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| ADME

| ADR

| AE

| AESI

| AKT

| AUC

| AUCq1m

| AUCin

| AUCus

| BD

| BICR

| CBR

| CDK

| CDx

| CHMP

—
s

| CMC

| €I

| CIOMS

| COVID-19

| CTCAE

| CYP

| DCO

| DDI

| DLT

. DGR

| ECG

| ECOG

| EORTC QLQ-C30
ER
| ER+

. Absorption distribution metabolism excretion

Adverse drug reaction

Adverse event

Adverse event of special interest

Serine/threonine specific protein kinase

Area under the plasma concentration-time curve
Area under the plasma concentration-time curve from zero to 12 hours

Area under the plasma concentration-time curve for 12 hours at steady state

Area under the plasma concentration-time curve from time zero to infinity

| Twice daily
Blinded Independent Central Eeview
Clinical benefit rate

Cyclin-dependent kinase

Companion diagnostic

Committee for Medicinal Products for Humau iTse

| Maximum observed plasma (peak) drug concentration

Maximum concentration at steady state

' Chemistry, Manufacturing and Controls
| Confidence interval

Council for International Organizations of Medical Sciences

I Coronavirus disease 2019

Common Terminology Criteria for Adverse Events

. C‘}-‘tochﬁme P450
Data cut-off
Drug-drug interaction

Dose-limiting toxicity

Duration of response

I Electrocardiogram

| Eastern Cooperative Oncology Group

| EORTC Quality of Life Questionnaire-Core 30 items

Estrogen receptor

Estrogen receptor positive
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ESR

| EU
| FAS
| FDA
| FFPE
FTIH
| GCP
| GMR
| HbALC
| HER2—
g
| HRQoL
[T,

@

| ICH

| IDMC
| THC

| ™™

| ISH-

| ITT
o

| LHRH
| MAA
' mCRPC
| MID

' mTOR
| MTP

| NCCN
NDA

| NR
OR

' ORR
08

. .Dvem.ig.l.lt fast
B
| Partially fasted
PBPK

' PD
PFS

Externallv sponsored research, ie, research that is initiated and managed by an

external researcher who assumes the legal and regulatory responsibility for the
conduct and management of the research as defined by applicable regulations and
laws of the country involved

European Union

Full analvsis set

| Food and Drug Administration
Formalin-fixed paraffin-embedded

First titne in human

| Good clinical practice

| Geometric mean ratio

' Glvcosvlated haemoglobin

' Human epidermal growth factor receptor 2-negative

| Hormone receptor-positive

| Health-related quaﬂtj‘ of life

| Half-maximal inhibitory concentration

' International Council for Harmonisation of Technical Requirements for

Pharmaceuticals for Human Use

I Independent data monitoring comimittes

| Immunohistochemi stry

I Intramuscular

| No evidence of amplification on in sity hybridisation
' Intention to treat

' Intravenous

. Luteinizing hormone releasing hormone

- Markéﬁng Authorization Ap[ﬁli.i:aﬁcru

| Metastatic castration-resistant prostate cancer
| Maximum tolerated dose

' Mammalian target of rapamycin

' Multiple testing procedure

| National Comprehensive Cancer Network

| New Dirug Application

| Not reported

| Odds ratio

- Objective response rate

| Overall survival

| Fast from 8 hours before to 4 hours after dc-sihg

- Phosphorylated serine/threonine-specific pl'l.‘.rtE.i.ﬂ kinaze
' Fast from 2 hours before to 1 hour after dosing

. Physiologically based pharmacokinetic modelling
. Pharmacodvnamic(s)

' Progression-free survival
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- &R 2 CDK4/6 AA A ¢te] BE& o] dA trkse daolA 13 22X 52 AHEH
% 4
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H. g4 A%, CDK4/6 AAA L WHE&3AY BE3HA e UEH 89o] Hold AHo] gl
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| IRl AR A A O ZEzHE/ 3] &/ AE8A4 3] &
05448 WY BRSO 22E/Ac- A
A g0l HH F+ BE I/
22, A 9| % F(Drug product)
221, A7MAY 5 FEAA, FHA, FATA, HolAlo) HFHE F )
o oA Sl
222 gAY GFF NFF=E
| s B E3UINE  ABA (OpH O HlE O 7E)
CEANE (B FAEE O7Ie) O AdzxzgEg/58
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A A A F
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0 24401208 0 BoRTaA /e e aa
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0938448 O A/ 0948409 O 42908 O 9448 O 7844
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* 7N mAER RN, 45 YARANE T
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31 9489 FF A4
NBZRF ANz 8713 e /A2 A7
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container
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32. A FE9 A

o MEAANZA AEE WAE A FES dRSE 2 O8F] B

NEFF il 7188 /A4 A3
A7) R EA A 25C/60% RH E#2F / Al/Al T4 w3 §ls
7} & 40°C/75% RH E#2H / Al/Al T4 W3 gl
33. AAFAE A Q=9 FHIEF
o AN
- AR 71U e8], A(1~30T) B (EEaH XA, Al/A))
- AFETIE AZYEEE 48 €2
34. AA U@ AAA oA
o AET AP D AL A SAAES AFSRor, AED A3 AT
4, 8o st X=
41 ZHENIAE AL
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= qal 1=
NazE | §2 | g4 sz 83 (mglkg) o | B
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0", 150, 300, 500, 750(4:ZD/400(LZD), 850(571)/450(27)
(47 2t n=2)
T2l 3o 2500004 orial @ AlFwst wEE 8¥e < 2027928
A7 | 149 300m aME 2
ohos s/
[14Y §HE]
(CByB6FD) 0V, 75, 150, 300571 7} n=6)
- MID: 271 300, 971 150
0, 25, 75247, 150, 300(5:71) O
g (@47 7 n=10, (TK) &+ n=5, 437 n=3 Charl
o _H (&7 n; ( );EH n Al n ;) _ ‘ares 5003410
9hE Eof (13]/%) |- 300014 18 o Rusro] 27] ki U £AISHA Wk | river
=4 A - NOAEL 150 FRLct
0, 150, 300, 500 (%71 7} n=3)
- XY 57 38
Az | 29 ) X |2239DR
- 300014 At 2 AAIA AlsdA, ded 57 5
- MTD 150
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79 - ARAHT T4, 2 2 AR WalsA wish s &
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0, 10, 30, 100(&471 Zt n=10) O
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- NOAEL 10 o=
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= a =3
NEEE | 2 | g4 sz 8% (mglkg) 95|y
[} o T
0, 10, 30, 100(3=ZD)/150(¢Z)(F271 7t n=15) O
6712 |- AlRAAYT U@ AE 744, AR, e oHd W & o Charles
an | O AT % A e, =0 A S 527477
(182¢) | €BA W3} river
- NOAEL (24730, (27110 e
[3~42] 0, 5, 15, 40(¢ZS 13U BOkE 32=0ot 25), 60(
3-40] g Zoh), 90(AH (71 2t n=1) o
| 2710] AL 60, 410l AL 2504 ok Qlo
A2 1 719 AL 719] 749 25004 Ujokd A7 |1068DD
1)/ [1421] 0, 15, 30, 40(¢t57 7t n=1) o
D Bl G, 34 B4, GALT 2 olgt 2 iy gy | O
- NOAEL 15
ElExs! he 0. 3. 10, 30(&47 7} n=3) O
BT | qayep | NE R ARUHY Lo, 28 Ragel ol BAW | AZ 11124
=" |- NOAEL 3 CE
0, 1.5, 5, 15(&571 2} n=4) ©
97N B . _. |Charles
R I - =504 2oyt Qladl 7Rt AQlE AVGRRoA WEE | 527482
13)/Y) river
- NOEL 15
q=
O
2 =oiso] Al | 48~72 |4.6 ~ 4,100 pg/plate
b (Ames]) | A |- A od il
L4 L = ] 004%
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AZ |2333MV
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=
A =
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< Covanc| 8331243
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AN [5LA1 &X]] 150
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EL AL 23] |0, 75, 150 o
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o
[Phasel] 21A12~16 0, 10, 30, 150
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AHAL . GEXY B =, - OX AF U AIRAFT A, I ST uijEjRt A E ZH Charles
o E'_;O )\ 734 1@]/?:._] ﬂ ﬂ?i } 1:114 [e] = O } HEH } o ‘ 496879
=8AE | (Wistan) &, A R % iR 2A A river
- 2A & uf - EfjX} NOEL 30 g
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= Charles
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422 WMHEEAEA

F(CTD 4232)

]
4221 vh2 TR g &F TF R WHEFA 4 A9(20279282, Non-GLP)

L]

3 2vg] o] 4A I 7 CByB6F1 wp-$-2of 7haupd g8 0, 150, 300, 500, 750(
5'4)/400(‘?}7/1) 50(=7D/450(¢Zmg/kg o 2 &3] AT T A7 500mg/kg A 1nkelrh QbEhAL
H]*}“Eﬂ Fe TE v AA, A £ 9 ZF AR, A9 oFE HAe
dHEE T ¢ 7 &7 #EE. JIE I A= e, AS Wyt 3 =750mg/kgol
A A1~3E7EA] A -8.7% 2 A 400mg/kgel A Al 1~3¥€7HA] 4%E BEE. 150, 300 ==
500mg/kgoll A W3 ¢l &% SF A AFRE ZAZ 14Y 9A 5 £F FFL 75 150 2
300mg/kgo. & AAH

(& SFND) &

2 age uA

=

e (149 WMEAF) w2 6vig]e] &7 # 3 CByB6F1 vhg-2o 7tould®-E 0, 75, 150, 300mg/kgl =

—
S

fr s me

Bt 18)/d AT FofAl 300mg/kg A ANA 2ukE] B 300mg/kg TK Aol A 2mkE]7F AF-EL

% 1utglRte] QkhAl RIAPGEI QoW (B, & A, &5 4 9 97 A ®), BIFS A

FE AazE ddelds. 3utEvh S A TAHAE O GRG0 dF At &

stz oz A4E 4 e, Az 2EHA 2 o BmE Ao FHJL
X da, B FAR AEFEY T4 R 3 HA A=

olF FwlH £ WEY. vE FHAAMAE HudE #d 9 A5 flda A3-15

SUE Zho A 300mglkg 4 2vkE] <) -

300mg/kg7k A, Al A 150mg/kg7hA o] & oA 7 U o

DG 33t AAA TN A Fhoud | B Wste HAa~A S0l
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¢k MTD+= 150mg/kg/dayR o™, o] &% FFol A dAIF AT 4 2 2= ded

Z) =)
=

o|N

7}

b Mo
o ofr

"

4224. A= g MID 2 79 A7 AE(2374DR, Non-GLP)

L]
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3 10uigl o] <

3 3nkE] o] kAl Aol shaubAd | 0, 50, 100, 150mg/kg & Fo = 7Y F¢ AT FAMID Al
Poz 150mg/kgo® 297t Foh@d A3}, slujuld® 19 18] 50, 100 2 150mg/kg/days 79 E<
AEAAT 4 2 d8d AT HIlE el dekdo] ¢ BEE &% oA E@9 W3t
2 HEE 2 FEFAAT AZEAEe vit)/AHF )l thek el shE &
7t #EE. A HE 9 dAddE AW usidae] Wty wils E9e 18ke] WskE 100
2 150mg/kg/dayol A 2= J A 9F 50mg/kg/dayoll A+ HZE A &S HA fFoA <l

= 5
g W37 A7) W Eol H o) F2-8FNOEL, no observed effect level
o
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o
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5 9717k =38 A4 37 AH@2638AR, GLP)

A HA=e shanbdy 0, 10, 30, 100mg/kg &F o2 289U(13)/Y) F¢ AT FAG
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= 22 wstel ¥ Wk 100mg/kg/day el
ot A2 100mg/kg/dayell A Eop O ¥ 55 e ¢ @& HEE U
v 43 A2 71 =2E HekrAd i IS RS NOAELS 10mg/kg/day Q).

42.2.6. A=A 64E D& BT Fo SHANHG27477, GLP)

L]

o 15mE(TK &2 43 3mefy Frhe) ezl dizo] 7huubdd 0, 10, 30, 100(=Z)/150(%F

Zmg/kg/day &2 671 L13)/Y) T AT FAT A, AR feFbo] ¢ AP FE
Fol+= 100/150mg/kg/dayol Al AF SAF R AEHHAZF AL Aol A%l aL, 30mg/kg/day ol A
FH E AT AT FLe dHge]l A 9 BEstA W= =30mg/kg/dayol A EE R
S}, 100/150mg/kg/dayell A B @A o, M, =9, AEd 2 F @A Asrt 23FEH A
T =30mg/kg/dayoll Al dw|EA 7ol A4, 74 A, FA 9 IHFAAAA dEE =, dA F
T2 ®F 100/150mg/kg/dayell Al FA, dEE B F= =FN4 22l FR9 HetFA, g o
FagtolAE @Ay Aol #EE. Hld dvAZF AFoF Q] NOAELS 4zl

30mg/kg/day 2 & 10mg/kg/day o 2 2+,

4227 81274 94 MID ¥ 149 =4 A)3(1068DD, GLP)
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o« (§F 3P T Ivtele] G5 vIFA Auuiay

flo

0, 5, 15, 25(-A ¥, 40, 60(FZTH), 905
Thmg/kg o2 3~4Y(13]/Y) AT T3 40mg/kg/day &FF

&<t 25mg/kg/day=2 T A, 7 60mg/kg/day 33 Fo
G FEo= Hekdo] gllen T2 TES A&Es %

A o] = oFFALgE oA 25mg/kg/day 33 Fol:= Wjof

N

[o]

©,
poy
flo
—
w
e
o
-
N
r_}{_‘

o
kAol A=, A 90mg/kg/day

g A5 et FEE

g

O

o ]

o
o o
)

Jo

%

ol

d

O:-

O

4

3 ol
o (14¢ WHEAF) 7 1vtg] o oA BlEdd 7houd e 0, 15, 30, 40mg/kgo 2 14 &<k 13)/

4228 9274 4
o (8% F) ¥4 3viEle &4 vlF A Fuukd

i

A AT BS99 MID Ad A3, =232 9 60mg/kg, ¢l 7% 25mg/kgol Al kAol A7)
of Ho} 40mg/kgo®E HAsld APEHT A, 5YIF 40mg/kg/day 19 13] Fof & 4 FH H|

| g fFelldt Y AT Y ARAHFAG] AT wE FEEA olFE A 14
o F<2F 15 ¥ 30mg/kg/daye WeFdol AMS. FF 7Hl= G &, =7, 4, GALT # 49 &
A7rer gz "ol 3. NOAEL-S 15mg/kg/day .

=

4 35 o7 =38 1A4E wE AT 5423 (1112AD, GLP)
g5 0, 3, 10, 30mg/kge. 2 1/1L13]/Y) A+ F
% Ad Al &S Bk 23, E S Hdl 30mg/kg/day 7HoubE R Y] AR s ek

dol Aoy AT e B ARHAT Fast dBdol s Jded Y HIe EE &%
T—

- ZJ_‘ =
A W3}= 10mg/kg/day 2 3mg/kg/day(Zt WHEwhol A . ax= APA, A, A, 1
4 FAoA HaAE 7FgFo|lon, 45 357 T8 AA °

13k Bagto A AL EAste] B Aol tigk NOAELS 3mg/kg/day .

4229. A2 AF N AT SAHAAG27482, GLP)

L]

423. FAE
4231 AF& o] &3 EAESAH|AF(2332BV, GLP) (in vitro)

L]

4232 vl PYEZE A

L]

T3 4vlgle] A A w24l ZhukEE S 0, 1.5, 5, 15mg/kge2 9/1€(13)/Y) AT T3 A, 0,
15, 5 =& 15mg/kg/day &FolA I/HYE T 1€ 13 ¥SFHdA AT T4 siyuldgde =
Smg/kg/dayll A 22T led 5 SV 4TB3AYT = FAAslet of Langerhans vacuolation)
of thdl drAFA Lol BAHUYSHW, 15mg/kg/dayolld =& 3L F=F(high glycosylated
hemoglobin level), i22H(tubular degeneration)¥} *-iigk(cellular debris)e] @Av 43 223 EHZED),
B8 a), HE7H @ BAE7he 22 A Wskel ddgdol 9. NOELLS 1.5mg/kg/dayo] 91

o

A E(CTD 4.2.3.3)

A AR L in vito BAEAM) AN 402 Woldde YEhA %

Hulg 84 54 49442 £48333MV, GLP) (n vitro)
I %

x

Amutag e nhgo Yo k P2 PEF AZ Pvid BHEL FAAAE B
[e)
5

qel A Eddol S
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4233 A= &3 A3 (2718QR, GLP) (in vivo)
« Zhoubdg 150mg/kg/day A TEo] 28]& Wistar Han l=o) S04 48] e 4% AT
S-S S7HAA.

42.34. A= AHAAF (8331243, GLP) (in vivo)

o ZtuuldRle AU 150mg/kg/day §F o2 23] AFEY F P9 ZHoA Lo e mASG F
7o AESHoz AdH F7HE FE3HA &

o PE 43 AY 27004 YFE AFE u#ste] 150mg/kg/day &3-S MN Aol kAdolet= Ao U
2 5.0 m(study 2718QR), A== tFo = § MN Aol tld A# 29l NOELL 125mg/ke/day)

—

4235 A 429 AFoA g o= YA EX)(2759KV, Non-GLP)
o &8 U FYAY EA= A QA P AFo] oA Fib Fgol| 23|
MNE| tHEB6%)S TUA AntgARE Zg3ts 7Hyndg S Foube guo Zoa FR5

AL, o2 A3 AT YL o] FA H H§IAL HAE Ao ey

4.2.3.6. YA (3274BR, GLP) (in vivo)
o ZhynpbEEl > MTDS! Hth 150mg/kg7hA] 23] ZFFo8 79 Wistar Han 21 E=9] Ttoll Al DNA &4

z71e fEsA 2o

424. B4 - TYSHANH(CTD 4.2.3.5
4241 3 BA4Y N
o A7l tF AP 671d REEAFCR AL e iy wHiAESs T
- 6714 A= =S4AE) 100mg/kg/dayoll Al &k FA 4, a1gke] F
7W7y B2 E Y=

o
X
i
4
ki
rlot
Lo
X
e
2L
i
ol

- (ad) Al 7heEbAdE 0, 10, 30, 100mg/kg/day® FoId 3 (n=15< 10/11F &< Fof oz
G LIZ LA A, FR0) @ AvnaE R FHA wu] 45 £ YA FE
Zol oal Uehd whe} ol wels % AN tig ol YA Y AW F 44 5= RE
E
=

ool A AR

4242, ¥R AHY @ 27] WA 24

. ICH S9 (20099} A#e ot A4 Age AARA ahgre. oA A4 BT 2 da) ¥
A it 1Y ABGudy 2638ARN A e sl BAHROH, ojme = yelst 2ol
SabE ) oghe. EE, R AEsF A4 AAEA DIRE A6LAA ANuEES ol e o

A AE w) - B2 B Aol 23 o] A&7 (Study 496879).

4.2.4.2. W - A YA FH

42421 RE A o - A 2 F A A - F AF496879, GLP)

o A2LFE dA AL6L7HA(Phase 1D &= Al A6LFEH 7 HA A6L7FA(Phase 2) F
T wHlE el o FHaubEE Y FEFES HUksk A, dA A2~16Y Ee A A6~

o

4l
o
8-
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4 647bA] B Hol 150mg/kg/day7bA] Bl &S EFshe FHuubEde] 1Y 13 Foe B
| AT SATF o, ARAAT A 2 dF SUte Aol A E=F dAl A2L~A16Y
&<k 150mg/kg/day FAE i - B2} AE A W AT F 4
AA AL RE 5 HA A6Y7EA 5 150mg/kg/day T
Addol A=, FHupE el A A2~16L7HA] FolH B A
v} - Ej A NOEL-S 30mg/kg/dayo.2 7+53. 7huuldglo] Ul AL R <
H 749, 24 NOAEL ¥ A2 NOEL-2 10mg/kg/day$d

2

2

2 4 A6L7HA] Fo

e

4.25. TYEAY(CTID 4.2.3.4
o FGAANA AAZ AR B 7|Fe 202439, ICH S9 Zhold 2o wel B A FoA dE A=
A AGE &2 o RE 27HA A=

rr

4.2.6. 71E+=54 A E(CTD 4.2.3.7)
4261 SAWA

« B OFEE AT RREI} MEE] SHAPANA ALHAL wH YN Felgzolr] g A
B owa Wy AR AAEA ggtor B9d

4.26.2. FAA

o WEEC] SHNGOIA AuuaEe] WMejsta G FA QU] MEBe) HAHA Qgtom e
3

4263 B4
o A FAAEY AA 2a= JHuEE e "HYgsY s e AdstA ksl SEstta k=
14

o
=
HRAaL, ol Q&) A" 54 "Hgs4s Ad2 e e

4.26.4. 714X H
o R SHAFAA AWE BtEY 71d A AFS 2D B3 dsE AvigAmr /Iyl o

of AAEA stoen e

Flt

1265 &=4
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4.2.6.6. HAHA]
o ICH S9° uwie} dA Altd ohd Aol thai A= Aol tidk @59 B Aldol 8754

o}

S
LEan=]

426.7. BxcE
o o] oo Tl BATLE FEO FBARA ICH S9 FlolEdlo] HEHE tTel dwam sl
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v dglol tis] ICH M7(RD 2017¢ Bejd SAZMA EwE #Helrt HAdsitia Bolx o, ICH
M7RDe 71<d AWl oet 7tautd g tigh Edwo] 8 E¢E
FAA 2dAmo] §2 ELE(PMI, potential mutagenic impurity)S <e18t7] 93 =3A YA

B ET R

—

(MI, mutagenic impurity) =

4.2.6.8. ¥5-4(20065496, GLP)

L]

Ampdg e B AR 27 Seld FEAY s vehiA @S

3/d FAZ AANHAS

Wol ) HEA B A%

bWy
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5. ota| st go| B3t X2

51 g AEANE AL

(1) 1%+ k=5t

Panels

assays

ARl =it gl M=ol dEs
oM = ASS 04T, PIK3CA, AKTT

AE Al 74; al AlE A
) = AN —~ study #
i 712 -
In vitro
AZD53632 IC50%t0| 10nM ofgt
ol AKT 1, 2, 39 &AMz z=s5t
Measurement of AZD5363 in In|In vitro Vitro A dXFS. ROCKT 2 ROCK2= Report 01
Vitro enzyme Assays assays AKTOl| H|3H 2F 398 2! 188z &
Z3U X2k PKA 2 P70S6K(IC50s
<10nM) 2% Z2{ 5 A X H g
Characterisation of AZD5363 in In vitro
vitro Enzyme Inhibition Profiles assays Vitro |Dundee University, Millipore Report 02
Using the Dundee Kinase Panel corporation, Ambitoll A Z+Z+t 75H]|
Characterisation of AZD5363 in vitro =2, 2237, 402702 Z|LiM 2| i
Enzyme llnhibitiqn pro‘filgs using .theyln vitro Vitro 'é'ociJH 1ul\/|0c{|>/:|) AKT 1, 2, 3;0| Report 03
commercial Millipore ‘Kinase Profiler’ |assays =2 dHsgs =24 S,
Service p70S6Ko| CHSH M2 2M5H &
Characterisation of AZD5363 In Vitro In vitro o}, IC504t0] 8.9nMezE =2 &
Enzyme Inhibition Profiles Using the Vitro [ AME 2l Report 04
Commercial ‘KINOMEscanTM _at Ambit|2>>07 >
Effect of AZD5363 on the ol AtstE GSK3[B(S9),
Phosphorylation of AKT|Cell Vitro PRAS40(T246)(ATK oHed) L Report 05
Substrates and Selectivity over|assays Cofilin(ROCK &t&)oll st &AM ol
ROCK in MDAMB468 cells ZestA AXE.
E:Cfg:)horylz];ion Q‘Z [;iT%éubst(r);tes E::Z Cell . eltk=rE GSK3B(S9),
Downstream  Patrway  Biomarker  in|assays Vitro PRAS%O(TZMB) EL _86(3235/236) Report 06
of cist &M 25 AXE
BT474c cells, Measured by Western Blot
Effect of Capivasertib (AZD5363) Cell ClASIEl Vasp(S157), PRAS40(T246)
on the Phosphorylation of VASP, assays Vitro |2 S6(S235/236)01 CHst &2 ICsy Report 07
a Substrate of PKA gt 1.44~10.38uMe| He|Z AX|E.
5702 @, 24702 |, 23712 k2
Zaksto] oF 18070 MZFI AR =S
The Anti— Proliferation Effects of Cell oo, 0| & 257H2I_ MIZZ0M Glso
AZD5363 in Cancer Cell Panel assays Vitro 0] <1pMY. PI3Ka =0l ol=tlE & Report 08
Screening Satesk= ROAL =9180| PIK3CA &
PTENO| QU= Alejel FtaHidE Q| ol
ZE Zioll Felst AEERTE JARS
In Vitro Direct Cellular Inhibition of p70SeK Cell SNU878, BT474 2 RT4AM| ZofA]
by Capivasertv (AZDE363) in Endogenous| /" Vitro [p70S6Ke| EAstE oAH|SHK| o Report 23
TSC2 or TSC1 Null Cancer Cells =.
TSC2 wsie| Zof 2fsiAM proSeK 7t
. . . eMslElE M=ol FHHIMEE
s i e e
(AZD5363) in  TSC . Knockout|assays Vitro Q?OS6K01|_ EH:S_F 2Mo| ‘R/'\IID.__E Seol| ?H Report 24
B AKT &8} pr0SeK elisiet Bl ms
Breast Cancer Cells = 1 So| EEEOl AKT =2/ p70S6K
o7l elitsie| xolA Enp | =Et
. . . L CHERM FRIHIME] X[Z27} PIK3CA, AKTT
Anti—Proliferative Activity of o= o
Capivasertib in  Tumour  Cell Cell Vitro = PTEN2| SHHOP} U= Mot 015 Report 25
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== PTENS| SIHOPE AKT AISTHED
OIEME RSk 7t 2000 ok,

Effect of the Capivasertio and Fulvestrant

Corbiration in Palbociclib Resistant and|=0 23891 vitrg Report 33
Naive Cells Lines 5 Day Proliferation |00
Effect of the Capivasertib and tuHidE 3 EHAESIE HE
Fulvestrant Combination in|Cell based In Vitro Al B712E B4 EMoAM X[E O Report 34
Palbociclib Resistant and  Naive|assays A48 2 UM MzoM HEg 2y
Cells Lines 18 Day Proliferation o ZIF HEEH. ZE M ZolAM
Effect of the Capivasertib and HE2g2 JtE g3Eel X2l
Fulvestrant Combination in|Cell based .
Palbociclib  Resistant _and  Naive|assays In Vitro Report 35
Cells Lines Western Characterisation
Effect of Capivasertib (AZD5363) on
the Phosphorylation of AKT Cell based ol AtELE S6(S235/236),
Substrates and Downstream Pathway assays In Vitro |PRAS40(T246) 2 GSK3b(S9)ol| Report 36
Biomarkers in LNCaP Prostate Cancer e M2 25 A= US.
Cells, Measured by Western Blot
In Vitro Cellular Activity of AZ14102143 an FRIHMEEFOA AKT 7[RRI QhhisiEl
Ether Gucuronide Metabolite of the AKT|Cell based In Vitro S6(5235/236), PRAS40(T246) EL BE0O02154
Inhibitor  Capivasertib  (AZD5363) Versus|assays GXK3p(0)7+ = oMoz Z4siL, -03
Capivasertib in HOCC70 and LNCAP Cells Gucuonamid metabolite® ¥&o| eis
In vivo
300mg/kg ZHolHiMEE S| CHe| ATSE
0= PRAS402| QIikstE 1A|ZE 2
Pharmacodynamics and n Vivo 2A|ZH0l 2F 90%, 8A|Ztofl <F 80°_Vo
Pharmacokinetics of AZD5363 in oharmacodyn|Oral b =1 ] 24A|?_F01|_ ok 70% <AM|E Report 09
BT474c  Xenografts Growing in amics 300mg/kg 8% T =4 4A|ZF Sk
Nude Mice Je2|3 FiadbdE 100mg/kg S
T AL IAZE Bt E€FE €Y 5%
o EANHLR Rolgt I EHEE
PRAS40, GSK3B 2! S6 2lakate| x|
= 250mg/kgdiAl AlZE e|&=X0(%ia,
Pharmacodynamics and|In Vivo PPRASA0 fﬂf 24Nt = EHE:'LLE_)"
Pharmacokinetics in PC3|pharmacodyn|Oral ~50_%77P(| =I=8, 250mg/»kg0i|/\-| S Report 10
o . = Yo SAMHoZ Felst A2t o
Xenografts growing in Nude Rats |amics =5 957} 9lojond 2AlZl| CHED
el of 2ui7X| BIRIDT 24412 =
CHz==t =X[of| 7BZAH| cA| gt
Monotherapy Anti—Tumour Activity|In Vivo BT4rac #%F_é’__%t OlA'lEE &
. 786-0(PTEN FXEX|) AIZE &2k 0]
of AZD5§63 in Xehograft Models phgrmacodyn Oral ADHoA So|EMO2 tumor Report 11
Growing in Nude Mice amics volumeo| Z+2 3t
60mg/kg, 100mg/kg 2 130mg/kg bid
Dose Response of AZD5363 49 F0{ 32 BCio| FHIHIME clEo
Alone and in Combination with In vivo tumour 2, 12|10 EHAERE 5mg/kgel 12
Fulvestrant in the PDX Models Oral o ol 220t HWEF0{ st Al | Report 26
ST3932, ST3632 and STi799/9oWn HRME|C| 82F WiS0| Sloni, EHAE
PBR SES} wiEsk= Fu|HiMEo] 22k 7t
2 Al Fado| Zasick=E AHE HoE.
Response of AZD5363 Alone and in In vivo tumour FtoHiMdEl o EHAERIENM
Combination With Fulvestrant Across Oral EHAEZE s CfdH] |Fo|5HA| Report 28
a panel of ER+ Breast Models In Vivo growth MME B MZF AR E 2
Capivasertib (AZD5363): OAEZA =X LM &K} R ==
Pharmacodynamic  Analysis of AKT CTC174(ESR1m  D538G, PISKCAM
and Cell Cycle Pathway Modulation in|In vivo tumour|Oral N345K)0llA] ZBH|AERIELR} HRSH= F} Report 30

a Patient Derived Estrogen Receptor
Positive Breast Cancer Xenograft

THME] X|2= AKTS| T ZZ MAT
XA} SIRIEH M0 ZR7F 2kaojolAl
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Model CTC174 after Treatment with

