-K, multidrug resistance protein (MRP) 2 or MRP4.

Cabotegravir inhibited the organic anion transporters (OAT) 1 (IC50=0.81 uM) and OAT3

(IC50=0.41 uM) in vitro, however, based on physiologically based pharmacokinetic (PBPK)
modelling no interaction with OAT substrates is expected at clinically relevant concentrations.
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In vitro, cabotegravir did not induce CYP1A2, CYP2B6, or CYP3A4.

Based on these data and the results of drug interaction studies, cabotegravir is not expected to
affect the pharmacokinetics of drugs that are substrates of these enzymes or transporters.

Based on the in vitro and clinical drug interaction profile, cabotegravir is not expected to alter
concentrations of other anti-retroviral medications including protease inhibitors, nucleoside
reverse transcriptase inhibitors, non-nucleoside reverse transcriptase inhibitors, integrase
inhibitors, entry inhibitors, and ibalizumab.

Effect of other agents on the pharmacokinetics of cabotegravir

Cabotegravir is primarily metabolised by UGT1A1 with some contribution from UGT1A9.
Medicinal products which are strong inducers of UGT1A1 or UGT1A9 are expected to
decrease cabotegravir plasma concentrations leading to lack of efficacy (see 4.3

Contraindications).

Simulations using PBPK show that no clinically significant interaction is expected following
co-administration of cabotegravir with drugs that inhibit UGT enzymes.

In vitro, cabotegravir was not a substrate of OATP1B1, OATP1B3, OATP2B1 or OCT].

Cabotegravir is a substrate of P-gp and BCRP, however, because of its high permeability, no
alteration in absorption is expected when co-administered with either P-gp or BCRP inhibitors.

No drug interaction studies have been performed with APRETUDE injection. The drug
interaction data provided in Table 4 is obtained from studies with oral cabotegravir.

Table 4 Drug Interactions

Concomitant Drug
Class:
Drug Name

Effect on Concentration of

Cabotegravir or

Concomitant Drug

Clinical Comment

Non-nucleoside

Cabotegravir <>

Etravirine did not significantly change

Reverse Transcriptase AUC T 1% cabotegravir plasma concentration. No
Inhibitor: Cox T 4% dosage adjustment is required.
Etravirine Ct < 0%
Non-nucleoside Cabotegravir <> Rilpivirine did not significantly change
Reverse Transcriptase AUC T 12% cabotegravir plasma concentration or
Inhibitor: Coa T 5% vice versa. No dose adjustment of
Rilpivirine cr 1 14% cabotegravir or rilpivirine is necessary
when co-administered.
Rilpivirine <>
AUCH 1%
Crnax ¥ 4%
Ct 8%
Rifampicin Cabotegravir J Rifampicin significantly decreased
AUC {4 59% cabotegravir plasma concentration,
Cox 4 6% which is likely to result in loss of

therapeutic effect. Co-administration
of cabotegravir with rifampicin is
contraindicated.

Dosing recommendations for
coadministration of APRETUDE (oral
and injection) with rifampicin have not
been established.
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Rifapentine

Cabotegravir ¥

Rifapentine may significantly decrease
cabotegravir plasma concentrations,
concomitant use is contraindicated.

Rifabutin

Cabotegravird
AUCH 21%
Crax ¥ 17%
Cti 8%

APRETUDE tablets:

Rifabutin did not significantly change
cabotegravir plasma concentration. No
dose adjustment is required.

APRETUDE injection:

When rifabutin is started before or
concomitantly with the first
APRETUDE initiation injection the
recommended APRETUDE dosing
schedule is one 3 mL (600 mg)
injection followed 2 weeks later by a
second 3 mL (600 mg) initiation
injection and monthly, thereafter,
while on rifabutin.

When rifabutin is started at the time of
the second initiation injection or later,
the recommended dosing schedule is 3
mL (600 mg), monthly, while on
rifabutin.

After stopping rifabutin, the
recommended APRETUDE dosing
schedule is 3 mL (600 mg) every
2 months.

Anticonvulsants:
Carbamazepine
Oxcarbazepine
Phenytoin
Phenobarbital

Cabotegravir ¥

Metabolic inducers may significantly
decrease cabotegravir plasma
concentrations. Concomitant use is
contraindicated.

Antacids (e.g., magnesium,
calcium or aluminium)

Cabotegravir ¥

APRETUDE tablets:
Co-administration of antacid
supplements has the potential to
decrease oral cabotegravir absorption
and has not been studied.

Antacid products containing
polyvalent cations are recommended to
be administered at least 2 hours before
or 4 hours after oral APRETUDE.

APRETUDE injection:
Interaction is not relevant following
parenteral administration.

Oral contraceptives
(Ethinyl estradiol (EE)
and levonorgestrel)

EE &
AUC T 2%
Crnax ¥ 8%
Cte 0%

LNG &

Cabotegravir did not significantly
change ethinyl estradiol and
levonorgestrel plasma concentrations
to a clinically relevant extent. No dose
adjustment of oral contraceptives is
necessary when co-administered with
APRETUDE.

APRETUDE TAB&IV IP102 TH 11/23




4.6 Pregnancy and Lactation

Fertility

Animal studies indicate no effects of cabotegravir on male or female fertility (see Nonclinical
Information).

Pregnancy
There are limited data for APRETUDE in pregnant women. The effect on human pregnancy is
unknown.

Cabotegravir was not teratogenic when studied in pregnant rats and rabbits but caused a delay
in delivery that was associated with reduced survival and viability of rat offspring at exposures
higher than for therapeutic doses (see Non-clinical Information). The relevance to human
pregnancy is unknown.

APRETUDE should be used during pregnancy only if the expected benefit justifies the
potential risk to the foetus.

Cabotegravir has been detected in systemic circulation for up to 12 months or longer after an
injection, therefore, consideration should be given to the potential for foetal exposure during
pregnancy (see 4.4 Warnings and Precautions).

Lactation

It is expected that cabotegravir will be secreted into human milk based on animal data,
although this has not been confirmed in humans. Cabotegravir may be present in human milk
for up to 12 months or longer after the last APRETUDE injection.

It is recommended that women breast-feed only if the expected benefit justifies the potential
risk to the infant.

4.7 Effects on Ability to Drive and Use Machines

There have been no studies to investigate the effect of APRETUDE on driving performance or
the ability to operate machinery. The clinical status of the individual and the adverse event
profile of APRETUDE should be borne in mind when considering the individual's ability to
drive or operate machinery.

