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o R IRIEE (Epithelial adenocarcinoma)

SEWIRE

s 90%LL E
& F/j I aEfe LIBF-% “e238
f aomotas o RIS RES (Germ Cell Tumor) 5-6%
gRfagEDTRE L 7=

gpRakE

- HEEMBEBEMIES (Sex Cord Tumor) 1%LLTF

L RHRE
o FZHE serous(FxEHZLY, 35%)

o e/ « $EMIE endometrioid (20%, B (- FE{AREE & HF)
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3.J Natl Cancer Inst 2004; 96(6): 487-8.



BRCAEIZFEE
BRCA12IL. Bz FIEEHED—DOTH5H. 2KEDNALIEZEE T 5 E - FHRMEAHBRZ
(homologous recombination, HR) [CR 53 3Bz FTHD ',

FRENENADEI10-15%IZH LT, germline BRCA1/2 gene mutation (gBRCAmMt) #H 9 5,

o #950%MNDINEEIZHINVT‘BRCA-ness”E£=[F"HRD-ness” & 9 523,
- BRCA12D (A #R2 4 (somatic) &£

- BRCA1DDNAT OE—4—fEIE D AF)LLIC L HHRETR K
- HRIZE 59 5t DEETFZEE (RAD51C, PTEN, ATM, ATR, FANCD2)

OTHER (some may be HR deficient via upregulation 1 HR DEFICIENT
of miRNAs or other mechanisms) 1 BRCAT germiine mutations 8%
BRCAT somatic mutations 3%

Other 21%
BRCAZ germline mutations
6%

BRCAZ somatic mutations
3%

BRCA1 promoter

NER mutations 4-8% —
methyiation 10%

CDK12 mutations 3%
- RADS1C promoter
Cyclin E1 amplification 15% v methylation 2%

FA gene mutations 29

\Core RAD gene mutations 1.5%

1. Cancer Treat Rev 2018; 68: 62 Ry / i o)\ HR DNAdamage gens mutations 2%
2. Cancer Discov 2015; 5: 1137 § OB piication s%‘\
/ POSSIBLY HR DEFICIENT

3. Nat Rev Clin Oncol 2019; 16: 81



HRD testing

INRILEE

HRD causes genome-wide loss of heterozygosity (LOH)

that can be measured by comprehensive genomic profiling
based on NGS

BRCAmMut

"I'R" | WUWEE 1§

Hypothesis 1:

Ovarian cancer patients
with high genomic LOH
suggesting BRCA-like
signature will respond

BRCA-like

to rucaparib
BRCAWt —
Hypothesis 2:
Biomarker i H i H I H Ovarian cancer patients who
Neoatiye TR NIEE BRI G T SR T A T T I ey mmom are “Biomarker Negative'
€ — — —_ (ie, with low genomic LOH)

Chromosome No. will not respond to rucaparib.

NGS=nexi-generation sequencing, mut=mutation, wi=wild type.

Foundation Medicine T5 next
generation sequencing assay
LOH cut-off: 16%
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MyChoice

Loss of

Heterozygosity
(LOH)

Telomeric Large-Scale
Allelic State
Imbalance Transitions
(TAI) (LST)
myChoice CDx

Cut-off = 42

W AT L

myChoice HRD Score Results From the Combined
Analysis of Three Different Biomarkers

myChoice HRD
Score




4

ff PR E 1T HA 5 £5 (FIGO2014)

Stage |
TR -BIEICRBE Stage Il
FRNER
- OLY)
- N
LA ad o
og

ELRE. FEHD
WLt & 22 N fisi2=

Stage Il

REEERER Stage IV

el v g

A\
e
9%

BB
Y- UDAY o
MOk FrERRs L



MEMNATARZ122015

#l[a

i=t;- sk a)

CR:5E2%:%h PR: EBHEX SD:KE PD:&EFT

EAIM grade 1 ¥ BBERE
4| +staging laparotomy’x 5 UlC | A, BHA
primary debulking surgery grade 2.3 | | {L=#FE
BRfEREE | | -6 1UI)
| 1EFFEE
| CHA 1 G-6H1oIL)
T . L5 HEE
ART=I2T9H . optimal >
BA || RAEEES (f 120908 Ly -[: el
Fonfiss P y suboptimal
»| staging laparotomyzKiE{T > ﬂigf ,;i )
CR ¥ FBBERR
gﬁf; > r interval
N 14 ! ALFEROE »| PR, (SD) || debulking || {b3Fe%
. " surgery
ki L SD. PD | 1EFFEE
. | E el dENER




FTICKONRMEFESODREENTRICEETS

F it IR R FIES AV 2Ly =Complete resection
&% F1cmLL T =Optimal surgery
E&EFE1cm% it X 5 =Suboptimal surgery

Univariate Analysis Multivariate Analysis

Parameter HR 95% ClI P HR 95% ClI P
Overall Survival

Age [10 y] 1.23 {1.17, 1.29) <0001 1.13 {1.08, 1.18 = D00

ECOG 2 vs 0-1 1.76 {1.54, 2.01) <0001 1.36 (1.18, 1.56 <.0001

FIGO IIC-IV vs IIB-1IB 224 {1.88, 2.53) <0001 1.45 {1.28, 165 <000

Grading G2/3 vs G1 2.50 (1.99, 3.13) < 0001 1.74 (1.37, 2.21) =.0001

Endometricid vs serous histology 077 .64, 0.21) 0029 0.94 {079, 1.13 5030

Tumor residuals 1- mmm{lmm

Tumor residuals > 10 mm vs 1-10 mm

Progression-Free Survival
Age [10y] 1147 1-12, 1.22) <0001 1.07 {1.02, 1.19) 0012
ECOG 2vs 01 1.5 (1.33, 1.7) «.0001 115 (1.02, 1.31) 0280
FIGO IIC-1IV vs IIB-1IB 218 (1.97, 2.42) = .0001 1.46 (131, 1.63 <0001
Grading G2/3 vs G1 2.33 {1.93, 2.81) < 0001 1.66 (1.36, 2.01 <0001

Endumehmd V5 SErOuUs hstuhgy 0.76 .65, 0.89) 0004 0.91 (0.78, 1.06 2165

Tumor residuals 1-10 mm vs 0 mm

Tumor residuals >10 mm vs 1-10 mm

Cancer 2009; 115: 1234-44



Disease Status Model of Ovarian Cancer

Ovarian Cancer
v

Primary Surgery Debulking surgery
TAH+BSO, Omentectomy
$ Cytologic washings, Lymph nodes dissection

Primary Chemotherapy | TC (Paclitaxel+Carboplatin) q3wk 6 cycles

Response 80% No Response 20%

.

Follow-up . o
(Secondary Surgery) | Platinum sensitivity

No Relapse Relapse > 6mos Relapse < 6mos

y

Cure | 20% Sensitive Relapse | 60% Refractory/Resistant | 20%

I No Resr?agi Relapse
2"d [ine Chemotherapy

- v Response 70% Chemotherapy
3" line Chemotherapy

Death




Disease Status Model of Ovarian Cancer

Ovarian Cancer
- v
Neoadjuvant L Primary Surgery Debulking surgery

TAH+BSO, Omentectomy
ChemOthera py / v Cytologic washings, Lymph nodes dissection

Primary Chemotherapy | TC (Paclitaxel+Carboplatin) q3wk 6 cycles

Response 80% No Response 20%

v Dose-dense TC

Follow-up ] o )
(Secondary Surgery) | Platinum sensitivity Bevac'zur_nab
Olaparib

Niraparib

No Relapse Relapse > 6mos Relapse < 6mos

_Cuza—lonay Sensitive Relapse | 60% Res; 20%
Bevacizumab u/ P R Refracl;t{%rlygpsisstant

4 No Res%)(rig
Olaparib maintenance / 2" line Chemotherapy )

Niraparib | Response  70%
maintenance 3'd line Chemotherapy
Niraparib Death
monotherapy

Chemotherapy
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JGOG3016 Dose-dense TC

« Ovarian Epithelial, Primary Conventional TC (c-TC) | Paclitaxel 180mg/m?, day 1
Peritoneal, or Fallopian Carboplatin AUC 6.0, day 1 . , -
Tube cancer P every 21 days for 6-9 cycles Primary endpoint: PFS
- FIGO Stage II-IV « Secondary endpoint: OS
« Stratified: residual disease, Paclitaxel 80mg/m?, days 1,8,15
stage, and histology i _ Carboplatin AUC 6.0, day 1
Dose-dense TC (dd-TC) every 21 days for 6-9 cycles

Progression-free Survival Overall Survival
100 100
- median follow-up period: 6.4 years edian follow-up period: 6.4 years
g o — dd-TC _®
s c-TC &
§ o« ? w
g 2
o 2 "
% 40 o %
0 s g
T 20 o
L ot
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 0 6 12 18 24 30D 36 42 48 54 60 66 72 78 84 90 96 102
Months from randomisation Months from randomisation
. 5-yr
Treatment n Event, n (%) Median PFS Pvalue HR 95%,Cl Treatment n Deaths, n (%) Median OS surv)ilval Pvalue HR 95%ClI
0aTC 812 197(89) - 282mos. - hha; 076 062091  O9TC 312 139(45) 1005mos.  B87% ool
cTC 319 229(r2) 17.5mos. cTC 319 168(53) 622mos. 51.1% o T O

Lancet Oncol 2013; 14: 1020-6



GOG218

Ovarian,
fallopian tube,
and peritoneal
cancer

Stage llI-IV

Primary Endpoint: OS
Start Date: Sep. 2005

TC + Bevacizumab

Arm | (1225 EE)

Paclitaxel 175mg/m2
Carboplatin  AUC 6

g 3weeks x 641 )L

Placebo
2317 )Lh oRALE, g 3weeks x 5

Arm |l (BB 6+ FBevacizumab#f)

Paclitaxel 175mg/m2
Carboplatin  AUC 6

R Placebo
g 3 weeks x 16 (7-2291)L)

g3weeks x 6 1)L

Bevacizumab 15mg/kg
28317 )Lh 5REALE, g 3weeks x 5

Paclitaxel 175mg/m2
Carboplatin  AUC 6

Placebo

| g3 weeks x 16 (7-224 1 47)L)

Arm 11l (BB A +#E F5 iEBevacizumab#$)

g3weeks x 6 1)L

Bevacizumab 15mg/kg
2317 )Lh BRALE, g 3weeks x 5

Estimated Enrollment: 2000

N Engl J Med 2011; 365(26): 2473-83

,| Bevacizumab 15mg/kg
g 3 weeks x 16 (7-22H 14 JL)




GOG218 TC + Bevacizumab

Progression-free Survival’ Overall Survival? Stage 1V?
SBebior e A Final Protocol-Specified 0S E Stage IV Analyses
or'JJ_‘laceb’_p—|o lacebo mPFS 1.00 Regimen Events Total Median N " ( Hegnmg$+ = EY]:TS 1;0;:2[ M:;';n I
N ;'g_“’m_, Control 10.3 months g + g P g ‘;g; :;g 33'; ---CT+BP 145 164 345
.0 B T o " ——- +B— . = —
- . — Bevinitition 11,2 months Y —— CT+PP 493 625 41.1 = 0.75 , S
gn_“ 0.7 — Bevthroughout {4 { monhts S 0.75 - 5 2
g > 0.6 E=} h
§& o5 g g
2¢ 04 © 050 4 S 050 1
c @ o —
§& 034 =
t | sk = Q>>
g. 02 _hM"L”-LLu._I__- = 1=
£ 0.1-] : = g5 < .25
U'O T T T T T T T T T T T T T T T T 1
0 2 4 6 810121416 1820222426 2830323436
. e pt 2 3 SR
Months since Randomization
NO. a‘ Risk T T T T T T T T T T ! T T ! T ! T T
Control 625 535 283 169 133 78 49 0 12 24 36 48 60 72 96 120 144 0 12 24 36 48 60 7 96 120 144
Bevinitiation 625 552 319 190 121 67 40 o .
Bevthrough- 623 559 386 256 162 97 56 Time in Study (months) Nowat risk Time in Study (months)
. .
o CT+B—»B 163 142 115 92 70 53 43 17 1 0
CT+B—>P 164 139 104 74 51 40 25 14 3 1
—
CT+Bev—Bevyvs. CT CT+P—>P 154 130 96 64 44 31 26 14 0

PFS 14.1 months vs. 10.3 months

(HR 0.717; 95% Cl, 0.625-0.824, P<0.001) CT+Bev—Bev vs. CT

OS 42.8 months vs. 32.6 months
(HR 0.75; 95% Cl, 0.59-0.95)

Patients with Ascites3

Probability

CT+Bev—Bev vs. CT
OS 42.8 months vs. 32.6 months
(AHR 0.82; 95% CI, 0.70-0.94, P=0.014)

1. N Engl J Med 2011; 365(26): 2473-83 | [Emn
2. J Clin Oncol 2019; 37: 2317-28 N AL

3. Gynecol Oncol 2015; 139: 17-22 = EEEESs e E s oy,




GOG262

» Stage ll-IV
Epithelial Ovarian,

Fallopian, or
Primary
Peritoneal Cancer
(n=692)

&K

A Progression-free Survival

No. of Events Total No. of Patients Mediai

mo
Weekly paclitaxel 256 346 147
Every-3-wk paclitaxel 272 346 14.0
1 Hazard ratio, 0.89 (95% Cl, 0.74-1.06
8

o
&

Survival
o o

Proportion with
Progression-free

e
o

0ol Evellyrlrwk pa(lilax‘el
0 12 24 36

Month
No. at Risk
Weekly paclitaxel 346 206 24 i;
Every-3-wk paclitaxel 346 200 82 5

N Engl J Med 2016; 374: 738-48

B Overall Survival

No. of Events Total No. of Patients Median

TC vs. dose-dense TC

Carboplatin AUC=6 d1
Paclitaxel 80mg/m2d1,8,15 | )
g Q3wk ’
Q3wk 6 cycles .
Carboplatin AUC=6 d1
Paclitaxel 175mg/m2 d1 R
! Q3wk
Q3wk 6 cycles

BevZilL

C Progression-free Survival without Bevacizumab

mo

Weekly paclitaxel . .
Evfwg_"w':ml;”d 1 o 02 No. of Events Total No. of Patients Median
10 Hazard ratio, 0.94 3 mo
? . (95% c:.3.72—1.23) WBEH)‘ ]::;I |ta:1d | 37 55 14.2
s O Every-3-wk paclitaxel 47 57 10.3
2 Weekly g
2 pclitasl 1.0 Hazard ratio, 0.62 (95% Cl, 0.40-0.95)
£ 04 ,L“ P=0.03
g. 2z Every-3-wk paclitaxel £ g 0.8 1'1.
00 ‘ ; ; . EFE
0 12 24 36 48 c g g 0.64
o -
Month =
k=
No. at Risk g_ g a 0.4+ - i .
Weekly paclitasel 346 308 241 11 2 ] 20 ==, _Weekly paclitaxel
Every-3-wk paclitaxel 346 302 247 114 2 & o5 L el o D
Every-3-wk paclitaxel
00 : e
0 12 24 36
Month
No. at Risk
Weekly paclitaxel 55 28 12 1
Every-3-wk paclitaxel 57 20 6 1

Primary endpoint: PFS

Bevacizumab use was permitted and was
included as a stratification factor.