FH(MIOR), 22| F2 M= 37| 24
£ ddie M= 37| M EX[Kjol| Chst
q

AZD5363— Capivasertib in
Combination with Fulvestrant dske HE x|ZTolA ot FEist
Pharmacokinetic —Pharmacodynamics

and Efficacy Modelling of AKT Inhibitor In vivo tumour A& d¥ECt o H2 F 2
Capivasertib in BT474c Xenografts for oharmacodyn|Oral Yo (M ofF FHEO H R3) . |Report 32
the Characterization of the Efficacy of amics ZHEA UHo|M FAISH EEY 7
Different Schedules and the 242 24T = US.
Relationship to AKT Pathway Biomarkers
Assessment of the Effect of Dose FHIHIEEIS 7R 0 YHo=Z F0f
Scheduling of AZD5363 Alone|ln vivo tumour Oral st £ Q1 XEX £F0ie} v WS « |Report 38
and in Combination on In Vivo|models 2™ xo| |2 k| Sot FjulHpd
Tumour Growth Inhibition B SES 3T 4 7V 7IsE
(2) 2%} ok st
=
AlE AEA 71;041:” N PSS GLP
e 2 4 = HdN =~ | study #
AZD5363: Receptors, ion[V arious JoHIMEI 2 JHE =2 A" sk
channels, transporters andlfrecombinant|- olM = 50%E Z=2fstof o[ Y| X |0895SY
enzyme activity cell lines = AXISHA| A
(3) oty ofz|=t
=
Al A EAH 71;041:” N PSS GLP
= =2 4 = 2 oS —~ ~ | study #
FloHIMEI2 F0{ = 4AIZRIEX] 100
= 150mg/kgoliM AH &k gl FE
gr3e| A2 t”<>4E|._ =5 e 8=t
E2 %’rt'a‘%* &2 100 2 150mg/kg
ollA F0f T 24A|ZM0l| ZHAEh A|7474|
AZD5363: Central nervous|, / Han off cHst 22| NOELE 30mg/kgd O
system, respiratory systemand Wistar Oral st o EZPIME 557 I3'H7HH1—|—01| AZ |2692SR
gastrointestinal transit Chet d&o| giieni, sE7|ol ChsH g=
NOELZ 150mg/kg®l. <=k 4<%,
FHaHEELS 100 2 150mg/kgdilA -r|
HiZe| 22 o|=X ofx2 Qukion
150ma/kgollMBE El Sxle| ZAaot
AU, NOELS 30mg/kg@
10~100uMe| 5% tH°|0ﬂ/\‘i hERG- o
H=5l FI= B 5 ME]
hERG expressing CHO cells In vitro ;_|9_ojl-°"0| Arl;ﬂ;tlj“ it::t/‘“i' oéZ 035487
2 73uM2| IC5x2 2 hERGE Mgt 2=
, FHuHpEElR SEX2(7|ZHAPD)O Cf
AZD5363: Cardiovascular Dog / 'Bealgle.l . st By sE-a3 SM2 REie 21925V
(action potential parameters) ventricularin vitro 0§, 3 2 30uM Ftz|HREEA APDI0 X
myocytes o Z7p} 2UYS. NOELE 0.3uMel.
Rat / Alderley i B2 AN =FE S
AZD5363: Cardiovascular|Park Wistar: In vitro E_’—l Aol olete R, FD % PH/E/120
(vasoactivity) isolated 2M s 1 9 3uM Alo|¥ o, 09
aortae >30uMol[A Felst ofgto] USRS
AREYUWo| BEost Az ZelE (o
ZF7| ZEEZI[EAD]). FimHpdEle
i ot L ey _3_{\_10 o
AZD5363: Cardiovascular ?:e?lt;lrtwd /vv:if: ztas ;;rt'e*;é’#ég EO*AA:;?%
(prolongation of ventricular isolated In vitro N o %9_@@% L;é% IE 2 gk X |0255SB
action potential, SCREENIT) hearts oL} EADE 9IS, uMEC Of =
2 FlmHpdEle] UE STofA, 3/6
70 AlIFOlM A4l "IgH(VT)o| HE
AZD5363: Cardiovascular Rat / Wistar:|ln vitro |30uMOllA{,  Ziu[HpMEE2  dP/dt] X |CO100101
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maxz2 Neo|=l AIII—
£ weEh =3uMollA
S7E =g

A20{, NOEL= 0.3uM

4>
A
i

1o

>
= 0A
AN |

rok gt

b

o
o=

(cardiac function) isolated hearts (2820SR)

il
ro J=
4% 0
2
oo

o

5mg/kgollA FtuluidE2
/\OI CHZEAol 249} ECGe
FST o 452 FEYon, of

AZD5363: Cardiovascular|Guinea pig /|. = 202 S22 AldE =it He % |01595G
(anaesthetised model) Dunkin Hartley | ° E O{AZ. AV MEeo| E7Ix nHEHE.
FIoHME2 MAPDOOO H&ks o
;-(|7( %I- I-O. AIXL 7(H|=|:L ol ™Mo

CHEF d&kel NOELE 3.5mg/kgd.

|
0 X

=

rr 1o o> €102 4u
r°|'JE 0

<

AL
Seor Met, Aad o 2 A

AZD5363: Cardiovascular|Guinea pig /|. MEot 7|5E. Ftodid g2 algk

==
. . . _ - - X 10209SG
(anaesthetised model) Dunkin Hartley 2=, det, =58 9l FHAA H=FT|
9

AZD5363: Cardiovascular|Rat / Alderley
(conscious telemetry) Park Wistar

PH/E/136
11

Oral d=°ty wold s x

N
=
[nn}
=
m
rlo
|'\J
N
lo
30
10
ol
=
jne]
rlo

AZD5363: Cardiovascular (blood

Rat / Han
pressure, heart rate, QA|., - Oral
. Wistar
interval)

N
-

£ #EFen, ol of AldlM| X [3316SR

0> |0z O
Jziod b
i | ™
r'”ﬁ'
o | L2
E o
|
OQO'&'
- g3
|0
| rlr
2[5y
ko | Mo
n| >
~
bl

ol M Ztaeh(Ftu|HiMdE 40mg/kg F
0{ 8A|ZF Fof 22%2| m3A Zz).
30 ¥ 40mg/kgollM  F=F7
(20~25%) ¥ EZE7| E2H28~30%)
AZD5363: Cardiovascular o m3a ZATF AJAUSO, 4A[ZF LY
(conscious telemetry) Dog / Beagle |Oral of 3=2%. 30 ¥ 40mg/kgollA et AZ 111012D
Sx AS(25 2 43%) 2 olsEl
X AS(31 2 32 B7HT EhA,
QTeRel A% A9 o 12%, 19
2 27ms) 8 LVdP/dire] 37145
56%)7} &lE . NOAEL2 5mg/kg¥

o | J

labss ZAAL o gHE
MME(ECG) 2 20| 7|
22 JluuidEcz [RuEs LV
dP/dt+el E7t= olH=E F A
ooy, o7 F0i 8A|ZH T2} v
WS of FA AR F AAZR|
2ol 3|20 EYWsh 2ot
2 LV dP/dt+oll et FtuHpA
1(30mg/kg)el FEE ZAFHS
Ofl=8%ct O M5 o o

%J l:I- gl 9

0
I
I]

AZD5363, Atenolol, Verapamil:
Cardiovascular (conscious|Dog / Beagle |Oral
telemetry)

AZ (1167ZD

=

=
ol
=

i 4

030 T
0jo
:
o gy
m
o
o
kil
i
1141

Hi2tote Fof & ZbA
0 2 150mg/kgollAl =gt
| e S = SN =

ToM LIEE 2 ¢4, g
1oo 2l 150mg/kgoliA ZE & 09-6713
=2 t1H/H St AU, (2751SR)

8% sT= 150mg/kg & o7t

"‘O

AZD5363: Renal function Ra.t / Han Oral
Wistar

0% 10 10 kI rln ook =
10

= A& Ha gl & A & GLP
= | & Al HAE 2 AlEMA = | Study #
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52, E8A Y
52.1. 1z} 2 sHCTD 2.6.2.1)

L]

In Vitro &4 #Ao]A AZD5363 7
- AZD53632 ICs3to] 10nM ojgiel AKT 1, 2, 39 &/d=S s AAsis. ROCKL % ROCKZ=
AKTo] u]3f oF 39u) 9 18uH2 o 732ighx|gt PKA % P70S6K(Cses <10nM) 25 Z32ist of&|x|¢]

AZD5363 in vitro §4 9A] m2do] £/43}

- Zhjebd e 1670 ZIUAofl tisiA [ofeh Al Z0uMolA > 75% AAADS Een, I &5 15

e AGC AGe] P4asd
Fioubd e 1uMojlA 778 Z]UHA(CLK2, KIT (D816V), LATS2, PKA, ROCKI, ROCKII @ YSK4)of] §-9]
AL B

o
oo
o

AKT A

[Report 5, Non-GLP] MDAMB-486 A Z(S-%t A )0l AZD5363S 2A17F 59 ufF & GSK3 5(S9),
PRASA40(T246), cofilin(S3)& 735t Zat, 1itstel GSK3 B(S9) I PRASA0(T246)0] thsh &d-2 ZFst
A AA=E e, datetd Cofiling 18] 9k=

[Report 6, Non-GLP] BT474c A& (S1et M Z)of AZD53632 2A]7F =9F QFH|o]d % GSK3 £(S9),
PRAS40(T246), S6(S235/236) =A3t A}, QArgl=El GSK3 £(S9), PRASA0(T246) L S6(S235/236)0] o
& BYL s ARSI

[Report 7, Non-GLP] LNCaP(A&& X h), MCF-7(58teh), MCF10A(SHh) 2 MCF10A PIK3CA E545K
(SHeh) M=ol AZD53632 2A]7F =9t olfH|o] S Vasp(S157), PRAS40(T246), S6(5235/236)2 =74
St Axf, QlARSHE Vasp(S157), PRAS40(T246) X S6(S235/236)0]] thst &S ICso3t 1.44~10.38uMe]
SERCE

[Report 36, Non-GLP] LNCaP(H 3
PRAS40(T246) 2! GSK3b(S9)S =74
st &2 st A= S

x

b AMaxo]] AZD5363& 2A17F FQF QlFH|o]HdT S6(5235/236),
ZAx}, QIARSEEl S56(S235/236), PRAS40(T246) & GSK3b(S9)of| of

D

[BE002154-03, Non-GLP] HCC70(&4¥eh) @ LNCaP(FgAleh) Ajzof 7iojutAdee] oz F&f24
o= THAMIEQ! AZ141021439) in vitro AlE BHS WoKE Ak shjubdE2olA AKT 79l 94t
shel S6(5235/236), PRAS40(T246) 2 GSK3b(S9)7F w= oJ&Xdoz ZFAst¥out, Glucuronamid
metabolite & 3ol gLS. T, chatZol Aok 30uMBEolA AlZEH o] 9e.

p70S6K 74 <A
[Report 24, Non-GLP] TSC1 S A H|Z oAl AKT:= o o]4 mTORCL/p70S6K &S x=AslA| £

oo

]--

PKA &7 oA

[Report 7, Non-GLP] 7imupdglo] o5t PKAS] Alguy A= &S H7F Zat LNCaP, MCF-7,
MCF10A % MCFI0A PIK3CA E545K A|Zofl4], Vasp S157 QIAital AAo] i ICse z+zt
10.38uM(=0.54), 3.89uM(+2.52), 1.94uM(+0.39) = 1.44pM(+0.18)Q.
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* ROCK &4 AA
v" [Report 5, Non-GLP] M= U ROCK9]| tfjsfj 7tujudele] Mei” o g AhHQsH

.+ FYAEF U 349 oA

v [Report 8, Non-GLP] Z4¢] x|t aryel 5 MZEo] mdolA AlFEolon], 38 44 & £F
34 54 WAL BT, 500 9, 2019] o, 290] S92 EEstel of 1807) MERI AR
on], o5 & 25719 AlEZo|M Glyol <MY, PIKa S0) obtils Rsstehs At SUMol
PIK3CA 3! PTENo| 9l Aehet 7hujubdsio] izke Zho] S0t AueAst 29&p-003).

=

o o] Zof Nz md Y HlZ SAl9] x|

v" [Report 25, Non-GLP] 3027 M|ZZ9] Horizon N g2 AtEsto] & €HAj LHY Az mid ZAAt
7} 28", Zioupde e 2@ PI3K U AKT =2 A RHPIK3CA/AKTI/PTEN)S] ®H37F 9l 50/75 7Y
o] MZEZ(67%) L 40/707] ol¥st NZRZGT%)0A Ao T=Q¥ 7ioupde X|ga7F PIK3CA,

AKT1 %= PTENO] £¢ivio]7} 9l Amet o5 QA Eeiwlolr}l gl Aol e e &
9182 wolzn|, PK3CA, AKTI %= PTENS| £¢ivio]7} AKT AlsAgo] o]&4e Qrats GlgH

aglo] opah g AL,

- SUAZ W U AE S oA
v [Report 25, Non-GLP] 7imupdslol cjst owet =9 AMz:o] wizws Hrtst] ol
GDSC(Genomics of Drug Sensitivity in Cancer) g9l 447 S¥F AZ 3 M EQ A AX|7} HItgh

A, PTENglo] 7hijubdsl ©Eawel o we Gyt $osb Baaso] 9lon ol shujubas
O 350y Yt PKICAAKTIPTEN Felviol MERIN JRHAY WA ols TS
of AFHEA] gheche 2e HolE.

© WEAZY A2 0139 vs U F Y% AR U iy oL Susss 9ol 9

- [Report 33~36, Non-GLP] 7tojupd&lo] ZRAIZH Uid MREZ9 Ao JdFS & 4 U=A] At
Aat, Y 9 BWMAERE WE Al GO B4 RHOIN AR 013E 3 U AEA 3

2y Zpt wAE. ey WuAIY AR u3F MCFT AES} wlmstw mEAZY U
MCF-7 AlZolA 8o golyol 4. stuystas 3 Bo|AEES] Wgo| RB-o &4 i

2 729 a2 So)A CDK4/6 oAl Yol Qi AE] Y2 ZaAZ shsiol cks 2
HoZE.

wo L

522. oFo|A 2 W 7hmutdde] fa’d
- [Report 11, Non-GLP, o]|Zo]Al el | tt= Q¥ FEoF &A]]
Fhueiay Tsayel 35 EHL AR ol Y Bed 0he A Fluubaye Faso]
2k
D & opeAoA AdAsts BT474c At
100mg/kg bid, 200mg/kg bid & 200mg/kg q
% o ERolets e Uehd,
2) FhjulaY BEQY S 786-0(PTEN L&A A& £ o Fo|Al waloy Hret 2t 7ujut

z

W BY oFoly wHo] el fig spmuiad
8¥S wLF A, slyuigel FEY ol §

Q-:‘o
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oz 786-0 ol FolAle] AL AAF. ok Jhusbusiel A &
S5 WY PR, 2ol 8 JEAo|n, ote g Y

U a

o
I

ol 03
m g

(¢]

- [Report 38, Non-GLP, BT474c 94} 5% olSolAlold &%t 7hjuldsd 71a 9 2145 Solo] a5 )
huupdEo) 2HEA Bol7h x4 Eoloh SARF FEY BHS AITE & A=A AP el

5% 150mg/kg E+= 100mg/kg bid £ F7go] 300mg/kg qd FoiLdG} vluste] Aldeh Zup o =

B ARE APuERe) AAK o AR Rol 9] RAU fENE ABY 4 Sloe g el
E U1 8% L AHOIA AFHE F OIE §FL 212 1400, 1040, 680merke). Z12fe] £of Lge
Jhan Qo Rojshe A2 470 e uuc HAl 3 8ol O BBl BEE SEHL
ABZoeH JHINEES 88 Fof Aoz Eod £ I, A4 Fojel AL o HEx
o] X2 WA B N §S YT AL 947} hsoite 2ES WA,

- [Report 26, Non-GLP, ER+ 4e} PDX 2 1 7hujubsde] o5 o Se|AETUE wgo| YA 83 vt
iishddel A% §9 WSS i) Sl T Mo G POX 298 260 oe
60mg/kg, 100mg/kg % 130mg/kg bid 4 Fof 3 =
5mg/kge] 1A mhE L9t Heslo x2S H:}%

ST1799 PBR)OJIA gHﬂ*EEPES’Jr Splagel Wegd @ 2, 14} A 2AE Alg 3 ST332 =
ST1799 PBRCZHAIZY A)Q] 7L WE&EoloN FYIs|7F AR YA ST3632Naive)o] HQ 1
EX = 17<} A BAS AFRSH 2o a7} o L.

- [Report 28, Non-GLP, ER+ 84} PDX 1jd U EW|AEEQ} ¥ L35t Flujuldelo] 9§4]
of2Utetd| AAAl £ CDK4/6 AAMAZ x| gvte SALS tjists LHEoA FHoupds o5t 7@4
U 2 SHIAETE HEHG FHLA e Tosty] s S 29 ER+ S 2o
= Aldsh Aaf, 7tupdd 3 FHIAESTE 82 o] 2Y mid AvtoN FHIAEHUE = EE% 7}
mupdy TERoh 49

53. 24 8 A Y (CTD 26.23)

« [Report 0895SY, Non-GLP, Al&aty watajzte
PHIEPEE e Fustel 1Mo} Sl sRolA ST uelel 28, ol iHLé, A
Bote BYR DU PARIE Y L 2x ¥ #
3 Z40 30% oMz Aolgo] AL, £ Fhupdge Zﬂtﬁ 100uM = POl AlET
H7)gelste BA g Atgstel 7] AR ol Ad

g oM E 50%S Ratsto] ol AES HASHA] AU%t=

1o
E=)
e
=2
>
>
o2t
r&l’
J;
Y
2
B
T
=)
wx
jul
(0]
N
>
)
it
rlo
>

54. QtH7d oFe]sHCID 2.6.2.3)

e ZFABA, 2574 # A3E 75

- [Report 2692SR, GLP] 471 2iEo] 7iujupd® 0, 30, 100 £+ 150mg/kgo 2 ©3] ZA1Eo 5 2|t 244
7t 2ot mulst Ax}, FHjupEE e Eo] & 4A|I7WHA] =100mg/kgoll Al Ater i @ A& uh2o] 7ta @

v =5 U FAES fued AlS2 =100mg/kgolA Fof & 24x3to] gt

o] NOEL2 30mg/kgd. 2571A1% 4% o= &JoME =571 ti7fE Lol it g&o

N

ik

for
o
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25710 oieh NOEL2 150mg/kgd. 17uAl Z% 7tmupdE2 =100mg/kgoA ¢ 8iE2] &35 AEA
AAE FEen, 150mg/kgoll AT FUl SaHof Zart A3, NOEL2 30mg/kgd.

. yaw

- [Report 0354SZ, GLP, hERGRE9] ~A-&] 10~100uM9] == B oA hERG-E 335 ZEF A dof st
hujerdee] G AW A stshaEe T3 16,02 hERGE olAlstd S

S ot Wi 82W00mg BD, 42 £032 Fop rmupug £ RIESECRTEE
B2 ConEY2L 0.717uMo] o], o] hERG ICxgte] 1026) W glol shes

o

i
N o
o
o
0?
fu
2

- [Report 1101ZD, GLP, v]Z7dof thsh Jd i J&F]

Fof A IXZF L Fol T 2043t 5Ot oJAlo] 9l 40pe] 27 AAEA v|FAAN FUA(HF7I,

7] R o), AAALY) 257 E 7Y 49, LVdP/dt+(d 2 53 A4, LVdP/dt-(A o]
A4, Ak 3 ECG o7 ~(PR, QRS & QDo thigh 7tmjubd g6, 30 ¥ 40mg/kg) FFole] ¢
Boteh dih, dAEY DAA Fol 1A & S S(H vES) B 7Heids @ sE e
5,30 ¥ 40mg/kg ZojuAElo A ZhzF 1.45(0.28), 9.92(1.9) ¥ 12.02.3)yMY. Aleksl z|of 8A]7F 9t
DE 8FoA TAZEHUPEY 40mg/kg Fof 8AIZE Tof 22%9] w3 ZFA4). 30 U 40mg/kgoll A »F
71(20~25%) X S77] L 28~30%)Q] WA TATZF o, 4A17F Yo 3]EE. 30 P 40mg/kgol A]
T Rl 525 F 43%) W QAdad X ASGl 324 7Pt @A, QTcRY R&A A%
12%, 19 2 27ms) 2 LVdP/dt+9] Z7H45 2 56%)7} &rel=. NOAEL-S 5mg/kgd

- ©
Ol
)

L=

- [Report 1167ZD, GLP, "]Z270] tjjst A& 5]

Fluuldg o2 QUIElE LV dP/dve] Z7He olElEE £ Zagionl, oAl ol A1 Fot ulw3
g o £ AR & ARV 250) gl%o] BH abmY £ LV dP/dt+] oigt shmupag
(30mglkg)e] FEFE ZaAZOU ofElEBuc 1 FrE o Mg ¥ % UAsUL ofEsE % ¥
ehitg 2ol & Fage.

55. 7+ ©X - AL - uj Ao A% AN EF
@D 55

A& E o GLP
= Al a Al A7
e 124 Az 1821 xa study #

AZD5363: Summa}ry permeaplllty assessmgnt - o Al AUl EBaE we Uix] &7t BE000747—

across human jejunum using the Ussing|Abd 74| in vitro |, 2 o] Y.9(Fabs)S LJEl - 39

chamber technique T e = B
@ 2z

A& E GLP
= Al e Al AT
92, HE 9 u]27o] @y T A
AZD5363: The in vitro binding of stof|A] k7o) —‘--5 Oo|=A Wy} 9l9lo
[“C]-AZD5363 to the plasma proteins from R 0], v]Ag wiggo] Wolx [MCl-7imjutA
=, T El = 7}5H =7}st.

mouse, rat, dog ~and  human oand) ) gy c |y o |S S-S 67 U i e IR W

determination of binding in human albumin A AxF EJr‘ﬂm AT _,_/\}ﬂ =5 Holo]

and alpha l-acid glycoprotein  and /\}Eéf gz g4 %”Ei LERIN 5= =

plasma/blood cell partitioning in human Ao g Uehd. Al ¢ 1-AGP ZAZA] =

© ol=x ojsto] patel W@ Axp of

- A4 -



o ujge 07U dpet wde ['Ch
Zhjuld ol Bt H&2 61%.

The determination of the in vitro protein A @4 in vitro AZ141021439] Al A U ] AZE v _ BS003919-
binding of AZ14102143 to human plasma i ° 2 36.8 £ 2.92%UM=3). 61
M w2 v dvdez dE, 1
. L. . AlA} ORRF &1 AXF &l wlag dl ATLE‘:‘}F,} O
AZD5363: The tissue distribution of total ;333’5]51001?34’ o 7;’} O;g"b__ihﬁl Hunting
radioactivity in the rat following oral qc A ié} y] o 244( EEOE;\?—/\]; 01]"\_1 X don life [KMRO12
administration of ["C]-AZD5363 (quantitative Eig}ﬂ] U]Ta 9? _t.-_E)L A ‘ﬂn e don lre
whole-body autoradiography) 3 511, 5_5 U OHJ }\i%“ol_';':i’%j épﬁ OK] _;
g 3or 9ol B
The determination of the in vitro protein A2 71 ALEE Ad 270 @2 HLM 4 Ztojut BS002913-
binding of AZD5363 (AZ12952302) to human U]'Olgi‘;‘: inviro |49l HA B + SD HAY E&E - |,
liver microsomes i 0.622 + 0.0310
The determination of the in vitro protein binding|  AF& i vitro HH 4 7iojupd®o] AMA| g4 +£SD v|Z _ BS003400-
of AZD5363 (AZ12952302) to human hepatocytes | THA3E 3 282 0.647 = 0.0196%]. 59
(3) THAF
Al =Ko | GLP
Ad o Al A7
e 124 Az 1821 xa study #
. 14 . HE, 7,
Metabolism of [*“C]-AZD5363 in rat, dog and A2 704l in vitro _ KMNOL0
human hepatocytes -
Determination of the h T X
etermination of the human enzymes involve: o B
in the in vitro metabolism of [*C]-AZD5363 2 °l & % in vitro 013
Identification of human| ,, ., a DH % HHol 9JsfiA P4 #2 A BS000901-
UDP-glucuronosyl-transferases (UGTs) involved ;’]; in vitro | AX™ ZF2I=2c o} RHO =g - 99
in the metabolism of AZD5363 (AZ12952302) S AN 7Hojupdgel it FEAY
AZD5363: Determination of the relative| ,, .y o _
contribution of human cytochrome P450 ;]E © in vitro - ]735? 002337
isoforms to the metabolism of AZD5363 ~
AZD5363:  Assessing the Phase 1 and 2/, ., _
enzyme contribution to the in  vitro E} & A in vitro - 1732002337
metabolism of AZD5363 in human hepatocytes| ™
. e A
AZD5363:  Semi-quantification of 'AZD5363(ZE 94l |AZI41021430MD e AM 4 =ojerol BE002560-
ether glucuronide metabolite (M2) in human|_ 7, ., 5| in vitro 19%-~37%.0 2 g = e - n
urine from clinical study D3610C00001 ;)" s vl e
Metabolite profiling and characterisation of o xo crmold F&glol o
[C1]-AZD5363 following oral and intravenous| # & AT, v ;Zlf}%ﬁ; ;ia; Hjlz; oﬂnﬁgéﬁ_ - |4894KV
administration to male and female rats | e men °-
+ (3 ulHslA AZD53632 =R
AUC9| B+ 9% AHF[st%len, 1271K] o
AR AEd 9 OrHARE
MI11(AZ14102143, glucuronide conjugation)
o7 ok A AUCO Hut 78% AA|.
71t iRl 13% Olgh AhEQl M2L
CEE-EP: E) I MI0S 1.2% YFR-097-
Metabolite Profiling and Characterisation in| 7173t AHZAT o (MDD oEsPT Folgel 36%a¥| |[REPORT
Capivasertib following Oral administration in|& 400mg %, ¥ 29%=2 7P =2 vjgz 2ol (QSC20575
Male Human Volunteers in Study QSC205756 E]Qon 2279] CjALA] ERIY : Q9 T 6 &)
A= MII28%OC2 Ao SRlg.
7]e} Mi172%), M8} Mi8(glucuronide
conjugate) At 2%, Mb, M25, M26 4t
4% 5 EQIElo] & 77%7t ]St} of
AR spEClel WA 18%e
background peak)
(4) vjAd
Al E GLP
Ad o Al A7
AZD5363: The disposition of [''C]-AZD5363] ;A= 7T, VO - AT BN S5 42 %= 5Ust O |[KMRO16
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ExF5E( C
. o], A} FojA] S7lellA] 6%, PAelA 82%<).| Lovance
in the rat 10mg/kg, | ,.
»J—Eqi: 73 EoJA 0, AN E]A 0, ot}
1mg/kg) T TR 2-4%0TH, AHEAA] 15~17% o=
7 9 SOl il g Adoln), 7
EojA] HEoR 471 SHECY 4%, PO
53 ARIEE AW AAle 43 Aol Ha
AT, IV |HoR 76%2 AT QI 13% ARl
The disposition of ["CI]-AZD5363 following e EEFE(| o O BpEe 4 U QR Rojel & A330KR
oral and intravenous ad - 10mg/kg, |352] 717} 43% X 33%= RFK|gh
Img/kg) |78 Fojx] oz 271 A AFoN 65%
A 64%5 AR A¥ AL Z17F £o] 8540]
B%57) Y 24%{Z)o|H, i wpde 7
2 PFoA Fof 8=0] 11% 2 13%2
© hEatd ofg Hatg
13 =of GLP
A3 A3 A7
= 137 Az 12242 Fa study #
Assessment of the cytochrome P450 inhibition Ae 2
(o) 1 1 FIajulA El O [e] =2 oulrsh - KMX
potential of AZD5363 in human liver microsomes 2 15 2| in vitro |7bEubd g2 CYPSAY/5S] TDIS 4 009
T hihiti }\]—%}- zl- 5 ME]I O 7F ol = O] & X1 0] H}Al
AwrﬂﬁofmeCYPSAMSUH?depepdemMUUOn mhol 2 2| in vitro Zioupd 2 /\L‘_P = ;OE O] &R0l HiAl _ KMX004
potential of AZD5363 in human liver microsomes = o2 CYP3A4/55 AA|F
]
Evaluation of the potential of AZD5363 to I;Xl}{e‘J_rGE in vitro ZiojetAd e 50uM(26ug/ml) = E7HK] S = _ AZM10010
activate human PXR in a reporter gene assay HL]E P 7F AR AQtS. 8-02
In vitro assessment of human CYP3A4/5 Ave FioBpd el A7 W =5 OJEX "iAlO
time-dependent  inhibition = potential  of - H‘]jﬁ in vitro |2 CYP3A4/5(njc}& 1° -2AGHE o - KMX014
AZD5363 in human hepatocytes s At
2r 7 i mRNAC] =
Evaluation of the potential induction of Aper ;};}7}‘—§]:§]:j7]czﬂp jﬁﬁl 7}174“?*:1@ Oﬂzz}}
cytochrome P450 isoforms by AZD5363 in 2+ HTLE_ in vitro 63 CYP‘?:A‘Z o MOEI %}@“—2 2 e %E ‘jgr co) - |KMX018
cultured human hepatocytes oS HiR|a & Qlojo.
AZD5363: Evaluation of the induction potential Ave ONC5363-
of AZD5363 on CYP1A2, CYP2B6, and CYP3A4 1 H‘]jﬁ in vitro |ZHoupdeo] £7F & CYP3A4 S =AY - 0001 PK
in qualified human cryopreserved hepatocytes s CYP
i muldEle AaE W 910 o &
Assessm'ent' Whether AZD5363 is a substrate HEK293-| = ZiojupAd el L 1= 1405 ijﬂ q
and/or inhibitor of the human transporter OCT2A] in vitro |1.34uM2] ICs3toz [MCl-tlE=xulo] - KMNO025
protein OCT2 - OCT2 tj7 545 AAEhL
Assessment of the human P-gp MDCKIIM FtojupdEl e A|FE =r WHooA [PHl- P g p
(P-glycoprotein, ABCBI) inhibition potential of DRI A in vitro |tJ=Al9] P-gp of7f &4¥tS AAF|GHA] & - inhib_28Jun12
A712952302 (AZD5363) in MDCKIIMDR1 cells oS- _A712952302
Assessment of the OATPIB1 (SLCO1B1) HEK293 FHjupdel e A|EE =r HoofA] [*Hl-o] 05102012_0A
inhibition potential of AZ12952302 (AZD5363) A= in vitro |AE2l]E 174 ZFFEF2YE9] OATPIBI - TPIB1_inhib
in HEK293-OATP1B1 cells - Il S5 AAISIeH, ICop2 15uMe. _AZ12952302
Assessment of the human BCRP (Breast cancer Caco-2 FhgupAd el e 100.1uMo] ICs3te 2, AlY BE000458-
resistance protein, ABCG2) inhibition potential ells in vitro |21 1% WHojojA [Hl-22H}AE}EIQ] - 19_AZ1295
of AZ12952302 (AZD5363) in Caco-2 cells BCRP o7 282 AA|sh 2302
© i} Al1Q] o
Assessment of UGTI1Al and UGT2B7|AH 3H Souve] ICEOOW ;4 Rl ]ﬂaﬁ} 30
nhibiti ial of AZD5363 in h mol 22| in vi ojkiqt FhrupdRo] ofgt UGI2E7 2/ge] <Pt BS001265-
inhi 1t1gn potential o in human j 1= in vitro PRI O] PR 2P90) 877t SxIEll - 62
fer microsomes - oL, o ICrg EoP 1ol SF1 Uk
Assessment of AZD5363 as a substrate of ZiogupdeEl e A|dE =5 H2loA
human transporters P-gp and BCRP, and as| MDCK i vitro OATP1B3, OAT1, OAT3, MATE1 9 _ 16AZTrP3
an inhibitor of human transporters OAT1 A = MATE2-K o7} 545 AAF|SH
OAT3, OATP1B3, MATE]L, and MATE2K P-gp7]&lo|t, BCRP2] 7|Xlo] ofyd
Assessment  of the cytochrome  P450 Az 7
. spiape . =] gul _
}nhlbltlon potﬁntlal Of AZD5363 (AZ12952302) ubo] 2 2| in vitro |7}ojupaEle CYP2B, CYP2C9, _ BS001265
in human liver microsomes for CYP2A6,| . CYP2C19. CYP2D6 2! CYP3A4/5(0|cha2y 84
CYP2B6, CYP2C8, CYP2E1 and CYP3A4/5 | ™ SIhE oiRaton], EA shost 10504t
Assessment  of the cytochrome  P450 o oo T L Lo o
o . A ZH 2 7ZF7F 134, 75.7, 122, 15.2 ¥ 54.7uM
Inhibition Potential of AZD5363 (AZ12952302) mhol 22| in vitro |o] _ BS001265-
in human liver microsomes for CYP1A2, = 85