4.8 Adverse Reactions

Clinical trial data

Adverse drug reactions (ADRs) for cabotegravir were identified from the Phase III clinical
studies; HPTN 083 and HPTN 084. In HPTN 083, the median time on blinded study product
was 65 weeks and 2 days (1 day to 156 weeks and 1 day), with a total exposure on cabotegravir
of 3270 person years. In HPTN 084, the median time on blinded study product was 64 weeks
and 1 days (1 day to 153 weeks and 1 day), with a total exposure on cabotegravir of 1920
person years.

ADRs listed include those attributable to the oral or injectable formulations of cabotegravir.
When frequencies differed between HPTN 083 and 084, the highest frequency category is
quoted.

The most frequently reported ADRs in HPTN 083 were: Injection site reactions (82%),
headache (17%) and diarrhoea (14%).

The most frequently reported ADRs in HPTN 084 were: Injection site reactions (38%),
headache (23%) and transaminase increased (19%).
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The ADRs identified in these studies are listed below by MedDRA system organ class and by
frequency. Frequencies are defined as: very common (>1/10), common (>1/100 and <1/10),
uncommon (>1/1,000 and <1/100), rare (>1/10,000 and <1/1,000) and very rare (<1/10,000),
including isolated reports.

Table 5 Adverse reactions!

MedDRA System Organ | Frequency Category Adverse Reactions

Class (SOCO)

Psychiatric disorders Common Abnormal dreams
Insomnia
Depression
Nervous system disorders | Very Common Headache
Common Dizziness
Uncommon Vasovagal reactions (in response to
injections)
Gastrointestinal disorders | Very Common Diarrhoea
Common Nausea
Abdominal pain?
Flatulence
Vomiting

Hepatobiliary Disorders

Very Common

Transaminase increased’

Uncommon Hepatotoxicity
Skin and subcutaneous Common Rash®
tissue disorders
Musculoskeletal and Common Myalgia
connective tissue
disorders
General disorders and Very Common Pyrexia*

administrative site
conditions

Injection site reactions’ (pain and
tenderness, nodule, induration)

Common

Injection site reaction’ (swelling,
bruising, erythema, warmth, pruritus,
anaesthesia)

Fatigue

Malaise

Uncommon

Injection site reactions® (haematoma,
discolouration, abscess)

Investigations

Uncommon

Weight increased

"' The frequency of the identified ARs are based on all reported occurrences of the events and are not limited to
those considered at least possibly related by the investigator.

2Abdominal pain includes the following grouped MedDRA preferred terms: upper abdominal pain and abdominal
pain.

3Rash includes the following grouped MedDRA preferred terms: rash, rash erythematous, rash macular, rash
maculo-papular, rash morbilliform, rash papular, rash pruritic.

4Pyrexia includes the following grouped MedDRA preferred terms: pyrexia and feeling hot. The majority of
pyrexia events were reported within one week of injections.

SISRs listed in the table have been seen in 2 participants or more.
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Local Injection Site Reactions
In HPTN 083, 2% of participants discontinued cabotegravir because of ISRs.

Out of 20286 injections, 8900 ISRs were reported.

A total of 2117 participants received at least one injection. Of the 1740 (82%) participants who
experienced at least one ISR, the maximum severity of ISRs reported was mild (Grade 1, 34%
of participants), moderate (Grade 2, 46% of participants) or severe (Grade 3, 3% of
participants). No participants experienced Grade 4 ISRs. The median duration of overall ISR
events was 4 days. The proportion of participants reporting ISRs at each visit and the severity
of the ISRs decreased over time.

In HPTN 084, no participants discontinued cabotegravir because of ISRs.
Out of 13068 injections, 1171 ISRs were reported.

A total of 1519 participants received at least one injection. Of the 578 (38%) participants who
experienced at last one ISR, the maximum severity of ISRs reported was mild (Grade 1, 25%
of participants), moderate (Grade 2, 13% of participants) or severe (Grade 3, <1% of
participants). No participants experienced Grade 4 ISRs. The median duration of overall ISR
events was 8 days. The proportion of participants reporting ISRs at each visit and the severity
of the ISRs generally decreased over time.

Weight increased

At the Week 41 and 97 timepoints in HPTN 083, participants who received cabotegravir gained
a median of 1.2 kg (IQR -1.0, 3.5; n=1623) and 2.1 kg (IQR; -0.9, 5.9 n=601) in weight from
baseline, respectively; those in the tenofovir disoproxil fumarate (TDF)/emtricitabine (FTC)
group gained a median of 0.0 kg (IQR -2.1, 2.4, n=1611) and 1.0 kg (IQR; -1.9, 4.0 n=598) in
weight from baseline, respectively.

At the Week 41 and 97 timepoints in HPTN 084, participants who received cabotegravir gained
a median of 2.0 kg (IQR 0.0, 5.0; n=1151) and 4.0 kg (IQR; 0.0, 8.0, n=216) in weight from
baseline, respectively; those in the tenofovir disoproxil fumarate (TDF)/emtricitabine (FTC)
group gained a median of 1.0 kg (IQR -1.0, 4.0, n~=1131) and 3.0 kg (IQR; -1.0, 6.0 n=218) in
weight from baseline, respectively.

Changes in laboratory chemistries

In both HPTN 083 and HPTN 084, a similar proportion of participants in the cabotegravir and
TDF/FTC groups were observed to have elevated hepatic transaminases (ALT/AST) levels and
maximum post baseline increases were mostly Grades 1 and 2. In HPTN 083, the number of
participants in the cabotegravir vs TDF/FTC groups who experienced maximum post baseline
Grade 3 or 4 ALT levels were 40 (2%) vs 44 (2%) and Grade 3 or 4 AST levels were; 68 (3%)
vs 79 (3%), respectively. In HPTN 084, the number of participants in the cabotegravir vs
TDF/FTC groups who experienced maximum post baseline Grade 3 or 4 ALT levels were 12
(<1%) vs 18 (1%) and Grade 3 and 4 AST levels were; 15 (<1%) vs 14 (<1%), respectively.