Number of pts who received bevacizumab.
weekly paclitaxel, n=291 (84%)

every 3-wk paclitaxel, n=289 (84%)

Bevhl

D Progression-free Survival with Bevacizumab
No. of Events Total No. of Patients Median

mo
Weekly paclitaxel 219 291 149
Every-3-wk paclitaxel 225 289 14.7
1.0+ Hazard ratio, 0.99 (95% CI, 0.83-1.20)
P=0.60
0.8+
£8 }
E
g8 06
t 8
g 23 044 Every-3-wk
0 E paclitaxel
s 0.2 —
Weekly paclitaxel
0.0 T T T
0 12 24 36
Month
No. at Risk
Weekly paclitaxel 291 178 72 ]
Every-3-wk paclitaxel 289 180 76 4



ICONS

* Stage IC-IV
Epithelial Ovarian,
Fallopian, or
Primary
Peritoneal Cancer
(n=1566)

TC vs. dose-dense TC

Group 1: TC

Carboplatin AUC=5 or 6 d1
Paclitaxel 175mg/m2 d1

Q3wk 6 cycles

Group 2: dose-dense TC

Carboplatin AUC=5 or 6 d1
Paclitaxel 80mg/m2 d1,8,15

Q3wk 6 cycles

Group 3: weekly TC

Carboplatin AUC=2 d1,8,15
Paclitaxel 80mg/m2 d1,8,15

Q3wk 6 cycles

Progression-free Survival

75

50—

25+

Progression-free survival (%)

ddTC vs. TC, P=0.35
weekly TC vs. TC, P=0.51

17.7 months vs. 20.8 months vs. 21.0months

— Standard (group 1)
—— Weekly paclitaxe! (group 2)
— Weekly carboplatin—paclitaxel {(group 3)

Number at risk
(number censored)
Standard 522 (10)
Weekly paclitaxel 523(6)
Weekly carboplatin-paclitaxel 521(3)

Lancet 2019; 394: 2084-95

6

471(3)
480 (1)
468(3)

12 18 24 30 36 42 48 54 60 66
354(1) 251(7) 210(38) 143(36) 900(27) 66(30) 36(14) 19(14) 5(4) 1(1)
384(4) 280(7) 219(33} 160(44) 106(36} 62(21) 35(15) 19(14) 4(3) 1(1)
385(2) 283(12) =216(26) 163(35) 109(35) 71(23) 43(22) 18(13) 6(5) 1(1)

ddTC vs. TC

Standard Weekly HRt {97-5% 1)

chemotherapy  pachitacel

(n/N) (/M)
Surgery status
IPS 117251 111/247 —a— 0-85(0-63-116)
DPs 22071 271276 —— 0-22 (0-75-1-14)
Stage of disease
lorll 28/103 30103 S E— 0-91 {0-49-1-69])
" 732(316 225321 —E— 0-89 (072-1-10)
W B7 103 2399 PR 083 (0-65-1-33)
ECOG status
0 143/246 149/250 — e 0-90 (0-68-1-17)
1or2 193774 187i270 — B 0-91(072-1-16)
Histological subtype
Serous 158387 245/ 365 — g 0-32 (0-75-1-12)
Other 79140 93158 P S 0-50 (0-63-128)

D-Iq D-IE l:lIB 10 1|-5 z-ln 3!u
— —>
Favoursweekly paditaxal Favours standard chemotherapy
Weekly TC vs. TC

B

Standard Weakly HR (97-5% )

chemotherapy  carboplatin-paciitacel

(n/N) (n/N)
Surgery status
IPS 117251 113247 —_—a 0-88 (0-65-1-19)
DPs 205 7/ae —— 0-95 (0-77-1-18)
Stage of disease
larll 28/103 30103 D72 {036-1-41}
1 123/116 2251321 —ml 0-89 (072-110)
i E703 g3/00 R T — 108 (076-1.52)
ECOG status
0 143/246 149/250 —a— 0-84 {0-64-1-207)
lord 193774 187/ 0 —a— 0-97 (0-77-1-23)
Histological subtype
Sarous 2581382 245365 —— 093 (0-76-1-13)
Other 79140 93/158 _— 095 (0-65-1-38)

D-Iq D-IE. uI-E 10 1|-5 I-ID 3!3
+— —F
Favours weelkdy carboplatin-paditaxe! Favours standard chemotherapy



Dose-dense TCH*? TC + Bevacizumab»* ?

* Dose-dense TCIZ. stage Il-IVZ X5 & L 72JGOG301655RICH LT, TCITLEEL T
PFS (HR 0.76), OS (HR0.79) = =T A iEaRZ /~ L 7=h'. GOG262: 5%, ICONS:ER
DB Tldnegative7= - 7=,

e BevacizumabE;ED FFEH (X, HFiClstage IV (GOG218, HR 0.75)%° 8 7K BT R4 3]
(GOG218, HR 0.82). TRTFIESHI(ICON7, HR0.78)IZ B W TOSHEMN RN REINT
W5,

« EITEEICE LT, dose-dense TCEE/E. TC+Bevacizumabf E W T N H AEAERE
TH DD, ﬁifﬂirﬁ'J’Pstage IVIZ H LT (X TC+BevacizumabB= i H'preferred
regimen”>,



Poly(ADP-Ribose) Polymerase-1

(PARP-1)

S

« PARPIX. DNABER#IED — D THHIEEREIETE (Base excision repair, BER)Z &L TDNA1AKHIE S
(Single strand break, SSB)DEEIZ/ERT %,

- ‘BRI HREEZH T HINAMIZKL. PARPBEERIZRE T 5L, EFEERELNENT . N
AR HRRESEIZE S,

+ “PARP trap”: PARPREE#IIZ&kYPARP-DNAE & ARENSYTL. ERIA— I DEE, FREFEILEET-L

HRAZEIZE S,

lication proceeds

activates replication

’ f+ celba/r -
)’})’\ “L,y:jn:;;:: mmmmmmmmmmmmm
J— raach
)f/u.u 4
BRCAZ N ‘»’”\
collapsed replication  cancer cells T
fork a4

error-prone repair

Nat Biotech 2011; 29: 373

S — Y
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Inhibiti f Persistent Ne—
PARP enzyme paired SSBs

unre|
activity / 1
Tuluzopurlb
SSBs \
PARP
i PARPi
trapping PARP

PARP DNA mplex

B

Synthetic lethality in
HR-deficient tumors

R eplication fork
nstability



BRCAL/2:ECFEEGIEDEITINERIA
FEIAEIZH (TS O0laparibiff FF L

Maintenance treatment

SOLO1

* Newly diagnosed Stage llI-
IV high grade serous or CR or PR I'0japarib 300mg bid
endometrioid ovarian, FT, « Surgery
and primary peritoneal ——>! «  Platinum-based 2:1
cancer chemotherapy 2 years

+  BRCA mutation positive Placebo bid
(blood or tumor)

N _29 5 Subgroup Olaparib Placebo Hazard Ratio for Disease Progression or Death
- no. of patients with disease progression (95% Cl)
or deathjtotal no. (%)
. . All patients 102260 (39)  96/131 (73) —§— i 0.30 (0.23-0.41)
Prlmary endpolnt. PFS H R o CI 2 41 Clinical response after chemotherapy E
O . 3 (95 / o , O . 3' ) Complete response 73213 (34) 73107 (68) —— i 0.35 (0.26-0.49)
100+ Partial response 2047 (62) 2324 (36) — ! 0.19 {0.11-0.34)
3 -yr P F S 6 0 o/o VS . 2 70/0 ECOG performance status at baseline :
s 804 Normal activity 75/200 (38)  76/105 (72) —— ! 0.33 (0.24-0.46)
& il Restricted activity 27/60(45) 2025 (80) —_— 038 (0.21-0.68)
a CA-125 level at baseline I
£ 704 =ULM 92/247 37)  BY123 (72) —r— : 0.34 (0.25-0.45)
P =ULM 10/13 (77} 7/7 (100) i NC
a— 0 Germline BRCA mutation according to testing at Myriad :
‘Eg oo e i e e et OlapariD BRCAL 34/188 (45)  69/91 (76) —— i 0.40 (0.29-0.56)
E a BRCAZ 15/62 (24)  26/39 (67) — ; 0.20 (0.10-0.38)
EEFE 40 BRCAI and BRCAZ 03 0/0 | NC
¥ il None 37 (43) 1/1 (100) NC
ok Age at baseline i
'E 204 <65 yr 35/225 (38)  B/112(73) —— i 0.33 (0.24-0.45)
'E Hazard ratio for disease progression or death, 0.30 {953 CI, 0.23-0.41) =65 yr 17/35 (49) 14719 (74) 1 0.45 {0.22-0.92)
104 P<0.001 Placebo International FIGO stage at initial diagnosis
5 Stage 11l £3[220 (38)  79/105 (75) P ! 0.32 (0.24-0.44)
T T T T T T T T T T T T T T T T T T T 1 . e ]
© 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 43 51 54 57 60 el - Bitpn) 172 ) ' QAT O25050
. . Presence of residual macroscopic disease after H
Menths since Randomization debulking surgery performed before trial entry !
Mo. at Risk Yes 29/55 (53)  23/29 (79) ——— | 0.44 (0.25-0.77)
Olaparib 260 240 229 221 212 201 194 184 172 149 138 133 111 88 45 36 4 3 No 70/200 (35)  69/98 (70) —— ! 0.33 (0.23-0.45)

oo
(- R}
oo

Placebo 131 118 103 82 65 56 53 47 41 39 38 31 28 22 6 5 1 O 00625 01250 02500 05000 10000 20000

Olaparib Better Placebo Better

N Engl J Med 2018; 379: 2495-2505



O1
hy

E7 A A—7 v 7R THO0laparib#iFEiL(C & Y
B4 Progression-free survivalh1§ b 7=

Progression-free survival -

00 Olaparibgroup  Placebo group
90 Events 118 (45%) 100 (76%)
—~ 80 Median progression-free survival, 56-0(41-9-NR)  13.8(111-182)
£ months (95% CI)
B 70 HR 033 (95% C10-25-0.43)
€ 60
& 5o
.§ 40+
& 304
& 20
—— Olaparib group
10+ —— Placebo group
0 y T T T y T T T T T T T y
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Number at risk
(number censored)

Olaparibgroup 260 (0) 229(16) 212(18) 194(18) 173(23) 140(34) 129(37) 115(42) 101(49) 91(56) 58(85) 30(112) 2(140) 0(142)
Placebogroup 131(0) 103(3) 65(4) 53(4) 41(7) 38(7) 30(9) 24(10) 23(10) 22(10) 16(16) 3(28) 0@

Time to secondary progression or death

100+ Olaparibgroup  Placebo group
z 90+ ) Events 80 (31%) 61(47%)
3 80+ —— Median second progression-free  NR (NR-NR) 421(355-61.0)
2 = Mwwal, months (95% C1)
% ; e HRO.46,(95% C10.33-065)
"g 0—
5 50+
2
4
i 304
E o
Y 104
0
0 6 12 18 2 30 36 42 48 54 60 66 72 78
Number at risk
(number censored)

Olaparibgroup 260 (0) 239(18) 229(22) 216(24) 195(32) 170(43) 150(45) 141(52) 125(63) 115(70) 78(104) 37(143) 4(176) 0(180)
Placebogroup 131(0) 122(7) 107(17) 92(23) 79(26) 68(7) ©56(31) 44(36) 38(39) 35(40) 23(49) 6(64) 1(69) 0(0)

Lancet Oncol 2021: 22:1721-31



Maintenance olaparib provided a clinically meaningful
OS benefit

OSIZHITHMETEMTHEEEE T Orlla_r;%r[i)b P’jlgﬁ%t;o

- F 1= DPIE <0.0001 (- L L
i Events, n (%) 84 (32.3) 65 (49.6)
80 73.1% Median OS, months NR 752

= 70 - 67.0% HR 0.55 (95% CI 0.40-0.76):

2 P=0.0004*

s 607 Olapar

S parib

2 50 7 :

3 : %

g 40 . 46.5/0:

a . : : 44.3% of patients in the placebo
30 | ;

| i i biaeclia group received subsequent
20 | i PARP inhibitor therapy,
10 7 : : compared with 14 6% of
0 —— patients in the olaparib group
0 6 12 18 24 30 36 42 48 54 60 66 72 78 8 90 96 102
N ' Months since randomization
0. at risk

Olaparib 260 252 246 236 227 214 203 194 185 177 170 165 159 157 163 79 21 O
Placebo 131 128 125 114 108 100 97 92 8 80 73 6/ 60 54 52 21 6 0

mcongress *P<0.0001 required to declare statistical significance
2022



No new safety signals observed after 7 years of follow-up

Primary PFS analysis 7-year descriptive OS analysis
(DCO 17 May 2018) (DCO 7 March 2022)

Olaparib (N=260) Placebo (N=130) Olaparib (N=260) Placebo (N=130)

Median (range) duration of treatment, months 246 (0.0-52.0) 13.9 (0.2-45.5) 246 (0.0-97.5) 13.9 (0.2-60.9)
Any TEAE, n (%) 256 (98.5) 120 (92.3) 256 (98.5) 120 (92.3)
Grade 23 TEAEs, n (%) 102 (39.2) 24 (18.5) 103 (39.6) 26 (20.0)
Serious TEAEs, n (%) 94 (20.8) 16 (12.3) 55 (21.2) 18 (13.8)
TEAE leading to dose interruption, n (%) 135 (51.9) 22 (16.9) 137 (92.7) 22 (16.9)
TEAE leading to dose reduction, n (%) 74 (28.5) 4(31) 75 (28.8) 4(31)
TEAE leading to treatment discontinuation, n (%) 30 (11.5) 3123 31(11.9) 4 (3.1)
AEs of special interest, n (%)

MDS/AML* 3(1.2) 0 4 (1.5) 1(0.8)

New primary malignancies® 5(1.9) 3(2.3) 14 (5.4)t 8 (6.2)

Pneumonitis/ILD 9(1.9) 0 5(1.9) 0

*Proactively followed up until death due to any cause; 'Breast cancer (n=10), lip and/or oral cavity cancer (n=1), thyroid cancer (n=1), pancreatic

adenocarcinoma (n=1) and gall bladder adenocarcinoma (n=1); {Breast cancer (n=5), lung adenocarcinoma (n=1), squamous cell carcinoma of the tongue (n=1)
and chronic myeloid leukaemia (n=1)