CYP2C9, CYP2C19, CYP2D6 and CYP3A4/5
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A N

AZD5363:  Assessing the  potential  of U{Zl 3; in vit ZHejutAEe] 2o 1,000uM7FX] UGT1A9 _ BS001705-

AZD5363 to inhibit UGT1A9 N M VIO Ho) spg0) st gojat x| Qe 69

Assessment of UGT1A4 inhibition potential of | AF&HZt wf i vitro Zimupbd el o UGT1A4 &0 tjsh ¢v _ BS003400-

AZD5363 (AZ12952302) in human liver microsomes| o] 3 & <& AR HgFo] 9J-& 56

Interplay of ~ transport and metabolism of| ., _, 514 outo Al&Tt - ~

A7D5363 in human hepatocytes in presence and| _; A in vitro |5 °_;_E§L,\Loﬂ }\l]?):] 3317H32AL3§H}E b - ]ss 0o0so1

absence of rifamycin SV and 1-aminobenztriazole |~ ° =T =

Assessment of the cytochrome P450 inhibition A 7

potential of AZ14102143 (metabolite of AZD5363)| , - i I BS001884-

in human liver microsomes for CYP2A6 ohel 22| in vitro h 52

|& AZ141021432 #HrtEl =% =HQjofA
CYP2B6, CYP2C8, CYP2E1 and CYP3A4/5 - .
—— CYP2C8, CYP2C9 ¥ CYP3A4/55 <A|s5}k

Assessment of the cytochrome P450 inhibition A 7 x| ororo

potential of AZ14102143 (metabolite of AZD5363) o} ‘;’] 2 £ in vitro kel _ |BS001884-~

in  human liver microsomes for CYP1A2,| 58

CYP2C9, CYP2C19, CYP2D6 and CYP3A4/5 -

Assessment of the human P-gp (P-glycoprotein, ~ AZl4102143° AldE =5 HOoA O _

ABCBD) inhibition potential of AZ14102143 %/lRDlC I;I]IEM in vitro |Al 24¥ko] oFE o 5}7\1 A2 Aoz - ]Z’QS 001884

(metabolite of AZD5363) in MDCKII-MDR1 cells slol=l,

Assessment of the human BCRP (Breast AZ14102143 >300uMe] ZH7] ICs %o

Cancer Resistance Protein, ABCG2) inhibition|Caco -2 i vitro 2 AFE =5 HooA] 2pHIAEE & _ BS001884-

potential of AZ14102143 (metabolite of | Al 3 o] AAx2 7o Qulsix] ¢Fe 7jozm 50

AZD5363) in Caco-2 cells ol =]

Assessment of the OATP1B1 (SLCO1BL) HEK293 AZ7141021430]] ©Jst OATPIB19] 9A|= 7HY BS001884-

inhibition potential of AZ14102143 (metabolite e in vitro |8PE”OA oju] 2 £&& Fxuksto] A - 51

of AZD5363) in HEK293-OATP1B1 cells - XA OATPI1B1 DDI 9J&-8 Z7IA7]|K] kS

In vitro substrate identification studies of LA E] O s~ ouy 19AZTrP7

AZD5363  with human OATPIBl and illi_KZQB in vitro ZHOTTEPTBEQ{;] ;'_]'_ }Eu‘— AlOATPIBL  \cypo750

OATPIB3 transporters - = = - R106)

55.1. F5(CTD 2.64.3)

e W2 =4FH e WrERS Aol 425, 75, 150mg/kg/day) = (@5, 150,
300mg/kgfday) FAF AT FH| BE Couls YA o2 Lol WSt F7HAoY AUCH & &
F HlEE 2Hst S71e 4Ae B Chw B AUC = &% HElE 2335t 57}?”. &F 2 A
A 2 AR AR A FHEuld Y 2 AZ141021432] TK @l A £ A8 zlo] ¢l

e JE =/dSH

- GEo Folg ATt AkeA FFHAL, VAR tr = RE §F FEAA A WA
4 AA °J Fof & 034 B2, UHE A9 oA &3 Fo & 9 FAGE A B
Cmax t?% fast“] 7}5‘43]‘/\49 h‘—%% ??]_1_]_‘]—1»9‘ 7]"”131‘}\4%4 'Q‘E]: H] {:5]]% =3 6‘]'0:] %7]'—@— 67“%
A g A, i% oflA &% nEAE 2Hste F7F FAVE FRAA TAl BREHJAOY, SHAA =F
7 & 09 Aol dAR & M. R BRI 24 §F FE GHFY
DYPS v HEFA T FAF MY AF Couaw B AUCny =F9 4% Z7HF AGAT, o] F7k=
L&A A 28] vk 7] wEol A5 HEFEA Yo x3= 7}%*301 =.

- 6719 AR Cowe R AUCous =% RE §F £ V1L A95 dAz g, d95e
2 671 Al oA 30mglkg AUCing =5 AENA £ HEAHo] Uewt. Uid Al@eY &A=
NN FhuubaE] wEel A 4w olzh vebtn, AvHoR F3ie) HF AUCr =EOl ¢
ARt o w9kE. T, 609 AWAlA AENAE el FAAR SR Aol U

AESHA UEHHAL, ARIAOR tnge 0.3-4A|7H0] 2. ©elf&o] 2 3 FYH Al Fot Coa H
AUCppe®] 7HIBMEY =52 A9 &F vlgAcz S7H ZF &5 &0 elfoo vls) ¥rEfo] & F
Cmax R AUCo1®] BF S7P7F QAAAIRE o]t S7h= L= 2uf ojto]ly] wi2o] Atzo] W& Hol &



ol

d2 7tsdol 2 PHE AFY Chax B AUCpes &2 & 8F &AM 447 823300 dist UiE Algat

A=z dR|ste] 447l Aol gla.

Lo

552. £X(CID 2.644)

5521. Ziajutd€glo] Al@y TulAl A A o] Bx(KPJO11, Non-GLP)

- Af @A GHIESA), AR 2t 1-AF SE(a1-AGP), Jalm AMSH] FulE Al A (44 o
oY) @, MY 94 9 BF L UAGED, FEGA) L HMIBAGID) B FF U A o
@ MClohmupd g 2% Wt By SHo= AguUols S A, upeA, ME 9 6 ZAo|
A ZALE Wl @A T AN Y sw oFEA Walsl glgion, wAY WEeo] Wik
(MClrtuubay SE0t ZUKgl meh 3713 Jeld, 24 ol Age sk S5 w9l Ak
g L PY AR 5= SYHo= Uepd SHWAGP) AN e oEA

gFgol WAY. WF ¥ O B u]&L 0TURT BP9 AN [UClulmubEye PR ulge

61%Y

55.22. AZ14102143°] A @¥U Arg @7 9HA ZH(BS003919-61, Non-GLP)
o AZ141021439) At @4 Wi HI2Y WEE2 36.8 £ 2.92%Y(n=3).

5523, Al ZbAZo] chat Fhujuldse] Al T ZAFH(BS003400-59, Non-GLP)
+ 96-well plate ) B& 54 xolA sHmubdEQuMo] HHE 37° CollA 4A13F Sor vlope. ALgd
4@ x70] T2 HH U] slajubago) AR BR+SD HlAY £8L 0647 + 001969,

5.5.2.3. B9t olA| Y

NS

553. AHCTD 2.645)

5531 CYP 2 UGT @Y ANIL == sioutdge] ANF@Y  hAHKMNOIO, KMXO013,
BS000901-99, BS002337-75, BS002337-76, Non-GLP)

« RH(Rat hepatocyte) ¥ DH(dog hepatocyte)el]l 23+ Zlajuld®le] F3F 45 tiAZE AN 81 F 180
B 5 ok 59% 2 62%9 REFEC] 7247 dol A%+ HH(human hepatocyte)= RH ¥ DHETH
ZhoukdE s o =gA tiAglew, ~78%7F HieF 180% ¥ EIF=E== dob AJS. RHRat
hepatocyte) ¥ DH(dog hepatocyte)oll 9]¢t Zlajuld gl o] T3k =5 A AL vl 1808 & <F
59% 2 62%°] ®3}grEo] ztzt ol 91%lS. HH(human hepatocyte)= RH Ei DHET} 713 npAd el
< o =gA dAdeH, ~78%7F ik 180% F == E ol AUU=

o Jh¥uld gl e UGT &9 UGTIAL, UGTI1A3, UGT1A4, UGTIA9 % UGT2B7¢] 7]doll ey, UGT2B7
< AZ14102143°] @gol| #Hst= Fo aLdow AFH T FFHAA F SFAEANEY 84%9
7143k Zha) e d g2 UGT1A6 % UGT2B159] 71do] ofd. HHelA], 7tajuld gl thA H &&= CYPe
o)A oF 44% MAEJLFE 43D, F2 UGT 2siA 53% dlZ/l=llem, SULTS mlug 7)o

7} A

_48_



5532 At @4 @ awo] AxU thAAIBE002560-11, Non-GLP)

- shmubdsel Al @A oAbl Al 8U(400mg, BD) AR thA AE OFE Al4 83HMAD) study
D3610C00001 F5E 49| aAE AUC £3 ZAFS Agstel NMRZ #aen Agsls. =3t
UHPLC-UV-MSE A}&5to] @4 @ A U DA whgakststn E4S F9stn AZ141021430M2)(A}
2 4w el whgasbt ey

- NMROﬂ ot B AAIY =AM 27H9] TiAAIZE AEE AL FFehd. 8 Al AZ14102143(M2)2

5 RopgE Wy 229 82.7%0] EAiion, ujujgh IARAG3[0], MD= X 9 @2 aFo= HFE
5]‘:.(—6— Dot o “91 19%). NMR2 @80l d&d 1 9 AFet 7t g2 Zeketa0h

spgEhol SAon], & ¢ BaE WA A 15.4%0] EAJFHTable 14). o] A@o|HE MAD
AUC 5% @5 ZAlIA Z1Tsbagol tlet BeIgE B 2% UHPLC-UV-MSNS 249 7%
£4 79 A2 Polet NMR 78S ALgsto] agsos gste & oS S4Y WAl

HBAA UHPLC-UV Ata+ AE @49 NMRo| oJst =gA Agsret Ads] dxsied,
UHPLCUV-MS9] 24Ao=g ¢ 5%% 4E Z el o] ujF £F FoubEs AR @A 2
7Ne] tiARA M2, M1 9 7lojupAdelo] & w3lshs o EAoA 24z} 78.0, 1.2 U 17.0%0] £

- 2¥(0-24A17H W Zioupdge] thAbAlol oigt WA UHPLC-UV-MS AtzolA FQ 4Hhg2
A714102143(M2)0.2 EXo] FHE. AZ141021432] UV ¥r2o 4w Ul o]¥is} 7imupdgwct 719] 5
i o =4 S4E. 2% Y ojust JHiz vl vtojubdy §oY] Hd a2 3.8%-7.4%2 He
o o{(Study D3610C0000D), watAl AZ14102143(M2)S  study D3610C000019] AW U Fojzko]
19%~37%01 sigst 2oz 2FT 4 UL

55.3.3. AEQ] [“Cl-7tmutde] WA hAHA330KR, 4894KV, Non-GLP)
- 4330KR AlROA 2AE B, AW, O U 95 AAS ALEste] 48UKVAIRAIA TIA £AE
- (37 SO opdel mupiEe exd AEC] OiE APRel ¥ Fa =¥ ofF T sgEeA
QAEon @A WAMs AUC B 63%0 SIP. 22014, 1 BRE OaAlE 2Ale] mueld
wejo] TAMSHMIN} WE2uejo]d ooio|Ta KMo A WAL AZIA, TP ERE At
FAE APMIOIA LA Ac) o] WAPY Solze sju2olA ujHet ez suEn
G2 U A EBOIA 27 Folol 33 U 49%), b 2 ulge iMolA E4Eonisy U
16%), ol AT B47F YASHA e 2 ks A AL 270lM TP B3 dARE D)
O 129 wAMSHMIN mE2uejo]d REo] ClABKMIO]A HAROs, F AL B o
2 WAZNE AEY. B AU MI2e 47 wERolA AED JPY BRS AR, oAt
Al M2 97 Solao] 20%9 £70 Fojake] 1%5 AR Ao ulgo] YAy Solzre wjdBolA
ojHet AElE SRS A G U AFA 247 Rolel 429% U 39%), JPg 2 Ul oA g

r|r

2HG6% L 28%). FAAE Fe 1o uwst stmupdEaio] Bj4E. 23004, FRE AL
l2Raite Pishs muide) Astel HE2nejuldo] gt AreiML, M4 % MD), mg 2z
Qgeio] THAABHMS) L MITolA HAROD], Sojare] 5-9%0] SiTe. Aty FAAMIDE Sojgo

6%0l sige. d7lolA, g AZAMI= FoA7F 39%°f sigsien], 2o vl 5ol 4
=1(38%). AHAtsl M1 TjAMAl: Sojko] 6%0] sflddh. AZ141021432 %2 &&5oA AEEPon o
ZoA FofgFe] =2%0] s

- g o) Ao vlge] YAMd FAF2 siEdEolA ulvet JEi= HH“!FJOH (71 51 g7lolA 22
Foigol 27 % 32%), A4 Hle2 AWM 94"0A8 U 19%). fFl0AM, 7MY SR
o] 6~14%0°l] st Arst b2 M1, M4, M7 2 M8 1} Soj=fo] 5%01] gst=
A GFoA Fd ATAMI2E vidd 7P SRS O oY SEE=A Folge



554. W4 (CTD 2.64.6)
554.1. AEQ] [MC]-7}m]uld g wjH(KMRO16, GLP)
- (NFEE) G4 REAA [UClotmubEY e

= A3+(10mg/kg) F+=
Abs9] Hj

ol
Sojgl §
71(92%) of

)i
1
. O
Skl =0 o:]

J'
o
E
=2 T
)

g
kal

=

Jo & to
()

B
Ul AR BRI YR]7F Qb Alo] 1 o]2igh H
(7] 2 7oA 247 0.40 2 0.20nmol/g) 2
Als9] Fd Hat s §£o § 2470
AR, 2 71HolN e oAs] AFE
IR F2olA 208 L 2417 o] A A &]EH0.81~0.909]

=2

41 e
-ll'ﬂ Do e

of

)

554.2. AEQ] [“Cl-7tujutde] ufA(4330KR, Non-GLP)

471 BDC(Bile duct cannulated, T3 &2 A

® S

o}
a

ol

T

|o

al o}
Py a

e g U uja
- FhupE g

Y

A
M

sojo] AE Ao BRolA HEHYCD, Do) ET 4 At

55. ¥ FEFSZE(CID 2.647)
55.1. CYP 2&|(KMX009, BS001265-84 2 BS001265-85, Non-GLP)

Ztujupdgo] CYP 49 A

L]
(o]

AR W ARE EA XA AT s

WU (1mg/kg) Folet 2,
FZeF BARC] 48A17
0.5%7} AtAofl 'got
U GAse g
o] 76%, Y7ol 82%= 7
AHol Bt 9 2-4%)2

(10mg/kg) ¥ A= H(1mg/kg)
SHECL BDC SHEOA] CfARA]
2oy, FaHor L7 FHAEOA
2 7.6%% AAHI SFA 13%

65% X 64%=

ZoA Fol &

< in vitro2 £

onl, b 2 gL FEolA B|5T(39%). AAISH M1 CARIE olako] 7% sigdl. AZ141021432
Zz2 9o ASEYC0 270N Fofake] <2%d] sidd.

A o
_F‘Eél:t

L=:|
=

o

o
2

REAIEL A SolA)
ARG 29 AL

o] 11% 9

[e]

o2 et

1t
4 -

Ystol.

0.023~50uM == W] AX 7hmupddo] HLMoA CYPS AR o2 AAX|st=A] ZALst Zu}p 7io
"upAdEle CYP2B6, CYP2C9, CYP2C19, CYP2D6 2 CYP3A4/5(njciEx 7122 AdF|gion, &8 7t
St [Cs3t 2h2r 134, 75.7, 122, 15.2 & 54.7uMQl.

5.5.2. 7}ujupdElQ] 71dA A RFgof Ofst 5]A(BS002913-71, Non-GLP)

- study BS002913-710|A Atgr 7t opo]3 24 vfde] w2 2&findol SHEACT 0.6222 =HQl=.
FDA 2020 2 EMA 20129] 7|2 &7 €& AE31SZ o, 400mg BD tEA 4 Fof 3d & A4
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&3 oA 7HgA 2F CYP A= QI 7hojupdgat I CYP2C9, CYP2D6 3 CYP3A4/5 ©of RIZeh
7178 o] JgA oz fojujet ofE JoARS HiAE 4 e

553. A 71w FEFEAE(CID 24.7.2)
o ATP 2% FIHE 85 34419 %A
- Ziojepagie @ e HojoN PHI-r)F410] P-gp uh7) 2vhs AR o9Le.

- Zhjsbd g e 10019 ICugto.2, AW 5= BelelA CHl-2putacio] BORP ojf 23tg oA

I

Y
)
_F_

a9}
i)
nx
el J

12 =& 90](0.3~100uM)o| A PHI-|AERITE 178 Z2F2YE0] OATPIBI uj7)

=l —‘g— H(OS 100uM)ollA] 25.2uM9] ICs03f 0.2 ol E ZupAEEICQ] OATPIB3 oj7y

o MR &4 4= +EA

- [OAT1, OAT3, MATE1 ¥ MATE2-K©] 9|, 16AZTrP3, Non-GLP]

D (OAT1 Zp 7tojutAdelo]] o]st OAT1 49 A= A|dE 1 7hmjupdel == (100uM)oA OAT1
Oj7f mhef-oto] e ob AFA(PAH, 10uM) §49] 13.9% A|Tto] EE|Q17] o) ICos F7d5t7100 S
SHA] Aok

2) (OAT3 ZA1p 7tojupdsde o e =5 (0.3~-3uM)oflA OAT3 uf7f Z2Auj=GuM) &
JRAALR ERIEion, O =2 5=G0~100uMoflA F2A0]=6GuM) S0 AA7F .

3) 7hojupdel e zkzk 1.79uM 2 14.0uMQ] ICs3to2 tE=Zxulo] MATE1L ¥ MATE2-K uf7

A AR

- [OCT29] 2lA], KMN025, Non-GLP] 7}mju}adelo] HEK293 A|Z(HEK-OCT2)0jlA] &alel Alal Ax 54
2EA OCT29] Ayl AXA=A A8 7542 M}é} A3 ZhupE 2 AJlEE 5 WY olA
1.34uM9] ICsgto2 [MCl-Ezxule] OCT2 mf7f &42 |3k

-l>
n 1o
Mo
ol
ol
ol
gk

e UGT YA

- [BS001265-62, Non-GLP] 0.3~300uM % =9] 7jujujAdelo] HLM(thuman liver microsomes)ojjx] UGT1Al
% UGT2B7 545 AL 715782 574 Zu 85uMe] ICxollA4 UGT1ALS] A7} LR, 300uMo]]
A9t Zhmupd o ot UGT2B7 &/d9] AX7} WAE AL ti7iA] tizt &g 87%7F A= oL,
AAl= ICog FsH7100 F25HA] LU=

- [BS003400-56, Non-GLP] 0.3~300uM =% o] 7jmjupdelo] HLMOoA UGTIA4S A 7FsAo] &
Bt 7P =2 300uMolA] UGT1A4 &7de] 79l 50% <1A(45.5%)7F WA= 7] tiwol, Z2&84
Fhuuba e e UGTIAL @4oll hat 2y oA Yol g

g.
2

2

o

« CYP JA(A1FT

- [KMX018, Non-GLP] HH(n=3 ZoJAbo] UX} vjFolA Zioupdgdo] 7+ CYP &4 1A1/2, 2B6 ¥ 3A4/5
S =T JFsHS WK ZAd WY BE AL Folrbdld slmubEe] FAA 7 5Ed5 X
Inexu (FDA 2020; FDA M12)o] 4] CYP3A4 mRNAQ] =28 57} @arsloly] wj&o] shujubagiol] ot
CYP3Ade] ifsloz waid Suof 9RAYL vjAZ 4 glole.
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[ONC5363-0001 PK CYP, Non-GLP] 7tojupdgdo] oJst A|laddy] CYP3A4 &= DDI 7F 712 H7tE
Fon, At 9= LRI FIHE Abgste E/do] Add ©d AR IMNE F o AHHHI1103)0f A
AR o2 M7HFahmi and Ripp 2010)8F Ax}, 7imjupadelo] 271 2% CYP3A4 S EA|US Hol%.

244 714 W7t
[16AZTrP3, Non-GLP] P-gp AA|A| WA mct2(valspodar)7t = AMERQ} Qe AMEfoA] 1, 10, 50 &
100uM, 712]3 1yM 552 7hmubidglo] MDCK-MDR1 Amojl A P-gpoll cst 7|2 Argat 7hsiy
o Wobs Aak, LM 9 10uMe] oM shrjupdsio] P-gpo] 7]M 1S BojE. 10, 50 U 100uMof
A, shjubdgle] Alha 9% 6@ 77t 041, 0.12 @ 0.240]0), o] Fhmupasio] BCRPS] 7]xlo]
obUete Ze Lpehd.

[BE000901-57, Non-GLP] HH U} 7tmjuldelo] out Exjo] HWrpel. &4 Qute A3y HHOA 71y
HtMEJo = i/\@ 7 gé]- o8 1 tEtL}

[19AZTrP7, Non-GLP] £4A15 Wddst= HEK293 NS AREsto] AJFHUjolA AJF3HES of 7imjutd
Elo 7} 52 223 OATPIB1 @ OATPIB39] 7|Alo] ofd 7io =z utehd

CYPQ] 7} A AA]

[BS001884-52 2 BS001884-58, Non-GLP] 1~300uM == ®Hojo] ZAX AZ141021430] HLMojA CYPZS
ARACR AAohes S RARGE A, AZ141021432 FUHE JPY w2 sTolA CYP1A2(22%),
CYP2A6(10.2%), CYP2B6(18.2%), CYP2C19(13.1%), CYP2D6(9.1%) ¥ CYP2E1(11.4%)°] ujo|st 7}9A o
AE F=dloy G F4s7]0] F25HA] o t{(Csat >300uM) AZ141021432 HITE F& HYJ
o A CYP2C8. CYP2C9 & CYP3A4/52 <iA|sHA] QFgre.

ATP A% 7IHE §& 28419 9A

[BS001884-49, Non-GLP] t}ekst =% o] AZ14102143(1~300uM)o] QI AMERQ} Qe A& 37° C ofA
120 " 71%F s¢t =28 1A fRAle] ZIXR-AAR 28-S &£75to], MDCKI-MDRI1 Af L ofA{
e AZ141021430] AFY §F éAﬂ Pgpo] AAA2 A8 7hsAd2 Wi Aut AZ14102143 2>
Al E = "HOolok IA] ©od}lo 2 OulslA] ore 7Jo g slol=l,

[BS001884-50, Non-GLP] C}¥st ‘s-&o] AZ14102143(1~300uM)o] Ql= AFERQF 9l AFEfZ 37° CojlA
120 vieF 71kt & Caco-2 A& T3 AtoA Z2H 7178 2L8pAERILM] 7|4 f-48 7 28t
= 57gsto] AZ141021430] Caco-2 M ZOA Alg /& 454 BCRP o AAA= =& 7t

7het Ant AZ141021432 >300uMO] 2H 7] ICy gro2 AIHE & W oA 2 pHAER
AS A9l fstA] ok Zloe siold.

uc.):]

M oox o

r{o ofr g
1o, m\o H

o]

=
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[BS001884-51, Non-GLP] thoyst =m0 AZ14102143(1~300uM)o] Q= AFERQF Q1= AMEjolA 25 wjof
713t & HEK-OATPIB1 %+ ¥l #WEHMHEK-#E tixd) U Z2H 7" oAEHE FREFEYE
GuM)2] % = =#so], AZ141021430] HEK293 A|Z(HEK-OATPIBDO]A wra®l A2k OATP Chaizlo]
AAA =z A8 7Hsd2 B7ieh Aut AZ141021432 65.8uM9] ICsatollAl AR OATPIB1O| AAA| =

shol=l. 400mg BD 71EA 49U Eof 39 T AAF 23F AXoA] OATPIBIC] AZ14102143 A= QIsH
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1A &A%
hmutdsle QAA 89 2 24 A0 AKTL AKT2, AKT3o] 7bst s oalHQe slelsheim,
AlmolA FhuulaEe AGC AP ©f 7|UAuCE 943 AKTO] oH|S LbeRi, pr0SeK, PKA % ROCK
S AGC 7IUpAl AlQde] U8 che 1A QAR AKT olAo] gt o 2 oirte A el
Jmupdele 2Ra2UC CAAIAZIA102143)2 AL RIS AlZ7]st 204 o] ARl LNCAP
9 HCC70 Alm ) AKT 758 Zh4A1717] got @40l Qe oz Atas

0117]-_ 1_;]_0]% 719 3Slolshk
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O
= =2
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OCT29] viztst 714 ute] DDIOA 7tsl of o] & 7 HiAlg & Sla-
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(D3614C00005) 74733t X|LALS thatoz 2al dl xAMK|7F Capivasertib@]
BLE ZAS] A2 Bkl LAY, 35 SN
Capivasertib 200mg% A
2| zatE 20mgg A
-Partl
-A: 400mg(Z4],overnight)
-B:400mg( 1A 1A 2RIAlo])
-C: 2i¥|Z=2}= 20mg BD,

cHEE B
20mg+Capivasertib

400msg, =LA /\Hq1)

‘Part2:DEF, DFE, EDF,

EFD, FDE, FED&0C g2 &oF

-D: 400mg(=-2],overnight)

-E:400mg( 1A 2 e |Alo])

-F:400mg(& o 24| 7R~ &

o 1A]7F S Ao] FAT)

B sH(P

K)ol ojxl=

A}
s}

.OFE= 3}
10 7

Al
Al

]
U,
R A A2
Crmaxof et
= FAgelet vl
e FSEU W
Atol7} gieol wat,
3t Zioz wWog,
Table 3 Xpos

o

._.