A few participants in both the cabotegravir and TDF/FTC groups had adverse events of AST or
ALT increased which resulted in discontinuation of study product. In HPTN 083, the number
of participants in the cabotegravir vs TDF/FTC groups who discontinued due to ALT increased
were: 29 (1%) vs 31 (1%) and due to AST increased were 7 (<1%) vs 8 (<1%), respectively. In
HPTN 084, the number of participants in the cabotegravir vs TDF/FTC groups who
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discontinued due to ALT increased were 12 (<1%) vs 15 (<1%) and there were no
discontinuations due to AST increased.

Paediatric population

Based on data from the Week 16 analysis of the MOCHA study in 23 HIV-infected adolescents
(aged at least 12 years and weighing 35 kg or more) receiving background cART, no new
safety concerns were identified in adolescents with the addition of oral cabotegravir followed
by injectable cabotegravir (n=8) when compared with the safety profile established with
cabotegravir in adults (see Clinical Studies).

Post-marketing data
No data

4.9 Overdosage

Symptoms and signs
There is currently no experience of overdose with APRETUDE.

Treatment

There is no specific treatment for overdose with APRETUDE. If overdose occurs, the
individual should be treated supportively with appropriate monitoring as necessary. Further
management should be as clinically indicated or as recommended by the national poisons
centre, where available.

Cabotegravir is known to be highly protein bound in plasma; therefore, dialysis is unlikely to
be helpful in removal of drug from the body. Management of overdose with APRETUDE
injection should take into consideration the prolonged exposure to drug following an injection
(see 4.4 Warnings and Precautions).

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamics

ATC code
Pharmacotherapeutic group: Antiviral for systemic use, integrase inhibitor, ATC code:
JO5AJ04

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.

Pharmacodynamic effects

Antiviral Activity in cell culture

Cabotegravir exhibited antiviral activity against laboratory strains of wild-type HIV-1 with
mean concentration of cabotegravir necessary to reduce viral replication by 50 percent (ECso)
values of 0.22 nM in peripheral blood mononuclear cells (PBMCs), 0.74 in 293T cells and 0.57
nM in MT-4 cells. Cabotegravir demonstrated antiviral activity in cell culture against a panel of
24 HIV-1 clinical isolates (three in each group of M clades A, B, C, D, E, F, and G, and 3 in
group O) with ECso values ranging from 0.02 nM to 1.06 nM for HIV-1. Cabotegravir ECso
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values against three HIV-2 clinical isolates ranged from 0.10 nM to 0.14 nM. No clinical data
is available in patients with HIV-2.

Antiviral Activity in combination with other antiviral agents

No drugs with inherent anti-HIV activity were antagonistic to cabotegravir’s antiretroviral
activity (in vitro assessments were conducted in combination with rilpivirine, lamivudine,
tenofovir and emtricitabine).

Effect of Human Serum and Serum Proteins

In vitro studies suggested a 408-fold shift in ICso of cabotegravir in the presence of 100%
human serum (by method of extrapolation), and the protein adjusted ICso (PA-ICso) was
estimated to be 102 nM in MT4 cells.

Resistance in vitro

Isolation from wild-type HIV-1 and activity against resistant strains: Viruses with >10-fold
increase in cabotegravir ECso were not observed during the 112-day passage of strain IIIB. The
following integrase (IN) mutations emerged after passaging wild type HIV-1 (with T124A
polymorphism) in the presence of cabotegravir: Q146L (fold-change range 1.3-4.6), S153Y
(fold-change range 2.8-8.4) and 1162M (fold-change = 2.8). As noted above, the detection of
T124A is selection of a pre-existing minority variant that does not have differential
susceptibility to cabotegravir. No amino acid substitutions in the integrase region were selected
when passaging the wild-type HIV-1 NL-432 in the presence of 6.4 nM of cabotegravir
through Day 56.

Among the multiple mutants, the highest fold-change was observed with mutants containing
Q148K or Q148R. E138K/Q148H resulted in a 0.92-fold decrease in susceptibility to
cabotegravir but E138K/Q148K resulted in an 81-fold decrease in susceptibility to
cabotegravir. G140C/Q148R and G140S/Q148R resulted in a 22- and 12-fold decrease in
susceptibility to cabotegravir, respectively. While N155H did not alter susceptibility to
cabotegravir, N155H/Q148R resulted in a 61-fold decrease in susceptibility to cabotegravir.

Resistance in vivo
HPTN 083

In the primary analysis of the HPTN 083 study, there were 13 incident infections on the
cabotegravir arm and 39 incident infections on the tenofovir disoproxil fumarate
(TDF)/emtricitabine (FTC) arm. In the cabotegravir arm, 5 incident infections occurred when
receiving cabotegravir PrEP injections, of which 4 participants received on-time injections and
1 participant had one injection off-schedule. Five incident infections occurred >6 months after
the last dose of cabotegravir PrEP. Three incident infections occurred during the oral lead-in
period.

HIV genotyping and phenotyping were attempted at the first visit where HIV viral load was
>500 copies/mL. Of the 13 incident infections in the cabotegravir arm, 4 participants had
INSTI resistance mutations. In the TDF/FTC arm, the 4 participants with NRTI resistance
(including 3 who had multi-class resistance) included 3 with M184V/I and one with K65R.

None of the 5 participants who were infected after prolonged interruption from cabotegravir
administration had INSTI resistance mutations. Neither genotype nor phenotype could be
generated for one of the 5 participants, with just 770 copies/mL HIV-1 RNA. Integrase
phenotype could not be generated for one of the remaining 4 participants. The remaining 3
participants retained susceptibility to all INSTIs.
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Three participants became infected during the oral lead-in phase, prior to receiving
cabotegravir injections. One participant with undetectable plasma cabotegravir levels had no
INSTI resistance mutations and was susceptible to all INSTIs. Two participants with
detectable plasma cabotegravir concentrations had INSTI resistance mutations. The first
participant had INSTI resistant mutations E138E/K, G140G/S, Q148R and E157Q. Integrase
phenotype could not be generated. The second participant had INSTI resistance mutations
E138A and Q148R. This virus was resistant to cabotegravir (fold-change =5.92) but
susceptible to dolutegravir (fold-change=1.69).