ERESMD
e AE, adverse event; AML, acute myeloid leukaemia; ILD, interstitial lung disease; MDS, myelodysplastic syndrome; TEAE, treatment-emergent adverse event
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H TN E N AP EIEEIZE [T B0laparib+Bevacizumabiff H &

PAOLA-1 Maintenance treatment

«  Newly diagnosed Stage ll-Iv | NED, CR or PR Olaparib 300mg bid x 2 years
high grade serous or Bevacizumab 15 mg/kg Q3w for 15 months
endometrioid ovarian cancer -1

* Surgery (upfront or .
interval)

+ >/=3 cycles of bevacizumab Placebo x 2 years

Bevacizumab 15 mg/kg Q3w for 15 months

ITT population

H R O . 59 A Patients with a Tumor BRCA Mutation B Patients without a Tumor BRCA Mutation
- 100+ A 100
o g *r = BRCAmMHR0.31 g ke BRCAw HR 0.71
S 904 1 e ]
i g’ 80+ y e Olaparib plus g 04 \-!;-_\
§° 80+ = - »\.\ o, SR x bevacizumab & % _
- ; 8F 1 Placebo plus. A, | -$3 1 Placebo plus Olaparib plus
E g 0 Olaparib plus bevacizumab E _§ 60 bevacizumab 1'L\_\_“‘ H § ES' 604 bcw:-zu?n:b \ bevacizumab
ﬁ = 609 Placebo plus bevacizumab (] g $0tecncccncccccccaccncnccnads \I ------------------ deggeecnese 8 3 50t mcccccccccncncccaNeMgeecenncnnecssccccnnncscccnancnes
a g 504--=---=-=--=----"-"(----~-L-~e E 40 -y E 401 k.
£ &3 - B TN
S5 404 g 304 R g~ 0 ~ S
-5 < e, ey
8 30-| ~ 20-1 vt 204 Proe
[ -} Hazard ratio for disease progression or death, 2 Hazard ratio for disease progression or deathy—=y___
2 204 i : § 104 0.31 (95% €1, 0.20-0.47) g 104 0.71 (95% C1, 0.58-0.88) ¢
5 Hazard ratio for disease progression or death, E A E 0
2 - IR P e S R G R A e S S T rm L S S e S s s s s e s s s |
B g 08004000 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
0 T T T T v v T v T v J v v T 1 Months since Randomization Months since Randomization
o 3 6 9 12 15 18 21 24 27 30 33 3% 39 42 45 g 2 .
. 1oz No. at Risk No. at Risk
Month zinca Randomization Olaparib plus 157 154 150 148 144 1383 117 110 76 58 31 19 7 1 0 Olaparib plus 380 359 311 285 259 236 162 130 65 54 24 18 5 2 O
No. at Risk bevacizumab bevacizumab
Olaparib plus bevacizumab 537 513 461 433 403 374 279 240 141 112 55 37 12 3 0 Placebo plus 80 78 72 66 59 52 41 3% 22 13 7 4 1 1 0 Placebo plus 189 174 154 139 113 99 68 47 28 22 &8 S O
Placebo plus bevacizumab 269 252 226 205 172 151 109 83 S0 35 15 9 1 1 0 bevacizumab bevacizumab
= 100+ . . : 5 .
£ C Patients with HRD Tumors, Including Those with a 8 D Patients with HRD Tumors without a 8
5 o HRP HR 1.00 § B HRD HR 0.33 T HRD w/o BRCAm HR 0.43
L o —— o B y
= a0 g 90 - s E 90+ o
: 80+ \‘\ i‘ 80+ N, v Olaparib plus
5 no g N —  Olaparib plus g \ i e
2 — 704 Placeboplus bevacizumab - 704 “—x, B
5 60-] ﬁﬁ_ 60 bevacizumab \\‘ ——— - & 0 Placebo plus LL‘_\ - ‘\
. Ss 1 alirsieg) | ;-‘ i bevacizumab
Pt 25 - 28 | S
H ng SO remmmmn e L LT T T TR SR ﬁg LY \ --------- L PEREEETERRRE
a £ 404 N £S Y
B £7 X | 23 (I
2 ] 304 \ £ 30 L
$ Hazard ratio for disease progression or death, & 30 1 & 2 ey
% Az OHIRCKOrsIEIle) Piacebo plus bevacizumab 2 Hazard ratio for disease progression or death, g 2 1 Mazard ratio for disease progression or death, b
E 04 H 104 0.33 (95% CI, 0.25-0.45) § 104 0.43 (95% Cl, 0.28-0.66)
= = -] =
& Ofaparib plus bevacizumab 8 0 T T T T a 0 T T T T
T & 1 % & T & @ 5 m = 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 48
it ek Months since Randomization Months since Randomization Months since Randomization
Otaparb pius bevaczumab 192 175 145 128 M5 102 67 49 20 13 6 5 1 0 e -
Placebo plus bevecizumab 85 79 68 63 52 47 u 2 8 8 3 2 [} No. at Risk No. at Risk
Olaparib plus 255 252 242 236 223 213 169 155103 85 46 29 11 3 O Olaparib plus 97 9% 90 86 79 75 S4 48 30 29 16 12 4 2 0
bevacizumab bevacizumab

Placebo plus 132 128 117 103 91 79 54 44 28 18 8 5 1 1 0 Placebo plus 55 54 48 41 37 32 19 15 11 & 3 2 0

N Engl J Med 2019; 381: 2416-28 NAHKRKBEREEL | oo bavchnaneh




EITINE N AP EEEIZE T S0laparib+Bevacizumabiff:

Olaparib plus

-Stage 1l vs IV
-MTREFEEOER

‘PDSvs. IDS  [ZEHBT,
Olaparib+Bevacizumab#f &%
[BevacizumabE &l L1
LEER L CPFSEHRET S

N Engl J Med 2019; 381: 2416-28

Placebo plus

Hazard Ratio for Disease Progression

Subgroup Bevacizumab Bevacizumab or Death [95% CI)
no. of patients with disease progression or death/total no. (36)
All patients 280537 (52) 194269 (72) & | 0.59 (0.43-0.72)
Age |
<B5yr 171/332 (52) 126182 (69) —— ' 0.61 [0.49-D.77)
265 yr 108205 (53) 62/87 (78} —_—— 0.55 {0.41-0.75)
FIGO stage |
1 184378 (49) 125/186 (67) - | 0.64 (0.51-0.80)
% 96/159 (60) 69/83 (83) —_— 0.49 [036-0.67)
ECOG performance status at baseline 1
0 193378 (51) 132/189 (70) - | 0,63 [0.50-0.78)
1 £5/153 (56) 8176 (30) —_— 051 (0.37-0.71)
First-line treatment outcome at screening E
MED with complete macroscopic resaction 497158 [31) 46/83 (55} e ! 0.46 {0.31-0.69)
at initial cytoreductive surgery E
MNED or CR with complete macroscopic 80158 (51) 5675 (75) . 0.57 (0.41-0.81)
resection at interval cytoreductive surgery !
NED or CR in patients with incnmplete resection 44§79 (36) 3236 (23} ——— ) 036 (0.23-0.58)
aor no cytoreductive surgery i
PR 101134 (75) 58/73 (79} —_— 0.85 (0.61-1.18)
Cytoreductive surgery outcome |
Cytoreductive surgery with no residual 135/323 (42) 1047160 (&5) —— E 0.54 (0.42-0.71)
macrescopic disease |
Cytoreductive surgery with residual 113/176 (64) 71/88 (1) —— 0.63 (D.47-0.85)
macroscopic disease |
No gytoreductive surgery 12/33 (24) 13/21 (30} —e— 0.56 (0.32-1.01)
Timing of oytoreductive surgery H
Upfront 116/271 (43) 32/138 (67) —— 0.52 (0.40-0.69)
Interval 132/228 [58) 83110 [75) — | 0.66 (0.50-0.87)
No qytoreductive surgery 32/38 (24) 19/21 {90) _— 057 (0.32-1.02)
Response to first-line chemotherapy !
MED 113/290 (41) 32141 (65) —— 0.53 (0.40-0.70)
CR 54/106 (51) 42/53 (79) —_— 0.4 (0.23-0.66)
PR 107/141 [76) 60/75 (80} —e— 0.86 (0.63-1.19)
CA-125 value |
<ULN 220463 (48) 163/234 (70) -2 | 0.55 (0.45-0.68)
SULN 6074 (81} 3034 (88) - 0.72 [0.47-1.13)
Tumor BRCA mutation status i
BRCA mutation 411157 (26) 49/80 (61} —_— 0 031 (0.20-0.47)
Mo BRCA mutation or unknown 2397330 (53] 1457189 [77) -8 0.71 (0.58-0.88)
Tumor HRD status :
Positive 87(255 [34) 92/132 (70) —— ; 033 (0.25-0.45)
Megative 145/192 (76) 66/85 (78) —p— 1.00 (0.75-1.35)
Megativa or unknown 193/282 (68) 1027137 (74) == 092 (0.72-1.17)
Unknown 48/90 (33) 36/52 (69) — 0.71 (0.46-1.10)
D!Z 0!5 1!0 2!0
Olaparib plus Placebo plus
Bevacizumab  Bevacizumab
Better Batter

FRA



PFS by clinical risk in HRD-positive patients

Higher risk Olaparib + Placebo + wer risk Olaparib + Placebo +
9 e bev (n=177)  bev (n=89) Lowe SK, bev (n=78) = bev (n=43)
HRD positive HRD positive
Events, n (%) 77 (44) 67 (75) Events, n (%) 10 (13) 25 (58)
Median PFS, months 36.0* 16.0 Median PFS, months NR 221
£ 100- HR 0.39 (95% CI 0.28-0.54) g 100- 96% HR 0.15 (95% CI 0.07-0.30)
£ 86% £ 90%
§ 90 | 8 907 !
2 804 | 2 80- |
s I ® . :
5 701 § 70 : |
: 2 ' |
S 60- ; $ 60- ! !
g ! > ! !
& 501 i 5 501 i | Olaparib plus bev
(0] : : 1
§ 40 ! % 40 ! ;
) 1 [} : :
E 301 : S 30 ! : Placebo plus b
| i IS ! ! acebo plus bev
S ool : . Olaparib plus bev S 20 | |
3 | | ] i |
£ 107 : ! Placebo plus bev £ 10 | |
2 1 1 %) | i
5 0 T T T f T T T : ! ! 1 ! J ! ! g 0 T T T ; T T T f T T T T T T 1
S 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 = 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
o
Months since Randomization Months since Randomization
Number of patients at risk: Number of patients at risk:
Olaparib plus bev 177 175 166 161 150 140 109 95 63 50 27 15 5 0 O Olaparibplusbev 78 77 76 75 73 73 60 60 40 35 19 14 6 3 0
Placeboplusbev 89 86 78 66 59 47 31 24 16 11 5 2 0 0 O Placeboplusbev 43 42 39 37 32 32 23 20 12 7 3 3 1 1 0

Higher-risk patients: Stage Ill patients with upfront surgery and residual disease or NACT, stage |V patients

Lower-risk patients: Stage Ill patients with upfront surgery and complete resection
2020 IGCS Annual Global Meeting xDigital



OS analysis: ITT population

100
90 —
80
[{i b
60 —
50 H
40
30 —

Patients who survived (%)

20
10

5-year OS rate
47 3%

. GCIG

T GYNECOLOGIC

QETSN ENG T

o
Gynaecslogical Oncokogpcal Tral grougs

Olaparib + Placebo +
bevacizumab bevacizumab
(N=537) (N=269)
Events, n (%) [55% maturity] 288 (53.6) 158 (58.7)
Median OS, months 56.5 51.6
5-year OS rate, % 47.3 415

HR 0.92 (95% CI 0.76-1.12);
P=0.4118

Patients receiving a PARP inhibitor
during any subsequent treatment

Olaparib + bevacizumab: 19.6% (105/537)
Placebo + bevacizumab: 45.7% (123/269)

0
0

No. at risk

12

|
24

Time from randomization (months)

36

48

72

Olaparib + bevacizumab 537 530 528 517 503 480 463 440 420 398 376 357 347 329 308 295 286 276 262 217 169 113 82 40 19 4
Placebo + bevacizumab 269 267 264 261 250 242 229 220 208 199 188 179 166 160 154 146 139 132 121 96 76 51 37 20 5

EEESMD
2022

Isabelle

2

0

80

Median time from first cycle of chemotherapy
to randomization = 6 months

PARP, poly(ADP-ribose) polymerase.



() emico
OS was prolonged in the HRD-positive subgroup

ey ¢ GCIG
fr i A"  GYNEcoLogic

sqpcod Tia grougn

Olaparib + Placebo +
100 bevacizumab bevacizumab
90 — (N=255) (N=132)
= 80 5-year OS rate Events, n (%) 93 (36.5) 69 (52.3)
® 704 65.5% Median OS, months  75.2 (unstable)* 57.3
=
= 60 - S-year OS rate, % 65.5 48.4
o
£ 50
= ! HR 0.62 (95% CI 0.45-0.85)
*2 40 — |
2 30 — \ 38% reduction in risk of death for olaparib +
g : bevacizumab vs bevacizumab alone
20 i :
; Patients receiving a PARP inhibitor
10 : during any subsequent treatment
0 : Olaparib + bevacizumab: 17.3% (44/253)
0 1'2 2'4 316 4|8 6[0 7'2 8|0 Placebo + bevacizumab: 50.8% (67/132)
e Time from randomization (months)

Olaparib + bevacizumab 255 253 253 252 252 244 238 231 225 215 205 200 195 189 183 176 174 170 164 142 116 83 62 32 17 4 0
Placebo + bevacizumab 132 130 129 128 126 121 117 114 109 105 100 96 91 89 86 82 79 77 70 59 44 20 21 9 2 1 O

*Median unstable; <50% data maturity.
mcongr ess HRD positive defined as a tBRCAm and/or genomic instability score of 242 on the Myriad myChoice HRD Plus assay.
2022 Isabelle Ray-Coquard Content of this presentation is copyright and responsibility of the author. Permission is required for re-use



OS subgroup analysis by BRCAm and HRD status

BRCAm*

1007
90
80
704
60
50+
40
30
20
10

0 T T T T T 1
0 12 24 36 48 60 72 80
_ Time from randomization (months)
No. atrisk

Olaparib + bevacizumab 157 156156155 155152150144 143139134131 13012712311811711511299 80 56 42 21 11 2
Placebo + bevacizumab 80 79 78 77 76 74 72 71 68 66 64 61 53 58 58 54 54 53 50 40 3322 17 10 3 1

5-year OS rate
73.2%

53.8%;

Patients who survived (%)

0

Olaparib + Placebo +
bevacizumab bevacizumab
(N=157) (N=80)
Events, n (%) 48 (30.6) 37 (46.3)
Median OS, months  75.2 (unstable)’ 66.9
5-year OS rate, % 13.2 538
PARPi as subsequent treatment, n (%) 38(24.2) 44 (55.0)