<

n[o

] O

14

A4

« 1R HOP-J_'—

45417)

&ﬂ

uy
T

, X
U3(table3. @, ®)
FAgeet BAglel AUC,

AUC, Cmax $X|7}

te1e] 39 ol

r_l

Exposure to Capivasertib Under Fed and Fasted Conditions

GMR (90% CI)
AUC;;
1.32(1.22,1.43)
1.14 (1.05, 1.25)
1.13 (0.99, 1.29) 0.85 (0.70. 1.04)
0.96 (0.88. 1.05) 0.86 (0.70. 1.06)
Source: Table 11-4. Table 11-6. Table 11-7, Food/PPI Study (D3614C00005) CSR, Module 5.3.3.4

Cuax
1.23 (1.08. 1.41)

Comparison
D High-fat,
2 1.21 (0.99. 1.48)

(D High-fat, high-calorie meal vs overnight fast

(®High-fat. high-calorie meal vs partially fasted

(@Low-fat, low-calorie meal vs overnight fast
4

(@Low-fat, low-calorie meal vs partially fasted
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Sojorg/Sol 8%/
. =/7T 1o
A AR = o377 BH=E an
_'_.01 7 ] L4
<AA 27t IF>
:L = o =2 0o =
SAGEAA 2HEtE ¥82 Cmaxs AP FA2A7IY (GMR =
0.7323, 90 % CI: 0.6393, 0.8389), AUCinf (GMR = 0.9378, 90 % CI
S SEO o
0.8656, 1.016) thst JF IA|] AtS.(Table 11-4, C vs A)
— = = = =1t 0
= AAA R =etE)o ot Cmax a7 &elwy AUCH gt 932
= Q oo o L
ojojgol we} AR TakE) 2890 BAIglo] BElsE
Table 11-4 Statistical Comparison of Key Pharmacokinetic Parameters - Part 1 Table 11-6 Statistical Comparison of Key Pharmacokinetic Parameters — Part 2
(Pharmacokinetic Analysis Set) (Pharmacokinetic Analysis Set)
Comparison of freatment Comparison of treatment
groups groups
Treatment Geometric i Geometric ~
Parameter® |Comparison n LS mean 959, CL GMR GMR 90% CI Parameter * |Comparison n LS mean 95% CI GMR GMR 90% CI
Cmax B versus A | 22vs 27 7571 vs (6711, 854.1) vs 1233 (1.078. 1.410) (:m::}_ EversusD | 23ws22 7702 vs (525.9. 949.3) vs 1208 (0.9864. 1.479)
(ag/mL) 6110 (5444, 692.6) (ng/mL) 637.8 (515.5, 789.1)
= N E versus F 23vs21 7702 vs (625.0. 949.3) vs 08647 {0.7024. 1.064)
Cversus A | 21vs22 | 449.7vs (397.6. 508.5) vs 0.7323 (0.6393, 0.8389) 8908 (716.6. 1107)
6140 (5444, 692.6) - —
IF versus D 2lvs22 8908 vs (716.6. 1107) vs 1397 (1.131.1.724)
637.8 (5155.789.1}
AUCinf B versus A | 22vs 22 4341 vs (3932.4793) vs. 1323 (1223, 1.431)
(h*ng/mL) 3282 (2973, 3623) —
AUCinf |EversusD | 23ws22 | 3712vs (3306.4169) vs L1+ (1.048. 1.249)
e
CversusA | 21vs22 | 3078 vs (2784, 3402) vs 09378 (0.8658.1.016) (b%ng/mL) 3246 (2886, 3650)
282 2 2
3282 (2973.3623) E versus F 23vs21 3712vs (3306, 4169) vs 09590 {0.8760. 1.050)
3871 (3437. 4360)
AUClast Bversus A | 22vs22 4250 vs (3851, 4689) vs. 1327 (1.226, 1436) IF versus D 21vs22 3871vs (3437.4360) vs 1193 (1.088. 1.307)
(h®ng/mL) 3203 (2903, 3534) 3246 (2886. 3650)
Cversus A | 21vs22 39§4 vs (2101, 3297) vs 09316 (0.8597.1.010) AUClast  [EversusD | 23ws22 | 3625vs (3220, 4081) vs 1150 (1.050.1.260)
2208 203, 3554) (b*ng/mL) 3152 (2796, 3554)
For definitions of pharmacokinetic parameters see Section 4. -
CI Confidence mterval: GMR Geometric mean ratio; LS Least-squares: n Number of subjects i analysis. E versus F 23ws2l | 3625vs (3220. 4081) vs 09578 (0.8719.1.052)
Treatment A- Single oral dase of 400 mg capivasertib, fasted state (reference treatment) 3785 (3351. 4274)
Treatment B: Sugle orz_ll dose of 400 mg caprvasentib. fed state (after a high-far. hjgb{:doﬁg meal). IFversusD | 21vs22 | 3785vs (3351, 4274) vs 1201 (1.091, 1321)
Treatment C: Twice daily oral doses of 20 mg rabeprazole for 3 days (Days -3 to -1) and z single dose on the 3152 (2796, 3554)
moring of Day 1+ a single oral dose of 400 mg capivasertib under fasted conditions on Day 1. - e

Result based on a mixed effects model of log transfc d PK. with sequence. period as
fixed effects and subject within sequence as random effect. Geometric LS mean and comresponding 95% CT are
back-transformed. Geometric mean ratio and corre ding CI are back d. Treatment companson
B vs A and C vs A refers to Treatment A as the reference and thus the GMR refers to the ratio B/A and C/A
respectively.

Data Source: Tahle 1423 1

Table 11-7 Inter-part Statistical Comparison of Key Pharmacokinetic Parameters
— high-fat meal versus partial fast (combined Pharmacokinetic Analysis
Set)
Comparison of treatment
groups
Treatment Geometric
Parameter * |Comparison n LS mean 95% CI GMR GMR 90% CI
Cmax B versus F 22vs521 7579 vs (639.9.897.6) vs 0.8536 (0.6977, 1.044)
(ng/mL) 887.9 (747.6. 1055)
AUCnf B versus F 22ws21 4359 vs (3895.4878) vs 1132 (0.9917.1.293)
(h*ng/ml) 3850 (3442. 4305)
AUClast B versus F 22 w521 4267 vs (3808.4781) vs 1.134 (0.9919.1.297)
(b*ng/mL) 3762 (3359, 4213)

For defimtions of pharmacokinetic parameters see Section 4.

CI Confidence interval: GMR Geometric mean ratio; LS Least-squares; n Number of subjects i analysis
Treatment B: Single oral dose of 400 mg capivasertib, fed state (after a high-fat. high-calorie meal)
Treatment F: Single oral dose of 400 mg capivasertib under partially fasted conditions (food restricted from
2 hours prior to dosing until 1 hour after dosing)

3 For definitions of pharmacokinetic parameters see Section 4.

CI Confidence wnterval: GMR Geometric mean ratio: LS Least-squares; n Number of subjects m analysis.
Treatment D- Single oral dose of 400 mg caprvasertib, overnight fasted state (reference treatment).
Treatment E: Single oral dose of 400 mg capivasertib under fed conditions (after 2 low-fat, low-calorie meal).
Treatment F: Single oral dose of 400 mg capivasertib under partially fasted conditiens (food restricted from

2 hours prior to dosing until 1 hour after dosing)

Olt

§ Al H A=l 2t I

(D3610C00007)%1°84d 18
I A7) AT B,

SRt 27HA] A R SA

(¥ SPS

1 L O

Alo] Capivasertib9] oF&=EjSHPK),

Herdoll ojxl= & o AGA
g |8 v | PartAgAl/78eAl vl |-oFEel  |<PartAgAl/AieA ¥li>
& & |-%A 480mg BD, 44 FeF, A9 Tmax?h AAeA| R 1A 71 whE(Figure 8.)
PartA: 3 3o —78&A| - A(1.03h), 74=&A(2.0n)
189 480mg BD, 4¥&9F, 3¢ A2t ZRaA|9] Css,max and AUCss3t BlWA] S53F 259 (Table 23)
PartB: SoF = AFAIRAAl 37FA] AAI(1 A, 24 8Al 3 /AIHE AA)7E A
1278 *E O 2AI A~ R o TAI7HS ° Zog sleY, AR AeAl Hl2Al, Tmaxe 1AZPZHE A}o]
Atol FA 7F ey, Cmax ¥ AUCE &&537t &0z Hrbdo waf, AA|
‘PartB:-3210] 2Jgt F3H7IA) 3ol =&0 txl= FF2 Uu Aeg g,
oFR7]: %A 480mg BD,
495 38 Fo
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Figure 8

analysis sct)
4000

3000

2000

Geomelr'c Yean Concentrazion (r/mL)

10w

Geometric mean (+sd) plasma concentration (ng/mL) of AZD5363
versus time by freatment — linear scale (Part A) (Pharmacokinetics

Tablet Doy
B

S22 Copuie

SRR

Table 23

Time ()

Geometric mean and 90% CI for ratio of tablet to capsule — tablet
formulation comparison (Part A) (Pharmacokinetics analysis set)

Tablet

Pharmacokinetic
parameter n

LSMean n

Capsule

Point estimate geometric
of geometric

mean ratio of
tablet to capsule capsule

LS Mean

90% CI of

Intra-
mean ratio patient

of tablet to variability
(o)

AUC, (h*pg/mL) 11
Coomax (ng/mL) 11

9.05
7.48

11
11

9.15
7.46

0.90
1.02

0.77.1.06  20.29

0.86.1.20 21.75

Source: Table 11.2.2.6a

<PartB:g2o] o3t >

- Tmax

a=

C
b}

10000

Geometric Mean Concentratian (ng/mL)
3
8

-2 Al0] 3L Fhmuage

241 433141(2.00h), 2A14HE] (0.57h)
2215 /34 8]€9 Cmax+= 0.670]9100, AUCE 0.89% &(table 26.)

300l )3 Tmaxe] A¥ 9 Cmax Z27} eleld, AUC

Aoz Qo] Alojo] BAglo] H8IlsE AMAL

Abbreviations: AUCs;. area under the curve at steady state: CL. confidence interval:
concentration study treatment in plasma at steady state after multiple dosing: LS. least|squares.

SAZ
aTa

cee
-0

A

amax. MAXIMUM

AlZ}(Figure 11.)

Geometric mean (+sd) plasma concentration (ng/mL) of AZD5363 versus
time by treatment — logarithmic scale (Part B) (Pharmacokinetics :\ualysis‘
set)

Fosted Doy 4 (1=
BersSithding

Table 26

Time (h)

Geometric mean and 90% CI for ratio of fed to fasted — food effect
(Part B) (Pharmacokinetics analysis sef)

Fed

s
Mean n

Pharmacokinetic
parameter n

Fasted

Point
estimate of
geometric
mean ratio
Fed to Fasted

LS
Mean

90% CT of
geometric
mean ratio of
Fed to

Fasted

Intra-
patient
variability
(%)

9.00 9
7.12 9

AUC, (h*g/mL) 9
Clsmax (HZ/mL) 9

9.12 0.89

0.67

P

0.76. 1.05
0.55.0.82

19.03
22.98

Source: Table 11.2.2.6b

Abbreviations: AUCs:. area under the curve at steady state: CI. confidence interval: Cssmax. maxinmum
concentration study treatment in plasma at steady state after multiple dosing: LS. least squares

6.3.2 AR =
. Aol
Akl

OIATA] AZ14102143, Arge]
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Table 2 Bioanalytical Methods for Capivasertib and AZ14102143 in Biological Samples
. . . LLOQ . Linear range I
Method Analyte Matrix Report no.* ng/mL ng/mL
AZE416EL-104163B Capivasertib Plasma AZE416EL-104163B/ AZE416EL-104163B Amendment 1 1.00 1.00 to 1000
AZE418EL-104183A Capivasertib Urine | AZE418EL-104183A/ AZE418EL-104183A Amendment 1 00 500 to 500,000
HB-12-042 Capivaserib = Plasma (K:-EDTA) | 8263055 1 1 to 1000
AZ5HPP Capivasertib | Plasma (K;-EDTA) | 8256397 1 1 to 1000
AZ63HPP Capivasertib Plasma EDTA 8406064 i 1to 1000
AZ14102143 Plasma, EDTA 3 5 to 5000
HB-12-042/ ASZ5HPP Capivasertib Plasma, EDTA | 8422313 /8421328 ¢ 1 1 to 1000
AZ536HUP Capivasertib Urine | 8493535 550 550 to 440.000
A Refers to Method Validation Report, located in Module 53.3.1.4.
b Reference laboratory report for the HB-12-042 method.
. Cross-validation of methods HB-12-042 (Labcorp. Harrogate, UK ) and ASZ3HPP (Labcorp. Shanghai China)
Table 10 Summary of Performance of Quality Control Samples by Study
Nominal QC concentration
Plasma: ng/mL
Study number | Analyte Matrix Urine: pg/mL Accaracy (%) Precision (%)
D3615C00001 | Capivasertib | EDTA plasma Samples from RoW: 3.00, 50.0. 800 Samples from Samples from RoW:
Samples from China: 3.00,40.0, 400, 800 | RoW:-03t05.6 | 641069
and 8000 Samples from Samples from China:
Chma: -3.0t02.0 | 33t03.7
D3610C00001 Capivasertib | Plasma (K;-EDTA) 3.00.30.0, 800 -10to0 1.7 371068
Capivasertib | Urine diluted m 0.250 M Citric 1.50.15.0, 400 -13t02.0 36t049
Acid. Monohydrate (10 : 1 wiv)
D3610C00002 Capivasertib | Plasma (K;-EDTA) 3.00. 50.0, 800, 80000 -19t03.0 38to68
D3610C00004 | Capivasertib | Plasma (K2-EDTA) 3.00, 30.0, 800 -1.6to 54.0° 7.0t0242.47
Capivasertib | Urine diluted m 0.250 M Citric 1.50.15.0, 400 -33to38 00to42
Acid, Menohydrate (10 : 1 vv)
D3610C00007 | Capivasertib | Plasma (K:-EDTA) 3.00, 50.0, 800, 80000 24t023 29t049
D3614C00003 Capivasertib | EDTA plasma 3.00.35.0. 400, 8OO -70t0-29 43t0103
AZ14102143 | EDTA plasma 15.0, 175, 2000, 4000 -5.5t0-0.3 461086
Midazolam Plasma (K;-EDTA) 0.1500, 2.0000, 25.0000, 40.0000 -45t048 3%to46
D3614C00004 | Capivasertib | EDTA plasma 3.00, 50.0, 800 -20t00.5 25t074
AZ14102143 | EDTA plasma 15.0. 175, 2000, 4000 0.5t057 54t075
D3614C00005 | Capivasertib | EDTA plasma 3.00. 50.0, 800 -2.0t01.0 6.9t0 8.8
D3614C00007 | Capivasertib | EDTA plasma 3.00. 50.0, 800 31t061.7(-0.7)%| 1910944 (2.9)°
Urme treated with 0.250 M Citric | 1.65, 22.0, 220, 440 411027 21to64
Acid. Meonohydrate (10 : 1 wv)

= The overall bias and’or CV was > 15.0%. This was caused by the last QC sample in batch ID 3.
B The statistical calculations in parentheses exclude an outlier value.
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64. ¥&FAE (CTD 533 ¥ 5.34)
64.1. ARG A (R/EE FA)A 9 FEEAH(PK)

-B: ["C]AZD5363
(Capivasertib) 100ug, IV
‘Part2:

-C: [MC]AZD5363
(Capivasertib) 747 A,
400 mg ©3], FAIE
=8

= Folokg/5083/ -

WA | ciaeat S Pt s A3}
§ ADME
(D3614C00007) 71733t R|PAIS thatoz [M“CJAZD5363 (Capivasertib) ©] AA|0]8&, 52, )AL, &
i, HH/\—I __rL
g [RRR g9 [ Partl R ETIEA -2

-A: A 400mg, = - 400mg 73FLEo|A] ABA|o] &S 29%(90% CI. 24%, 34%)

A ADME - 7AFEoA] Tmax : 1.74h, Ty - 12.9h

=
- B8 Aaer A4 4 IVAI(38.1L/h)
- Bxg8A: 71745t 4gQl IVA](205L)
-HjA (400mg [14C]AZD5363 (capivasertib) T3] 4LE0jA])
- 168A17FE 95.1% 3]42(44.7%X, 50.4% HH)
- Eo] 830l 7.4%, MAl o] 8753t FrmupdE o] 21.1% AWS &

g AL Al

off THAMEIR] b2 AJEl= HiA
- (8&%) Tmax : 2.07h

- (A2 oAb Fheebd g2 CYP3A4 31 UGT2B70] 95 chatd

- A]&: D3610C00001 Al& 400mg BDEREA XS] 8UA] S 24t

- Z2QUAAl: 83% OﬂEléﬁiﬁ'—EqE(AZMlOZM?ﬁ

- 7]} ALSHHALR] 2%, YA @FHHuE"E)e & 28240 15%

- 274 tAAlE FAEA %S

% AMZE OH2ZRERERYE(AZ14102143) B]-&-C 19~37%, U]#ia} AlE]
Zimubd®  3.8~7.4%

Table 13 Geometric Mean (Geometric CV%) Plasma and Whole Bloo

Pharmacokinetic Parameters Following a Single Oral Dose of 400 m
[*CJAZD5363 (Capivasertib): Pharmacokinetic Analysis Set — Part 2

Capivasertib Total Radioactivity Total Radioactivity

Parameter Plasma Plasma ‘Whole Blood
N=5 N=5§ . N=5
t1s* () | 0000 (0.00-0.00) 0.000 (0.00-0.00) | o0 (0.00-0.00)
oz (h) . 2.067 (1.37-3.00) | 2.067 (1.30-3.00) . 2.067 (2.00-4.00)
Cre (ng/mL)" . 634(10.2) 6840 (20.7) . 4050 (36.7)
AUCq.43 (ng:h/mL)" . 3330 (26.5) NA . NA
AUCq+ (ngh'mL)" 3400 (28.0) 36500 (33.9) 22800 (52.4)
AUC (ng.h/mL)" 3430 (27.8) 37700 (33.7) 33600 (13.6)
Tiz (h) . 12.313 (242) 5.389(31.2) . 4.781(4.2)
CL/F (Lh) . 114(27.5) NA . NA
CLg" (L'k) . 830(12.4) NA . NA
VoF (L) . 2030 (14.0) NA . NA
MRT gy (h) . 8910 (21.6) NA . NA
MRT (h) | 9ssa (203) NA . NA
FE (%) . 21.145(12.9) NA . NA

*Median (range), ® Calculated over 0-48 h post dose,  Units for TR, are ‘ng equivalent’, NA: not appliabl
Source: Table 14221, dated 20 Oct 2022 15:50; Table 14.2.2.3 and Table 1422 4, dated 20 Oct 202
15:51.
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Figure 3 Metabolic Scheme From UHPLC-MS Analysis of AUC (0 to 10h) Human Plasma Pool Extract and Urine (0 to

24h) Following Oral Dosing of Capivasertib (multiple dose, 400 mg BD)

OH
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T \ — if i/ NH

Te10) oH . OH

=

M1l X me L -

[ nH,

=

Ml ' N L)

M1: minor oxidative metabolite (+3[O]); M2: AZ14102143 (ether glucuroni de metabolite).

M6 N

§ PK

FTIH study(D3610C00001) A & B A8/ 1Y g FF AN FF+FoAe 7Houbddel A4,
€

e,

o1 Al

1%

(o] [e] o
olu] EF FYL Wl PK 54 I 3 A1A, 30,
<y 1% [-PartA(8 5 ) ot A A [- Lo 8 =HMWTD)El
ok - 80mg BID ~600mg BID |[W2oF&aF| - A4 QH: 320mg BID
AB: 90 ‘PartB(&%F &) ol - 4450k 34359k 480mg BID
- 1; 320mg BID, %i4 - 2UEOoF 5Y&oF 640mg BID
- 2: 320mg BID(4YF-9F, -0hg] £ PK
3% 7o) - 480mg BID(4LE9}, 3UFot
‘PartC,D 1.7681(0.71~1.77)
- 480mg BID(4YECF, 3% - day4 $R4H =2
30op = 4 AT thE $RH66kg,
‘PartE, F TR ol =B (AUC 1 ss
- 480mg BID(4YEFoF 3Y
FoH+BWAEUE
500mg IM

) 8% AUCy-12n day4/dayl ZAH]&:

57tp) 44 E9F, 34 359oF 400mg BID
7280 ugh/L E;‘-l Cmax.ss‘ 1380 ug/L

(D3610C00002) A Phase I/II, Multicentre, Study Comprising a Safety Run-In of AZD5363 when
Combined with Paclitaxel in Patients with Advanced or Metastatic Breast Cancer; Followed by
a Randomised Expansion of AZD5363 when Combined with Paclitaxel vs. Paclitaxel plus

Placebo in Patients with ER-Positive Advanced or Metastatic Breast Cancer, Stratified by
PIK3CA Mutation Status (BEECH)

1/2%

[e]
. |"(PK) Cmaxe &% &7t @t vjgdez 713 315, 400mg BD

/ml
PR 291, 12%& @ Schedule 1 =

Part A : X1 |PART A: capivasertib +|Qt 7 2 /|«(HAd/Uetd) Herg=fF &gl

g Ee= pacli?axeli Safety ek

oy guy run-in(n=38). ogA(P | o AS 29 Cmax:= 1031n

oo |OF 2l schedule R E ) el a1

5= weekly  single IV e har oIl =7e -

Part “linfusion of paclitaxel |[BOR. schedule 204 no PD €A} vl& {ALSHA UEhE

_59_




Fojokg /R0l 85/ _
C} AVSHA] T 7lsr= A
A | odEA o717t 1S A 3}
ER+/HER2- |90mg/m?* for 3|DoR, (Part B) AA] PFS H&ZX 76% (84 progression events)
ol  xIsyy consecutive weeks + 1IPRR, 0S, |- AALTHN=110)0l4 PFS ZUzto] ok oyl 2.571¥ 7HA(HR
E Holy Weekhogf ltreftm(ezttm Qol) 0.8, S5%CI 0.6-1.06)512101} 20% 14} 2R (alpha) 25014 EA
- Schedule : =10 -
o u} oF 0 0]5] ro AP BAAD o
+ % 4 560mg E= 640mg PK 2% v%ow 4-&(PIK3CA ®o] gle AT oy A0t oleF &
(PK3CA &1 =0, 5oIzt Fop) + At A% dERd).
o] ZJefoll| paclitaxel - PIK3CA Wo] 2} ti%d =4(51/110)A] 7tmupdgatat 9fof3t
me} %3}) |- schedule 2 : (443t PFSof| xto] Q191-S(HR 1.11, 95%CI 0.73-1.68)
360, 400, 480me of, - 28 WALl QSN E KRR 9loFat Uil Ato] WA
34 359 + paclitaxel o1.0
O
PART B: S&MoJujA, &t ) ORRQ| 3¢ ZA| =AITat PIK3CA WHoliEjo] whet 244 &
Z}+7], multiple cycle 7t Zpo] QGRS
- capivasertib (400mg BD 2) BOR9 73 AlgdolA] CR(complete response) ¢joFdrt d&
4% ol / 38 jop + gh 43(5.6% vs 7.1%) UE9lo0, PR(partial response)] %39
paclitaxel (N=54) 9 AFBH53.7% vs 50%)
- placebo(0mg BD 4%
E0]/3YU 35 oF)+paclitaxel
(n=56)
§ Y9 QtX/d/PK
(D3610C00004) K14 1F oM BYo] I LRl Fxfolq R4, Uopy, ofu] F5F TS B
JFShm PK 54 B2 913t FtmuiAy g5e A1, B0, o1E Al
17 Z8Wd 19 | -PartA A | rgERd TR 1 Y AN Yol gs
ey - [(1£7]:219): 80mg BD [QF A 4| - A& Q¥ETh £oF/FoF Q¥io] Yok do] o ¥s
419y ~ ylierd HFad
- 2: 360, 480mg - 480mg BD (4¥E&9F 3 $oF U 680mg BD(2YEQF 5 ©oF 29
BID(4Y %2, 3d {2 HEHSN(PR) ¥re-2 QD 27 2% AKTIFHOI7} s
- 3: 640mg BID(2Y5CF - 92 X]&7|7F: 379¥(480mg BD), >2430¥€(640mg BD)
54 &)
Geometric mean PK parameters (CV%)
Dose AUC AUCO0-12 CL/E Cmax t1/2 A z tmax a Vss/F
Group (mg) mgeh/ml) | (ngeh/ml) (L/h) (ng/mlL) (h) (h) (L)
Schedule 1 80 1265 881.8 63.24 216.5 10.69 2 715.1
continuous BD (26.31) (37.77) (26.31) (101.2) (20.24) (1, 4) (58.91)
240 3293 2501 72.89 627.7 9.731 19 682.4
BD (39.22) (40.15) (39.22) (40.73) (10.99) (0.87. 2) (41.46)
320 7109 5642 45.01 1582 9.141 1.98 370.2
BD (115.5) (107.7) (115.5) (80.18) (14.43) (0.98, 2.08) (96.99)
400 4666 3586 85.72 1062 10.21 1.97 777
BD (20.61) (21.73) (20.61) (27.89) (15.53) (0.98, 2.17) (34.07)
Schedule 2 360 4772 3672 75.45 1008 9.184 1.99 680.7
intermittent 4 days BD (69.19) (65.07) (69.19) (65.46) (24.29) (0.98, 2.03) (58.34)
on, 3 days off 480 7208 5941 66.59 1907 9.401 1.025 502.2
BD (46.03) (49.81) (46.03) (84.67) (13.73) (0.93, 1.98) (63.59)
Schedule 3 640 11390 8306 56.17 2099 10.81 2.015 587.1
intermittent 2 days BD (41.49) (38.77) (41.49) (37.06) (10.65) (1, 4.02) (44.16)
on, 5 davs off
§ o|E2}IU4E DDI
(D3614C00004) 74 AA FHujubd e 2= T+ olEtatE F8FoI9] PK B712 AT 370
W, 1 A8 A+
g R DDI 0| E2tFUIE 0] utEEo] A] JtmjupdE wFo] Zit
- 80mg QD, 1Y, 6Yxj - Cmax”} 1.7081(90% CI: 1.56, 1.86), AUC,7} 1.95(90% CI: 1.82,
- O|Ezta=kE 200mg BD, 2.10)2 =7}
3UA, 4LA)] ofloll T = Ziupdel 2 CYP3A49] 91d~F e 913t 7142 FREX]
Fof bAsss
- 7 uFA A AZ141021430] Thet wEe Fhmupdy ChEE
o] A] 7iuupAEle] jst w&EWr} 8.754], J2]1 ol EalauEa}

_60_




E oo /Eo] R
WA | ciaetat quogjljﬁ/ Botes 2}

HEEA Al =EEO 5774 § =4S

§ Ujg-£% DDI

(D3614C00003) F13A LR Stxto]A] 7imupe vhE Eojr} njotEa PKo| njx|: 4% ®W7HS 9
g 37heka, 1y MY AR
14 &4 1% | C1D1: single oral dose of |DDI oZbuHtEH e MOEF] 228 £2FITMAF

& midazolam (1 mg); C1D2 -AUCInf 1.77 (90%CI:1.49, 2.10), Cmaxell Al 1.12(90%CL:0.95, 1.32)

217 to C1D7: capivasertib

400 mg BD, 4 days on, 3
days off; C1D8 to
C1D15: single oral doses
of midazolam (1 mg,
C1D8 and C1D12) during
intermittent capivasertib
treatment (400 mg BD,
CI1D9 to C1D12 on,
CID13 to CID15 off).
- 400mg BIDUYF<F 3Y
iRl
§ STAKT NCT02077569 (ESR)

A2 AE ER+ AEH 3ol Qb A B 284, olFEstY, AN, Aoz, 73
oA A

17 g 13 |7HnlEs] 480 mg BD = |DDI NBAT) 4599 =& I, 7luupAd g 480 mg BD(n = 1DE 9 °kn
=3 | Slofoll, 123 TAl 2014 7} =13} wlw gt

Roberts |9gry oulde] 360 mg BD E= - pGSK3 p(H-H 2] Ao W3} -55.3, p = 0.006) = PPRAS40(-83.8, p
Oilzg;m 240 mg BDol TRl < 0.000D¢] wlolxgtel e Fo3 ZAS, T K67 A
al.