Five participants acquired HIV-1, despite on time cabotegravir injections for 4 participants and
one off-schedule injection for one participant. Two participants had viral loads too low to
analyse. The third participant had no INSTI resistance mutations at the first viraemic visit
(Week 17) but had R263K at 112 and 117 days later. While phenotype could not be
determined 112 days later, day 117 phenotype showed this virus to be susceptible to both
cabotegravir (fold-change= 2.32) and dolutegravir (fold-change=2.29). The fourth participant
had INSTI resistance mutations G140A and Q148R. Phenotype showed resistance to
cabotegravir (fold-change=13) but susceptibility to dolutegravir (fold-change=2.09). The fifth
participant had no INSTI resistance mutations.

In addition to the 13 incident infections, one further participant was HIV-1 infected at
enrolment and had no INSTI resistance mutations at that time, however, 60 days later, INSTI
resistance mutation E138K and Q148K were detected. Phenotype could not be generated.

Following the primary analysis, extended retrospective virologic testing was performed to
better characterise the timing of HIV infections. As a result, one of the 13 incident infections
in a participant receiving on time cabotegravir injections was determined to be a prevalent
infection.

HPTN 084

In the primary analysis of the HPTN 084 study, there were 4 incident infections on the
cabotegravir arm and 36 incident infections on the TDF/FTC arm.

In the cabotegravir arm, 2 incident infections occurred while receiving injections; one
participant had 3 delayed cabotegravir injections and both had been non-adherent to oral
cabotegravir.

Two incident infections occurred after the last dose of oral cabotegravir; both participants were
non-adherent to oral cabotegravir. The first HIV positive visit occurred approx. 11 weeks after
enrolment for one participant and 57 weeks after enrolment for the other.

HIV genotyping was attempted at the first visit where HIV viral load was >500 c¢/mL (first
viraemic visit). HIV genotyping results were available for 3 of the 4 cabotegravir arm
participants. No major INSTI resistance mutations were detected.

HIV genotyping results were available for 33 of the 36 incident infections in the TDF/FTC
group. One participant had a major NRTI mutation (M184V); this participant also had NNRTI
resistance with the mutation K103N. Nine other participants had NNRTI resistance (7 had
K103N, alone or with E138A or P225H; 1 had K101E alone; 1 had E138K alone).

Following the primary analysis, extended retrospective virologic testing was performed to
better characterize the timing of HIV-1 infections. As a result, 1 of the 4 HIV-1 incident
infections in participants receiving cabotegravir was determined to be a prevalent infection.
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Effects on Electrocardiogram

In a randomised, placebo-controlled, three-period cross-over trial, 42 healthy subjects were
randomized into 6 random sequences and received three doses of oral administration of
placebo, cabotegravir 150 mg every 12 hours (mean steady-state Cmax Was approximately 2.8-
fold and 5.6-fold above the 30 mg oral once-daily dose and the 600 mg cabotegravir injection
every 2 month dose, respectively), or single dose of moxifloxacin 400 mg (active control).
After baseline and placebo adjustment, the maximum time-matched mean QTc change based
on Fridericia’s correction method (QTcF) for cabotegravir was 2.62 msec (1-side 90% upper
CI:5.26 msec). Cabotegravir did not prolong the QTc interval over 24 hours post-dose.

5.2 Pharmacokinetics

Oral

Cabotegravir pharmacokinetics is similar between healthy and HIV-infected subjects. The PK
variability of cabotegravir is moderate to high. In Phase I studies in healthy subjects, between-
subject CVb% for AUC, Ciax, and Cau ranged from 34 to 91% across healthy subject studies.
Within-subject variability (CVw%) is lower than between-subject variability.

Suspension for Injection

Cabotegravir pharmacokinetics is similar between healthy and HIV-infected subjects. The PK
variability of cabotegravir is moderate to high. In HIV-infected subjects participating in Phase
III studies, between-subject CVb% for Ciau ranged from 39 to 48%. Higher between-subject
variability ranging from 65 to 76% was observed with single dose administration of long-acting
cabotegravir injection.

Table 6. Pharmacokinetic parameters following cabotegravir orally once daily, and
initiation and every 2 month continuation intramuscular injections

Geometric Mean (5, 95t Percentile)®
AUC(O-tau)b Cmax Ctau
Dosing Phase Dosage Regimen (neh/mL) (n/mL) (n/mL)
30 mg 145 8.0 4.6
Oral lead-in® once daily (93.5, 224) (5.3,11.9) (2.8,7.5)
600 mg IM 1591 8.0 1.5
Initial injection Initial Dose (714, 3245) (5.3,11.9) (0.65,2.9)
Every 2-month 600 mg IM 3764 4.0 1.6
injection® Every 2-month (2431, 5857) (2.3, 6.8) (0.8, 3.0)

2 Pharmacokinetic (PK) parameter values were based on individual post-hoc estimates from population PK models
for patients in Phase III treatment studies of HIV treatment studies.

® tau is dosing interval: 24 hours for oral administration; 1 month for the initial injection and 2 months for every 2
months for IM injections of extended-release injectable suspension.

¢ Oral lead-in pharmacokinetic parameter values represent steady-state.

4 Initial injection Cmax values primarily reflect oral dosing because the initial injection was administered on the
same day as the last oral dose; however, the AUC¢.tay) and Ciau values reflect the initial injection. When
administered without oral lead-in to HIV infected recipients (n = 110), the observed cabotegravir geometric
mean (5th, 95th percentile) Cmax (1 week post-initial injection) was 1.89 mcg/mL (0.438, 5.69) and Cu was 1.43
mcg/mL (0.403, 3.90).

¢ Pharmacokinetic parameter values represent steady state.

Absorption

Oral

Cabotegravir is rapidly absorbed following oral administration, with median Tmax at 3 hours
post dose for tablet formulation. The linearity of cabotegravir pharmacokinetics is dependent
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on dose and formulation. Following oral administration of tablet formulations, cabotegravir
pharmacokinetics was dose-proportional to slightly less than proportional to dose from 5 mg to
60 mg. With once daily dosing, pharmacokinetic steady-state is achieved by 7 days.

APRETUDE may be administered with or without food. Food increased the extent of
absorption of cabotegravir. Bioavailability of cabotegravir is independent of meal content: high
fat meals increased cabotegravir AUC (0.¢) by 14% and increased Cmax by 14% relative to fasted
conditions. These increases are not clinically significant.

The absolute bioavailability of cabotegravir has not been established.