HR 0.60 (95% C1 0.39-0.93)
AHABRETRANSERAHOZEICKIYITHNT

(v)GmEco x4, GCIG
YTy GYNECOLOGIC
HRD positivet excluding BRCAm HRD negativet
1009 1009
90 90
80 80
70 S-year OS rate 70
60 o4 7% 60
50+ ! 50 5-year OS rate
4 i £
4 ; 40 32.3%
30- ! 30-
20 : 20 2570/0 1
1 1
10 ' 10 ;
i 1
O T T T T t T 1 0 T T T T |I T 1
0 12 24 36 48 60 72 80 0 12 24 36 48 60 72 80
Time from randomization (months) Time from randomization (months)
97 96 96 96 96 91 87 86 81 76 71 70 66 63 61 59 68 66 6245 3729 22 12 6§ 2 O 192 187186179169157146135126 119108100 97 89 77 72 66 62 67 43 3016 11 § 1 0
56 54 54 54 54 51 48 46 44 42 4039 37 3633322928 2421159 6 2 0 85 85 84 83 76 74 71 65 60 56 51 48 4643 4138 353331211711 8 § 2 1 0

Olaparib + Placebo +
bevacizumab bevacizumab
(N=97) (N=55)

44 (45.4) 32 (58.2)
NR 52.0
54.7 442
9(9.3) 23 (41.8)

Olaparib + Placebo +
bevacizumab bevacizumab
(N=192) (N=85)
140 (72.9) 58 (68.2)
36.8 404
25.7 323
46 (24.0) 34 (40.0)

HR 0.71 (95% CI 0.45-1.13)

HR 1.19 (95% C| 0.88-1.63)

*By central labs; TUnstable median; <50% data maturity; *By Myriad myChoice HRD Plus. NR, not reported.
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AEs of special interest

Primary PFS analysis Final PFS2 analysis Final OS analysis

(DCO: 22 March 2019) (DCO: 22 March 2020) (DCO: 22 March 2022)
Olaparib + Placebo + Olaparib + Placebo + Olaparib + Placebo +

bevacizumab bevacizumab bevacizumab bevacizumab bevacizumab = bevacizumab
MDS/AML/AA, n (%) 6(1.1) 1(0.4) 7(1.3) 4(1.9) 9(1.7) 6(2.2)
New primary malignancies, n (%)* 7{1.3) 3(1.1) 13 (2.4) 5(1.9) 22 (4.1) 8 (3.0)
Pneumonitis/ILD/bronchiolitis, n (%) 6(1.1) 0(0.0) 6(1.1) 0(0.0) 7(1.3) 2(0.7)

 All patients had discontinued treatment at PFS2 DCO
» TEAEs have been reported previously'2 and the olaparib safety profile has been well characterized

*New primary malignancies were: 1 plasma cell myeloma, 2 basal cell carcinoma, 11 breast cancer, 1 bronchial carcinoma, 1 colon cancer, 1 glioblastoma, 1 malignant
neoplasm, 1 pancreatic carcinoma, 2 squamous cell carcinoma, and 1 ureteric cancer in the olaparib arm; and 1 papillary thyroid cancer, 4 breast cancer,

1 diffuse large B-cell lymphoma, 1 malignant lung neoplasm, and 1 malignant neoplasm in the placebo arm;

TPneumonitis/ILD/bronchiolitis events were: 1 bronchiolitis, 1 pneumenia, 1 acute respiratory distress syndrome, 2 interstitial lung disease, and

2 pneumonitis in the olaparib arm; and 1 corona virus infection and 1 pneumonitis case in the placebo arm.

AA, aplastic anaemia; AE, adverse event; AML, acute myeloid leukaemia; ILD, interstitial lung disease; MDS, myelodysplastic syndrome.

PARIS mongr ess 1. Ray-Coquard | et al. N Engl J Med 2019;381:2416-28; 2. Gonzélez-Martin A ef al. Eur J Cancer 2022;174:221-31.
Isabelle Ray-Coquard Content of this presentation is copyright and responsibility of the author. Permission is re =d for re-use
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PRIMA/ENGOT-OV26/GOG3012

A

Maintenance treatment

Newly diagnosed Stage IlI-1V high grade serous or endometrioid

ovarian cancer

Must have visible residual disease after primary surgery
Stage Il with NACT are eligible regardless of residual disease after IDS

Surgery (upfront or interval)
Must NOT receive bevacizumab

CRorPR

2:1

100
Hazard ratio: 0.43 (95% Cl, 0.31-0.59)
HRD o T
I w0 ‘*«—\
3 %4  HRO043
g e e,
2 1'LNlrzEp?rlb
g 50 g (S
5 4 X”L
2
g 2 i
g’ 20 Placebo
[
10
0

4
| Initiation of PRIMA |
Laﬂer completion of 1L CT |

Niraparib 247 231 215 189 184 168
Placebo 126 117 99 79 70 57

Months since Randomization

11 76 66 42 22 19 13 4 0
34 21 2 1" 5 5 4 1 0

ITT ‘“E\

50 S

70 \[“\Q
” N\

Hazard ratio: 0.62 (95% Cl, 0.50-0.76)
p<0.001

HR 0.62

s, )

Progression-free Survival (%)

20

. M
*"),( Niraparib
20 e — 1

Placebo

0 2 4 6 8 10

---------------------

Niraparib 487 454 385 312 295 253
Placebo 246 226 177 133 117 90

N Engl J Med 2019; 381: 2391-402

12 14 16 18 20 22 24 26 28

Months since Randomization

167 111 94 5 29 21 13 4 0
60 32 29 17 6 6 4 1 0

Progression-free Survival (%)

SBEIZE T BNiraparibff ik

Niraparib 300mg qd x 3 years

*BW <77kg, Plt<150,000TI%200mg qd

Placebo x 3 years

Homologous Recombination Deficient (HRd)

HRd/BRCAmut HRd/BRCAwt HR-proficient
Hazard ratio: 0.40 (95% CI, 0.27-0.62)| "% Hazard ratio: 0.50 (95% Cl, 0.31-0.83)| "% Hazard ratio: 0.68 (95% CI, 0.49-0.04)

1] a0
80 80
70 70

Niraparib 60 Niraparib 60
50 50

i 40 \_‘L\ﬁ*‘ 40

zg Placebo 23 Niraparib

Placebo
i gt Placebo
0 0 T

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Months since Randomization

HR 0.40

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Months since Randomization

HR 0.50

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Months since Randomization

HR 0.68



EITIELAAY)

-Stage 1l vs IV
-PDS vs. IDS

-HRDWKR (ZEEH 5T .

Subgroup

All patients
Age
<65 yr
=65 yr
ECOG score

Niraparib# 8k (ETSREIT

LB L TPDSZHET S

N Engl J Med 2019; 381: 2391-402

il
v
Neoadjuvant chemotherapy
Yes
No
Best response to platinum therapy
Complete response
Partial response
Geographic region
North America
All other regions
Homologous-recombination status
BRCA mutation

No BRCA mutation, homologous-

recombination deficiency

Homologous-recombination
proficiency

Not determined

Niraparib

Placebo

no. of patients with disease progression

or death/total no. (%)

232/487 (47.6)

136/297 (45.8)
96/190 (50.5)

146/337 (43.3)
86/150 (57.3)

143/318 (45.0)
89/169 (52.7)

151/322 (46.9)
81/165 (49.1)

146/337 (43.3)
86/150 (57.3)

104/218 (47.7)
128/269 (47.6)

49/152 (32.2)
32/95 (33.7)

111/169 (65.7)

40/71 (56.3)

155/246 (63.0)

86/147 (58.5)
69/99 (69.7)

107/174 (61.5)
48/72 (66.7)

103/158 (65.2)
52/88 (59.1)

107/167 (64.1)
48/79 (60.8)

100/172 (58.1)
55/74 (74.3)

82/115 (71.3)
73/131 (55.7)

40/71 (56.3)
33/55 (60.0)

56/80 (70.0)

26/40 (65.0)
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Niraparib Better

Placebo Better

Hazard Ratio for Disease Progression or Death (95% Cl)

0.62 (0.50-0.76)

0.61 (0.47-0.81)
0.53 (0.38-0.74)

0.60 (0.46-0.77)
0.69 (0.48-1.00)

0.54 (0.42-0.70)
0.79 (0.55-1.12)

0.59 (0.46-0.76)
0.66 (0.46-0.94)

0.60 (0.46-0.77)
0.60 (0.43-0.85)

0.50 (0.37-0.68)
0.72 (0.54-0.96)

0.40 (0.27-0.62)
0.50 (0.31-0.83)

0.68 (0.49-0.94)

0.85 (0.51-1.43)
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BRCAMtOERICHE W T, PARPREEA|ICBevENZ 22 DAYy ML 7
HRPOEMIZHB W T, NiraparibX > T F > X ?BevX T+ >R ?
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BRCAmMut® E#& ¥} L OlapariblcBevacizumabzilZx 5

NED?

- BHEDRERETHS. BRCAMIZHT 545/ TEE. HRDIZH I 245/ T+ RN XX TEE
DOSHEMRMRENTz. AT/ T RN XTI TEEDOSHEINRIIBRCAMKH [CEEE o1,

« SOLO-1GRERIZHITHOSHEIZDVWTIFMEATFHIGEEREEIILEN 23D D 7HFOS 67% vs 46.5%.
TR EDLI4% N T DZRPARPIHEELZ R S LI-LTORRETH LI LA L. EREKRMIZIEEFFHETE 5,

« BRCAMBEICHLAZ/NNJTEMTRLDMN RNDXITEHAT RELGOMNIBASNTEL,

SOLO-1. PAOLA-1 BRCAmut cohort
DTS IEHT

» Population-adjusted indirect treatment comparison (PA-ITC)

+ SOLO1&PAOLA-1EHERMDBRCAMBEZXIRIC, MABREE
fél Mbaseline characteristicszpropensity score weighting
techniquez FHLNTEAEE

- FF%IEH :tumor location. ECOG PS. FIGO stage. timing of
surgery. postoperative residual disease status. response to
first-line chemotherapy. age. histological type

Eur J Cancer. 2021; 157: 415-423.

Ola + bev vs. olaparib

(A) HR 0.71 (0.45-1.09)
o] e, T
i '
(B) Ola vs. bev
_— HR 0.48 (0.30-0.75)

Ola + bev vs. placebo
HR 0.23 (0.14-0.34)

Bev vs. placebo
HR 0.65 (0.43-0.95)
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CHARLOTTE study

Table 1 Prevalence of germline BRCA1/2 (gBRCA1/2) mutation classified by patient background and ovarian factors

Variant of uncertain gBRCA mutation prevalence

Mutations present

significance 2 N n=634 gBRCA1
5 14.7% gBRCA .
6% Aifox) (e c) gBRCA1 gBRCA2 and Variant of
gBRCA1 Mutations present ?S (()1_‘1177)7 mutation mutation gBRCA2 uncertain
9.9% 112, 7 Classification factors n Present only only mutations Absent significance
gBRCAT only 63 (9.9) _
Patient factors
9BRCAZ gBRCAZ only 30(4.7) pathological diagnosis)
£1% gBRCA1/2 0 All serous cancers 279  79(28.3) 54 (19.4) 25(9.0) 0(0.0) 185(66.3) 15(5.4)
Mutations absent 512 (80.8) High-grade serous cancer 274 78 (28.5) 53(19.3) 25(9.1) 0(0.0) 181(66.1) 15(5.5)
Mutalé%n; ;bsem Variant of uncertain 20 (456) Low-grade serous cancer 5 1(20.0) 1 (20.0) 0(0.0) 0(0.0) 4 (80.0) 0(0.0)
o S Nanes All mucinous cancers 19 0(0.0) 0 (0.0) 0(0.0)  0(0.0) 19 (100.0) 0 (0.0)
(n=634) All endometrioid cancers 120 8 (6.7) 7(5.8) 1(0.8) 0(0.0) 104 (86.7) 8(6.7)
Figure 1 Prevalence of gBRCA1/2 mutations. “gBRCA mutations were interpreted using the Myriad Database. Cl, confidence ___Clear-cell carcinoma 187 4(2.1) 2(1.1) 2(1.1) 0(0.0) 178 (95.2) 5(2.7)
interval; gBRGA, gemline BRCA. Seromucinous cancer 4 0.0 0{0.0) 0(0.00 0(0.0) 4(100.0) 0 (0.0)
Other 25 2(8.0) 0(0.0) 2 (8.0) 0(0.0) 22 (88.0) 1(4.0)

Int J Gynecol Cancer 2019; 29:1043-49 &Y %
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BHRINENADBRZNDOHDLIRHDHH?

MRC OV5/EORTC 55955

R B AN AL BT 12
CA125 nadir D2{Z

v

Randomization Nn=529

/\

Early treatment Delayed treatment
tHURSA L %R 0E B8, BRI CEREMALT
S s N R 2 = - 57 3E 5L

-Early treatment# M [E55%4.80 A R EAIZ R BHIA
-Overall SurvivallZHEZZ7%L HR=1.00 (95% CI 0.82-1.22) P = 0.98
QOLI[Zearly treatmentBE CTEEIZFR

Lancet 2010; 376: 1155-1163
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AAEMNLBFEBETODAA—/\L (platinum-free interval, PFI)&, BERF TS
FFRILFEREDRESIR

60

PF|
90
Response 40 B <6 Mos
Rate O 6-12 Mos
(%) 30 . E 12-24 Mos
B >24 Mos
20
27
. I
0 L —

Interval From Previous Treatment
(Months)

Lancet Oncol 2002; 3(9): 537-45



Definition of Platinum sensitivity
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24
Months

Refractory
R —

Resista

Sensitive
—

Very Sensitive
—




Choices of 2nd line Chemotherapy

Platinum-Sensitive relapse Platinum-containing Doublet
PFI > 6 months Carboplatin + Paclitaxel
Carboplatin + Gemcitabine
Carboplatin + Doxil

Platinum-Resistant/Refractory Single agent
relapse Liposomal DXR (Doxil)
PFI < 6 months Gemcitabine
Topotecan

Weekly Paclitaxel
Oral Etoposide

(PFI: Platinum-free interval)



Carbo/Gem + Bevacizumab
OCEANS

¢ Platinum-sensitive

Carboplatin AUC=4 d1
Gemcitabine 1000mg/m2, day1,8
Q3wk 6 cycles

recurrent OC
* Measurable disease
*+ ECOGPSO-1
* No prior chemo for

Carboplatin AUC=4 d1

recurrent OC Gemcitabine 1000mg/m2 d1,8 _| Bevacizumab 15mg/kg
* No prior BV Bevacizumab 15mg/kg d1 “| Q3wk until progression
(n=484) Q3wk 6 cycles
GC+PL | GC+BV
1.0=  GCHPL G4 BY (n=242) | (n=242)
9 (n=242) (n=242) PFS by INV
« 0.8
s Median PFS, mo 8.4 12.4
g 067 Stratified analysis, HR 0.484
S (95% Cl) (0.388 — 0.605)
c 0.4
3 Log-rank P value <.0001
]
go2- ORR and DOR by INV
oo ORR, % 57 79
0 e 12 18 24 30 Median DOR, mo 7.4 10.4