00000 ZHFOREE FF Heo] Ao Wk -9.6%, p = 0.03D.

- oz AEAY AAEAA pSEANME o3 Wyl G oY
(-423, p = 0.004), 7tajnbdge] Z&7]del wet pAKT(H 9
FOX03a)= 571 (pAKT: 81.3, p = 0.005).

- 360 mg BD(n = 5) 2 240 mg BD(n = 6) &Fol|A, AxE DA
gz 9 oz} A FEA A WslE #EY. wlolentA M &F
4 55 o|EHo|glom N2 kA #d AFE WA WS

§ FAKTION NCT01992952 (ESR)

Aibg Y =71, ol% 3NTh AlZ o|de]l A|2E W APA ER+ o] Yk Y & oy
o that Fhujubde + BHAERE vs 9ok + BE|AETEQ] 24 R, o] FErtd Ald
24y [3AH Al |ZI9ulEdE 400 mg BD (4% |DDI “(Ib) MR/ =710, 4Y §o 3Y FHor Tojgl 7imupdgel A
(23 |Foso] | R 3¢ FOh) == Skt AF &2 400 mg BDITH DLTw= ¥WHE|A] 4AA|CH 480 mg BD
Jonesiol EH2-EYE 500mg IM (day £ 71 Folol Yol Qg AoR o dEX] gl miEol
et allpRy/HER- |1, 15, 29, ©1% € 13) ABE]R] QFoFo |, 400 mg BD7} RP2DE &Haiel
2016 ouio10

o]
Jones ol
et al t_
2020) npdgod

693/71%

64.2. YAA A& & PK

o 133 GNP FOID A Y B BA A3}, 1Yo 9P §F 2L Bashd %S
o 1-34 QAR Fol WAl U P oF5st BA A, AE(eA 6888, WA 881%)L AvubEE o

FE] FOIT FFE VIAA @S

o o}A|o}21(D3610C00004)3 W2)(D3610C00001) XA 38 FHFFEAS] AN-ZE FAEIHT JT o



SFEAH & AUC Crnax
%l 1.11(90% CI: 0.96, 1.28) 1.19090% CI: 1.01, 1.41)

o Ws Al Aol UlF PPAFE ANFA wgtort A kES BAAT YY-AF R BAE X
ool UYL 53 Bl BA FE S ABH} §F 2o VAP HAER ko FF Aot
A

A4 21715 dinie & AZE" 71754 F5Z" 21715 A
AUCq 1.05(95% CI: 1.01, 1.10) 1.17(95% CI: 0.94, 1.47)
Crass 1.05(95% CI: 1.01, 1.09) 1.13(95% CI: 0.93, 1.36

o 1~3% AT PK 24 23, CLy/F= AT S7M 7k, 20%8 9 WellM Al Ql dshet gl uet A

Fol 8% 24e Bas e

6.4.3. 204 AR di3 PK

D) 4ol
o MY 4 HARFTE BAY] BE 5T
2 &
o AT PK B4
- A A7l oE Bx
9 4 ad A4 | old FAA D g e
1AM E) 3874 (4.9%) 1687 (21.5%) 3377 (43.1%) 23873 (30.5%)

SFEAU & AUC Crnax

AAFAA M FAA 0.98(95% CI: 0.89, 1.08) 0.96(95% CI: 0.88, 1.05)

3) FE-FEFEA-8(DDD

e NPT AY % AH P4 o7 rEAELE A
Assessment of the Clinical DDI Potential of Capivasertib Based on In Vitro Studies and Static
Equations

Substrate ?
(capivasertib as Inhibition ° Induction ©
victim) (capivasertib as perpetrator) | (capivasertib as perpetrator)
No DDI DDI No DDI
System Yes No DDI potential potential potential potential
CYP 2C9 1A1 2C9 1A2 2B6 1A2
2D6 1A2 2D6 2A6 3A4
3A4/5 2A6 3A4/5 2B6
2B6 2C8
2C8 2C19
2C19 2E1
2E1
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Phase 2 UGTIA1l UGT1A6 UGT1A1 UGTI1A9 - -
Metabolism UGTIA3 UGT1A7 | (intestinal/hep UGT2B7
UGT1A4 UGT1A8 | atic first pass)
UGT1A9 UGTIAIO UGT1A4
UGT2B7 UGT2B4 (intestinal)

UGTZ2B15
UGT2B17
Transporters OCT2 BCRP BCRP OAT1 - -
P-gp OATP1B1 (intestinal) P-gp
OATP1B3 MATE1
MATE2-K
OAT3
OATP1B1
OATP1B3
0OCT2

(D ®HE&kzo] 7huupdelol A= IF
@ CYP3A f= 9 oAl
o 73t CYP3A4 AAA
- A% ARl ZHaudE 80mgH olERIuUE(EE CYP3A4 Al W -8A((D3614C00004 <
SN FHubEE o] kFo] SIHE

7Y =E SIS AUCjy¢ Crnax
o|EZTUE /7R TR 95%(90% CI: 82%, 110%) 70%(90% CI: 56%, 86%)

okt CYP3A4 A A

- A PK 240 A, 7t e PKoll SAIH 2 o3t &S vA= oFgk CYP3A4 A ()
i oFgh 939[11.9%]9] Aol A EADE EAHA R+

g CYP3A4 =4

- APAYE FApol] tigk AlFolA, 43k CYP3A4 =A% AZFEIr == 7Hauld g o] AUCE
°F 40%~50% 4=+ 7 =(Kolinsky et al 2020)

okt CYP3A4 =4

- e PK B4 oA oFgk CYP3A4 F=A1(4478[5.6%12] SatollA &4+ 7Haupdd PKell G4

HoE fo% AFE UYL

. (@ = 5 [e) o
e PBPK =H% 23} : 400mg BDUY E&, 3¢ o) HE&A =d W3l 4TS ol 2+
Figure 7 PBPK Modelling: Effect of Other Medicinal Products on Exposure of
Capivasertib

itraconazole: 1st on-dosing day; AUC{ | : 7 L
Cmax< 1 i i P ;
#th on-dosing day; AUC I B
Cmax+ I i
I i
srythromycin; 15t on-dosing day; AUC i 1 A | H
cmax< % ¢ oo 2
4th on dosing day; AUC : 1 ; ‘L tA
Cmax i P i
i L4 i
verapamil; 151 on-dosing day; AUC H 1 | |
Cmax i 1 1 !
4th on-dosing day: AUCH ¢ i | ‘A |
Crmax i 14 P
i I i
cimetidine; 15t on-gosing day; AUC : {l H 1
max< G i
dth on-dosing dey: AUC : i ;A ! i
Cmax h 1 H ™ i
i i |t '
rifampicin; 151 en-dosing day; AUC s i I : |
Cmaxd ! : [ 1
4th on-dosing day; AUC : i rl [ |
i § : oy i
3 b i

probenecid; 181 on-dosing day; AUC  + I'm

Cmaxd ! t 1

h on-dosing day; AUC : : ' | ¥y

Cmax+ 4 i L i

4
LR 0.20 0.50 0.80 1.00 1.25 2.00 5.00 10.00
Geometric mean ratios {90% Cl)
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o CYP3A4 7=A|, AA A gk HAgH
- CYP3A4¢] ¢fgt =& AAIA == ot FEAVE e FHAA &3 2AHS a3k &+
-Zgs g F =
- pEe 1 =

@ UGT2B7 A Al

e UGT2B7 AAA = 7toutdy 3o dFS A &+

- PBPK 2d & Az, Z2WUlA E(probenecid ¢} B -&Fo Al 7t9ubd g AUCE dFY 59 &
QF 23% B 37% Aol Wiso] dFHo dFH FoAH & AR ARE

@ 94+ ZaA
o 85 A9 Fa glo] 2t AAAY A JHoutEE S 58T F e
- A7 A<t Ehul =zl E(rabeprazole) MEFo AlGA], JlEutdY &L JAAFHoE H

- gk PK B2 A, %& ZaAzZ B T2 4(26.0% B4, AUCsse] Bl&-2 0.98(95% CI:
0.93, 1.03), Cmax,ss®] Bl-&-< 0.94(95% CI: 0.90, 0.989)% & xto]7} §lsle.
e ZHOATP1BI1, OATPIB3) ¥ 4174 4% (MATE1, MATE2K, OCT2)
- PBPK =do| 7|utg)S uf, 7loudEe olEZu~elEl(OATPIBl 2 OATPIB3 Z=H 7|4,
CYP3A49] 71A)e] =2< 4~23% Z7HAZ
- PBPK mdlol 7]u3l& w), 7lujuld & 24ul2~EFEI(BCRP, OATP1B1 ¥ OATPIB3 Z&H 7]
A =&S 1-3% FIHAZ
- PBPK =dlo] 7utg) S of, stujuldgle W EX2W(MATE]L, MATE2-K 2 OCT2 Z&1 7]2)
o =28 2~40% Z7HAF
(2) 7Zt9utd g o] W &oFFo A= FF
e CYP2C9/CYP2D6 ¥ UGTIAl 7]1#
- PBPK =do] 7]ukglS o, CYP2C9, CYP2D6 2 UGTIAl 7]&e] AUCE 10% w|wto g =718
Zog dFHo JFHOE FYud HFo A 8L dFHA A
e CYP3A 714
- Z}g]uld gl e oFst CYP3A4 oAA Y
- "tkEe DDI A @(D3614C00003)0l A, 7}a]uAd e 400 mg BDE 44 Fo 3Y F@2 2 T
< o LZJ@ CYP3A 71l vgE&de AUCE Al WAl Fo oYl 15%90% CL -3%,
+36%), vl HA T Lol 77%(90% CI. 49%, 110%)Z7}5+ 2.

() 7i9utdY 9 EWAETES] F5E
o FtHME Rl ZWAEYRE Fxo

Table 5 FAKTION: PK Analysis of Mean Minimum Fulvestrant Concentration

)

S FA %S(FAKTION study)

Placebo Capivasertib
Cycle Geometric 2 El Geometric w2
and Day (Geometric mean n (Geometric mean | n
mean Cpin Coi) mean Chin Coi)
C1 D15 9.64 8.87 10.46 60 9.47 8.54 10.49 56
C2 D1 13.26 12.08 14.48 57 14.57 13.34 15.92 56
C3 D1 10.34 9.60 11.13 48 10.46 9.63 11.36 46
e ZTH2EUEE JHupdY Fxo dF S FA FS[FTH study(D3610C00001)]

_64_



FTIH Study (D3610C00001): Dose-normalised (to 400 mg) Capivasertib Plasma Concentrations in Patients
With (Parts E and F) and Without (Parts C and D) Concomitant Fulvestrant

Coresnizizy Pre-dose 2 hours 4 hours
(ng/mL)
Study parts Cand D E and F Cand D E and F Cand D E and F
N 103 59 100 56 100 55
Geometric mean 272 249 1085 1270 773 835
95% CI 238, 309 207, 301 942, 1250 1119, 1441 678, 883 732, 952
FTIH Study (D3610C00001) Visit 5 (Day 11).
Parts C and D: capivasertib 480 mg without concomitant fulvestrant.
Parts E and F: capivasertib 400 mg with concomitant fulvestrant.
e Ak PKEAA, EW2ETEE 7Haupd g o] PKol| #d® &S VAA S+
oy &% AUCq Crax.ss

ZH|-ETE BE/7HPEE TR a 05(95% CI: 1.01, 1.09) 1.06(95% CI: 1.02, 1.10)

SHZEGE, 7 HEEH S A5 kS 9Fe FA &5

644. A 558 A

o Vo) Heefsd £ AAE
PR modelling analysis regimen Data Source
report
Eh:jel o FTIH study (D3610C00001)
CAPI-MS-2022-002 monotherapy, Japanese safety/PK study (D3610C00004)

capivasertib+fulvestrant,
capivasertib+paclitaxel

formulation/food study (D3610C00007)
BEECH (D3610C00002)

CAPI-MS-2022-005 n=78l,

phase [, II + phase III

FTIH study (D3610C00001)

Japanese safety/PK study (D3610C00004)
formulation/food study (D3610C00007)
BEECH (D3610C00002)

CAPItello-291 (D3615c00001)

o A bR =22 AP AidA died FEolfla, A4 AdAdAE FARG B 2F FES
et ST WsA o] Wk
- FHEE e 55 WEAC]l e 3-compartment model2 AW EE FE2 HFH.
- 400mg BD 4¥/3¥ €3 FoAA Ao HAE(CLF)E 60.0LE SAHHIL 74 F 8% H4ad. &

AHE 2FARE uF 39 e 4Y9A et Ao E d3FH - FAYH E-8F(volume
of distribution)& 322L. AUCyns = 7280 ug.h/L, Cmax,ss = 1380 ug/L (A& 22l 3kx A5 66kg,
574 715

- AF, AE, FA BH, BE5-F5FY AR ¢ AHC, SW2EUE B, AiaA E=e
CYP3A °fgt AAIA = FEA T F¥ o] 7taupd g o] of5stel {3 &S vIAA &
°

- AF, 98, 4H Fo 5 JMoubdg Y E e FAHCE {FoF FFESE Fe AR Y
EFtou o= 20% PINEOe R AR Fo|T ASE JHHA Fe

6.45. %2 3HA ¥ (PD)
1 PK/PD J33-A
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O 7+aubdgol 9)d AKT < #)1(Banerji et al 2018)

o B4 Alg: FTIH study (D3610C00001), the Japanese safety/PK study (D3610C00004), 129 23} Ad
T A A=

o A3 FHuutAEY ARBF HA 7Y A5F, PD YA EAA Stk
- pPRAS402] 50% =3} &JA|(4/129), pGSK3 2] 30% =3} ax6/119), F+ Wy &=
- RP2D 2 9480 mg, 4¥ T 39 o, tdH)o7 AFE e 5

ol A 59%, pGSK3 B ol A 67%2] H1]O]/\E}Ol e B i

- 480mg BD, 4¥EoF/3YFoF o¥e 320mg BD A& enYg a3y} o £

o2

m{m

Figure 9 FTIH Study (D3610C00001) Part A and Japanese Safety/PK Study
(D3610C00004): Effect on pGSK3p and pPRAS40 H Scores From
Paired Tumour Biopsies

m pPRAS4D
= pGSKIB

Change from baseline (%)

320 mg cont 350 mg cont 480 mg 477 &00 mg &7

Cont = Continuous; 4/7 =4 days on, 3 days off; 2/7 =2 days on_ 5 days off.
Percentage change is based on the average H score for individual biomarkers in baseline and on-treatment biopsies from
3 non-consecutive tissue sections. Each pair of bars represents data from an mdrvidual patient. X indicates missing data.

Tumour types: 1: clear-cell renal carcinoma: 2: colorectal adenocarcinoma (KRAS-mutant colorectal cancer);

3 hypopharyngeal cancer: 4 breast cancer: 5 mesothelioma: 6: mesothelioma; 7- colorectal adenocarcinoma: 8: medullary
thyroid cancer: 9: liver metastasis from colorectal adenocarcinoma: 10: adenosquamous cervical carcinoma (PIK3CA E545K
mutant cervical cancer: patient enrolled in Study D3610C00001 Part C). 11: adenocarcinoma. intestinal type: 12: melanoma.

Source: Figure 3B from Banerji et al 2018.

@ Zhoupdglo) o]3k AKT < A|2(Robertson et al 2020)
o B Algm: STAKT studyGlovld g @5/ d7] =& 4.5¢ n=17)
o A3 : FiuulAdY AR5 FE HA 7Y XEF, PD HAZTA A stExHo] A
- 480mg BD 4.5¥€ %t X EA], pGSK3 4: -39.0%(p = 0.006), pPRAS40: -50.2%(p < 0.0001)
- 719 uE §(360 mg BD 2 240 mg BD)AlA, E4E HAA = AJAMZAZ n =5 % n = 6),
Ay 2 WEg pPRASA0 2 pGSK3p 9 #an #AHYoU 1 FEE= 480 mg BDolA T
H W3R o A3k
- F7H2Ql PK/PD &40l A 7hautd g o Rl A EAa 2de &%

e

= SYHIYS

2) BANA w2 B
O fEd A%e wF 9
o CAPltello-291014 A5 8% 2 afols B2d A4 =AY 2 wWo) mxte] ZuuAay PK
w23 o Feko|A $EE PFS w ORR qho] Av4e 9AS
- AF, A, AF AFAY, oA ey ASFYS

@ ARy Ash wEel G
o ALY BEEY
¥ 3719 Al AFFETHH study[D3610C00001], &1 < A/PK A F[D3610C00004] 2 A & /=2
= A1¥[D3610C00007) T3 &4

_66_



- ZheukdE AU FoH3Y Feb) awlo] dsegut yekyol o $4eht, Folxl &3
AN nEGFo] TAL e S dEFA B FEH FAL Zolrt Adnta Br] ofH %
Figure 11 Relationships Between Dose versus AEDD, AEDM, AE > Grade 3,

Diarrhoea AEs, Rash AEs, SAEs, Hyperglycaemia AEs, and Increased
Blood Glucose

Scnedule [§] Continuous |+ 14/31 [] 12151

AEDM

Lan 5 T .

07 v ==

0.50 ,} /;r’/(” _-t:::::J"‘#’i =

0.25% = = :,Ij’- //_‘/

0.00 —_— 2 ! i

o 07 0.4 06 0.8 0.0 [¥] ] oo 0.2 0.4 1.6 08
£ Darrhoca hypergiycaomis blocd glucose
£
oo
f_ 0.75% o 4
2050 | L JeS | — - }
Fos| =Pt L= bt e el
- _— - === e = 3
S 0.00 s =
= 0.2 0. 0.6 0.8 ®0 0.2 [ (18} L] @0 0.2 04 0.6 08
Ra SAE

1.00

0.75 l T

050 I"/ > il

e - -
025 =t — ti__.-;"/") [
0.00 e el
[ 9z o6 08 o0 [ 0a [X]
Dose (g)

Source: Figure S3, Exposure-Response Safety Modelling Report (CAPI-MS-2022-004. Module 5.3.4.2).

Dot and small vertical solid line: quartile of exposure metric with 95% CI; solid line and coloured area: E-R relationship with
95% CT, p-value represents the sigmficance level of schedule.

o ZhujutdE + EWZETE ¥EAW
¥ A1 FTIH study(D3610C00001)e] s+E E 9 F<} A|3% CAPltello-291 study(N =

4149)¢] 53 PK
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Figure 3 Patient Disposition at DCO1 15 August 2022 - Pivotal CAPItello-291 Study (Overall Population)

Enrolled
{n=2901)
Mot randomised {n = 193)
Screen failure {n = 193)

Randomised
(Overall Population)
(n=708)

Caplvasertib + Fulvestrant Placebo + Fulvestrant
(n=1355) {n =353} Did not receive treatment (n = 3)

Patient died

Did not receive treatment (n = 0) |<—| ® -« Patient withdrew consent

Recelved treatment Recelved treatment * Unkpown
(n=355) {n=350)

Terminated study [n = 105

Discontinued Capivasertib (i = 292] Placebo [n = 307)
+ patient decision {n = 13) « Patient decision (n = 6)
+ Adverse évent (n = 44) e : o] ¢ Adverse event (n=6)
+  Severe non-campliance with protocal [n = 2) *  Condition under investigation worsened (n = 273)
+  Condition under investigation worsened (n = 208) +  subjective disease progression {n = 17)
*  Subjective disease progression {n = 16) « Investigator decision [n=1)
+ Investigator decision n = 1) + Other [n =4)
- Other [n=7) ] 1
Discontinued Fulvestrant (n = 308)
Discontinued Fulvestrant (n = 287) * Patient decision (n=7)
= Patient decision (n = 15) +  Adverse event (n=2)
=« Adverse event (n = 12) * & - =™« Condition under investigation worsened (n = 275)
= Severe non-compliance with protocol {n = 1) - Subjective disease progression {1 = 17)
= Condition under investigation worsened (n = 230) *  Investigator decision {n=2)
= Subjective disease progression {n = 19) »  Other (n =5}
* Investigator decision (n = 3}
« Other{n=7)

Terminated study (n=137)
= Death (n=105)

e DOCI1(°22.08.15) Al HKH
- ARFAHE: FH AR + SH2ERET] ¥ w%E

- PFS © A 5514

« Death [n =85) " — - Losttofollow-up{n=3
* Lost tofallow-up {n = 3) *  Withdrawal by patient (n=27)
*  Withdrawal by patient (n = 17) * Other (n=2)

Ongoing study {n = 250) Ongoing study (n = 216)

Ongoing treatment at DCOL (n = 71) Ongoing treatment at DCO1 (n = 43)

+ Ongoing capivasertib (n = 63) * Ongoing placebo (n = 43)

+ Ongoing fulvestrant (n = 68) * Ongoing fulvestrant (n = 42)

ns b utdE + EWAETDE (N = 355) 2k + EWZEHE (n = 353)
A5 FAH S 20.0% 12.3%

A5 FTEHA A o}3}(58.9%). AE(12.4%)

2 o} 51(78.0%)

PFS 258/355 (72.7%) 293/353 (83.0%)

Ob #AA WHo] e wE ¥
e PIK3CA/AKTI/PTEN ®o] 2}l H|-&: 40.8%(2987/70878)
- Hol e vl $HAH(106%8/70878) Al L) Al= 48.0%(2987H /6027)

Number (%) of

patients

\PIK3CA/AKTI/PTEN alteration status I} ud e + Yok+ ZWAETE Total
ZH AEYE (N (N = 353) (N = 708)

Altered 155 (43.7) 134 (38.0)

289 (40.8)

PIK3CA only * P 110 (31.0) 92 (26.1D

202 (28.5)

AKTI only * P 18 (5.1 15 4.2) 33 4.7

PTEN only * " 21 5.9 16 4.5 37 5.2

PIK3CA and AKT1 * © 2 (0.6) 2 (0.6) 4 (0.6)

PIK3CA and PTEN ® ¢ 4 (1D 9 (2.5) 13 1.8

Non-altered 200 (56.3) 219 (62.0)

419 (59.2)

Confirmed non-altered ¢ 142 (40.0) 171 (48.4)

313 (44.2)

Unknown 58 (16.3) 48 (13.6)

106 (15.0)

FFPE not provided 10 (2.8) 4 (1.D 14 (2.0)

Not done (preanalytical failure) 39 (11.0) 34 9.6) 73 (10.3)
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| Not evaluable (post analytical failure) | 9 (2.5 | 10 2.8) | 19 @.7)

Mutually exclusive groups.

Patients with co-occurring mutations are excluded from single gene count.

Combinations do not include the third biomarker.

All patients included in the Overall Population with no qualifying alterations in PIK3CA, AKT1 and TEN
in their tumour, as determined by central testing. Patients with unknown PIK3CA/AKT1/PTEN alteration
status were excluded from this subgroup.

FFPE : formalin-fixed, paraffin-embedded

Q0 o o

(WP A7t AR U slet ol agtel 54
© OPAHS o1 (99%), MQI(57.5%). oFXIotel(26.7%), AUFEUTL 58.0MI01% S

Table 18 Demographic and Patient Characteristics (Overall Population and Altered Population)
Overall Population Altered Population
Capivasertib Placebo + Capivasertib Placebo +
+ Fulvestrant | Fulvestrant Total + Fulvestrant | Fulvestrant Total
Demographic characteristic (N = 355) (N=2353) N =708) (N=155) (N=134) (N =289)
Age (years) Mean (SD) 58.6 (11.25) 57.4(11.91) | 58.0(11.59) 58.8 (10.26) 59.8(11.61) 59.3 (10.90)
Median 59.0 58.0 58.0 58.0 60.0 59.0
Range 26-84 26-90 26-90 36-84 34-90 34-90
Age group (years) <50 76 (21.4) 99 (28.0) 175 (24.7) 27(17.4) 29 (21.6) 56 (19.4)
n{%) >50-<65 164 (46.2) 152 (43.1) 316 (44.6) 83 (53.5) 60 (44.8) 143 (49.5)
>65-<75 91 (25.6) 76 (21.5) 167 (23.6) 37 (23.9) 28 (20.9) 65 (22.5)
=75 24 (6.8) 26 (74) 50(7.1) 8(5.2) 17 (12.7) 25 (8.7)
Sex 1 (%) Male 3 (0.8) 4(1.1) 7(1.0) 2(1.3) 0 2 (0.7)
Female 352 (99.2) 349 (98.9) 701 (99.0) 153 (98.7) 134 (100) 287 (99.3)
Race n (%) Black or African American 4(1.1) 4.(1.1) 8(1.1) 2(1.3) 1(0.7) 3(1.0)
Native Hawaiian or Other Pacific 1(0.3) 0 1(0.1) 0 0 0
Islander
American Indian or Alaska Native 2(0.6) 2 (0.6) 4(0.6) 1(0.6) 1(0.7) 2{0.7)
Asian 05 (26.8) 94 (26.6) 189 (26.7) 48 (31.0) 35(26.1) 83 (28.7)
White 201 (56.6) 206 (58.4) 407 (57.5) 75 (48.4) 76 (56.7) 151 (52.2)
Other * 51(14.6) 47 (13.3) 99 (14.0) 29 (18.7) 21.(15.7) 50(17.3)

™ A A8dd 5

o B E 37} o]He] Al(Aromatase inhibitor)E Fof ¥gk2-

o CDK4/6 AAA F473d A=7% : 70.1%

o 12 X5 APA : 62.6%

o BAto] 67.5%7F W AL, 432% 1+l 145%7 W el H9) A

Number (%) of patients

Overall Population A2 Wl Mt
7Rk + LIk Total 7ERER] + LIk Total (N
HPEEN [#HP=EN | N =708 |3H=EN |S=EEN = 289)
= 355) = 353 = 155) =134
w2 E Metastatic 349 (98.3) | 346 (98.0) |695 (98.2) | 155 (100) | 132 (98.5) | 287 (99.3)
Missing 0 1.3 10.D 0 0 0

H7A(ed A9 | Pre/Peri-menopausal | 65 (18.3) 89 (25.2) | 154 (21.8) | 23 (14.8) 29 (21.6) 52 (18.0)

Post-menopausal | 287 80.8) | 260 (73.0) | 547 (77.3) | 130 (83.9) | 105 (78.4) | 235 (8L3)

T;(fjpe of Primary 127 (35.8) | 135 (38.2) | 262 (37.0) | 60 (38.7) | 55 (41.0) | 115 (39.8)
enaocrie
resistance Secondary 228 (64.2) | 218 (61.8) | 446 (63.0) | 95 (61.3) 79 (59.0) | 174 (60.2)
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CDKg%i%h;bitors Yes 247 (69.6) | 249 (70.5) | 496 (70.1) | 113 (72.9) | 93 (69.4) | 206 (71.3)
e (Neo)adjuvant 2 (0.6) 5 (1.4) 7 (1.0) 0 2 (1.5) 2 (0.7)
treatment only
= ZFZPA = | 245 (69.0) | 244 (69.1) | 489 (69.1) | 113 (72.9) | 91 (67.9) | 204 (70.6)
Hold fud AE
No 108 (30.4) | 104 (29.5) | 212 (29.9) | 42 (27.1) 41 (30.6) 83 (28.7)
s}al Q4 (Neo)adjuvant 145 (40.8) | 148 (41.9) | 293 (41.4) | 62 (40.0) 61 (45.5) | 123 (42.6)
X573 treatment only
=4 Z8PA == | 65 (18.3) 64 (18.1) | 129 (18.2) | 30 (19.4) 23 (17.2) 53 (18.3)
ol i A5
Prior Yes 180 (50.7) | 170 (48.2) | 350 (49.4) | 79 (51.0) 67 (50.0) | 146 (50.5)
(neo)adjuvant
chemotherapy No 175 (49.3) | 183 (51.8) | 358 (50.6) | 76 (49.0) 67 (50.0) | 143 (49.5)
28573 0 40 (11.3) 54 (15.3) 94 (13.3) 14 (9.0) 20 (14.9) 34 (11.8)
AH(EZ2ELH)
286 (80.6) | 252 (71.4) | 538 (76.0) | 130 (83.9) | 96 (71.6) | 226 (78.2)
2 29 (8.2 47 (13.3) 76 (10.7) 11 (7.D 18 (13.4) 29 (10.0)
A 273 Y 0 37 (10.4) 52 (14.7) 89 (12.6) 12 (7.7) 20 (14.9) 32 (11.D
AFH( 2R =
a3 aw) 1 235 (66.2) | 208 (58.9) | 443 (62.6) | 107 (69.0) | 79 (59.0) | 186 (64.4)
2 73 (20.6) 77 (21.8) | 150 (21.2) | 31 (20.0) 29 (21.6) 60 (20.8)
3 10 (2.8) 16 (4.5) 26 (3.7 5 @3.2) 6 (4.5 11 (3.8

(2 4 &4 B7F 2%

o T 79 dX FEAH H/MHEFE FFI
A&z H7t PFSoA eH+EH AETE
MAES JetAEA A & "ol Hdh)

A G+ZW AEFE FoE RECST vile] w2
2oz gu QaHoz ougy FAHoE Hou

> T3 AYE7]THPFS)

(7h A = Z & Overall population)
- PFS B3 H]g: 7}9ulAde] + I A2ETE(T72.7%), Yo + W 2EHE( 83.0%)
- el Y + EWAETE B Wd APE 40%7AaHR 0.60, 95%ClL 0.51-0.71; p<0.001)
- PFSE4gk: 7Houtde] + ZW2ETET24Y), 9% + ZN2ETE( 3.671Y)

Figure 6 Kaplan-Meier Plot of Progression-free Survival, by Investigator Assessment (Overall Population)
1.0 ==
i Medi an PFS in marths (95% C1)
s 099 bl Capivasstib + Fuvestrat: 7.2 (5.5, 7.4)
2 —————  Plasho+Fuvemran:  36(25,37)
2 08 ¥ HR (96% Cl): 0.60 (0.51, 0.71)
z i Logrank pvalue <0.001
8 o7
5 06+ A
& "
05 X +
2 04 B '
k-] \ -
& 034 T Ty,
= —— s S
g o S I
£ Ty E W
& o R hy +—t
00+ .