Suspension for Injection

Cabotegravir injection exhibits absorption-limited pharmacokinetics because cabotegravir is
slowly absorbed into the systemic circulation from the gluteal muscle resulting in sustained
plasma concentrations. Following a single 600 mg intramuscular dose, plasma cabotegravir
concentrations are detectable on the first day with median cabotegravir concentrations at 4
hours post dose of 0.290 mg/mL, which is above in-vitro PA-IC90 of 0.166 mg/mL, and reach
maximum plasma concentration with a median Tmax of 7 days. Target concentrations are
achieved following the initial IM injection (see Table 6). Cabotegravir has been detected in
plasma up to 52 weeks or longer after administration of a single injection.

Plasma cabotegravir exposure increases in proportion or slightly less than in proportion to dose
following single and repeat IM injection of doses ranging from 100 to 800 mg.

Distribution

Cabotegravir is highly bound (approximately >99%) to human plasma proteins, based on in
vitro data. Following administration of oral tablets, the mean apparent oral volume of
distribution (Vz/F) in plasma was 12.3 L. In humans, the estimate of plasma cabotegravir Vc¢/F
was 5.27 L and Vp/F was 2.43 L. These volume estimates, along with the assumption of high
F, suggest some distribution of cabotegravir to the extracellular space.

Cabotegravir is present in the female and male genital tract, following a single 3 mL (600 mg)
IM injection, as observed in a study in healthy participants (n=15). Median cabotegravir
concentrations at Day 3 (the earliest tissue PK sample) were 0.49 mg/mL in cervical tissue,
0.29 mg/mL in cervicovaginal fluid, 0.37 mg/mL in vaginal tissue, 0.32 mg/mL in rectal tissue,
and 0.69 mg/mL in rectal fluid, which are above the in vitro PA-1C90.

Metabolism

Cabotegravir is primarily metabolised by UGT1A1 with a minor UGT1A9 component.
Cabotegravir is the predominant circulating compound in plasma, representing > 90% of
plasma total radiocarbon. Following oral administration in humans, cabotegravir is primarily
eliminated through metabolism; renal elimination of unchanged cabotegravir is low (<1% of
the dose). Forty-seven percent of the total oral dose is excreted as unchanged cabotegravir in
the faeces. It is unknown if all or part of this is due to unabsorbed drug or biliary excretion of
the glucuronidate conjugate, which can be further degraded to form the parent compound in the
gut lumen. Cabotegravir was observed to be present in duodenal bile samples. The glucuronic
acid metabolite was also present in some but not all of the duodenal bile samples. Twenty-
seven percent of the total oral dose is excreted in the urine, primarily as a glucuronide
metabolite (75% of urine radioactivity, 20% of total dose).
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Elimination

Oral

Cabotegravir has a mean terminal half-life of 41 h and an apparent clearance (CL/F) of 0.21 L
per hour based on population pharmacokinetic analyses.

Suspension for Injection

Cabotegravir mean apparent terminal phase half-life is absorption-rate limited and is estimated
to be 5.6 to 11.5 weeks after a single dose IM injection. The significantly longer apparent half-
life compared to oral administration reflects absorption from the injection site into the systemic
circulation. The apparent CL/F was 0.151 L/h.

Special patient populations

Gender

Population pharmacokinetic analyses revealed no clinically relevant effect of gender on the
exposure of cabotegravir. In addition, no clinically relevant differences in plasma cabotegravir
concentrations were observed in the HPTN 083 study by gender, including in cisgender men
and transgender women with or without cross-sex hormone therapy use. Therefore, no dose
adjustment is required on the basis of gender.

Race
Population pharmacokinetic analyses revealed no clinically relevant effect of race on the
exposure of cabotegravir, therefore no dosage adjustment is required on the basis of race.

BMI

Population pharmacokinetic analyses revealed no clinically relevant effect of BMI on the
exposure of cabotegravir, therefore no dose adjustment is required on the basis of BMIL.

Adolescents

Population pharmacokinetic analyses revealed no clinically relevant differences in exposure
between the HIV-1 infected adolescent and HIV-1 infected and uninfected adult participants
from the cabotegravir development programme, therefore, no dosage adjustment is needed for
adolescents weighing >35 kg.

Table 7. Predicted pharmacokinetic parameters following cabotegravir orally once daily,
and initiation and every 2 month continuation intramuscular injections in
Adolescent Participants aged 12 to less than 18 years (=35 kg)

Geometric Mean (5%, 95 Percentile)?
Dosage AAUC(O-tau)b Chmax Ctau
Dosing Phase Regimen (ngeh/mL) (ng/mL) (ng/mL)

Oral lead-in® 30 mg 193 14.4 5.79
once daily (106, 346) (8.02,25.5) (2.48,12.6)

Initial 600 mg IM 2123 11.2 1.84
injection! Initial Dose (881, 4938) (5.63,21.5) (0.64,4.52)

Every 2-month 600 mg IM 4871 7.23 2.01
injection® Every 2-month | (2827, 8232) (3.76,14.1) (0.64,4.73)

2 Pharmacokinetic (PK) parameter values were based on population PK model simulations in a virtual HIV-1
infected adolescent population weighing 35-156 kg.

® tau is dosing interval: 24 hours for oral administration; 1 month for the initial injection, 2 months for every 2
months for IM injections of extended-release injectable suspension.

¢ Oral lead-in pharmacokinetic parameter values represent steady-state.

4 Initial injection Cmax values primarily reflect oral dosing because the initial injection was administered on the
same day as the last oral dose; however, the AUC.tay) and Ciau values reflect the initial injection.

¢ Pharmacokinetic parameter values represent steady state.
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Children
The pharmacokinetics and dosing recommendations of cabotegravir in children less than 12
years of age or 35 kg or less have not been established.

Elderly
Population pharmacokinetic analysis of cabotegravir revealed no clinically relevant effect of
age on cabotegravir exposure.

Pharmacokinetic data for cabotegravir in subjects of >65 years old are limited.

Renal impairment

No clinically important pharmacokinetic differences between subjects with severe renal
impairment (CrCL <30 mL/min and not on dialysis) and matching healthy subjects were
observed. No dosage adjustment is necessary for individuals with mild to severe renal
impairment (not on dialysis). Cabotegravir has not been studied in individuals on dialysis.

Hepatic impairment

No clinically important pharmacokinetic differences between subjects with moderate hepatic
impairment and matching healthy subjects were observed. No dosage adjustment is necessary
for individuals with mild to moderate hepatic impairment (Child-Pugh Score A or B). The
effect of severe hepatic impairment (Child-Pugh Score C) on the pharmacokinetics of
cabotegravir has not been studied.