Months
J Clin Oncol 2012; 30: 2039-45 HR (95% Cl) 0.53 (0.41-0.70)



Carbo/Pacli + Bevacizumab
GOG213

Carboplatin AUC=6 d1
Surger P
Suraical gery - Paclitaxel 175mg/m2 d1
. " 9 2 Q3wk 6 cycles
* Platinum-sensitive Candidate a
recurrent OC No Surgery g
! = Carboplatin AUC=5 d1
n=660 N . .
( ) Ng;r?:i:jg;fjl ® Paclitaxel 1775mg/m2 d1 _| Bevacizumab 15mg/kg
Bevacizumab 15mg/kg d1 Q3wk until progression
Q3wk 6 cycles
100 —— Chemotherapy 100 — Cha
\‘h —— Chemotherapy plus bevacizumab —— Chemotherapy plus bevacizumab.
s \ HR0-628 {95% [l 0-534-0739); p<0-0001 a0
z
TC TC+Bev %o MPES E ]
g 13.8vs. 10.4 th 5
Response 59% 78% T ve. T84 monins N
rate ) 42.2 vs. 37.7 months
P<0.0001 E - HR 0-824(95% {1 0-683-1005); p=0-05%
o 1‘2 2I4 JIF.! ‘|I8 E‘I} (1] IIR 2|4 3|6 4-|3 EHIZI
Numbser at risk Time since randomisation {months) Mumber at risk Time since randomisation (months)
Im 3T o) 125(15) 40(16) 20(17) 12023} 5{28} {mlgmm 337(0) 303(15) 134{17) 152 (30) 63 (77) 18 {109}
mbwadm:; 37 o) 201(7) B4 {7} 46 (10) 16{77) 9(32} mmmm: 370 306 (8) 253(3) 183 (20) 75(82) 28 (1)

Lancet Oncol 2017; 18: 779-91
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Olaparib®zhEH =L

Clinical benefit rate 23% 45% 69%
8 244 piatinum Platinum Platinum
= refractory resistant sensitive
o
£ 5
o ] M Complete response or partial response As =0.33
c {RECIST criteria and/or GCIG) P= 03
E M Stable disease for > 4 months (RECIST)
£ 124 “! Progressive disease (RECIST)

@
@
-
T
E
=
o
= _
KR TITTTT I
During treatment After 0-6 mo After > 6 mo

&
Time of Relapse During/After

Platinum-Based Chemotherapy
J Clin Oncol 2010; 28: 2512



BRCA mutationDE #EIZE§4+> 59 OlapariblX FEMENEHY

Study19: randomized phase 2 study

* high grade BRCAEGEFEEHY (n=136)
Serous Ovarian, Events/total patients (%) ?6.:'):::5%) j;f;?&d%:l
FT, and primary CRor PR Olaparib 400mg bid i e s %?}ul.soig}s;)m 12630 436054
) . o 18 (95% 010:10-0-31); p<D
peritoneal Platinum-based - " il "y
cancer — chemotherapy Until PD 3 704 Fn,
«  Platinum- 5 60 S
sensitive Placebo bid o H
Relapse E“ 304 S
(n=265) Primary endpoint: PFS & 2
Secondary endpoints: TTP, response, OS ™ |

BRCA status % ! Z ;

T
12 15
. Number at risk
was not requir ed il i a5 4 : :
Placebo 62 35 13 2 ¢} 1]
e j— TSI
BRCAEEFEEKL (n=118)
054 h Olaparib Placebo
2 | - e g0 # Eventy/totalpatients (%) 32/57(56%)  44/61(72%)
p J 3 iy ¥
£ | : P b Median PFS, months (95% C1) 7.4 (55103} 55(37-56)
w074 ! Olaparib BEARH g 804 | HRO.54(95% C1034-085); p=00075
93 0.6 AT T 704 1
g LY 2 60|
e 3 n
gm 0.4 _ﬁ 50+
= 0.3+ &
% 0.2+ Hazard ratio, 0.35 (95% CI, 0.25-0.49) 2 40
0.1 P<0.001 % 304
—++
0.0 T T T T 1 < 204
] 3 3 3 12 15 104 +
i L Madian ‘
Miths sinoe Randomizatin No. of Patients/  Progression-free 0 T T T T T
No. at Risk Total No. (%) Survival {ma) [i] 3 [ g 12 15
Olaparib 136 104 51 3 3 ] 60136 (44.1) 8.4 Time from randormisation (months)
Placebo 129 72 pi] 7 1 ] 93129 (72.1) 43 Number at risk
Olaparib 57 45 18 i} 2 0
Placebo 61 35 10 4 1 1}

N Engl J Med 2012; 366: 1382-92
Lancet Oncol 2014; 15: 852



BRCA mutationzE 9 %7 7 FF &
OlaparibffiFEis &

SOLOZ/ENGOT-Ov21: randomized phase 3 study

MH

EBRIPRZEICXTT S
IEI%E R

» Platinum-sensitive : :
Relapse CRor PR Olaparib 300mg bid
* high grade serous
oyarian, FT,. and Platinum-based _ Until PD
primary peritoneal chemotherapy )

cancer : mPFS 19.1 months vs. 5.5 months
« BRCA mutation Placebo bid HR 0.30 (95%Cl 0.22-0.41)
positive P<0.0001

N =295 Ay — Olaparib

90 HR 0-30 (95% C1 0-22-0-41), p<0-0001

Primary endpoint: PFS :
Secondary endpoints: TTP, time to first subsequent c
therapy or death, time to second progression or death, § ol
time to second subsequent therapy, response rate, OS g

T T T T T T T T T T T 1
o 3 6 9 12 15 18 n 4 7 e 1 36

SOLO2:ER[IBRCA1/ 2B FEEGE B E KT H5E3MHHERT

Ho=M. TR TSF I RZHEEERTEEDIEFEEICEIYEA |75 mo mo wr we we wo oo oo 2o se @ e e
Bonf-BEHICxTHHEFEEELTAHSNN\UITNREAESINT-,

Lancet Oncol 2017; 18: 1274



T FFRZEBRIPED A KT B NiraparibifiiFEx

ENGOT—OV1 6/NOVA trial o
Niraparib 300 mg QD
Germline BRCA (n =136)
+ Platinum-sensitive, recurrent mutation cohort 21
ovarian, fallopian tube, or primary (n = 203) Placebo QD
peritoneal cancer (n =65)
« 22 prior platinum-based regimens
» For the last chemotherapy, patients Niraparib 300 mg QD
receive at least 4 cycles of Pl chemo No germline BRCA (n = 231)
and achieve CR/PR mutation cohort 2:1
(n = 350)
N=553 Placebo QD
Primary endpoint: PFS (n=114)
Myriad HRD test Treatment until PD with no crossover allowed
A Germline BRCA Mutation C No Germline BRCA Mutation
g 1005 Hazard ratio, 0.27 (95% Cl, 0.17-0.41) 20 Hazard ratio, 0.45 (95% CI, 0.34-061)
= P=0.001 = P=0.001
S 754 z 75
= 'E 1
g - a
.E - Miraparib g 5ol
= ) = Niraparib
K] 8 N irapari
8 259 Tj"‘-‘!—o—-- Placebo @ 259 1"_'—"*'"'
g :h"“"‘“"“““""+"""“““'“‘" Eﬁ i"—'——-“— AL,
E’ B Placebo
0 T T T T T T T T T T T 1 & 0 T T T T T T T T T T T 1
g 2 4 6 8 10 12 14 16 18 20 22 M 0 2 4 6 88 10 12 14 16 18 20 22 24
Months since Randomization Months since Randomization
Mo. at Risk Mo. at Risk
Miraparib 138 125 107 98 89 79 63 44 28 26 16 3 1 Niraparib 234 188 145 113 BE /5 57 41 133 21 16 7 3
Placebo 65 52 34 211 12 & & 2 2 2 1 1 0 Placebo 116 ‘88 52 33 23 19 10 & 4 4 3 1 1

N Engl J Med 2016; 375: 2154-64
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FEOPE D A IZXF T B NiraparibifidFEiE

ENGOT-OV16/NOVA trial Niraparib 300 mg QD
Germline BRCA (n =136)
+ Platinum-sensitive, recurrent mutation cohort 21
ovarian, fallopian tube, or primary (n = 203) Placebo QD
peritoneal cancer (n =65)
« 22 prior platinum-based regimens
+ For the last chemotherapy, patients Niraparib 300 mg QD
receive at least 4 cycles of Pl chemo No germline BRCA (n = 231)
and achieve CR/PR mutation cohort 2:1
N=553 (n = 350) Placebo QD
Primary endpoint: PFS (n=114)

Myriad HRD test

B No Germline BRCA Mutation with HRD Positivity

. HRD negative

Treatment until PD with no crossover allowed

B 100
=3 e Hazard ratio, 0.38 (95% Cl, 0.24-0.59) = Hazard ratio, 0,54 (35% CI, 0.35-0.92)
;.; P=0.001 £ G
£ % 75
3
: ; HR 0.58
50+
E Niraparib E
k- 4 =
B 254 g g
E} 1*—----4— - Placebo 25+ 'ﬁ_ _____ Nirapanb
DE. 0 e i E i “1 Placabn I
T T T T T T T T T T T ] F e e
0 2 4 & & O 12 14 16 18 0 2 M o4 3 -
T T T T T T T T T T T T T
Months since Randomization 1] 2 4 L] 8 10 12 14 18 18 20 22 24
: Months since Randomization
o o ik Hﬂ MHI:IH. il 73 54 35 6 22 11 8 3 3 3 2 1
Niraparib 106 90 75 64 52 46 40 29 16 14 11 4 2 p&a;fu a2 3 ja 14 - £ o 5 o
Placebo 5 41 26 1 11 9 4 3 1 j LR ! 1

N Engl J Med 2016; 375: 2154-64
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QUADRA trial

* Metastatic or relapsed high-grade serous ovarian,
fallopian tube, or primary peritoneal cancer

« 3 or 4 prior chemotherapy regimens and who had a
response to first-line platinum-based therapy lasting
at least 6 months.

» Consented to undergo HRD test and blood germline
BRCA-mutated status testing

N=463

Primary endpoint: overall response
Hierarchical testing:

Niraparib 300 mg QD
(n =136)

1) patients with HRD-positive tumors sensitive to the last platinum-based chemotherapy

2) all patients with platinum-sensitive or resistance

3) all patients including HRD negative or unknown tumors.

[ HRD-positive
[ HRD-negative or unknown

+20%

30%

Best percentage change fom baseline
-

Lancet Oncol 2019; 20: 636-48

BRCA-mutated HRD-positive* HRD-negative or

(n=63) (n=189) unknown (n=230)
Platinum-sensitive to mast recent line of 718 (30%) 14/53 (26%) /52 (4%)
platinum therapy
Platinum-resistant or refractory 10/37 (27%) 127120 (10%) L/169 (3%)
Platinum status unknown 18 {13%) 3116 (19%) 179 (11%)
Al 18/63 (28%) 20/189 (15%) 81230 (3%)



PARPIEEXE

OReO/ENGOT Ov-38 trial

Maintenance therapy
Olaparib 300 mg bid Primary endpoint
= gBRCAm or sBRCAm by or 250 mg bid if 300 mg

Patients local testing not previously tolerated * Investigator-assessed PFS

Lalents _ < Prior PARP exposure for (N=74) (modified RECIST 1.1)

* Relapsed non-mucinous >18 months after firstine
epithelial ovarian cancer chemotherapy or 212 Placebo R

* One prior course of PARP months after second-ine or (N=38)
maintenance therapy later chemotherapy + Time to RECIST/CA-125

2:1 randomisation stratified by:

. CRI.PR to most recent . pr-',,;,," bm',';dzum';; y progression or death
pl;hnum regm:i?hor NED | + <3 vs 24 prior lines of platinum-based  — + Time to first subsequent
after surgery* with no rising ! chemotherapy therapy or death
CA-125 Nen-BRCAm cohort cotilort . « Time to second subsequent

« Documented BRCAm status * gBRCAm negative by local Olaparib 300 mg bid therapy or death
by local testing testing; may include patients o f:?a Eﬁiﬁg « Time to treatment

. Flo Iim;t t‘t? number of prior :xrum.ded sBlI:i::.rrn =) ) gsg?;:i::mo;or death
ines of therapy expos

212 months after irst-ine Plin * HRQoL
chemotherapy or ) « Safety

Study design

\e¢

Platinum-based
chemotherapy TCR/PR

26 months after second-line
or later chemotherapy

l

Until disease progression

-
L

BE5EDENEL?

*NED was permitted if optimal cytoreductive surgery conducted prior to chemotherapy.
bid, twice daily; CA-125, cancer antigen 125; CR, complete response; gBRCAm, germline BRCA mutation; HRQoL, health-related quality of life; NED, no evidence
of disease; PFS, progression-free survival; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumours; sBRCAm, somatic BRCA mutation.