— T T T T T T L — T
6 7 8 9 10 M 12 18 14 15 16 77 18 19 WV 21 2 B AU BB

Time from randomization (months) Huber of
patient s/ number

Number of patients a risic of everis

% 2 8
1m0 4 4

0 355258
353293

Capivasantib + Fuvestraw 355 330 266 252 207 199
Plocebo+ Fulvestrant 353 320 207 182 142 13

172 166 138 133 115 9% 73 64 55 4 43 25
106 100 83 81 €6 59 51 41 3} U 23 12

@
w o
s

~

(P Ho)=Z HAltered population)

- PFS B3 H&: 7hubdy + SH|2ERE( 78.1%), 9°f + EWETEBL.8%)

_73_



- A - BWAEGE ol
A E

- PFSS%at: 71 ubd g + 2

oA M A= 50%
TE(7.3719),

AN

™ -

Yok + TWAETEQRINGD)

Figure 7 Kaplan-Meier Plot of Progression-free Survival, by Investigator Assessment (Altered Population)
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Progression-free Survival, by Investigator Assessment (Overall Population and Altered Population)

Overall Population Altered Population
TR e ¢ Aok TR + [k
EH|AETE (ZHAEUE [FWAETAE EHAETDE
(N = 355) (N = 353) (N = 155) (N = 134)
IProgression or death
Total number of patients with 258 (72.7) 293 (83.0) 121 115 (85.8)
events, n (%) * (78.1)
RECIST progression 249 (70.1) 281 (79.6) 115 108 (80.6)
(74.2)
Target lesions ° 104 (29.3) 142 (40.2) 45 59 (44.0)
(29.0)
Non target lesions ° 73 (20.6) 107 (30.3) 31 42 (31.3)
(20.0)
New lesions ° 156 (43.9) 188 (53.3) 76 63 (47.0)
(49.0)
Death in the absence of progression 9 (2.5 12 (3.4) 6 (3.9 7 (5.2)
Median PFS (months) ¢ 7.2 3.6 7.3 3.1
95% CI for median PFS ¢ 5.5-74 2.8-3.7 5.5-9.0 2.0-3.7
Comparison between groups
2-sided p-value < 0.001 < 0.001
IHazard ratio ° 0.60 0.50
95% CI for hazard ratio © 0.51-0.71 0.38-0.65
96.50% CI for hazard ratio ° 0.50-0.72 -
No_progression or_death
Censored patients. n (%) 97 (21.3) 60 (17.0) 34 (21.9) 19 (14.2)
Median (range) duration of follow-up in 13.0 12.7 16.4 11.1
censored patients (months) (0.0-25.0) (0.0-22.3) (0.0-24. (0.0-22.3)
9
a Does not include RECIST progression events that occur after 2 or more missed visits or death after 2 visits of baseline

where the patient has no evaluable visits or does not have a baseline assessment.

Kaplan-Meier estimate.
Stratified log-rank test.

o o0 o

Target lesions, non target lesions, and new lesions are not necessarily mutually exclusive categories.

Stratified Cox proportional hazards model. A hazard ratio < 1 favours capivasertib + fulvestrant. For the Overall

Population, the log-rank test and Cox model are stratified by liver metastases (yes vs no), prior use of CDK4/6 inhibitors
(yes vs no) and geographic region (Region 1: United States, Canada, Western Europe, Australia, and Israel, Region 2:
Latin America, Eastern Europe and Russia vs Region 3: Asia). For the Altered Population, the log-rank test and Cox

model are stratified by liver metastases (ves vs no). and prior use of CDK4/6 inhibitors (ves vs no).
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- AR mATHelEY]: 0.61; 95% CL 0.50, 0.73; p < 0.001) ¥ ®lo] ALK &H]: 0.51; 95% CL:
0.38, 0.68; p < 0.001) =0 A}, BICRO] ©|3t PFS of st wlzte BA0] Anfl Az} PFS A ¢]
Aol AX|5HY &

Table 25 Progression-free Survival Sensitivity Analyses (Overall Population and
Altered Population)
Nuinbicr (I%) of Comparison between groups
patients with Median Hazard 2-sided
Group N events (months) * | ration™< | 95% CI®°| p-value =4
Overall Population
Evaluation-tume biaas *
Caprvasertib + fulvestrant 355 258 (72.7) 6.3 0.60 051,071 = 0.001
Placebo + fulvestrant 353 293 (83.0) 2T
Attrition bias
Capivasertib + fulvestrant 335 265 (74.6) 7.2 0.61 0.52,0.72 < 0.001
Placebo + fulvestrant 353 296 (83.9) 36
Ascertainment bias (BICR) &
Capivasertib + fulvestrant 335 215 (60.6) 73 0.61 0.50.0.73 = 0.001
Placebo + fulvestrant 353 238 (67.4) BT
Altered Population
Evaluation-time bias *
Capivasertib + fulvestrant 155 121 (78.1) 64 0.50 0.39.0.66 = 0.001
Placebo + fulvestrant 134 115(85.8) 24
Attrition bias £
Capivasertib + fulvestrant 155 121 (78.1) 73 0.51 0.39,0.66 = 0.001
Placebo + fulvestrant 134 117(87.3) 33
Ascertamment bias (BICR) £
Capivasertib + fulvestrant 155 98 (63.2) 73 0.51 0.38.0.68 < 0.001
Placebo + fulvestrant 134 88 (63.7) 33

a Kaplan-Meier estimate.

b Cox proportional hazards model.

¢ Log-rank test and Cox model were stratified by presence of liver metastases (yes vs no), prior use of CDK4/6 inhibitors (yes vs
no).

d Stratified log-rank test.

e The midpoint between the time of progression and the previous evaluable RECIST vl.l1 assessment was analysed.

f Patients who progressed or died in the absence of progression immediately following 2 or more missed assessments were included.
Patients who took subsequent therapy prior to progression or death were censored at their last evaluable assessment prior to taking
the subsequent therapy.

g Blinded Independent Central Review data based upon RECIST vl.l was used.

(D PFS 3t9#+ &4
a) "H|¥o] vt
« H]-¥Ho] A non-altered population)of4] RECIST vl1.1 o w2t A|@AP} ©7Est PES oA ¢]9F +
FuAEUE oy QAR oo Qe Mol Hag
- FHjutdY + EHAEHEIE O XIs) Qo] 30% 7+A" (YFu]: 0.70: 95% CI: 0.56, 0.88)
- PFS 93 7Hyutds + SHAERE(7.271Y), Hof + SHIAEHE(S.771¥)
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Figure 8

Kaplan-Meier Plot of Progression-free Survival, by Investigator Assessment (Non-altered Population)
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Figure 9 Kaplan-Meier Plot of Progression-free Survival, by Investigator Assessment (Known Non-altered Population)
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Figure 1 CAPItello-291: PFS by BICR (Non-altered Population)
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Figure 2 CAPIrtello-291: PFS by BICR (Known Non-altered Population)
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Figure 16 Kaplan-Meier Plot of Overall Survival at DCO1 (Overall Population)
10 e,
09 el ) i,
- e,
(13
g e rrn
2o g
2 I i T
T 0 e
B LT
8 05
©
§' 04
2o
02
01
o0
T T T T T T T T T T T T T T T T T T T T T T T T
001 2 3 4 5 6 78 9101 2B MBS BTV ®IGNNR2NNSE S A

Time from randomization (months)

Figure 17

Probability of overall survival

Kaplan-Meier Plot of Overall Survival at DCO1 (Altered Population)

012345s789muizuu‘s|51713i9m2|zzﬁ3~752sz7[
“Time from randomi zation (montfs)

Kaplan-Meier Plot of Overall Survival at DCOI1 15 August 2022, Exploratory Analysis - Pivotal

Figure 11
CAPItello-291 Study (Non-altered Population)
1 e
T
5 =
o S
08 il ittt
1 el
o Hh‘«m iy
b M
06 as
E o -
S .
02
o
.....
- e
R BRI R R

Time from randomization (months)

Figure 12

10

Kaplan-Meier Plot of Overall Survival at DCO1 15 August 2022, Exploratory Analysis - Pivotal
CAPItello-291 Study (Known Non-altered Population)

9 101 R 1314 15 16 17 18 19 2 A 2 B N

Time from randomization (months)

- (ORR) RECIST vl.10|| wie} A|EA7F H7Fs ORR & AA| 2R 4 Ho] ATk @ =ofA ¢joF +
EH|AEHE Fojo] vls Ftujuldd + SHIAETE ToFoAN ¢ ko, H|¥Ho|7t Sl
ARoM = 7§ aat7t &gk-3(2.6% o).

* ORR(Objective response rate): RECIST v1.10]| 2 %|A 1749| FHEIS(CR) e HRUES(PRIS At
SRt Hi2S
- H|Ho| FIct H|HHO|7} =l FTH
oA =2HT Ho| 2 (Non-altered) (Known Non-altered)
ORR C+F P+F C+F P+F C+F P+F C+F P+F
(N=310) (N=320) (N=132) (N=124) (N=178) (N=196) (N=129) (N=152)
event= 71 39 38 12 33 27 22 22
ORR (%) 229 12.2 288 9.7 18.5 13.8 17.1 145
ORR OR 2.19 3.93 142 12
(95% Cl) (142, 3.36) (1.93, 8.04) (0.82, 2.48) (0.63, 2.29)

C+F : 7IOHIHE + EHAESE P+F : 9| + EHAEZIE

b) 7]t atel 2

R skl BAe imubdy + BulaEEd] gels Fstn WA A adE
Azshon], AA RAG W 2E olglgolA YFu7t <l.00 WS

- F1ujubEE + BW|AESEL CDK4/6 AIF|o] A7, WolJeljel BAIglo] PFSO) it A=A
olojo] sl

* HR(S1 & H])
AA e wo] fg
) CDK4/6 1AIA] CDK4/6 <A A CDK4/6 2} A Al
3]
CDK4/6 SAA 3 )79 P 78 5
0.59 0.64 0.46 0.56
(95%CI: 048 — 0.72) (95%CIL:_0.45 — 0.90) (95%CI: 0.34 — 0.63) (95%CI: 0.32 — 0.96)

- 79



Figure 11

Progression-free Survival, Prior CDK4/6 Inhibitors Used, Kaplan-Meier Plot (Overall Population)
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Figure 16 Kaplan-Meier Plot of Overall Survival at DCO1 (Overall Population)
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Figure 17 Kaplan-Meier Plot of Overall Survival at DCO1 (Altered Population)
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Figure 11

Kaplan-Meier Plot of Overall Survival at DCO1 15 August 2022, Exploratory Analysis - Pivotal
CAPIltello-291 Study (Non-altered Population)
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Figure 12 Kaplan-Meier Plot of Overall Survival at DCO1 15 August 2022, Exploratory Analysis - Pivotal
CAPItello-291 Study (Known Non-altered Population)
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Table 28 Objective Response Rate, Logistic Regression (Overall Population and
Altered Population)
Number Comparison
(%) of between groups
patients Adjusted
with response rate Odds
N response {(9a)* ratio 95% CI
Overall Capivasertib + fulvestrant 310 71(22.9) 242 219 142 336
Population Placebo + fulvestrant 320 | 39(12.2) 12.7
Altered Capivasertib + fulvestrant 132 38(28.8) 321 393 193 804
Population Placebo + fulvestrant 124 | 1207 10.7
Non-altered | Capivasertib + Fulvestrante | 178¢| 33 (18.5)e 19.4- 1420 | 0.82,2.484
Population® | piacepo + Fylyestrante 1962 27 (13.8)e 1450
Known Capivasertib + Fulyestrante | 129¢| 22 (17.1)e 17.7¢ 1200 | 0.63,2.20:
omalterrt |- pratet Eiliedie 1526 22 (145)¢ 15.2¢
Population+~
No Result Capivasertib + Fulvestrant~ | 49| 11 (22.4)- 2240 2260 | 0.72.7.114
Populations [ Dot Fotecranes 44s|  5(114)e 1145 |
a For the Overall Population, analysis was performed using logistic regression adjusted for liver

N

metastases (yes vs no), and prior use of CDK4/6 inhibitors (yes vs no) in patients with
measurable disease. For the Altered Population, analysis was performed using logistic regression
adjusted for prior use of CDK4/6 inhibitors (yes vs no) in patients with measurable disease

= number of patients with measurable disease at baseline in treatment group

(&P ¥k$ A)47]7HDoR, Duration of response)

* DoR : MZ2& HF3(CR/PR)O| EAalEl e Y ZdH ZAsH at o= 2 Zdo|
Z

AEANS AA 24D 9 ¥o] BT BFAA 99 + EWHRERE Ty} 7ajubdy

0.

M2ERE Fozzre] 497 Aol Qe

Table 29 Duration and Onset of Response in Patients with pbjecﬁve Response
(Overall Population and Altered Population)

Overall Papulation Altered Population
Capivasertib +| Placebo+ |Capivasertib +| Placeba +
Fulvestrant | Fulvestrant | Fulvestrant | Fulvestramt
(N =1355) (N=1353) (N =155) N=134)
Number of responders Al 49 38 12
Number of responders who subsequently 38 24 22 8
progressed or died
Duration of response from onset of response
(months) *®
25th percentile 58 50 6.1 50
Median 98 84 L 8.6
75th percentile 203 176 195 92
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[EORTC QLQ-C30]
European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire

Core 30 items
71's7At 5% (physical, role, cognitive, emotional, and social) + &4 3%(fatigue, pain,
nausea/vomiting) + 717FAFEfEQl 2%(global health status/Qol scale) + 7iQ1¥ ZAF 5&(appetite

loss, dyspnoea, insomnia, constipation, and diarrhoea)2 4X|3}s5to] H7}t

and

e EORTC QLQ-C30& AR&3f =74, kA 7 “3ei/HRQoLL 9jef + FW|2ERET HG Fhujn}
Y + SHEEJETAA ¢ A fAHU0Y 943 97 e ¥3e S
o JtHutE Y] + ENAEDEFE A F49 43 gy

Table 33 EORTC QLQ-C30 — LS Mean Change from Baseline and Difference Between Treatment Arms, Mixed Model
Repeated Measures (Overall Population)
Capivasertib + Fulvestrant Placebao + Fulvestrant
(N=355) (N =353 Comparison between groups
LS Mean
Domain n LS Mean (95% CT) n LS Mean (95% CI) Difference 95% CI
Global health status/QoL 300 -2.52 (-4.49. 0.55) 287 -5.62 (-7.86. 3.37) 3.10 (0.21. 5.98)
Physical Function 300 -2.72(-4.20.-1.23) 287 -2.30(-3.97. 0.63) -0.42 (-2.53.1.70)
Role function 300 -5.61 (-8.08. 3.14) 287 -5.96 (-8.74. 3.17) 035 (-3.22.391)
Cognitive function 300 -2.17 (-3.81. -0.53) 287 -4.05 (-5.91.-2.18) 1.87 (-0.48.4.23)
Emotional function 300 -0.56 (-2.74.1.62) 287 -3.05 (-3.50. -0.60) 249 (-0.67.5.63)
Social function 300 445 (-6.48. -2 41) 287 -5339 (-764. 3.13) 0.94 (-1.93_3.80)
Fatigue 300 426 (1.93.6.59) 287 561 (2.98.823) -134 (-4.73.2.04)
Pain 300 037 (-1.82.2.55) 287 588B(338.837) -5.51 (-8.65.-237)
Nausea/vomiting 300 3.01(1.77.4.25) 287 2.28 (0:85.3.71) 0.73 (-1.04. 2.50)
Dyspnoea 300 3.72(1.21. 6.23) 287 6.45 (3.60. 9.30) 2.73 (-6.40. 0.94)
Insomma 300 -2.99 (-5.32, -0.45) 287 -1.21 (-4.12. 1.70) -1.78 (-5.48.1.93)
Loss of appetite 300 4.11(1.96.6.26) 287 0.90 (-1.54,3.34) 321 (0.15. 6.27)
Constipation 300 -5.89 (-8.01. -3.78) 287 348(1.01.5.96) 938 (-12.50, -6.25)
Diarrhoea 300 21.24 (18.80. 23.67) 287 2.75 (-0.04, 5.55) 18.49 (14.96, 22.01)

The model includes treatment. visit. treatment-by-visit interaction. and stratification factors as explanatory variables and the baseline score and baseline score by
visit as covariates. and patient included as a random effect. An unstructured covariance matrix 15 used to model the within-patient error and the Kenward-Roger
approximation 1s used to estunate the degrees of freedom. Patients with a baseline and at least one post-baselne score contributing to the model are mcluded.
For global health status/Qol. and the functional domains. a positive change from baseline value indicates improvement. and a positive difference between
treatment arms in the LS mean change from baseline favours capivasertib + fulvestrant. For the symptom domains. a negative change from baseline values
indicates improvement. and a negative difference between treatment groups mn the LS mean change from baseline favours capivasertib + fulvestrant.

Source: Tables 14291110 14.291.14

(") PES 392§ £4
e CDK4/6 A4AA AH&4 3 Friol we &3

AA 2R o] mx
=5 7ot g + 9ok + o ud g + 1ok +
ZHXAETE ZHAETE EZHAETE EZHAETUE
CDK4/6 1 A& 0.59 0.46
- ¥ 8IHR) (95% CI: 0.48, 0.72) (95% CI: 0.34, 0.63)
— oL 55 /M4 2.671< 55 /M< 2.071<
- PFS 'a‘oo]'%}\ . . . .
(95% CI: 3.9, 6.8) | (95% CI. 2.0, 3.5) | (95% CI: 3.9, 7.4) | (95% CL 1.8, 3.1
CDK4/6 1 w]ALg 0.64 0.56
- g H(HR) (95% CI: 0.45, 0.90) (95% CI: 0.32, 0.96)
10.9 /1< 7204 11.0 MY 74704

- PFS =43
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4 + BYAEAE Solt 9or + Bu|AEE ooy 9@ Jjdo] Held
Wo| A R | JhyepEs + BAEYE 9o + BHjAERAE
AKT 13HIHR) 0.51 (95% CI: 0.22, 1.12)
PFS 43t 55 719 (95% CL: 3.9, 6.8) 26702 (95% CI: 2.0, 3.5)
BERGN 0.51, (95% CI: 0.37, 0.70)
PIK3CA PFS Z9gt | 559 MY 95% Cl 417, 7.39) | 207709 (95% CI: 187, 358)
DTN AGHHR | 0.43 95% CI, 0.21, 0.88)
PFS %%t | 9.13 70 (95% CL: 549, 11.07) | 3.6171€Y (95% CI: 1.81, 6.7)
PIK3CA/PTEN®} B33K=, | HEHIHR) | 055 (95% CI: 0.26, 1.17)
EA AR} 73 AKT1 | PFS 9% | 9.0770€ (95% CI: 2.17, 18.46) | 3.717H€ (95% CL: 1.84, 10.91)
AKT1/PTEN®} zgs | ERIHR) | 0.51 (95% Cl: 0.37, 0.69)
PIK3CA PFS %%t | 563 /1Y (95% CL 5.36, 7.39) | 21074 (95% CI: 1.87, 3.58)
AKTI/PIK3CAT} =33t AFHIHR) | 0.45 (95% CI: 0.24, 0.84)
PTEN PFS kgt | 9.13 70 (95% Cl: 549, 11.01) | 355709 (95% CI 1.84, 5.82)
PTEN#} %3} PIK3A 9/ HAFHIHER) | 0.50 (95% CI: 0.38, 0.66)
= AKTL PFS %%t | 621 /0¥ (95% CL 542, 7.85) | 2.837H€ (95% CL: 191, 3.7D)
PTEN ==, =) | SIEHIER | 050 (95% CI: 0.38, 0.67)
PIK3CA %/ AKT1 PFS %% | 6.21 /0¥ (95% CL 5.36, 7.85) | 2.837H€ (95% CL: 191, 3.7D)

Figure 20 Kaplan-Meier Plot of Progression-free Survival Based on Investigator Assessments, Per RECIST 1.1
15 August 2022, Patients with AKT7 Mutation Ouly - Pivotal CAPItello-291 Study
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23 Kaplan-Meier Plot of Progression-free Survival Based on Investigator Assessments, Per RECIST 1.1
15 August 2022, Patients with 4KT7 mutation, independent of PIK3C4/PTEN mutations - Pivotal
CAPItello-291 Study

Median PFS in montha (95% CI)
Caphasetib + Fuvestrant 507 (217 - 18 46}
Plcebo + Fuvestrand 371 (184 - 1091)
HR (95% CI)
aptrarerti + Fubvesirant vs. Placebe + Fubvestrant
055(026-117)
Q 2 4‘ 6 1 10 _.1Il 14 16 1‘8 ilﬂ 4 ] 24 ;6 I-E 1-0

Timer fram randomization (menths )

Capivasertib + Fulvestrant Flacebe + Fubvestrant

a7 1 8 7 7 5 2 2 1 © @ L} 0 [}

_86_




(®h PK
e A A T&

Cycle 1 Cycle 1 Cycle 1 Cycle 2 Cycle 2
71 Week 1 Dayl | Week 1 Dayl | Week 3 Dayl, | Week 1 Dayl, | Week 3 Dayl,

SAINIAT | BAaAiAS | FAA T T
3 ﬂ_‘ 7(]—}.-:_}}'_
K 681 564 12.1 10.2 14.2

(ng/mL)
Figure 16 Box-Plot of Plasma Concentration (ng/mL) of Capivasertib Versus Time
(PK Analysis Set)
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Fox C+F P+F C+F P+F C+F P+F C+F P+F
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g_‘v sided < 0.001 < 0.001
e
EAEN 0.74 0.69 0.92 ]
(95%Cl) (0.56, 0.98) (0.45, 1.05) (0.59, 1.42)
ORR (%) 2290 | 122 288 | 97 171 | 145 - -
Odd Ratio 2.19 3.93 1.20 ]
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6.5.3. HIF A U4 A 3 (Non-pivotal studies)
6.5.3. B34 YJ’¢A H (Non-pivotal studies)
6.5.3.1. FAKTION A| %(ESR)
o WA A9 wiA, olF wr/H, flof iz, g F9, Al 24 ESR Al@ <l FAKTION (Jones et al
2020)2 otZmiebAl AAA Az FT AEHAU 21&WH ER+, HER2- Hold e 54 AP Y =
= B7F el de dHA F 249 N8E A HuutEY + EWNAETES] FAAHS 9o +
EW2ETES} v
D AFAR
D SAHEZ
e 1839 2=y UAAE 1409 =9 WA
- e+ B 2EREM = 69) T 9IoF + FTWAEDEM = 71
e PES : 1127
- ZloubAd Y + EWAETET, 49/699([71%]
- 9ofF + EWAETES, 63/719 [89%]

2 B4+

Analysis Populations — Supportive FAKTION Study

Population Capivasertib + fulvestrant (n) Placebo + fulvestrant (n)
ITT 69 71
PIBK/PTEN Pathway Altered 31 28
PI3K/PTEN Pathway Non-altered 38 43

3) A TFEATH EA
e o] CDK4/6 AAA X127} FLHUA G o] CDK4/6 AAA X85S vk A= nS=

2) F+EA
D LA FE5A BFAEA 7o) @k PFS)
o B4 Aol PESAHA S 1127402 Zhanldy + SW|2ETET S AT tinl PFS S48k 715
A5
Table 15 Progression-free Survival - Supportive FAKTION Study (ITT
Population, PI3K/PTEN Pathway Altered Subgroup and PI3K/PTEN
Pathway Non-altered Subgroup)
ITT Population PI3E/PTEN Pathway PI3K/PTEN Pathway
Altered Subgroup Non-altered Subgroup
C+F P+F C+F P+F C+F P+F
N=06%) N=TI) (N=31) (N=18) (N=138) (N=43)
Number of patients with 490 (71) 63 (89) Not reported | Not reported | Not reporfed | Not reported
event (%)
Median PFS (months) 103 (5.0, 48(31.7.7) 9.5 (6.6, 5203184 103 (32, 48(3.0.8.6)
(95% CT) 1332) 13.7) 13.2)
Adjusted hazard ratio 0.58 (0.39. 0.85) 0.50 (0.34.1.03) 0.36 (0.33, 0.96)
(95% CD)
2-sided p-value 0.0040 0.064 0.035

C = capivasertib; F = fulvestrant; OR = odds ratio; P = placebo.
Source: Jones et al 2020.

2 °laF FEA WS
7P 0S
o 7l u}AEE] + EM|A2ETHES 2 HoF + FWMAETHELY A ZF 21/69%H(E0%) F 31/717H(44%) 0]
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Table 16 Overall Survival - Supportive FAKTION Study (ITT Population,
PI3K/PTEN Pathway Altered Subgroup and PISK/PTEN Pathway
Non-altered Subgroup)
ITT Populartion PI3K/PTEN Pathway PI3K/PTEN Pathway
Altered Subgroup Non-altered Subgroup
C+F P+F C+F P+F C+F PATE
(n = 69) m=T1) {n=231) (n=28) (n=38) (n=43)
Median OS5 (months) 260 200 305 18.7 237 203
(95% CI) (18.4.32.3) {15.1.21.3) (17.6. NR) (14.1.212) (16.8. NR) (133.234)
Adjusted hazard ratio 0.59 0.53 0.62
(93% CT) (0.34.1.05) (0.21.133) (0,30, 1.28)
2-sided p-value 0.071 0.17 0.20

C = capivasertib; F = fulvestrani: P = placebo.
Source: Jones et al 2020,

(1}) ORR (Objective Response Ratio)

o JtulAER] + EWAETRET P 9F + FW2ETDEFY 2 7+ 20/498U1%) R 6/509(12%)°)
AHA WS 9

Table 17 Objective Response Rate - Supportive FAKTION Study (Subset of

Patients with Measurable Disease in the ITT Population, PI3K/PTEN
Pathway Alteh‘ed Subgroup and PI3K/PTEN Pathway Non-altered

Subgroup)
ITT Population PI3EK/PTEN Pathway PI3K/PTEN Pathway
Altered Subgroup Non-altered Subgroup
C+F P+T C+F P+F C+F P+F
(N =40) (N =50) (N=19) N=19) N =30) N=31)
Number (%) of patients with 20 G 9 2 11 4
objective response (ORR) “n (12) 47) (11 (37) (13)
OR (95% CT) 5.06 7.65 301
(1.81.14.11) (1.37.42.71) (1.08, 14.14)
2-sided p-value 0.0020 0.020 0.038
C = capivasertib; F = fulvestrant; P = placebo.
Source: Jones et al 2020,
6.5.4. 71E+4 A & (Supportive studies)
. ABES
655 <A B 4
o« by BHA ETFE YPA
24 HE SRS el =5
- Ffupag +
CAPItello-29 |  BUAERKE(M=355) | - 7MY Ei Olof + BUAEIES 1sjo] | - Iy + BuiEwieo)
1 SAS - gjeF+ A SRS g obsbd Lok w7}
SHAEHAETN=350)
FTIH stud - - FTIH study(D3610C00001), Parts E | - CAPItello=291 SAS,
study - 7oupEsy + . _ - .
4 7 H}A E) OlA} EoOFHFO. o O}A] Ad
Pool Sy ERLE(=75) and F: 7ioupdel 13Jo]a} FoRdbe Combined Pool9] 9otAA
sxp o] 2ol
Combined | - 7jjupde] + - CAPIltello-291 SAS:7}ojupel gx ojof | - 23t AEQ] E7jo] cfgt
Pool FH|AEHE(n=430) + ZH|AEZE EomES Six} 71
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By AE VRS o) 25
- FTIH study: 7Bl Eokdkl 3hx}
- FTIH study((D3610C00001), Parts
A~D, the ]azanese safety/?K study . mwrEsteo waa, 7
Monotherap SHHIAE] (ne165) (D3610C00004), formulatlon/focid WpAElo] uALE slols 3
y Pool study (D3610C00007)] 1304 7t ol
ST ol @ndsomg BD. 42|
£/3%59)
D ==

(1D CAPItello-291, FTHH study, 23 E3+
o FlHuldE + EWAETE

T AL 1869 (52.4%)F ek + EWXE

DET 3212 1367 (38.9%)

= MY A8E 4297, 329 2z 96H27.0%) L 61H7.4%) L 12/MLo) A 88 $meY
o
Population CAPItello-291 FTIH study wal Esrq
Capivasertib + Placebo + Capivasertib + Capivasertib +
fulvestrant (n=355) | fulvestrant (n=350) | fulvestrant (n=75) | fulvestrant (n=430)
% A571RH2)* | Median 54 3.6 40 5.1
Min, max 0,26 0,.25 0,28 0,28
A8 d 211.0 164.2 37.1 248.1
A Median 53 35 23 39
87N Min, max 0,26 0,24 0,16 0,.26
A8 d 206.7 162.2 20.8 2275

Total treatment duration = (min(date of last dose date where dose > 0 + scheduled off treatment days, date of
death, date of DCO)- first dose date + 1)/(365.25/12).