HBYV and HCYV Infected Individuals
There are no data for the use of cabotegravir in subjects with HBV and HCV infection in PrEP
studies.

Polymorphisms in Drug Metabolising Enzymes

In a meta-analysis of healthy and HIV-infected subjects, HIV-infected subjects with UGT1A1
genotypes conferring poor cabotegravir metabolism had a 1.2-fold increase in mean steady-
state cabotegravir AUC, Cmax, and Cray following cabotegravir injection vs. 1.38-fold mean
increase following oral cabotegravir administration. This was similar to 1.3- to 1.5-fold mean
increase in steady-state cabotegravir, cabotegravir AUC, Cax, and Cray observed following oral
cabotegravir in healthy and HIV infected subjects combined. These differences are not
considered clinically relevant. Polymorphisms in UGT1A9 were not associated with
differences in the pharmacokinetics of cabotegravir, therefore, no dose adjustment is required
in subjects with either UGT1A1 or UGT1A9 polymorphisms.

Clinical studies

Clinical efficacy and safety

The efficacy of cabotegravir for PrEP has been evaluated in two randomised (1:1), double
blind, multi-site, two-arm, controlled studies. The efficacy of cabotegravir was compared with
daily oral tenofovir disoproxil fumarate (TDF)/emtricitabine (FTC).

Participants randomised to receive cabotegravir initiated oral lead-in dosing with one 30 mg
cabotegravir tablet and a placebo daily, for up to 5 weeks, followed by cabotegravir
intramuscular (IM) injection (single 600 mg [3 mL] injection, at months 1, 2 and every 2
months thereafter and a daily placebo tablet. Participants randomised to receive TDF/FTC
initiated oral TDF 300 mg/FTC 200 mg and placebo for up to 5 weeks, followed by oral TDF
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300 mg/FTC 200 mg daily and placebo (IM) injection (3 mL, 20% lipid injectable emulsion at
months 1, 2 and every 2 months thereafter).

HPTN 083

In HPTN 083, a non-inferiority study, 4566 cisgender men and transgender women who have
sex with men, were randomised 1:1 and received either cabotegravir (n=2281) or TDF/FTC
(n=2285) as blinded study medication up to Week 153.

At baseline, the median age of participants was 26 years, 12% were transgender women, 72%
were non-white and 67% were < 30 years.

The primary endpoint was the rate of incident HIV infections among participants randomised
to oral cabotegravir and cabotegravir injections compared to oral TDF/FTC (corrected for early
stopping). The primary analysis demonstrated the superiority of cabotegravir compared to
TDF/FTC with a 66% reduction in the risk of acquiring incident HIV infection, hazard ratio
(95% CI) 0.34 (0.18, 0.62); further testing revealed one of the infections on cabotegravir to be
prevalent then yielding a 69% reduction in the risk of incident infection relative to TDF/FTC
(see Table 8).

Table 8. Primary Efficacy Endpoint: Comparison of Rates of Incident HIV Infections
during Randomised Phase in HPTN 083 (mITT, extended retrospective virologic testing)

Cabotegravir TDF/FDC Superiority P-Value
(N=2278) (N=2281)

Person years 3211 3193

HIV-1 incident infections 122 (0.37) 39 (1.22)

(incidence rate per 100

person years)

Hazard ratio (95% CI) 0.31 (0.16, 0.58) p=0.0003

2 Following the primary analysis, extended retrospective virologic testing was performed to better characterize the
timing of HIV infections. As a result, one of the 13 incident infections on CAB was determined to be a prevalent
infection. The original hazard ratio (95% CI) from the primary analysis is 0.34 (0.18, 0.62). Figure 1.
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Findings from all subgroup analyses were consistent with the overall protective effect, with a
lower rate of incident HIV-1 infections observed for participants randomised to the cabotegravir
group compared with participants randomised to the TDF/FTC group (see Table 9).

Table 9. Rate of incident HIV-1infection by subgroup in HPTN 083 (mITT, extended
retrospective virologic testing)

Subgroup Cabotegravir Cabotegravir | TDF/FTC | TDF/FTC | HR (95% CI)

incidence per person years | incidence person

100 person per 100 years)

years person

years

Age
<30 years 0.47 2110 1.66 1987 0.29 (0.15, 0.59)
>30 years 0.18 1101 0.50 1206 0.39 (0.08, 1.84)
Gender
MSM 0.35 2836 1.14 2803 0.32 (0.16, 0.64)
TGW 0.54 371 1.80 389 0.34 (0.08, 1.56)
Race (US)
Black 0.58 691 2.28 703 0.26 (0.09, 0.76)
Non-Black 0.00 836 0.50 801 0.11 (0.00, 2.80)
Region
UsS 0.26 1528 1.33 1504 0.21 (0.07, 0.60)
Latin 0.49 1020 1.09 1011 0.47 (0.17, 1.35)
America
Asia 0.35 570 1.03 581 0.39 (0.08, 1.82)
Africa 1.08 93 2.07 97 0.63 (0.06, 6.50)

MSM-= cisgender men who have sex with men
TGW = Transgender women who have sex with men

HPTN 084

In HPTN 084, a superiority study, 3224 cisgender women were randomised 1:1 and received
either cabotegravir (n=1614) or TDF/FTC (n=1610) as blinded study medication up to Week

153.

At baseline, the median age of participants was 25 years, >99% were non-white, >99% were
cisgender women and 49% were <25 years of age.

The primary endpoint was the rate of incident HIV infections among participants randomised
to oral cabotegravir and cabotegravir injections compared to oral TDF/FTC (corrected for early
stopping). The primary analysis demonstrated the superiority of cabotegravir compared to
TDF/FTC with an 88% reduction in the risk of acquiring incident HIV-1 infection hazard ratio
(95% CI) 0.12 (0.05, 0.31); further testing revealed 1 of the infections on cabotegravir to be
prevalent then yielding a 90% reduction in the risk of HIV-1 incident infection relative to
TDF/FTC (see Table 10).
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Table 10. Primary Efficacy Endpoint in HPTN 084: Comparison of Rates of Incident HIV
Infections during Randomised Phase (mITT, extended retrospective virologic testing)

Cabotegravir TDF/FDC Superiority P-Value
(N=1613) (N=1610)

Person years 1960 1946

HIV-1 incident infections 3%(0.15) 36 (1.85)

(incidence rate per 100

person years)

Hazard ratio (95% CI) 0.10 (0.04, 0.27) p<0.0001

? Following the primary analysis, extended retrospective virologic testing was performed to
better characterize the timing of HIV-1 infections. As a result, 1 of the 4 HIV-1 incident
infections in participants receiving cabotegravir was determined to be a prevalent infection.
The original hazard ratio corrected for early stopping (95% CI) from the primary analysis is
0.12 (0.05,0.31).