RSV

ESMO Congress 2021 LBA33



BRCAEIGZFEEDNDHEIZEHH ST . Olaparip
[Z&YUPFSAShE

OReO/ENGOT Ov-38 trial

100 ¢ BRCAm cohort
s 90 1 Olaparib Placebo
2 80 (N=74) (N=38)
e
g 107 Median follow-up for PFS, months 4.1 28
o
PR Events, n (%) 65 (38) 38 (100)
£F 501 Median PFS, months 43 28
E3 40 A
$E ] [ HRusr o 0708 Pocze_| BRCAm cohort Non-BRCAm cohort
&=
£ 201
2 i i
R | Olpar N s oty HR (95°% CI) wmoerapaens e HR (95% C
0 -_—— total number of patients (%) ] total number of patients (%)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 0 32 MU 3 Al pionts G5TAEE  338(100) il wnen wse = —@— |
) . N Use of prior bevacizumab ! !
No. at risk Time from randomisation (months) Yes 32035 (91) 177 (100) P I 63) 1822 (82) " !
Olaparib 74 66 38 25 23 16 13 7 7 6 4 4 3 2 2 1 1 1 1 No 33/39 (85) 211214 (100) — | 2029 (72) 1214 (86) — e
Placebo 38 36 15 5 4 1 0 Number of prior regi of plati taining chemoth 1 1
<3 40/47 (85) 23123 (100) —e—+ 30047 (68) 18124 (T5) ——@——— ;
24 25027 (93) 1515 (100) — el 16/25(64) 1212 (100) —_———
100 9 Non-BRCAm cohort Whether a patient had a CR or PR with the most recent course of : J
] chemotherapy at baseline : !
e X Olaparib Placebo CRt 1315 (87) 1313 (100) —————— 1019(53)  911(82) -
2 i N=72 N=36! PR 51/58 (88) 25025 (100) — o+ 3853(72) 20584 2——@—— |
@ 80 (N=72) (N=36) i i
8 Duration of previous PARPi exposure ] |
g 701 Median follow-up for PFS, months 29 28 <18m (BRCAT), <12m (non-BRCAm)  2527(83)  16/46(100) ——— oy wE) e
5 218 m (BRCAm); 212 m (non-BRCAm)  40/47 (85) 22122 (100) —— | 2841 (68) 15M9(79) —e—— |
g= 801 Events, n (%) 48 (67) 30 (83) ! !
2% 901 Median PFS, months 53 28 01 « > 01 " 1 >
E3 40 - Olaparib better Placebo better Olaparib better Placebo better
E R ) 30% | HR 0.43 (95% C1 0.26-0.71); P=0.0023 |
_‘;; 20 A 14%
g 107 —‘7% Placebo i sl
o 8 ' I : ® I

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 3
No. at risk Time from randomisation (months)

Olaparib 72 62 3 12 10 7 5 &5 5 4 2 1 1 1 1 1 1 0
Placebo ¥ N 7 2 2 0

ESMO Congress 2021 LBA33
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FEaE
TC#& %, dose-dense TCHEiE. TC+Bevacizumabi& ik
#¥&% BRCAmLt: Olaparib=xBev, Niraparib
HRD: Olaparib+Bev, Niraparib
HRP: Niraparib, Bevacizumab

fIEaE TPARPHHER BIoE fIEaE TCPARPHHER XRoE

To5F T2 HER To5F T2 HER
« Platinum doublet = Bevacizumab - JS5FHHAIEZEEEZ DOlaparib
« BRCAmtTIX184 B Ll L. non-BRCAmt A%, Niraparibf %
TlE127 B L. £ OPARPIEE 2 A& 4R « B3-4RIAEEHYHRDIZXNT S
HRHOTLW=EBEIZHE LTI, Olaparib® Niraparib B Kl 5%
BER5HhEFIEND
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Chemotherapy for platinum-resistant

relapse
. TTP (ON)
Study N Regimens (wks) (wks) P
Ten Bokkel Huinink, JCO 226 Topotecan 23 *0.002 61
1997 : NS
Paclitaxel 14 43
Gordon, JCO 2001 474 Topotecan 17 57
_ NS NS
Doxil 16 60
O’Byrne, Proc ASCO 2002, 214 Paclitaxel 22 NS 56 NS
bstr 808
i Doxil 22 46
Mutch, JCO 2007 195 Gemcitabine 13 55
_ NS NS
Doxil 16 59




Chemotherapy + Bevacizumab

AURELIA
Response Rate
50 -
45 4 nCT =sBEV+CT
Platinum-resistant Chemotherapy - ;g: p<0.001° s 000 i
oC £ 30 - 273
<2 prior anticancer | HEh
regimens £ ffs’ ]
*No history of bowel 10 -
obstruction/abdomin BEV 15 mg/kg q3w UG 5
al fistula PD/toxicit 0+
+ Chemotherapy Responders RECIST responders CA-125 responders
(RECIST ang.fsc())r CA-125) (n=287) (n=297)
(n=350)
. o _ Progression-Free Survival
Chemotherapy options (physician’s choice) o e
-Paclitaxel 80mg/m2 weekly o (=182 (n=trs
e Events, n (%) 166 (21%) 135 (75%)
- Topotecan 4mg/m2 d1,8,15 q4w Zos{ | ™ edanPFS mows 34 87
o e { (2-2-3. i
PLD 40mg/m2 d1 g4w £ os- Y tR (nacusted oSe
_g- ............ \l\r_ Log-rank p-value <0.001
% 0.4 : i (2-sided, unadjusted)
£ N
& 0.2 ; :
0 g 12 18 24 30
o Time (months)
ET o 132 ?3 7 2!3 .3 1. 1 0 ]

J Clin Oncol 2014; 32: 1302-1308



BRERIEICXT T % i
oI E1R] =8 =35
Dose-dense TC
TC+RN\V XD
BRCA1/2:E(FLEEEMICxT BAT/\UT# L. HRDEE I T 54 5/8
)T+ RN X THEFRIE. PIEaRE=S/ D HERE

BRERLEFEE
Platinum-Sensitive relapse
Platinumz & L2/ 6t AEE
Platinum-Resistant relapse
Non-platinum L A2 Bl
RN XITELFEEDOENMN
To5FFREFMHEFHICHT EA T/ N THFRELLII =S/ THHEE
HRDIG43~4R/ABEDH ST ZF T REZIEBRIIHT 5=3/\)TEE



SERORE

MENAITHT BREFTVIRAVNAETREDEEIL. CHFETEHA(
Nivolumab, NINJA trial) . 1E=# &= & D #f F (Avelumab, JAVELIN 100, 200) .
MEFHEBEFFRED G (Atezolizumab, IMAGYN 050) TRESIN TULVELY,

REFTVIRAVNEEZEEPARPIEER LD ABRIERICKDMEN TSNS

o

19 line CRELTHDREF Ty (> NEEELPARPIEEE D MR

ENGOT Ov43 TC + Pembrolizumab + Olaparib
ENGOT Ov44 (FIRST) TC + TSR042 + Niraparib
ENGOT Ov45 (ATHENA) Maintenance after TC:

Rucaparib + Nivolumab
ENGOT Ov46 (DUO-O) TC + Bev + Durvalumab + Olaparib



Mirvetuximab soravtansine (MIRV)

SORAYA trial
Single arm phase 3

Platinum-resistant ovarian cancer 1-3 prior
therapies

Prior bevacizumab required; prior PARP
inhibitor allowed

scoring (>/= 75% of cells staining positive,
with >/= 2+ staining intensity)

High FRa membrane staining with IHC-PS2+

ERRAEE @G5t

IV on day1 of 3-week cycle

MIRV 6mg/kg, adjusted ideal body weight

N=60
Primary endpoint: ORR

Investigator-Assessed BICR-Assessed

End Point
(N=105) (N=96)
Response rates?
ORR, n (%)® 34 (32.4) 29 (30.2)
95% CI° [23.6-42.2] [21.3-40.4]
Best overall response, n (%)
Complete response 5 (4.8) 6(6.3)
Partial response 29 (27.6) 23 (24.0)
Stable disease 48 (45.7) 54 (56.3)
Progressive disease 20 (19.0) 9 (9.4)
Not evaluable 3(2.9) 4(4.2)
Duration of response / time to response®
mDOR®, months 6.9 NR
95% Cl [5.6, 9.7] [5.0, NR]
Median ti t ',
edlan Sme 1o response 1.5 (1.0-5.6) 1.4 (1.0-5.4)
months (range)

mPFS
-investigator-assessed: 4.3 months
-BICR: 5.5 months

mOS 13.8 months

Ursula A. Matulonis et al. ASCO annual meeting 2022 Abstr5512

0 e ¥

204

40

% Change from Baseline

80

-100

Subjects with Dose Reduction
Sul

irst Dose Reduction

bjects without Dose Reduction

T
100 250

Days from Baseline

TRAEs, n (%) All Grades Grade 3 Grade 4
Patients with any event 91 (86) 30 (29) 1(1)
Blurred vision 43 (41) 6 (6) 0(0)
Keratopathy 31 (29) 8 (8) 1(1)
Nausea 31(29) 0(0) 0(0)
Dry eye 26 (25) 2(2) 0 (0)
Fatigue 25 (24) 1(1) 0(0)
Diarrhea 23 (22) 2(2) 0(0)
Asthenia 16 (15) 1(1) 0(0)
Photophobia 14 (13) 0(0) 0(0)
Peripheral neuropathy 14 (13) 0 (0) 0(0)
Decreased appetite 14 (13) 1(1) 0(0)
Vomiting 12 (11) 0 (0) 0 (0)
Neutropenia 14 (13) 2(2) 0(0)

AEs, adverse advents; TRAEs, treatment-related adverse events.




MORADb-202

E R AR R - B o
Phase 1 trial

% ﬁf“”"’\ﬁn\’(gngug‘”ﬁﬁ"d
g H,:i{ ORR (%) ORR ORR

FRa>50%

FRa<50%)

linker  Farletuzumab PEG2-val-cit-PAB linker Eribulin

- Unique effects on t
Bind 4 eribulin 'g:;";:;“""°""‘°"‘ i *Fast cleavage by enzyme =ikl Cohort 1 24 6.7 25.1 2/ 6 4/ 18
MORADb-202 sinternalized by cancer +Eribulinis directly produced -+ :;%"r'ehgva‘igzph““ﬂty and no ( 0.9 mg /kg)
- ‘. Cohort 2 21 8.2 52.4 1/2 10/19
Key Inclusion Criteria Dose escalation phase PROC expansion phase®
(Ovarian cohort) Dosing: MORAb-202 IV Q3W 2 Dosing cohorts, both IV Q3W (1.2mg/kg)
- Measureable disease (levels of 0.3, 0.45, 0.68, 0.9, ———————=—
by RECIST v1.1 1.2 mg/kg) Cohort 1° (MORAb-202 0.9 mg/kg)
(expansion phase only) } 3
+ < 2 regi f i Cohort 1: Cohort 2:
= - regimens o (n=3) Safety assessment of Cohort 1 ohort 1: ohort 2:
Giagnosis of PROC s Review of pneumonitis/ILD MORAb-202 MORAb-202
(exgansion phase only) 0.68 mglkg performed by an external ILD 0.9 mg/kg 1.2 mg/kg
o8 PR Dor = ;; =3) expert committee Parameter, n (%) n=24 n=21
of 0 or 45 mg/kg —
 Fationts with HGS =3 A Any ILD/Pneumonitis event 9 (37.5) 14 (66.7)
PROC without archival IR Cohort 2° (MORAb-202 1.2 mg/kg) Severity: ~ Grade 1 8(33.3) 6 (28.6)
tumor samples Grade 2 1(4.2) 7 (33.3)
wore e o Primary Objective Grade 3 0 1(4.8)
cenc:rglolse: %IJ\:)?aa:orye + Determine safety and lol-erab.lllty of MORAb-202 Grade 4 0 0
. : Selected Secondary Objectives Grade 5 0 0
E_a?elnts with other + Determine the recommended dose of MORAb-202 for future studies Seri - = >33 30143
rézgi%%ytgif FRa » Pharmacokinetic characterization erious respiratory even (8.3) (14.3)
positive confirmed at ORR, DCR, CBR ILD/Pneumonitis event leading to
the central laboratory DOR, PFS, OS (expansion phase only) MORADb-202:
using tumor samples Discontinuation 1(4.2) 5(23.8)
Gl Study Assessments Dose reduction 5 (20.8) 9 (42.9)
SJusieluleals Tumor assessments were performed by investigator using RECIST v1.1 S ——— 1(4.2) 4(19.0)
+ Adequate organ All AEs and serious AEs were monitored and recorded P - =

function

Statistics for dose escalation used an accelerated mTPI method

Nishio S et al. ASCO annual meeting 2022 Abstr5513

°Includes pneumonitis, ILD, dyspnea.
Data cutoff date: October 31, 2021.

ILD, interstitial lung disease; TEAEs, treatment-emergent adverse events.
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fiT & ARG vs. TR ILEERE

Whole Abdominal RT (30Gy)

GoG122

Stage Ill, IV
Residual disease < 2cm

ADM 60mg/m2
CDDP 50mg/m2 g21d 8 cycles

Progression—Free Survival ‘Survival
By Randomized Treatment Group By Randomized Treatment Group
1.0 1.0
0a ne
g .. . OS: AP vs. WAI
i PFS: AP vs. WA ' HR: 0.66 (0.5 - 0.89)
- g HR: 0.68 (0.52 - 0.89) ¢ L 5
E,uu = 08 e
nl:. 0s E o5 T
4
< 04 ‘éi 04
'15:' 0a = 03
% 02 02
& 0.1 Treatmant Group Alve, PF Failed Total 04 Treatment Group  Alive Dead Total
S— T8 128 202 ] B2 120 202
00 - P B3 111 184 a0 —_ - AP 104 90 194
Q 12 24 k] 448 60 o 12 24 38 48 80
Months on Study Months on Study

J Clin Oncol 2006; 24: 36



CJGoG

JGOG2043

Standard arm: AP

A: Doxorubicin 60 mg/m?, L.V., day 1
P: Cisplatin 50 mg/m?, V., day 1
every 21 days for 6 cycles

Endometrial cancer

at a high risk of recurrence

e stagel, Il with G2/G3 and a
myometrial invasion >1/2

* stagelll

* stage IV with no metastatic lesions
beyond the abdominal cavity

Experimental arm 1: DP

D: Docetaxel 70 mg/m?, 1.V., day 1
P: Cisplatin 60 mg/m?, V., day 1
every 21 days for 6 cycles

Experimental arm 2: TC

T: Paclitaxel 180 mg/m?, I.V., day 1
C: Carboplatin AUC6, 1.V, day 1
every 21 days for 6 cycles

Adjustment factors:
*  FIGO surgical stage (I, Il vs llI, 1V)
* histologic grade (G1, G2 vs G3, others)

R
A
N
D)
0]
M
I
Z
A
T
I
0]
N

Primary endpoint: Progression-free survival
Secondary endpoint: Overall survival, Adverse events ,tolerability

American Society of Clinical Oncology 2017 Annual Meeting



Progression-free survival

JGOG2043

Overall survival

1.00-

1.00-
2 075-
g
& 0.50-
2 — AP
=
5 — DP
£ 0251 — TC
£
0.00-
o 1 2 3 4 5 6 7 8 9 10
No. at risk Years since registration
AP 263 232 211 197 195 190 156 101 38 5
DP 263 240 224 218 210 205 164 99 44 2
TC 262 239 219 198 192 190 142 88 35 5
Arm N Events 5-yr PFS P value
AP 263 72 74.5%
DP 263 55 80.5% P=0.1246
TC 262 75 74.3%

American Society of Clinical Oncology 2017 Annual Meeting

0.75-
H 0.50-
s 0.
>
E — DP
0251 — TC
0.00-
o 1 2 3 4 5 6 7 8 9 10
No. at risk Years since registration
AP 263 252 240 229 218 213 172 107 40 5
DP 263 255 245 237 230 227 177 105 46 2
TC 262 255 245 238 225 219 169 103 43 6
Arm N Events 5-yr OS P value
AP 263 46 83.9%
DP 263 40 88.9% P=0.6734
TC 262 47 88.0%




JGOG2043 D #EFR

* Negative study

o APEEIIDPE L. TCEEICHENMAEEMED S <. tolerability b L 37 X > (C
LE~E U,

« DPERITEENTAIILE (B OMEM) | #EsEHEL, LAL, &< b
A VELTERITFANAT=Z LY,

o TCE EIZAPEEICE t/\tolerable HREEIZAPEEL Y H 5L, Globalll=
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MPA%E:E GOGS1

Advanced or

J Clin Oncol 1999; 17: 1736

RR mOS
‘I:ZI:I‘/ 200mg/H | 25% 11.1 months

recurrent 145 patients
endometrial o
carcinoma RO 1000mg/H | 15% 7.0 months
154 patients
Response
Grade MST (mo.)
No. %
1 22/59 37 18.8
2 26/113 23 75
3 12/127 9 6.9




ETBRFEFRDPAVEGEICE T STCEE

GOG209

Surgical stage IlI/IV or recurrent
Measurable disease

Response rate 51% in each arm

mPFS 13.5 months vs. 13.3 months
(HR=1.03)

mOS 40 months vs. 37 months

TC is less toxic than TAP: sensory
neuropathy (19 vs. 26%), thrombocytopenia
(12 vs. 23%), emesis (4 vs. 7%)

LBA2. Presented at the 2012 Society of Gynecologic Oncology Annual Meeting, Austin, TX.