Actual treatment duration = total treatment duration minus the total duration of dose interruptions (including any
planned no dose periods occurring before the planned dose is resumed).

Q) GY QHEZ
o T F3TolE 480 mg §HF O E BD 44K, 3Y FoFsh= capivasertib BY 8-S 18] 0] Fo
wo F165W o] A} x 3
FTIH A& (D3610C00001) Q= o]obx A /PK AIA/ZARHD3610C00007)
(n=129) AJ&(D3610C00004) (n=6) (n=30)
ol(fIl e al
% A 2717HQ) 2ORUHEA 5B, 24.02(T}FEA)
, 40.0%(THEQ), 128.02 -
Median 47 5(z}EBR)
60.02(I}ED)
2) AT BATH EAQ F
(1D CAPItello-291, FTHH study, 23 E3+
o B3e FEwolAN B 99.3%E G0l 59.3%= WM<, 2E]al 70.2%= 65H1U1”P°l°i%
E

- o}Alo}el Fxpo] HE-S FTIH Alg 5¢+16.0%)2th CAPItello 291(capivasertib + Zul| =
2 fjoF + EIWAETET S 72 26.8% H 26.9%)0A4 o ES%S
e CAPItello-291, FTIH Study Pool, and Combined Pool: Demographic Characteristics (SAS)
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CAPItello-291 FTIH study 23 B3
Capivasertib + Placebo + Capivasertib + Capivasertib +
fulvestrant (n=355) fulvestrant =350) fulvestrant (n=75) fulvestrant (n=430)

Demographics
Age (years) | Mean (SD) 58.6 (11.24) 57.3 (11.93) 55.1 (9.18) 58.0 (10.98)

Median 59.0 58.0 55.0 58.0

Min, max 26, 83 26, 90 31, 76 26, 83
Age group < 65 240 (67.6) 249 (711 62 (82.7) 302 (70.2)
(years), 65-74 91 (25.6) 76 (21.7) 12 (16.0) 103 (24.0)
n (%) > 65 115 (32.4) 101 (28.9) 13 (17.3) 128 (29.8)

= 75 24 (6.8 25 (7.1 113 25 (5.8)
Sex, n (%) | Female 352 (99.2) 346 (98.9) 75 (100.0) 427 (99.3)

Male 300.8 4 (1D 0 3.7
Race, Black or African 4 (1D 4 (1D 3 4.0 7 (1.6)
n (%) American

Native Hawaiian 1 0.3 0 0 1.2

or other Pacific

Islander

American Indian 2 (0.6) 2 (0.6) 0 2 0.5

or Alaska Native

Asian 95 (26.8) 94 (26.9) 12 (16.0) 107 (24.9)

White 201 (56.6) 203 (58.0) 54 (72.0) 255 (59.3)

Other @ 52 (14.6) 47 (13.4) 4 (6.3) 56 (13.0)

Missing 0 0 227 2 (0.5
Ethnic Hispanic or Latino 31.8.7 31 8.9 NA 31 (7.2)
group, Not Hispanic or 323 (91.0) 319 OLD NA 323 (75.D
n %) katino

Missing 1 (0.3 0 NA 10.2
Disease characteristics
WHOECOGPS | 0 219 (6L.7) 237 (67.7) 27 (36.0) 246 (57.2)
°n (%) > 1 136 (38.3) 113 (32.3 48 (64.0) 184 (42.8)
SJ‘I—LCH&CAJEHH > 6.5% 21 5.9 18 G.D 2@7 23 (5.3
n @) ’ < 6.5% 332 (93.5) 332 (94.9) 73 (97.3) 405 (94.2)

2 In CAPItello-291, race data for France, Hungary, and Belgium were not allowed to be collected and have
been reported as ‘other’ .
b Latest baseline WHO/ECOG PS on or before Day 1.

Of note, diagnosis of diabetes mellitus type 1 or 2 was an exclusion criterion in the FTIH study
(D3610C00001).

(2) dLHTHT

« BUY AT TIFE B 1659 F(EF 480 mg §FOE BD 4% Fof, 3U Fopsh:

capivasertib FY L& 13] o] Foks), 3182 4, 13442 o AZolA .

2) o] 4 AHEI(AE, Adverse Event)
(1) CAPItello-291, FTIH study, 5% 53+
e CAPItello-291
- M3 AE WY EL capivasertib + EW|2ETEF A of + FWAERETHT H =0T
- CAPIltello-2910l tigt A5 &= HEE T, 998 T8, ¥ FAKTIONESR)Z Bl %23t .
e CAPItello-291, FTIH Study Pool, and Combined Pool: AEs in Any Category (SAS)
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Number (%) of patients *
CAPItello-291 FTIH study 53 g
Capivasertib + Placebo + Capivasertib + Capivasertib +
fulvestrant (n=355) | fulvestrant (n=350) | fulvestrant (n=75) | fulvestrant (n=430)

AE 343 (96.6) 288 (82.3) 74 (98.7) 417 (97.0)
CTCAE Grade 3 °]%¢ 152 (42.8) 55 (15.7) 40 (563.3) 192 (44.7)
Arv 4 (1L.D 1(0.3) 0 4 (0.9
SAE(AFE 23h 57 (16.D 28 (8.0 24 (32.0) 81 (18.8)
A=) 9] oko Ze
aaamse = 46 (13.0) 8 (2.3) 6 (8.0) 52 (12.1)
7 vl RE| }g‘E] Ol oko (‘)?]-/\
%}é_}é jg:' éji‘ij ] 138 (38.9) 43 (12.3) 29 (38.7) 167 (38.8)
7} 3= © }g E] o] ¢oF o
g;,t}%l% %:E}é QE—F ©l 70 (19.7) 6 (1.7) 5 (6.7) 75 (17.4)

a Patients with multiple events in the same category are counted only once in that category. Patients with events in
more than one category are counted once in each of those categories

e AE A E2 CAPltello-291°0] @8 X ST HERT FHO=E T
e Monotherapy Pool: AEs in Any Category (SAS)

Number (%) of patients *
480 mg BD (4 days on, 3 days off)\(N = 165)
AE 165 (100.0)
CTCAE Grade 3 °]4 AE 115 (69.7)
Zimupdsy FH2 fEet AE 28 (17.0)
SAE(AF% Z3h 71 (43.0)
Atgo g o]ojxl AE 6 (3.6)

Monotherapy 480 mg BD (4 days on 3 days off) intermittent dosing pool includes the following studies: FTIH study
(D3610C00001; Parts A, B, C, D), Japanese safety/PK study (D3610C00004),
(D3610C00007).

and formulation/food study

3) YRLAQ o] FAHH
(1) CAPItello-291, FTIHH study, 5% 53
(D CAPItello 291
e capivasertib + SH|AETET A 71 &3] Ry AEPTHE)
- A AH(capivasertib + ZHj| 2 3210 72.4% W A + EW2AETRET 219 20.0%), &
A(34.6% o 15.4%), 2 E31(22.0% o 4.3%).
e Capivasertib + EWAETETNA ¥ &3] AT b2 AEFET 3t > 10% =)
- TE0.6% ™ 4.9%), 4& Z2(16.6% W 6.3%), 18FF16.3% ) 3.7%) =L WA L3R
(16.1% o 3.7%)

Number (%) of patients ?
CAPltello-291 FTHH study 23 59
Capivasertib + Placebo + Capivasertib + Capivasertib +
fulvestrant (n=355) | fulvestrant (=350) | fulvestrant (n=75) | fulvestrant (n=430)
Patients with any AE 343 (96.6) 288 (82.3) 74 (98.7) 417 (97.0)
Diarrhoea 257 (72.4) 70 (20.0) 49 (65.3) 306 (71.2)
Nausea 123 (34.6) 54 (15.4) 37 (49.3) 160 (37.2)
Rash ° 78 (22.0) 15 (4.3) 7 9.3 85 (19.8)
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Fatigue 74 (20.8) 45 (12.9) 17 (22.7) 91 (21.2)
Vomiting 73 (20.6) 17 (4.9 20 (26.7) 93 (21.6)
Headache 60 (16.9) 43 (12.3) 13 (17.3) 73 (17.0)
Decreased appetite 59 (16.6) 22 (6.3) 18 (24.0) 77 (17.9)
Hyperglycaemia 58 (16.3) 13 3.7 14 (18.7) 72 (16.7)
Rash maculo-papular ° 57 (16.1) 9 (2.6) 15 (20.0) 72 (16.7)
Stomatitis 52 (14.6) 17 4.9 11 (14.7) 63 (14.7)
Asthenia 47 (13.2) 36 (10.3) 7 (9.3 54 (12.6)
Pruritus 44 (12.4) 23 (6.6) 10 (13.3) 54 (12.6)
Anaemia 37 (10.4) 17 4.9 10 (13.3) 47 (10.9)
Urinary tract infection 36 (10.1) 23 (6.6) 6 (8.0) 42 (9.8)
Arthralgia 33 (9.3) 38 (10.9) 8 (10.7) 41 (9.5)
Aspartate aminotransferase

incI;eased 33 (9.3) 34 9.7) 10 (13.3) 43 (10.0)
Alanine aminotransferase

increased 32 9.0 30 (8.6) 7 (9.3 39 9.D
Back pain 32 (9.0 24 (6.9 12 (16.0) 44 (10.2)
Pyrexia 32 (9.0) 14 (4.0) 9 (12.0) 41 (9.5
Constipation 28 (7.9 29 (8.3) 8 (10.7) 36 (8.4
Dry skin 25 (7.0) 15 (4.3 5 (6.7 30 (7.0
Dyspnoea 25 (7.0) 23 (6.6) 4 (5.3) 29 (6.7
Pain in extremity 23 (6.5) 23 (6.6) 3 4.0 26_(6.0)
COVID-19 22 (6.2) 11 3.1 0 22 (5.1
Insomnia 22 (6.2) 21 (6.0) 4 (5.3) 26_(6.0)
Abdominal pain 21 (5.9 10 (2.9) 12 (16.0) 33 (1.7
Dysgeusia 21 (5.9 4 (1.1 3 4.0 24 (5.6)
Dry mouth 19 5.9) 9 (2.6) 2 2.7 21 (4.9
Dyspepsia 18 (5.1 7 2.0 113 19 (4.4)
Hot flush 18 (5.1) 19 5.4) 5 (6.7 23 (5.3
Hypertension 18 5.1 13 (3.7 5 (6.7 23 (5.3)
Cough 17 (4.8) 13 (3.7 7.09.3) 24 (5.6)
Blood creatinine increased 16 (4.5) 2 (0.6) 4 (5.3) 20 (4.7
Dizziness 16 (4.5 12 3.4) 12 (16.0) 28 (6.5
Myalgia 16 (4.5) 18 (5.1 3 (4.0 19 (4.9
Abdominal pain upper 13 (3.7 11 3.1 4 (5.3) 17 (4.0
Blood alkaline phosphatase

moreased phosp 13 3.7) 12 (3.4) 6 (8.0) 19 4.9
Weight decreased 12 (3.4 8 (2.3 8 (10.7) 20 4.7
Neutrophil count decreased 9 (2.5 8 (2.3) 6 (8.0 15 (3.5
Oedema peripheral 7 2.0 9 (2.6) 4 (5.3) 11 (2.6)
Erythema 6 (1.7 2 (0.6) 4 (5.3) 10 (2.3)
Hypomagnesaemia 5 1.4 2 (0.6) 4 (5.3) 9 2.D

Peripheral sensor

neurpopathv y 4 (1D 6 (1.7) 5 (6.7) 9 (2.1

Upper respiratory tract

m%gcﬁon piratory 4 (1D 2 (0.6) 6 (8.0) 10 (2.3)
Electrocardiogram QT

prolonged g 3(0.8) 0 4 (5.3) 7 (1.6)

Flatulence 100.3) 3.9 4 (5.3) 5 (1.2)

Nasal congestion 1 (0.3 0 6 (8.0 7 (1.6)

a

Number (%) of patients with AEs, sorted in descending frequency of PT in the capivasertib +
fulvestrant arm of CAPItello-291. Patients with multiple AEs are counted once for each PT.

b These PTs are included in the AESI grouped term of rash.

(2) G HTH/T

o 7FEER AE( %)= A4 24, €TS8+
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4) FFEE oA
(1) CAPItello-291, FTHH study, 5% 53+
(D CAPItello 291
e capivasertib + SH|AET#ETNA R1H AE 36307 3, 27571(7.6%)2 CTCAE 35 g ol
e capivasertib + ZH|AETETA 7H4 &3 Bu¥ CTCAE 353 ol AEPTH)E A AH9.3%),
Q228 71(6.2%), 2 31(5.4%)°)1 .
e AEs of CTCAE Grade 3 or Higher (Frequency > 2% in Any Treatment Group) (SAS)

MedDRA PT Number (%) of patients *
CAPItello-291 FTIH study BoF Eot
Capivasertib + Placebo + Capivasertib + Capivasertib +
fulvestrant (n=355) | fulvestrant (n=350) | fulvestrant (n=75) | fulvestrant (n=430)
Patients with any CTCAE >
Grade 3 AE 152 (42.8) 55 (15.7) 40 (53.3) 192 (44.7)
Diarrhoea 33 (9.3) 1.(0.3) 4 (5.3) 37 (8.6)
Rash maculo-papular " 22 (6.2) 0 8 (10.7) 30 (7.0)
Rash ® 19 (5.4) 1.(0.3) 0 19 (4.4)
Hyperglycaemia 8 (2.3) 1 (0.3) 4 (5.3) 12 (2.8)
Hypokalaemia 8 (2.3) 0 1.(1.3) 9 (2.1)
Alanine aminotransferase
increased 7(2.0) 3(0.9) 3 (4.0) 10 (2.3)
Aspartate aminotransferase
increased 7(2.0) 7 (2.0) 3 (4.0) 10 (2.3)
Vomiting 6 (1.7) 2 (0.6) 2 (2.7) 8 (1.9)
Nausea 3 (0.8) 2 (0.6) 3 (4.0) 6 (1.4)
Dehydration 2 (0.6) 0 2 (2.7 4 (0.9)
Back pain 1 (0.3) 3 .(0.9) 3 (4.0) 4 (0.9)
Electrocardiogram QT
prolonged 1 (0.3) 0 2 (2.7 3 (0.7)
Hypercalcaemia 1.(0.3) 2 (0.6) 2 (2.7) 3 .(0.7)
Hypertransaminasaemia 0 0 2 (2.7) 2 (0.5)

a

Number (%) of patients with AEs of CTCAE Grade 3 or higher, sorted in descending frequency of PT in the
capivasertib + fulvestrant arm of CAPItello-291. Patients with multiple AEs are counted once for each PT.

b These PTs are included in the AESI grouped term of rash.

CTCAE Version 4.0 was used in the FTIH study (D3610C00001) and Version 5.0 in CAPItello-291.
MedDRA Version 25.0.

5 A
(1) CAPItello-291, FTH study, 53 53+

(D CAPItello 291

o CAPItello-2910ll 41 DCOIle°ll, capivasertib + ZWAEFHEF T2 879H(245%) L A +

EZW2EHET &4 1089H(30.6%)°] AL
- A R AU Aes BEANL.
e CAPItello-291, FTIH Study Pool, and Combined Pool: AEs with an Outcome of Death by SOC and
PT (SAS)
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SOC MedDRA PT Number (%) of patients *
CAPItello-291 FTIH study B3 5T
Capivasertib + Placebo + Capivasertib + Capivasertib +

fulvestrant (n=355) fulvestrant (n=350) fulvestrant (n=75) fulvestrant (n=430)
Patients with AE with outcome
of death 4 (1.D 1 (0.3) 0 4 (0.9
Infections and infestations 2 (0.6) 1 (0.3) 0 2 (0.5
Prnieumonia aspiration 1 (0.3) 0 0 1(0.2)
Sepsis 1 (0.3) 0 0 1(0.2)
COVID-19 0 1 (0.3) 0 0
Cardiac disorders 1 (0.3) 0 0 1 (0.2)
Acute myocardial infarction 1 (0.3) 0 0 1 (0.2)
Nervous system disorders 1 (0.3) 0 0 1 (0.2)
Cerebral haemorrhage 1 (0.3 0 0 1(0.2)

a

Number (%) of patients with AE with outcome of death, sorted in descending frequency of SOC and PT in the
capivasertib + fulvestrant arm of CAPItello-291.

6) Zth3t o] FAtd (SAEs, Serious Adverse Events)
(1) CAPItello-291, FTIH study, 5% 53+
(D CAPItello 291
e capivasertib + ZW|AETEFAA 71 £3] Hid SAEPTE)E AAHLT%), W24 921(1.4%),
2 TE11NES.
(2 HYSHEFTT
o 7} &3] BudE SAEPTE)E AAH6.7%), TEMA.2%), L 1EdFZC.0% A<

7 & FY37 o)A
(1) Capivasertib &S g o] A
(D CAPItello 291
e capivasertib/9]oFe] TS Z3 AES] WY ELS capivasertib +ZH| 2ETETZ(13.0%)°] Yo +
ZHA2EHEFQRIVET O S
- ¥z 9] AESI(Adverse Event of Special Interest) 1&3} &9o1¢] 7%, capivasertibe] T8 =
3k AE= capivasertib + EW2EZRET 3212 45%04 BRI
SOC MedDRA PT

Number (%) of patients ?

CAPItello-291 FTIH study 58 g
Capivasertib + Placebo + Capivasertib + Capivasertib +

fulvestrant (=355 | fulvestrant =350) | fulvestrant (n=75) | fulvestrant (=430)
Patients with any AE
leading to discontinuation of 46 (13.0) 8 (2.3) 6 (8.0) 52 (12.1)
capivasertib/placebo
Rash ° 11 3.1 0 0 11 (2.6)
Diarrhoea 7 2.0 0 0 7.(.6)
Vomiting 7 2.0 2 (0.6) 0 7.(.6)
Rash maculo-papular ° 5 (1.4 0 1.3 6 (1.4

2 Number (%) of patients with AEs leading to discontinuation of capivasertib/placebo, sorted in descending

frequency of PT in the capivasertib + fulvestrant arm of CAPItello-291.
These PTs are included in the AESI grouped term of rash.

(2) Capivasertib &% HAIFAE g o] At
@O CAPItello 291
o B dA FAEZ 23 AEE capivasertib + ZH|AETET 27} Yo + I AETGETRT
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O 2 HE&2 Bugrh38.9% versus 12.3%)
e capivasertib + EWAETETANAN 7 &3] RudH Fo dA] TAE =
(9.9%), ¥R A 22(6.8%), L 221(4.8%)°] 2

3l

gl

AEPTE)= AA}

MedDRA PT Number (%) of patients *
CAPItello-291 FTIH study 53 78T
Capivasertib + Placebo + Capivasertib + Capivasertib +
fulvestrant (n=365) | fulvestrant (n=350) | fulvestrant (n=75) | fulvestrant (n=430)
Patients with any AE
leading to dose interruption 138 (38.9) 43 (12.3) 29 (38.7) 167 (38.8)
of capivasertib/placebo
Diarrhoea 35 (9.9 3 (0.9 2 2.1 37 (8.6)
Rash maculo-papular ° 24 (6.8 0 7 (9.3 31 (7.2
Rash ° 17 (4.8) 0 1313 18 (4.2)

d Number (%) of patients with AEs leading to dose interruption of capivasertib/placebo, sorted in descending

frequency of PT in the capivasertib + fulvestrant arm of CAPItello-291.
These PTs are included in the AESI grouped term of rash.

(3) Capivasertib &% Zr&FS g o)A
(D CAPItello 291
e Capivasertib + EZW|2EHEFNAN 7} &3 Rud &% 7&FS 2y
HEERA HR(2.5%), 2 TE(1.7%)

AEPTE)= A AHT7.9%),

MedDRA PT Number (%) of patients *
CAPItello-291 FTIH study 2sF Egt
Capivasertib + Placebo + Capivasertib + Capivasertib +

fulvestrant (n=355) | fulvestrant (n=350) | fulvestrant (n=75) | fulvestrant (M=430)
Patients with any AE leading
to dose reduction of 70 (19.7) 6 (1.7) 5 (6.7) 75 (17.4)
capivasertib/placebo
Diarrhoea 28 (7.9) 0 2 (2.7 30 (7.0)
Rash maculo-papular ° 9 (2.5 0 2 (2.7 11 (2.6)
Vomiting 6 (1.7) 0 0 6 (1.4)

: Number (%) of patients with AEs leading to dose reduction of capivasertib/placebo, sorted in descending

frequency of PT in the capivasertib + fulvestrant arm of CAPItello-291.
These PTs are included in the AESI grouped term of rash.

8) J1¥u}d ¥l o] oFE-0)dy-3-(ADR, Adverse drug reaction)
(D) CAPItello 291 AgA] &<l ADR
o 7} £9J3 ADRS n¥wr= MAL CTCAE 35gFol4te ai wgow yrty
o NJ2-& ADR
- Mt 93, FE 2, 54 g8 )
Zh (82 W3de PTE x33te) 8244, 8%
o 14 o]xo] ¢# % ADR

93, A8 E, (2Ash MuE el PTE E3shE)
A 9 T A%e] PTE T TUE, (3,

TR B W 24 B PTE ¥ats) 2, 9% 7
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CAPItello-291 SAS:

Adverse Drug Reactions

Capivasertib + fulvestrant

Placebo + fulvestrant

(n=355) (n=350)
ADR grouped RS 353 ol rESH 353 ol
MedDRA SOC term n (% n (% n (% n (%
Infections and Urinary tract Very common 6 (17) Common 0
infestations infection 2 48 (13.5) ) 24 (6.9)
Blood and
lymphatic Anaemia Very common 7 2.0) Common 4 (11)
Immune system | Hypersensitivity Uncommon 0 NA 0
disorders b 3 (0.8) 0
Hyperglycaemia | Very common Common
Metabolism and | ¢ P oY 6% 169 8 (2.3) e 10.3)
nutrition : .
disorders Decreased Very common 1023 Common 2 (0.6)
appetite 59 (16.6) ' 22 (6.3) '
Nervous system . Common Common
disorders Dysgeusia 21 (5.9) 0 4 (LD 0
Diarrhoea ¢ | VI COMMON | g g | Very common |y g
Nausea VeeryS C(%If;on 3 (0.8) Vegl Ef;ngon 2 (0.6)
dsorders " | vomiung | "I san | TS| 208
. Very common Common
€ 2.
Stomatitis 61 (17.2) 7o 19 (5.4) 0
e I+ O A
Rash | Vefzg C(zrggon 44 (12.4) %gngg? 103
. Very common Common
P 2 (0.
ruritis 44 (12.4) 0.6) 23 (6.6) 0
Dry skin (;(;Htr;lg? 0 (ignang? 1 0.3)
. Erythema Common NA
Skin and multiforme 6 (17) 3 (0.8 0 0
subcutaneous . Common NA
tissue disorders Drug eruption 40 4 (1.D 0 0
Dematiis | Cmmen 0 Uncommn 0
Dermatitis
exfoliative Uncommon 2 (0.6 NA 0
generalised 2 (0.6) 0
Toxic skin Uncommon 0 NA 0
eruption 1 (0.3 0
Goordors and | Fatigue YO GeT | 20e | VREEET ] 208
administration Mucosal Common 103 Uncommon 0
site _conditions inflammation 11 3.D : 1.00.3
Blood creatinine Common 10.3) Uncommon 0
: iéllcreaseld . 16 (4.5) : 2 (0.6)
nvestigations ycosylate
haemoglobin Cé)r?{négn 0 I\BA 0
increased :
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Urinary tract infection includes PTs of Urinary tract infection and Ciystitis.
Hypersensitivity includes PTs of Hypersensitivity and Drug hypersensitivity.
Hyperglycaemia includes PTs of Hyperglycaemia and Blood glucose increased.
Diarrhoea includes PTs of Diarrhoea and Frequent bowel movements.

Stomatitis includes PTs of Stomatitis, Aphthous ulcer, and Mouth ulceration.

Rash pruritic.

Number (%) of patients with ADRs, sorted by SOC and descending frequency for ADR grouped term in the
capivasertib + fulvestrant group of the CAPItello-291 study.

9) E43 F9)71 " Qa3 o] AAM#E (AESI, Adverse Event(s) of Special Interest)
o z8gIF
D CAPItello 291
e capivasertib +EH| X2ETHET
- 607 A FAlF 527H(86.7%)> HUICTCAE 1 =& 2530+
CTCAE 453AtdE 18(L79RIHYer, 183o= <8 A
(o]

Ces

I EHA ZH=

Rash includes PTs of Erythema, Rash, Rash erythematous, Rash macular, Rash maculo-papular, Rash papular, and

=
- EAAE 37/60% o] FAHOLT%NA S EHHAAY S HHIL AU 28/6078 & TAH46.7%) N 4]

- A57F a3 28/608 ] $AH46.7%)NA 7P T FolE "W AAs WEZ=RRY

[e)

- RFYF A B B A FFgE 15.09(0-5D)
- ZiMupde Fwh 1%( CTCAE 4539 @xd4 A=
HbAIC 7.6%, Wlol =2kl & &9 9.546 mmol/L, 12]iL R 2
- AhudE R 94 FA : CTCAE 353 9uud oAy tiana SAE 17o]
Fek 719 EAE 400mg BDE H8WW @ Bl AA R ARA

H9h Y Tt UM FAHYL, Ave 38U

Table 20 CAPItello-291, FTTH Study Pool, and Combined Pool:
Characterisation of Hyperglycaemia Events (SAS)

Number (%) of patients *
CAPItello-291 FTIH Study Pool|Combined Pool
Capivasertib +| Placebo + Capivasertib + | Capivasertib +
fulvestrant fulvestrant fulvestrant fulvestrant
(N =355) (N =350) N=175) (N =430)
Patients experiencing hyperglycaemia ? 60 (16.9) 14 (4.0) 16(21.3) 76 (17.7)
SAEs 3 (0.8) 0 1(1.3) 4(0.9)
Maximum AE severity ®
CTCAE Grade 1 26 (7.3) 8(2.3) 4(5.3) 30(7.0)
CTCAE Grade 2 26 (7.3) 5(1.4) 8(10.7) 34(7.9)
CTCAE Grade 3 7(2.0) 1{0.3) 3(4.0) 10 (2.3)
CTCAE Grade 4 1(0.3) 0 1(1.3) 2(0.5)
CTCAE Grade 5 0 0 0 0
Median number of AEs of 1.0 (1.0-1.0) | 1.0(1.0-2.0) 1.0 (1.0-1.0) 1.0 (1.0-1.0)
hiyperglycaemia ® per patient (IQR)
Median time to onsef in days of first AE| 15.0 (1.0-51.0)|47.5 (28.0-120)| 11.0(2.5-42.5) | 15.0(1.0-51.0)
of hyperglycaemia * per patient (IQR)
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(2) A

o M} 9] diarrhoea, frequent bowel movements, gastrointestinal hypermotility.

o UAE: 257H o] BAH(72.4%), dHFEe] FHANA 155
o Fhoubd |l Fof LA A 35/2577 ¢ 24(13.6%)

o 8- Zhek: 28/2579 9 £+x4(10.9%)

T 7125778 o] SAH2.7%))

o o] & MAH= DCO Aol iy

e X J

w2 &AH207/25778 2] FAHB0.5%D el A 3]

(3) CTCAE TF=39] ¥&
e 9]: erythema multlforme, rash, rash maculo-papular, rash papular, rash erythematous, rash
macular, rash pruritic, erythema, drug eruption, and dermatitis exfoliative generalised.,
o WAYS: 53 9] $+x4(14.9%)
- A AP o2 Awel A WA F7] el ojwth
e X877} Ba3k &2 : 51/537% 9] £H2H96.2%)
- 919— IE2E I 2B Zo|EA(29/53% o] FAH54.7%)), &3] 2~EFFIAI(37/53% o] SAH69.8%)), A4
ZE Z2H 2o =A(27/539 2] A} [50.9%).
. 7@4‘#@% Fo AAFA: 39/538 ] FAH73.6%)
o Zhuuld®] ek 17/537%8 9] #21(32.1%)
e NgFgd: F 13/53‘334 3k2H(24.5%)
o % DCO Aol 29 fHAH47/53% o] AH8B.7%Dol A 3] &
Table 29 CAPItello-291: Characterisation of CTCAE Grade 3 or Higher Skin ADRs (SAS)
Number (%) of patients *
Capivasertib + Placebo +
fulvestrant fulvestrant
(N_= 355) (N_= 350)
Patients_experiencing. CTCAE Grade 3 or_above skin ADR 2 53.(14.9) 1.€0.3)
SAEs 11.G.1) 0
Maximum ADR severity °
CTCAE Grade_3 53.(14.9) 1.€0.3)
CTCAE Grade 4 0 0
CTCAE Grade 5 0 0
Median number of CTCAE Grade 3 or above skin ADRs ? per 1.0 (1.0-1.0) 1.0 (1.0-1.0)

patient (I0R)

Median time to onset in days of first CTCAE Grade 3 or
above skin ADR_? per. patient (IQR)

11.0 (10.0-12.0)

73.0 (73.0-73.0)

ADR leading to capivasertib/placebo dose modification or
discontinuation

CTCAE Grade 3 or above skin ADR leading to 17 (4.8) 0
capivasertib/placeho. dose reduction. ?
CTCAE Grade 3 or above skin ADR leading to 39 (11.0) 0
capivasertib/placebo. dose_interruption ?
CTCAE Grade 3 or above skin ADR leading to 13 3.7 0
capivasertib/placeho. discontinuation ?
Treatment required for CTCAE Grade 3 or above skin ADR 51 (14.4) 1 0.3
a,C
Systemic_corticosteroids ¢ 27.(7.6) 0
Topical. corticosteroids. © 29 .(8.2) 0
Antihistamines ' 37.(10.4) 1.(0.3)
Outcome of CTCAE Grade 3 or above skin ADR * 47 (13.2) 1.3

recovered/recovering
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Table 29 CAPItello-291: Characterisation of CTCAE Grade 3 or Higher Skin ADRs (SAS)

Number (%) of patients *
Capivasertib + Placebo +

fulvestrant fulvestrant
(N = 355) (N = 350
Outcome of CTCAE Grade 3 or above skin ADR % not 7 (2.0) 0

recovered

The skin ADR medical concept search included the following PTs: Erythema multiforme, Rash, Rash
maculo-papular, Rash papular, Rash erythematous, Rash macular, Rash pruritic, Erythema, Drug eruption, and
Dermatitis exfoliative generalized.