Figure 2. Cumulative Incidence of HIV Infections (mITT)
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Findings from pre-planned subgroup analyses were consistent with the overall protective
effect, with a lower rate of incident HIV-1 infections observed for participants randomised to
the cabotegravir group compared with participants randomised to the TDF/FTC group (see
Table 11).
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Table 11. Rate of incident HIV-1 infection by subgroup in HPTN 084 (mITT, extended

retrospective virologic testing)

Subgroup | Cabotegravir Cabotegravir | TDF/FTC | TDF/FTC | HR (95% CI)

incidence per person years | incidence person

100 person per 100 years)

years person

years

Age
<25 years 0.23 868 2.34 853 0.12 (0.03, 0.46)
>25 years 0.09 1093 1.46 1093 0.09 (0.02, 0.49)
BMI
<30 0.22 1385 1.88 1435 0.12 (0.04, 0.38)
>30 0.00 575 1.76 511 0.04 (0.00, 0.93)

MOCHA (HIV-infected adolescents)
The safety, tolerability and pharmacokinetics of oral and injectable cabotegravir are being
assessed in an ongoing Phase I/II multicentre, open-label, non-comparative study, MOCHA
(IMPAACT 2017, Study 208580). 8 HIV-1 infected and virologically supressed adolescents,
aged 12 to <18 years, weighing at least 35 kg were enrolled and received one 30 mg
cabotegravir tablet, daily, for 1 month followed by monthly cabotegravir injections (month 1:
600 mg injection, months 2 and 3: 400 mg injection) for a further 3 months, while continuing
background cART.

At baseline, the median age of participants was 14.5 years, the median weight was 57.2 kg,
25% were female, 100% were non-white, no participants had a CD4+ cell count less than

350 cells per mm”.

3

The primary endpoints at Week 16 for cabotegravir participants were to confirm the doses,
safety and pharmacokinetics for oral and injectable cabotegravir, in HIV-infected, virologically
suppressed adolescents.

In the Week 16 analysis, observed pharmacokinetics parameters in adolescents met the
exposure targets, based on adult data for both oral and injectable cabotegravir (see 5.2

Pharmacokinetics, Special Populations, 4.8 Adverse Reactions).

Non-Clinical Information
Carcinogenesis/mutagenesis
Cabotegravir was not mutagenic or clastogenic using in vitro tests in bacteria and cultured
mammalian cells, and an in vivo rodent micronucleus assay. Cabotegravir was not carcinogenic
in long term studies in the mouse and rat.

Reproductive Toxicology

Fertility

Cabotegravir when administered orally to male and female rats at 1000 mg/kg/day (>30 times
the exposure in humans at the Maximum Recommended Human Dose [MHRD] of 30 mg oral
or 400 mg IM dose) for up to 26 weeks did not cause adverse effects on male or female
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reproductive organs or spermatogenesis. No functional effects on male or female mating or
fertility were observed in rats given cabotegravir at doses up to 1000 mg/kg/day.

Pregnancy

In an embryo-foetal development study there were no adverse developmental outcomes
following oral administration of cabotegravir to pregnant rabbits at doses up to 2000mg/kg/day
(0.66 times the exposure in humans at the MRHD of 30 mg oral or approximately 1 times 400
mg IM dose) or to pregnant rats at doses up to 1000 mg/kg/day (>30 times the exposure in
humans at the MRHD of 30 mg oral or 400 mg IM dose). In rats, alterations in foetal growth
(decreased body weights) in the absence of maternal toxicity were observed at

1,000 mg/kg/day. Studies in pregnant rats showed that cabotegravir crosses the placenta and
can be detected in foetal tissue.

Non-clinical data from rat pre- and post-natal (PPN) studies at 1,000 mg/kg/day (>30 times the
exposure in humans at the MRHD of 30 mg oral or 400 mg IM dose) cabotegravir delayed the
onset of parturition, and in some rats, this delay was associated with an increased number of
stillbirths and neonatal mortalities immediately after birth. A lower dose of 5 mg/kg/day
cabotegravir (>10 times the exposure in humans at the MRHD of 30 mg oral or 400 mg IM
dose) was not associated with delayed parturition or neonatal mortality in rats. In rabbit and rat
studies there was no effect on survival when foetuses were delivered by caesarean section.
When rat pups born to cabotegravir-treated dams were cross-fostered at birth and nursed by
control mothers, similar incidences of neonatal mortalities were observed.

Animal toxicology and/or pharmacology

The effect of prolonged daily treatment with high doses of cabotegravir has been evaluated in
repeat oral dose toxicity studies in rats (26 weeks) and in monkeys (39 weeks). There were no
drug-related adverse effects in rats or monkeys given cabotegravir orally at doses up to

1000 mg/kg/day or 500 mg/kg/day, respectively.

In the 14 day monkey toxicity study, a dose of 1000 mg/kg/day was not tolerated and resulted
in morbidity associated with gastro-intestinal (GI) effects (body weight loss, emesis,
loose/watery faeces, and moderate to severe dehydration).

In the 28 day monkey toxicity study, end of study exposure at 500 mg/kg/day was similar to
that achieved in the 14-day study at 1000 mg/kg/day. This suggests that GI intolerance
observed in the 14 day study was the result of local drug administration and not systemic
toxicity.

In a 3 month study in rats, when cabotegravir was administered by monthly sub-cutaneous (SC)
injection (up to 100 mg/kg/dose); monthly IM injection (up to 75 mg/kg/dose) or weekly SC
injection (100 mg/kg/dose), there were no adverse effects noted and no new target organ
toxicities (at exposures >30 times the exposure in humans at the MRHD of 400 mg IM dose).