TAPHRE

ADM 45mg/m?
CDDP 50mg/m?

g 3wk X 7 cycles

Paclitaxel 160mg/m?

TCHEE

PTX 175mg/m?

Carboplatin AUC 6
Q 3wk X 7 cycles

Median
PFS
(months)
13.5

133
HR=1.03

12 24 36 48 )



=IED A IZH T D molecular subtype

a POLE (uttramutated) MS! (hypermutated) Copy-number low (endometricid) Copy-number high (sarous-fike)

Mutaticns per Mb

ancy (%)

Substitution

£ subtype distribu characteristics
MSIJMLH1 . tion
H HTH | ey g 1 AT TR I III POLE 7% * EndometriOid grade3
W": " " ! I ‘ I - fERAREEEEE - ltramutated e Somatic inactivating mutations in POLE exonuclease (POLE;
T e W S SRR 1N PRINE SR ‘ 1 = Ed Bl S ol a catalytic subunit of DNA polymerase epsilon involved in
POL MS1 DNAmethylstion CN cluster Mutstions Histology Tumour grade . . .
nuclear DNA replication and repair)

Bcallcs or Taliclve Qvans [rosen [other [Msinigh [MStiow MSstehls [NA EMHTsient 1 f2 s Je Bonsenss | Missensa || Frameshit  [[Serous | Mixed  Endometriod I3 2 1

e Very high mutation rates

" - P ' g Mutation: PTEN, PIK3CA, PIK3R1, FBXW7, ARID1A, KRAS,
& Z fi -tk P ' 9 80
*“"f N : ARID5B
[ POLE pitramuratocd (17) | [2|51 3 8 £ % s3
. .ﬁ/ £ w0 L H 2 MsI 28% *  Endometrioid carcinoma with microsatellite instability,
Ly m%' B t“"ﬁ‘lu:"zm 7 E 20 I I h I. l ggﬁ hypermutated frequently with MLH-1 promotor methylation
eyl ESmmEEE o e Ce *  High mutation rate
ooy o s £ &g @ §“ & 63 b“’ & £ +  Mutation: PTEN, RPL22, KRAS, PIK3CA, PIK3R1, ARID1A

Copy-number 39% *  Endometrioid grade 1-3
low *  Low mutation rate
e Mutation: PTEN, CTNNB1, PIK3CA, PIK3R1, ARID1A

Copy-number 26% *  Serous and mixed endometrioid
high *  Low mutation rate
e TP53, PPP2R1A, PIK3CA
¢  Showing chromosomal instability, with recurrent
amplifications (MYC, ERBB2, CCNE1, FGFR3, SOX17)

Nature 2013; 497: 67-73



Microsatellite instability (MSI)

Microsatellite: DNARN T1-#IEE DIEE BRI N REIN S EPL

MSH2/6(Z £ 2~70
HAT— (Muts) 0°2

MLH1/PMS2{C LB~
FOH 47— (MutD
EMutsh B EfEAL

#EL

IARFHEED

2Ty F s R Al
D . @

Q O

MutL
i

N
DNA SATYFES

@ PCNA/RFC/ATP K 1)
[CPMS2D DI /K X

GL T — MBI

MHFA Pl

) L N
W
MMREET EETE  bontk . 220
7 3B
MLH1 3p21.3 19 756
MSH2 2p22-p21 16 934
PMS2 7p22 15 862
MSH6 2pl6 10 1360

Mol Cell 2004; 15: 31-41.

« DNABEKFICRERZOIT 7 —NELPT W

e DNAI X< v F1&18 (Mismatch repair; MMR)
PRREETIC K W EEEML & FEBE A CRIE
EFICEVWAE LSRR ZE, ¥4 78577
A FARREMEMS) &S

« FHMMREME=F & LT, MLH1, MSH2,
PMS2, MSH6A % %



MSI&F P

« MSIE., EIZMMREEFDAIEMZRINEEZFRRET BLynchfEIEEEDM ., FICMLHIEEFDOTO
E—AREEOERVLEATFIVEEZRRET IR ERGNA . FEARIPAEF. RRLGERIZEHLNS,

o MSINEL. exon D REBFICEENE S EEHING. MHAZEHE. DNABEP TR — R GE 2
B4 5EBGEFICTIL—LIIFEEMNRIY ., FEIEITEUD(EEZONTLNS,

o FEAREDHIS%IZLynchfEIZEEN ., £1=%£920-35%Z[ZMMRIZEHE 3 Hgermline/somatic mutation,
epigenetic change BN FEE T B2,

Lynch syndnames Sparadic CRC
EIMP-E

DMNA mismatch repair model

DA miomalch rapair (MMR) gane

EefR TANENOn

o .--——— . — —
UCEC STAD READ KIRC OV PRAD LUAD HNSC LIHC LUSC BLCA GBM LGG BRCA KIRP SKCM THCA
i F A B E B OB N M OEFMEBRB® 2 AE®
DRl vy = B OE B OB OB X OB B @ B B ¥ E B E O# &K
Other mutaions B 2 ®m@E B E B BT EEE®RR B R
M-ra8 mubatisn BRAF = ] = Z & Lt E 21 B8 & &
B-caterin mutaion mutation = g ' B B

1. Carcinogenesis 2008; 29: 673
2. Nat Med 2016; 22: 1342—1350



FEMEICHTIREFz Yy 75K-4 > FEE

Unselected or bMMR population

Study Patient population Outcome
Keynote 28: Pembrolizumab Advanced stage or metastatic PD- ORR 13%
(n=28)1 L1+ endometrial cancer
PHAEDRA trial: Durvalumab Advanced stage or metastatic ORR in pMMR 3%
(PMMR, n=36)2 endometrial cancer
GARNET study: Dostarlimab Previously treated, recurrent ORR in pMMR 20.3%
(n=94)3 advanced stage endometrial
caner
Avelumab (pPMMR, n=16)* Advanced stage or metastatic ORR 6.25%

endometrial cancer

et

1. J Clin Oncol 2017; 35: 2535

2. ASCO Annual Meeting 2019 #5501

3. SGO Annual Meeting on women’s cancer 2019
4. J Clin Oncol 2019; 37: 2786



FEMEICHTIREFz Yy 75K-4 > FEE

dMMR population
Study Patient population Outcome
Keynote 158: Pembrolizumab Advanced stage or metastatic ORR 57.1%
(n=49)1 dMMR endometrial cancer
PHAEDRA trial: Durvalumab Advanced stage or metastatic ORR 43%
(dMMR, n=35)? endometrial cancer
GARNET study: Dostarlimab Previously treated, recurrent ORR 43%
(n=70)3 advanced stage endometrial

caner

Avelumab (dMMR, n=15)* Advanced stage or metastatic ORR 26.7%

endometrial cancer

et

1. J Clin Oncol 2017; 35: 2535

2. ASCO Annual Meeting 2019 #5501
3. JAMA Oncol 2020; 6: 1

4. J Clin Oncol 2019; 37: 2786



Key eligibility criteria

* Advanced, metastatic, or recurrent

endometrial cancer

* Measurable disease by BICR

* 1 Prior platinum-based CT?
+ ECOG PS 0-1

* Tissue available for MMR testing

Stratification factors

MMR status (pMMR vs dMMR) and
further stratification within pMMR by:

» Region (R1: Europe, USA, Canada,
Australia, New Zealand, and Israel, vs

R2: rest of the world)
« ECOGP5(0vs1)

= Prior history of pelvic radiation (Y vs N)

N Engl J Med 2022; 386: 437-448

Lenvatinib
20 mg PO QD
+

PembrolizumabP
200 mg IV Q3W

Treat until progression or
unacceptable toxicity

Doxorubicin
60 mg/m? IV Q3We

or
Paclitaxel
80 mg/m? IV QW
(3 weeks on/1 week off)

—

KEYNOTE-775 Lenvatinib + Pembrolizumab vs. chemotherapy

Primary endpoints
*PFS by BICR
*Overall survival

Secondary endpoints
*ORR

*HRQoL

* Pharmacokinetics

» Safety

Key exploratory
endpoint

* Duration of response



KEYNOTE-775 Lenvatinib + Pembrolizumab vs. chemotherapy

or death, 0.60 (95% Cl, 0.50-0.72)

PMMR All-comers
LEN + pembro TPC LEN + pembro TPC

Patients, n 346 351 411 416

Objective response rate, %

(95‘,3, p P ° 30.3(25.5-355) 15.1(11.5-19.3) 31.9(27.4-36.8) 14.7 (11.4-18.4)

0
Difference vs TPC, % 15.2 17.2
P-value < 0.0001 < 0.0001
Progression-free Survival Overall Survival
A pMMR Population A pMMR Population
1004 Median o 1004 Median
90 Progression-free 2 g0 Overall
s %0 Survival ‘:, %0 Survival
2 1 (95% C1) s (95% C1)
3 & 70 mo % 70 Lenvatinib+ mo
£.9 601 Lenvatinib+ 6.6 (5.6-7.4) 3 604 pembrolizumab Lenvatinib+ 17.4 (14.2-19.9)
28 50 Lenvatinib+ Pembrolizumab v 50 Pembrolizumab
5 o e pembrolizumab Chemotherapy 3.8 (3.6-5.0) H e Chemotherapy 12.0 (10.8-13.3)
S i & i
E 304 E‘_ 30 Chemotherapy Hazard ratio for death,
5 20- Chemotherapy Hazard ratio for progression % 20 P<%i)80§95/6 0560184
i}
a

el P<0.001 el
0 T T T T T T T T 1 0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Month Month
No. at Risk No. at Risk
Lenvatinib+pembrolizumab 346 264 165 112 60 39 30 12 5 0 Lenvatinib+pembrolizumab 346 322 285 232 160 109 62 28 5 0
Chemotherapy 351 177 83 37 15 8 3 1 1 0 Chemotherapy 351 319 262 201 120 70 33 11 3 0
B All Patients B All Patients
100+ Median 1004 Median
90 Progression-free 90 Overall
Survival Survival
e (95% CI) iy 3 (95% CI)
704 6 704 Lenvat.mlb+ o
60- Lenvatinib+ Lenvatinib+ 7.2 (5.7-7.6) 60- pembrolizimsb Lenvatinib+ 183 (15.2-20.5)

Pembrolizumab

Percent of Patients without
Progression

Percent of Patients Who Were Alive
-
3
T

50-] pembrolizumab Pembrolizumab
404 Chemotherapy 3.8 (3.6-4.2) 404 Chemotherapy 11.4 (10.5-12.9)
30 30 Chemotherapy Hag:;d ratio for death,
; . 62 (95% Cl, 0.51-0.75)
20~ Chemotherapy Hazard ratio for progression 20 P<0.001
10} or death, 0.56 (95% CI, 0.47-0.66) 1o S
P<0.001
0 T T T T T T T T 1 0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Month Month
No. at Risk No. at Risk
Lenvatinib+pembrolizumab 411 316 202 144 8 56 43 17 6 0 Lenvatinib+pembrolizumab 411 383 337 282 198 136 81 40 7 0
Chemotherapy 416 214 95 42 18 10 4 1 1 0 Chemotherapy 416 373 300 228 138 80 40 11 3 0

N Engl J Med 2022; 386: 437-448
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Key Clinical Studies in Advanced, Recurrent, or

Metastatic Endometrial Cancer

Primary
Trial name/ID Disease/treatment setting® Brief description

ENGOT-En6 Recurrent Endometrial Cancer;
MSI stratification
NRG-GY018 Treatment naive for stage IlI-1V EC or no

prior treatment for recurrent disease;
MSI stratification

KEYNOTE-775 Advanced, recurrent, or metastatic EC;

after 1 prior platinum chemo

LEAP-001 Treatment naive for stage IlI-IV EC or
no prior treatment for recurrent disease
AtTEnd Treatment naive for stage IlI-IV EC or
no prior treatment for recurrent disease
ROCSAN Progressive or recurrent endometrial

carcinosarcoma; failure after 21 prior
platinum-containing regimen

Dostarlimab vs Physician’s Choice
Chemotherapy with crossover

Pac/carbo+pembro/pembro maintenance vs
Pac/carbo/placebo/placebo maintenance

Lenvatinib + pembrolizumab vs TPC

Lenvatinib + pembrolizumab vs Pac/Carbo

Atezolizumab in combination with paclitaxel +
carboplatin

Dostarlimab + niraparib or niraparib alone
compared to chemo after 1L chemo

Initiating 2019

Initiating 2019

January 2022

April 2023

July 2021

January 2023

EAREZOFERNEENTOETH, ZOMAEHELTLDLOTEHYFE A,
BEEFOEE- PR, BE-AEIOVTERADRNXEEZI SRV ZE BIEERICTEELEZSLY,
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Stage IB, I
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1. Lancet 1997; 350: 535
2. Gynecol Oncol 2007; 106: 362
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Stage IB cervical cancer who
received radical hysterectomy
and lymphadenectomy

LN mets negative

At least 2 of 3 factors: 1) >1/3
stromal invasion, 2) Iv+, 3) large
tumor volume

Eligibility Criteria

CLS* Stromal invasion Tumor size
Positive Deep 1/3 Any
Positive Middle 1/3 =2 cm
Positive Superficial 1/3 =5 cm
Negative Deep or middle 1/3 =4 cm

“ Capillary lymphatic space tumor mvolvement.

Gynecol Oncol 1999; 73: 177
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« Stage IA, IB and llA cervical cancer who CCRT (FP+RT49_3Gy)
received radical hysterectomy and
lymphadenectomy
« +pelvic lymph node mets, +parametrial
involvement, or +surgical margin RT 49'3Gy
100% 100% 7
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i 1,.__‘__1_‘-1“ L ‘--H‘"--t\.,,__-
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Years After Regisiration

Fig 2. Overall survival for 127 patients randomized to receive CT + RT
and for 116 patients randomized to receive RT alone.

Fig 1. Progression-free survival for 127 patients randomized to receive
CT + RT and for 116 patients randomized fo receive RT alone.