In patients where more than one skin ADR occurred, the severity represented above is on a patient-level using
the highest CTCAE grade skin ADR reported.

According to yes/no tick box on Adverse Event CRF page.

Includes patients receiving medication of systemic hormonal preparations, excluding sex hormones and insulins.
Includes patients receiving medication of corticosteroids, dermatological preparations.

Includes patients receiving medication of antihistamines for systemic use.

Includes terms of recovered, recovered with sequelae, and recovering. Each patient will only be counted once per
category, a patient will be counted in more than one category if the outcomes are different.

Percentages are based on the total number of patients in the treatment group (N).

4) QT |9F
D CAPItello 291
e AESI 712 wte} Hol® AE: AAZQT A4, AAl, whzh, gAalangu
C ARSI M4 B4} 118 F §9(7279%e) ABS CTCAE 3530195
- CTCAE 4S5 == 553 QT dA3AEE 99
- PT A= QT 448 &4 1195 39(Q7.3%)0 A Bl
o QT A=A+
- A8 F o= Aol Hol2ekel Bl > 30 mse] QTcF F7F& X<l =+ W& capivasertib +
ZWAEDEFNA 2} 3557 Z 28W(7.9%)01QT 2ok + T AETEZAE 3500 = 201
G.7%)eINo Y A ofn] gloka A
- 500 ms QTcF =3 1%(0.3%)°] YR o}, ECG L7 2 AU o9 g8

Q

@ FTIH A1&([D3610C00001)
o AESI 7]ol whel Heold AE: AA
- capivasertib + EWAETHEE T

ARE QT A%, A4l
=13 S
=

< &2 758 F 58(6.7%)0 A Bl

e QT 9%
- X8 2 o AJFHIE wlo]2g¢l tHl > 30 mse QTcF Z71E 122l 32 v]&: TE EoA
32 447 Z 69(13.6%), IE FolA= 319 = 79H(22.6%)
o = Hkg B

- capivasertib 400 mg BD £ & H A4 CmaxollA B QTcF A% 3.87 ms(90% 212 +
Zr, 2.77~4.97 ms)

65.6. NHF g dF R4 (CTD 53.6)

[ ]
o
Q0
dlo

657. +EA Ao g 2 4 A&
1) 984 W7t A2} : CAPltello-291(3%4})
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- 1At 5578 H7HPFS)

- 1A REAAEIRIER RABAAEZIZHPES)E &RIstelon, AN RATo|A PFS HAu2
7}—913}1\45 + ﬁ-‘ﬂ]iE?jE Eo:]iL 7. 7H94( 5% CI. 5.5-7. 4) gok + Eﬁm]/\ea}e on;L
3.6714(95% CI: 2.8-3.7)2 7tmjupdd + ZEHAEHE 20| [olido] &Ql(2-sided p-value,
< 0.001) =, & AAQ] H&2 HAEES 40% H2AZS

- PIK3CA/AKT1/PTEN ®io] SAIToAQ] 7imupdy + ZH|AEGE WEOl PFS FY3
7.37§9(95% CI: 5.5-9.0) 2 9JoF + ZH|AEZRE Eo]7o] 3.17§¥(95% CI: 2.0-3.7) tju] 7}
2t #9lE] 98 (2-sided p-value, < 0.001)

- oY BAo=m Zihmupdy + EHAEYUE WHEIolxA CDK4/6 AAIAS]l AREFE ¥
PIK3CA/AKT1/PTEN o] Ao g 9d= FAZ #odstdlon, CDK4/6 AA|AQ] ALE
43 ¥ HHoldHl FFet #ARlel AR Foido] & :

- AKT1, PIK3CA W/E= PTEN QA&to] Hol7} 9t mAchfL 7iojuldE + ZH|AEYE
Fol= Yo + SHAEHE Ro O] 8iF 7 A7t Holvt Qle BATH vls] A2 o]
Q= 7oz WA PS

- AKT1 ®Hol"l ATQ] 7imupdy + ZHAEHE PFS FYu2 5
QJoF + ZH|AEZEFO] 26704 (95% CI: 2.0, 3.5)04] L3519

0.22, 1.12)0]9-&.

rx rlo

95% CI: 3.9, 6.8)=
0, §]dd]+= 0.51 (95% CIL:

o
N
=
uie

- 27} §a B}
- Jhuebae + BHAERE Sojpo] MA WEZIZNOS) YFE AN, FA 2AG 0.74 %
]_

WOl T 0,602 Ao oiFt S1E TS FAHA Aok
- Jlmupdy ¢ BWAERE ol o + BHAEAE EoF ] M 2FW o
ot AT WHS2(ORR)S iAol HAEL, WSAI4/IZHDOR)S £ AH 8o

6.5.8. XY Aol ot aoF R AE

o CTCAE 353Fol4 AERA &L 7luuliy + Zu|~ETGE Sofa 428% 9o + Zu|AETUE
Fokr 15.7%%  7Mould s + EW2EYE Fokdo] O &4
o 7hulutdE + EHJ]Z:EE}E FoFrol A 20%°]% HAE AEE B NEAL 24, TE), A,
NEROH, FFEE 2F5FolstRoH, 10%°] HAH AE=E, CTCAE 455 slidstes 149
1¥ZF E_J_ﬂ gelg.
o 7huutEE Fojo] wE 5H
o5 w3 (Ez)o] A8 A
- A7) 37}A o] A4HE$-& PI3K (phosphatidylinositol-3-kinase) & #| Al 91 &= )4 A Ao = FL3}HA
golE= o]t %gi, Zhoupa gl o] A<l AKTeF ¢Fgj4e] £3<Ql PI3K+= tyrosine kinase
-r%zﬂ«l 3kl AlsHDrIde gl wek AGtEd e FAEow ATd.
193 60”4«1 XP(16 9%l A R & 255 oldtdov 455 S8 187t 7o
5AA Huwo] o]F A Al AA=E olofz A AN
- 46.7%°] fANA ndFFol e A5t BRI ndIFFTo| A8rF BRI AT 7HF Bel
AdE gl AAE WEZEY0L. WEZEWS OCT29AAet BHEA wlEXETY9
d3eEs AsAEsT Ae ALE SiFH, shaupdge OCT2 AAlAl= H7heu,
PBPKH 714 7tu]upd g & vl EX2R(MATEL, MATE2-K 2 OCT2 Z=2H 7)Ao =& 2~40%
S717F dEFEo], ordeE FEAES ZIUEHA F
o AAto]l A9 HikE o tiRE 1550l AAA A5 §3F 2HE AT 5 AMeH

o

r
[e5

ol

b o7t Wad oAAdRE YRS, A, CTCAE 3504

F
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A A&H ALgel o3 oA i 1#E XY thE =X EFH I, CAPltello-291 A ¢
5

7t VIS Fv =22 FUHEHAo Y,

FTIH 93A @Al capivasertib 400 mg BD T & H FAHAE CmaxolA HdF QTcF A%
[e=]
AR

AZEE 3.87 ms(90% A= F3F, 2.77~4.97 ms) o

- YA QICF ARl WmsTIHel et B ABH ASBANA] Y
NeAe % Ao dIHi, WA AsBATE FHSA ol AESIE fAshe]

2UHA
e ARAoR FF AW ARl s HLAD dH4 ARE FWIEIEG PEEP
AvubaRe] BES B4 PYuolA £8T F dE AN WopY ZEAL ks S
AZ%

6.59. +4-¢sl4 B7HCID 25.6)

[e]
® T

19 ox

Jo 10
e

- a3
CAPItello-291°1 4 Z}ujutdE+Zw| 2 ERE X 3E A4 3 PIK3CA/AKTI/PTEN o] gt
A FIHEN2ETE Bl Ao R fojusta FAHOE fo|d PFS A AAE UERd
PIK3CA/AKT1/PTEN ®o] el 3}9l dAo] A% PFS Ad= A Ho, 53] o] oA
AR Fo3 AAE JFHAIL, Wol7t e A tE skl EXoAe I3 Fo
dol B3 Ao E Uehtr, olE AL3 Wolrt e A deiAs 4% el Aun
A H.
¥ HAE7F AE3) e A7H2024.4.02.) : PIK3CA/AKTI/PTEN wo]7} Qle Sy whol] th3dl o] oFe] ¢
BA ool BFste § ®olvt e A R 57} B

53], 22k axle=m A ﬂbﬂ SH2EGE+I A4 e WRH QW+ 252 HEa
< o]l CDK4/6 AAA =& &4 i FE4& FAT & de AR AdH oz ALE
of Agko] o}, 7huutdE S AA 1A FFeH o7 A e W ZETE+CDK4/6 A A
BE&aye o AHE ofF-e} Aagle]l PFS —?—%9] Aol ZHutdE+EN 2ERER BT
= Sapso dis Qo] 23 o] Qg SxoA MR HAEAE A3 F U

- fol@ el @ Ao BHAA

PIK3CA/AKTI/PTEN ®o|7} gle Ao g iy g di shelx 2443 (A7# 4 BICR #H
7F A3, mPFS 7 A=(AFA 1670, BICR 0.27]1€)= kol tigh 438 Felidol =53
weba o g @G A o] of& PIK3CA/AKTI/PTEN wWol7} &3] 1A 2 dAoA FoAT
BFols e 7Idstr] ofH &

42k PES &4 Aol 7Eek dlm] OS Aol A fjef+Zul 2EREC] Hls| 7hu)nd jl+Eu] =
ERE A7t AEZI del falid ol des AAeEA ke, 059 Hs=rt vob A
3 Aol FAVE e, =5 HF AAE HIFoR AW 2o
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CAPItello-2919] 7}l E+Z W ~2ETEFo|A B1uE AEE 7taupdgle] o4 =4, ZH2E
FE 3] L GddA Zz2adsn I
Fholutdgo] i3k A P n¥G=3 CTCAE=35FS 95 ADRoIIoH, HANT72.4%)=
A AA A = 9} £ 242 BT F AJTL 7.9%2] AN &F T, ago] Ao AMTE Al
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JeAoz oW $A48 DIFZQAIANGANA 35F ol F nPTe] 23% B
3} kR FUAA oprlstel AAE Y] ofele AgH A

G2 ob|3a, $AE RS AT 454 FA@ATE FGAAA, 0T $AgLe AH o=
AR el Bag JE2 BAols 2 95 $He Tt ANHoR 7Y 4 gonw
BAe) A% 3T HE Seivt UL

6.6. 7t A E
6.6.1 7} A (CAPItello-291, 32728(R 331 ), 2020-02-19)

o CAPItello-291 N AF 247 Bxoz, el ah9)2e) a4 iy 9 fage 2
F2UAL W (o]3} W-3QD) FAS 491 15T wlmela, @<, W-FFQ, oA} 4 22 3T
Aol FRHA.

D &4 74 9 AT 54

7h #A4

o e ofA ok Y(Regiond)ell <3tH, 7089 F =< 56 (7.9%°] FUl 1070 LFA D7) Fol A
BEHEHAL, o] T AAAASH AT ASAEd Ao AA = tfdAe AntrE 23T

. Number of patients (%)
Region Country
Capi + Fulv Plac + Fulv Total
Region 3 Japan 37 (10.4) 41 (11.6) 78 (11.0)
South Korea 26 (7.3) 30 (8.5) 56 (7.9)
Taiwan 21 (5.9) 14 4.0) 35 (4.9
China @ 6 (1.7) 2 (0.6) 8 (1.D
A H 7| 7|2 SE oAt

1 6001 HEM2EH 17

2 6009 MEMEZAHP 11

3 6006 QISICHE A 7

4 6005 = 2 Al E 5

5 6008 M-S0t R 5

6 6010 =S MSO08 4

7 6003 IO EHY 3

8 6011 OrFCHE 2 2

9 6004 AZO sz 1

10 6007 SACHE R 1

11 ZI=Elcfstin JEIMESI 0

2 56

o« ATEAY + BUAEJE FolA DCO A% Tl Wi BA e BFA FALONA M-
gl k9ol W o E3h2(34.6% vs 18.8%)
- BT D H-TA BN ASEEY/SIG FAE FU P EF ol FE AT FA A
Ef o] 2t} A 5(65.4% vs 58.4%)
b A8 A
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e NG SEF BE BAE oldel vl 8 A2l gov, AsE ey v-gT
A Aol e
8 gl B g3l

43/56 ™(76.8%)

=
3

453 /65 69.5%)

[N B e ) W B )

(
stete ¥l AR 10/56 ™(17.9%)
1xt ¥ olAF R] &7 HAL 40/56 4 (71.4%)

2 5
119/652 ™ (18.3%)
2 =(

403/652 4 (61.8%)

) A
e ECOG “48f 1 <1 &#9) nl&2 =< A7}

Table 5

Al

=0} 3

o
3T AN R

oy, te 49 5

FAS Subgroups)

SEEE

Disease-Related Characteristics at Screening in Korean, Non-Korean, Asian. and Global Cohort (FAS and

Number (%0) of patients
Korean Non-Korean Asian Global echort
Capi + Capi + Capi + Capi +
Fulv Plac + Fulv | Fuly Plac + Fulv | Fulv Plac + Fulv | Fulv Plac + Fulv
(N=16) (N =230) (N=2319) (N=2323) (N=200) (N=8T) (N=2355) (N=23583)
Overall disease classification
Metastatic * 26 (100) 20 (96.7) 333(982) | 317(98.1) 88 (97.8) 84 (96.6) 349 (98.3) 346 (98.0)
Locally advanced . 0 1(33) 6(1.8) 5(1.5) 2(22) (34 6(1.7) 6.(L.T)
Missing © 0 0 0 1(0.3) 0 0 o 1(0.3)
WHO/ECOG performance stams
(0) Normal activity 8 (30.8) 11(36.7) 216 (63.7) | 230(7L2) 61 (67.8) 59 (67.8) 224 (63.1) 241 (68.3)
(1) Restricted activity 18 (69.2) 19 (633) 113 (34.3) 92 (385) 29.(32.2) 28 (32.2) 131 (36.9) 11314
{2} In bed less than or equal to 50% a 0 0 1(0.3) 0 0 0 1{0.3)
of the time
2h) PIK3CA/AKT1/PTEN ®o] e
e %% 7Al0] PIK3CA/AKTI/PTEN Wol7} 3Hel®l &7 vl &g vla=els) t5d 4%

Table 6
(FAS and FAS Subgroups)

Summoary of PIKICAAKTI/PTEN Alteration Status in Korean, Non-Korean, Asian, and Global Cohort

Number (%b) of patients
Korean Non-Korean Asian Global cohort
Capi+ Capi+ Capi+ Capi +
PIK3CA4/4AKT1/PTEN alteration Fulv Plac+ Fulv | Fulv Plac + Fulv | Fulv Plac + Fulv | Fulv Plac + Fulv
status N=126) N=30) N=319) (N=1323) (N=290) (N=8T) (N =2355) (N =353)
Altered 15.(57.7) 10 (33.3) 140 (42.6) 124 (38.4) 46 (51.1) 34(39.1) 155(43.7) 134 (38.00
PIE3CA caly »® 10 (38.5) T(23.3) 100 (30.4) 85 (26.3) 31344 22 (25.3) 110 (31.0) 92 (26.1)
AKTI oaly >° 2.(1.7) 2(6T) 16 (4.9) 13 (4.0) 8(8.9) 8(9.2) 18(5.1) 15 (4.2)
PTEN only** 3(11.5) o 18 (3.5) 16 (3.0) 7(7.8) 2(23) 21(59) 16 (4.5)
PIE3CA and AKTI ? 0 0 2(06) 2(0.8) 0 (] 2(0.6) 2(0.6)
PIE3CA and PTEN® o 1(33) 4(1.) 8(23) 0 2(23) 4(1.1) 9(2.5)
Non-altered 11 (42.3) 20 (66.7) 189 (57 4) 199 (61.6) 44 (48.5) 53 (60.9) 200 (56.3) 219 (62.0%
Known non-altered {confirmed non- 7 (26.9) 17 (56.7) 135 (41.0) 154 (47.7) 31344 45 (51.7) 142 (40.0% 171 (48.4)
altered)
No result {unknown} 4{15.4) 3(10.0) 54 (16.4) 45(13.9) 13 (144 8(9.2) 58 (16.3) 48 (13.6)
FFPE not provided 1(3.8) 1(3.3) (27 3(09) 1(1.1) 1(1.1) 10¢2.8) 4{L.1)
Neot done (preanalytical failure) 1(3.8) 1(33) 38 ({11.6) 33(10.2) 8(8.9) 4(4.6) 39 (11.0} 34 (9.6)
Not evaluable (post-analytical 2(7.7T 1(33) 721 9(2.8) 4044y 3(34) 925 102.8)
failure}
2 Mutually exciusive groups.
n Patients with co-occurring mutations are exclided from the single gene counnt.

¢ All patients included in the Overall Population with no qual.ilf_ving alterations in PIK3CA, AKTI. and PTEN in their tumor. as determined by central testing.

Patients with nnlnown PIK3CA/AKT1/PTEN alteration stams were excluded from this subgroup

2) PK

o ofAolQl EASolA FhuuEE Tk HA =AM ERE EHo=w ) FTHH A3
(D3610C0000De] HE A 2 HE B oA JAPA 1y AT o] = el saoA e =34

FALE,
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Figure 3

PFS in Overall Population by Investigator in Korean Patients (FAS)
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Time from randomization { months)
Number of pebents 3f ek
Copivmetib + Fulestnt 26 25 22 0 18 18 16 16 15 1515 13 10 ' T S N D w17
Flatos Fulvesent 30 2 18 16 12 11 % & 6 6 4 3 3 3 3 [ a 0oe 0 ) 02

+indicates a censored observation. Progression determined by RECIST w1.1.
CL confidence interval. FAS, full analysis set. HR, hazard rafio; NA, not applicable; NC. not calculated; PFS, progression-free survival; RECIST. response

evaluation criteria in solid tumors

Does not include RECIST progression events that occur after two or more missed visits or death after two visits of baseline where the patient has no evaluable
visits or does not have a haseline asseasmmt 2-sided p-value. HR was calculated us mg lhE wtratlﬁed Cox proportional hazards modsl An unstratified log-rank

Source da[a FLEUYE 14 2.1 2kor. Korea-only outputs.

Figure 6

PFS in Altered Population by Investigator in Korean patients (FAS)

Probabillty of progression free swyival

+indicates a censored observation. Progression detenmined by RECIST v1.1. CI, confidence interval; NA, not applicable; FAS, full analysis set; HR, hazard
ratio; PFS, progression-free survival; RECIST. response evaluation criteriain solid tumors
Does notinclude RECIST progression events that occur after two or more missed visits or death after two wisits of baseline where the patient has no svaluable

visits or does not have a baseline assessment 2-sided p-value. HR was calculated using a stratified Cox proportional hazards model. An unstratified log-rank test
and an unstratified Cox proportional hazards model were used. A HR < 1 favors capivasertib + falvestrant
Source data: Figure 14.2.1.13kor. Korea-only outputs.
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Table 13 ORR in Korean, Asian, Non-Asian, and Global Cohort (FAS and FAS
Subsets)
Number Comparison
(%) of hetween groups
patients Adjusted
with response rate Odds
N response (%) ? ratio 95% CI
Korean Capivaserrib + fulvestrant 21 8 (38.1) NC NC NC
Placebo + fulvestrant 27 6(22.2) NC
Non-Korean Capivasertib + fulvestrant 289 63(21.8) 232 223 141,
Placcbo + fulvestrant 203 | 33(11.3) 119 3.54
Asian Capivasertib + fulvestrant 82 26(31L.7) 307 202 0.98.
Placebo + fulvestrant 84 | 16(19.0) 17.9 &
Global cohort Capivasertib + fulvestrant 310 TL(229) 2472 219 142,
Placebo + fulvestrant 320 | 39(12.2) 127 .

" analysis was performed using logistic regression adjusted for liver metastases (ves vs no). and prior use of

CDE4/6 mhibitors (ves vs no) m patients with measurable disease.
N = number of patients with measurable disease at baseline m the treatment group; CI = confidence interval: FAS
= full analysis set
Odds ratio = 1 favors capivasertib + fulvestrant.
RECIST v1.1.
Source: Table 14.2.4 1kor, Table 14.2.4 1wo kor. Table 14.2.4 1a. Table 14.2.4.1, Korean. non-Korean, Asian.
and Global cohort outputs, respectively.
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(4) CTCAE Grade 3 o)49] o) 4ukg
e CTCAE grade 3 ©]4¢ 713 &% AEES Hud 29 B &L 55318 =< s 583
FAA BFAE SHEA FS
- g=<lol A CTCAE Grade 3 o|/d2] 7} &3 o] w8 Wbz dx(11.5%, 394)
- H|g=<lol A CTCAE Grade 3 o]e] 71 &3 o] w8 AAK9.7%, 32 ¥), ¥H73 -7(5.8%,
19 %), 22(5.8%, 19 3)

Table 18 Most Common Adverse Events of CTCAE Grade 3 or Higher with Frequency of > 2 % in the Capivasertib
+ Fulvestrant Arm in Korean, Non-Korean, Asian, and Global Cohort (SAS and SAS Subgroups)
Number (%) of patients *
Korean Non-Korean Asian Global cohort
Capi + Plac + Capi+ Plac+ Capi+ Plac + Capi+ Plac +
Fulv Fulv Fulv Fulv Fulv Fulv Fulv Fulv
Category (N=206) N=30) N=320) | (N=320) | (N=90) N=87) (N=355) | (=350
Diarthea 1(3.8) 0 32(9.7) 1(0.3) 8(8.9) 0 33 (9.3) 1(0.3)
Rash maculopapular ° 3{11.5) {i] 19 (5.8) ] 14 (15.6) ] 22(6.2) {i]
Rash”® 0 ] 19 (5.8) 1(0.3) - - 19(5.4) 1(0.3)
Hyperglycemia 1(3.8) 0 702.1) 1(0.3) 2(22) 0 8(23) 1(0.3)
Hypokalemia 0 0 8(24) 0 31(33) 0 8(23) 0
Alanine aminotransferase increased 0 0 7(21) 3(0.9) 1(1.1) 1(1.1) 7(20) 3(0.9)
Anaemia 0 0 7(21) 4(1.3) 1(1.1) 2(2.3) 7 (2.0) 4(1.1)
Aspartate aminotransferase increased 0 1(3.3) 7(21) 6(1.9) 1(1.1} 2(23) 7{2.0) 7(2.0)
Stomatitis 0 ] 7(21) o
®) A
o 39l

- 7hukE s+ S SEGRET A 4 B15.4%), Af + EHETET A 5 H16.7%)
- b ATE VB AE & 99e
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Table 22 Adverse Events Leading to Discontinuation of Capivasertib/Placebo Only, Reported in = 2 Patients,
by Preferred Term in Korean, Non-Korean, Asian, and Global Cohort (SAS and SAS Subgroups)

Number (%) of patients *
Korean Non-Korean Asian Global cohort
Capi + Plac+ Capi+ Plac+ Capi+ Plac+ Capi+ Plac +
Fulv Fulv Fulv Fulvy Fulv Fulv Fulv Fulv
MedDRA preferred term (N=26) |(N=30) |(N=3200 |(N=320) |(N=90) |(N=87) |@N=355) |(@©N=350)
Patients with any AFE leading to
discontinmation of capivaseriib/placebo
only 1(3.8) 0 32 (9.7) 2(0.6) 10 (11.1) 0 33 (9.3) 2(0.6)
Rash® 0 0 10(3.0) 0 1(1.1) 0 10 (2.8) 0
Vomiting 0 0 7(21) 2 (0.6} 2(2.3) 0 7(2.0) 2(0.6)
Diarrhea 0 0 5(1.5) 0 ] 0 5(14) ]
Rash maculopapular 1(3.8) 0 4(1.2) 0 222 0 5(1.4) ]
Pyrexia 0 0 4(12) 0 1(L.1) 0 4(L.1) 0
Nausea 0 0 3(0.9) 1{0.3) 1(1.1) 0 3{0.8) 1{0.3)
Paresthesia 0 0 2(0.6) 0 0 0 2(0.6) 0
Drug eruption 0 0 2(0.6) 0 2(2.2) 0 2(0.6) 0
Acute kidney injury i ] 2(0.6) i) 1] i] 2(0.6) 1]

Preferred terms of AF leading to discontinuation in > 2 patients in Global cohort or any subgroup.
Rash as an AESI grouped term (including Rash Rash macular, Rash maculopapular, Rash papular, and Rash pruritic) was reported & an incidence of 46.2%

(Korean). 37 4% (non-Korean), 48.9% (Asian), 38.0% (Global cohort) in the capivasertib + fulvestrant arm. and 3.3% (Korean). 7.5% (non-Korean). 10.3%

{Asian), 7.1% (Global cohort) in the placebo + fulvestrant arm (Table 27).
Patients with multiple AEs leading to discontinuation of study medication are counted once for each PT.
AFE. adverse event; AESI, adverse events of special interest; Capi, capivasertib; Fulv, Fulvestrant; MedDRA. medical dictionary for regulatory activities; N,
mumber of patients in the treatment arm; Plac, Placebo; SAS, safety analysis set.
Source: Table 14.3.6.1.1kor. Table 14.3.6.1.1wo kor. Table 14.3.6.1.1a and Table 14.3.6.1.1, Korean, non-Korean Asian and Global cchort outputs,
respectively.

@ 7t dRl I EW2EREE BT T2
o 3=l MU HIAEE + W 2EFE W& olA 1%53.8%)
o Mg hlubdE + EYE W&ol 13%84.0%)

Table 23 Adverse Events Leading to Discontinuation of Both Capivasertib/Placebo and Fulvestrant, Reported in
= 2 Patients in Any Treatment Arm, by Preferred Term in Korean, Non-Korean, Asian, and Global
Cohort (SAS and SAS Subgroups)

i
=z
[>

Number (%) of patients *
Korean Non-Korean Asian Global cohort
Capi + Plac+ Capi+ Plac+ Capi+ Plac+ Capi+ Plac +
Fulv Fulv Fulv Fulv Fulv Fulv Fulv Fuly
MedDRA preferred term N=26) N=30) (N=329) |(N=320) |@®=90) |(N=87) N=355) | (@N=350)
Patients withany AE leading to
discontinuation of both
capivasertib/placebo and fulvestrant 0 1(3.3) 13 (4.0) 5(L6) 2232) 1Lty 1337) 6(1.7)
Aspartate aminotransferaseincreased 0 1(3.3) 2(0.6) 0 o L(L1) 2(0.6) 1(0.3)
Alanine aminotransferase mcreased 0 [} 2(06) 0 0 0 2(0.6) 0
Diarrhea 0 0 2(06) 0 0 0 2(06) 0
Sepsis 0 0 2(06) 0 o 0 2 (0.6} 1}

* Preferred terms of AE leading to discontinuation in = 2 patients in Global cohert or any subgroup.

Data are presented in order of frequency in the capivasertib ~ fulvestrant arm. and then alphabetically.

Patients with multiple AEs leading to discontmuation of study medication are counted once for each system organ class/preferred term

AE. adverse event: Capi, capivasertib: Fulv. fulvestrant: MedDRA. medical dictionary for regulatory activities: N. mumber of patients in the weatment arm: Plac.
placebo; SAS, safety analysis set.

Source: Table 14.3.6.1 3kor. Table 14.3 6.1 3wo kor, Table 14.3.6.1 3a, and Table 14.3.6.1.3, Korean, non-Korean Asian, and Global cohort outputs,
respectively.
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