6. PHARMACEUTICAL INFORMATION

6.1 List of Excipients
Film-coated tablets

Tablet core

Lactose Monohydrate
Microcystalline Cellulose
Hypromellose (E464)

Sodium Starch Glycolate (Type A)
Magnesium Stearate
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Tablet coating
Hypromellose (E464)

Titanium Dioxide (E171)
Macrogol 400 (E1521)

Suspension for Injection
Mannitol (E421)
Polysorbate 20 (E432)
Macrogol (E1521)

Water for injections

6.2 Incompatibilities
Film-coated tablets
None

Suspension for Injection

In the absence of compatibility studies APRETUDE injection must not be mixed with other
medicinal products.

6.3 Shelf Life
The expiry date is indicated on the packaging.

6.4 Storage
Unopened packs (Suspension for Injection and Film-coated tablets)
The storage conditions are detailed on the packaging.

Open packs

Suspension for Injection

Once the suspension has been drawn into the syringe, the injection should be administered as
soon as possible, but may be stored for up to 2 hours at room temperature. If 2 hours are
exceeded, the medication, syringe and needle must be discarded.

6.5 Nature and Contents of Container
Film-coated tablets
APRETUDE tablets are supplied in HDPE (high density polyethylene) bottles with child-

resistant closures.

Suspension for Injection

Vial only pack (single entity vial SEV):

APRETUDE Injection, 200 mg/mL prolonged-release suspension for injection. APRETUDE is
presented in a glass vial.

6.6 Use and Handling
See the Instructions for Use leaflet for complete administration instructions with illustrations.

Not all presentations are available in every country.
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GlaxoSmithKline (Thailand)
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INSTRUCTIONS FOR USE
The following information is intended for healthcare professionals only:

For Single Entity Vial (SEV) packs:

APRETUDE

prolonged-release
suspension for injection

cabotegravir

For intramuscular use

Instructions for Use

Overview

At each visit, one injection is required; APRETUDE 3 mL (600mg).

APRETUDE is a suspension that does not need further dilution or reconstitution.
APRETUDE is for intramuscular use only. It must be administered to the gluteal sites.

| Note: The ventrogluteal site is recommended.

& Storage information

* The storage conditions are detailed on packaging.

| Do not freeze.

Your pack contains

e 1 vial of APRETUDE
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To prepare the injection

e 1 Luer-Lock syringe (5 mL)
e 1 Luer-Lock aspiration needle or aspiration device (to draw up the suspension)

To administer the injection

e [ additional Luer-Lock needle (use safety needle if available) of 23 gauge, 1.5
inches

Consider the patient’s build and use medical judgment to select an appropriate

injection needle length.

You will also need

Non-sterile gloves

2 alcohol swabs

1 gauze pad

A suitable sharps container

1. Inspect vial

e Check that the expiry date has not
passed.

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

Check expiry date
and medicine

MONTH/YEAR

I Note:
The APRETUDE vial has a

brown tint to the glass.

Do not use if the expiry date has
passed.

2. Shake vigorously

10 e Hold the vial firmly and
: ) vigorously shake for a full 10
sec S
seconds as shown.

e Invert the vial and check the
resuspension. It should look
uniform. If the suspension is not

LA

uniform, shake the vial again.

e Itis also normal to see small air
bubbles.

e Remove the cap from the vial.

e Wipe the rubber stopper with an
alcohol swab.
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Do not allow anything to touch
the rubber stopper after wiping it.

3. Prepare syringe and needle

Continue to prepare the injection
in line with local guidelines.
Example: attach the aspiration
needle to the syringe.

It is recommended that you inject
1 mL of air into the vial to allow
the required volume to be drawn

up.

4. Slowly draw up dose

=T el )

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.

Note: Check that the suspension
looks uniform and white to light
pink.

5. Attach injection needle

\
)
!

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

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

Attach injection needle.
Remove the needle packaging
from the needle.
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Injection

6. Prepare injection site

' .

Ventrogluteal

Dorsogluteal

Injections must be administered

to the gluteal sites. Select from

the following areas for the

injection:

e Ventrogluteal
(recommended)

e Dorsogluteal (upper outer
quadrant)

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

7. Remove extra liquid

e Pull off the injection needle
cap.

e Hold the syringe with the
needle pointing up. Press the
plunger to the 3 mL dose to
remove extra liquid and any air
bubbles.

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

8. Stretch skin

1inch

(2.5 cm)

@

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).

e Keep it held in this position for
the injection.
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9. Inject dose

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

e Still holding the skin stretched
— slowly press the plunger all
the way down.

o Ensure the syringe is empty.

e Withdraw the needle and
release the stretched skin
immediately.

10. Assess the injection site

e Apply pressure to the injection
site using a gauze pad.

¢ A small bandage may be used
if a bleed occurs.

¢ Dispose of used needles,
syringe and vial according to
local health and safety laws.

| Do not massage the area.

Questions and Answers

1. If the pack has been stored in the refrigerator, is it safe to warm the vial up to
room temperature more quickly?

You should wait at least 15 minutes before you are ready to give the injection to
allow the medication to come to room temperature.

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 30°C (86°F).

Do not use any other heating methods.

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 medicine can remain in the syringe for up to 2 hours
before injecting.

If the medicine remains in the syringe for more than 2 hours, the filled syringe and
needle must be discarded.

3. Why do I need to inject air into the vial?

Injecting 1 mL of air into the vial makes it easier to draw up the dose into the
syringe.
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Without the air, some liquid may flow back into the vial unintentionally, leaving
less medicine than intended in the syringe.

4. Why is the ventrogluteal 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 health
care professional. The injection should not be administered in any other site.

APRETUDE TAB&IV IP102 TH 11/23 30



	SPC-TH-Apretude-IPI 02-Approved
	กระดาษคั่นหน้า_สีเขียว BLANK
	SPC-EN-Apretude-IPI 02-Approved
	APRETUDE
	1. NAME OF THE MEDICINAL PRODUCT
	2. QUALITATIVE AND QUANTITATIVE COMPOSITION
	3. PHARMACEUTICAL FORM
	4. CLINICAL INFORMATION
	5. PHARMACOLOGICAL PROPERTIES
	Antiviral Activity in cell culture Cabotegravir exhibited antiviral activity against laboratory strains of wild-type HIV-1 with mean concentration of cabotegravir necessary to reduce viral replication by 50 percent (EC50) values of 0.22 nM in peripher...
	6. PHARMACEUTICAL INFORMATION