J Clin Oncol 2000; 18: 1606
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Lancet 2001; 358: 781 best supportive care (BSC)

J Clin Oncol 2008; 20: 966

N Engl J Med 1999; 340: 1137 _ NP

N Engl J Med 1999; 340: 1144 BABAMEBEZR FEREARINI/Y 2017FER
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VRATZF  50mg/m2

N1 Ax 1)L 1356mg/m2, 2485 XA
advanced U RTSF > 50mg/m2
(stage 1VB), E/LJLEY 30mg/m2, dayl, 8
recurrent, or
persistent S RATS5F L 50mg/m2
cervical cancer 4 L BE 2 1000mg/m2, dayl, 8

L RATSF 2 50mg/m2
rMRTHY  0.75mg/m2, day1-3

J Clin Oncol 2009; 27: 4649
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JCOGO0505

Multicenter (30 specialized institutions), Randomized Phase lll Trial

Stage IVB, persistent or
recurrent cervical cancer; not
amenable to curative surgery
/ radiotherapy

* Balancing factors:
« Tumors outside of the prior
irradiation field
(yes or no)
« PSO0-1or?2
« SCC or non-SCC
* Institution

/
N\

J Clin Oncol 2015; 33: 2129-35

Standard arm: TP
Paclitaxel 135 mg/m? 24h d1
Cisplatin 50 mg/m? 2h d2

every 21 days for 6 cycles

Experimental arm: TC
Paclitaxel 175 mg/m? 3h d1
Carboplatin AUC 5 1h d1

Primary endpoint: OS

Secondary endpoints: PFS, RR, adverse

events, QOL
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J Clin Oncol 2015; 33: 2129-35

Overall Survival

Median(m) 1-yr 2-yr 3-yr
Arm N Events [95% CI] 05 0s 05
183 m o o o

TP 123 106 [16.1-22.9] 72.4% 38.8% 18.3%

17.5m

) o o
[14.2-20.3] 67.6%  31.5%  21.3%

121 98

HR: 0.994 [90% CI: 0.789-1.253 (<1.29)]
non-inferiority one-sided p = 0.032*

0.5 1 1.5 2 2.5 3 3.9 4 4.5 9 9.9 6

Years after randomization

#stratified Cox regression with “tumors outside prior irradiation field[yes/no]” as strata
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¥ = SEiE N9 B Bevacizumab

Paclitaxel 135 or 175 mg/m? IV

|

Cisplatin 50 mg/m?2 IV

Carcinoma of the cervix
*Primary stage IVB

Paclitaxel 135 or 175 mg/m? IV

A

*Recurrent/persistent

Cisplatin 50 mg/m?2 IV

*Measureable disease
*GOG PS0-1

*No prior chemotherapy for
recurrence

Bevacizumab 15 mg/kg IV

Paclitaxel 175 mg/m?2 IV

(N=452) <
" Topot 0.75 mg/m?d1-3

Stratification factors: SRSl
-Stage IVB vs recurrent/persistent 1111
disease e
-Performance status fiaclitaxelielme imall]
*Prior cisplatin Rx as radiation-
sensitizerp IV Topotecan 0.75 mg/m?2d1-3 <

Activated: 4/6/09 Bevacizumab 15 mg/kg IV

A1

Closed to accrual: 1/3/12

Chemo alone

Q21d Rx to

PD, toxicity,
CR

Chemo + Bev

N Engl J Med 2014; 370: 734

KS Tewari (study chair). www.ClinicalTrials.gov Identifier: NCTO0803062.

Primary endpoint: OS 1) by adding Beyv, 2) by adding non-platinum chemo
Secondary endpoint: PFS, ORR
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1.0 1
0.91
0.8
0.7 1
0.6 1

Platinum vs. Non-platinum chemotehrapy

* Topotecan + paclitaxel shown to not be superior or inferior to

cispaltin + paclitaxel

Cis + Pac
(n=229)

81(35)
15

HR=1.20 (98.74% CI; 0.82—-1.76)
P (one-sided)=0.880

0.5
0.4
0.31
0.2
0.11
0.0

Proportion Surviving

N Engl J Med 2014; 370:

734

T
12

N .
urvival
Chemotherapy Chemotherapy
(n=225) + Bev (n=227)
Events, n (%) 184 (82) 183 (81)
Median PFS, mos 5.9 8.2

HR=0.67 (95% Cl, 0.54-0.82)
2-sided P=0.0002

RR, % 36 (CR, n=14) 48 (CR, n=28)
2-sided P=0.00807

1.0 =
0.9 4
0.8 Median OS, mos
2
s 0.7
S 06
n
- 054
kel
T 044
o
ER
8 024
0.1 4
0.0 T 1
0 12 24
Months on Study
Chemotherapy Chemotherapy
(n=225) Bev (n=227)
Events, n (%) 140 (62) 131 (58) 1.0 -
Median OS, 13.3 17.0 i
mos g 0.9
HR=0.71 (97% Cl, 0.54-0.94) ‘ 0.8
P=0.0035 o i
g 0.7
Median follow-up 20.8 mos ® 06
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o
IS 0.5
_5 0.4
S 0.3
]
& 0.21
0.11
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KEYNOTE-158 Phase Il Basket Trial (Update):
Pembrolizumab Monotherapy in Advanced Cervical Cancer

international, multicohort, open-label phase Il study

Adult patients with
advanced cervical cancer
that progressed on or
was intolerant to 21 line
of standard therapy;
ECOG PS 0-1; tumor sample
for biomarker analysis

Pembrolizumab 200 mg Q3W

For 2 yr or until unacceptable toxicity,

(N = 98) progression, or withdrawal
100
80
60
Overall PD-L1+ PD-L1- X 10
Parameter (N = 98) (n=82) (n=15) 2 o
€
14.3 17.1 0 o
o) 0, — O
i, o [0 ) (8.0-22.8) (9.7-27.0) (0-21.8) <
o -
Best response, n (%) & 40
= CR 5(5.1) 5(6.1) 0 S
= PR 9(9.2) 9 (11.0) 0 -60
= SD 16 (16.3) 13 (15.9) 3 (20.0) -80
-100

1. Chung. JCO. 2019;37:1470. 2. Chung. SGO 2021. Abstr 41.

Primary endpoint: ORR per RECIST
v1.1 (per independent central
review)

Secondary endpoints: DoR, PFS, OS,
safety

Lesion Size Best Change From Baseline

B PD-L1 positive
PD-L1 negative
PD-L1 unknown

EARAZOFERNEENTOETH, ZOMAEHEL TS LD TEHYFE A,
BEEFOEE- PR, BE-AEIOVTERADRNXEEZI SRV ZE BIEERICTEELEZSLY,



KEYNOTE-826: pembrolizumab + Chemotherapy
Bevacizumab in patients with Persistent, recurrent or
metastatic cervical cancer

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
+

Key Eligibility Criteria Paclitaxel + Cisplatin or Carboplatin IV Q3W
for up to 6 cycles?
+

* Persistent, recurrent, or metastatic

cervical cancer not amenable to BEvaeSmabaB mg/kg IV Q3W
curative treatment

* No prior systemic chemotherapy
(prior radiotherapy and fl(j:chet?joggc?/grgs
chemoradiotherapy permitted) +

+« ECOGPSOort Paclitaxel + Cisplatin or Carboplatin IV Q3W

for up to 6 cycles?
+

Stratification Factors Esvasizimabit 2 Moy IV SN

+ Metastatic disease at diagnosis (yes vs no) End Points
« PD-L1CPS (<1vs 1to <10vs 210) * Dual primary: OS and PFS per RECIST v1.1 by investigator
» Planned bevacizumab use (yes vs no) « Secondary: ORR, DOR, 12-mo PFS, and safety

« Exploratory: PROs assessed per EuroQol EQ-5D-5L VAS

aPaclitaxel: 175 mg/m2. Cisplatin: cisplatin 50 mg/m2. Carboplatin: AUC 5 mg/mL/min. The 6-cycle limit was introduced with protocol amendment 2, although participants with ongoing
clinical benefit who were tolerating chemotherapy could continue beyond 6 cycles after sponsor consultation.

CPS, combined positive score (number of PD-L1-staining cells [tumor cells, lymphocytes, macrophages] divided by the total number of viable tumor cells, multiplied by 100);

PROs, patient-reported outcomes; VAS, visual analog scale. KEYNOTE-826 ClinicalTrials.gov identifier, NCT03635567.

N Engl J Med 2021; 385: 1856



KEYNOTE-826:

PFS

N Engl J Med 2021; 385: 1856

A Patients with a PD-L1 Combined Positive Score of =1

Progression-free Survival (%)

No. at Risk
Pembrolizumab
Placebo

100

Hazard ratio for disease progression or death,
0.62 (95% Cl, 0.50-0.77)
P<0.001

Pembrolizumab

273
275

238
229

Placebo
T T T T T T T 1
6 9 12 15 18 21 24 27
Months
208 143 112 101 66 34 10 0
170 103 81 63 38 13 1 0

B Intention-to-Treat Population

Hazard ratio for disease progression or death,

g 1004 0.65 (95% Cl, 0.53-0.79)
= 904 P<0.001
I w0
E 70
o 60+
£ 30 Pembrolizumab
g 40 embrolizuma
w304
2 20_
& 104
& Placebo
e T T T T T T T 1
0 6 9 12 15 18 21 24 27
Months
No. at Risk
Pembrolizumab 308 263 229 155 123 110 70 35 10 0
Placebo 309 259 195 113 89 71 39 13 1 0

C Patients with a PD-L1 Combined Positive Score of =10

Progression-free Survival (%)

No. at Risk
Pembrolizumab
Placebo

Hazard ratio for disease progression or death,

100+ 0.58 (95% Cl, 0.44-0.77)

90 P<0.001

80

70

60—

50+ Pembrolizumab

40

30+

20

104 Placebo

0 T 14 T T T T i) T 1
0 3 6 9 12 15 18 21 24 27
Months

158 138 124 80 62 58 35 21 7 0
159 131 95 60 47 35 19 3 0 0

D Subgroup Analysis in Intention-to-Treat Population

No. of Events/

Hazard Ratio for Disease Progression

Subgroup No. of Patients or Death (95% Cl)
Overall 406/617 —- 0.65 (0.53-0.79)
Age
<65 yr 345/517 —.— 0.63 (0.50-0.78)
=65 yr 61/100 —— 0.77 (0.42-1.42)
Race
White 239/360 —— 0.70 (0.53-0.91)
Non-White 139/221 —— 0.64 (0.45-0.90)
ECOG performance-status score
0 197/348 —— 0.65 (0.48-0.87)
1 207/267 —— 0.69 (0.52-0.93)
PD-L1 combined positive score
<1 51/69 — 0.94 (0.52-1.70)
1to <10 152/231 —-— 0.68 (0.49-0.94)
=10 203/317 —-— 0.58 (0.44-0.77)
Concomitant bevacizumab
Yes 234/389 —— 0.61 (0.47-0.79)
No 172/228 — 0.74 (0.54-1.01)
Metastatic disease at diagnosis
Yes 137/190 0.92 (0.64-1.30)
No 269/427 - 0.58 (0.45-0.75)

T T T 1
025 05 1.0 20 40
- =
Pembrolizumab Placebo

Better Better



KEYNOTE-826:
OS

N Engl J Med 2021; 385: 1856

A Patients with a PD-L1 Combined Positive Score of =1

Hazard ratio for death,

100+ 0.64 (95% Cl, 0.50-0.81)
90 P<0.001
X 80+
= 701
2 604 Pembrolizumab
3 50+
=E 40+
e Placebo
o 204
10
0 T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
Months
No. at Risk
Pembrolizumab 273 260 250 229 204 181 132 82 34 6 0
Placebo 275 261 235 206 168 140 100 55 25 4 0

B Intention-to-Treat Population

Hazard ratio for death,

100 0.67 (95% Cl, 0.54-0.84)
90 P<0.001
£ 80
T; 70
S 604 Pembrolizumab
3 50
s 40
g 30+
o 204 Placebo
104
0 T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
Months
No. at Risk
Pembrolizumab 308 291 277 254 228 201 145 89 36 6 0
Placebo 309 295 268 234 191 160 116 60 28 < 0

C Patients with a PD-L1 Combined Positive Score of =10

Hazard ratio for death,

100 0.61 (95% Cl, 0.44-0.84)
90 P=0.001
X 80
= 704
% 60 Pembrolizumab
& 50
= 404
g 30
20+ Placebo
10
0 T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
Months
No. at Risk
Pembrolizumab 158 149 144 132 118 106 76 46 21 3 0
Placebo 159 151 135 116 95 81 56 31 15 1 0

D Subgroup Analysis in Intention-to-Treat Population
No. of Events/

0.67 (0.54-0.84)

0.64 (0.50-0.82)
0.88 (0.47-1.64)

0.68 (0.50-0.91)
0.70 (0.47-1.04)

0.68 (0.49-0.96)
0.68 (0.50-0.94)

1.00 (0.53-1.89)
0.67 (0.46-0.97)
0.61 (0.44-0.84)

0.63 (0.47-0.87)
0.74 (0.53-1.04)

0.84 (0.56-1.26)
0.61 (0.46-0.80)

Subgroup No. of Patients Hazard Ratio for Death (95% Cl)
Overall 312/617 —-
Age
<65 yr 265/517 —.—
=65 yr 47/100 — -
Race
White 189/360 ——
Non-White 107/221 ——
ECOG performance-status score
0 141/348 —n—
1 169/267 ——
PD-L1 combined positive score
<1 40/69 —
1to <10 118/231 —a—
=10 154/317 —iies
Concomitant bevacizumab
Yes 166/389 ——
No 146/228 —=
Metastatic disease at diagnosis
Yes 104/190 R
No 208/427 ——
0}25 Of5 1.0 2‘.0 4[0
-
Pembrolizumab Placebo
Better Better



Ongoing Randomized Phase Il Immunotherapy Trials
in Recurrent/Metastatic Cervical Cancer

Trial
Study Population Treatment Arms m Primary Endpoints

HPV16-positive

R2810-ONC- recurrent/metastatic cervical Cemiplimab + ORR
ISA-1981 cancer ISA101b 105 Recruiting (time frame:
(NCT04646005) = Progression after first-line (HPV16 vaccine) 36 mo)
therapy
= Recurrent or progressive cervical
STAR cancer Niraparib + 66 S Response
(NCT04068753) = Measurable RECIST v1.1 dostarlimab (CRor PR)at1yr
= ECOGPSO0/1
= Prior CRT Atezoli?umab +
BEATcc = Histology beva'uzun.qab Active not
(NCT03556839) = Chemotherapy backbone: and cisplatin or 404 recruiting 05
' carboplatin/pacli
cisplatin or carboplatin taxel

ERREZOFEBRASENTVETA, ZOEAZHELTLDLDTREHYEE A,
BEEFOEE- PR, BE-AEIOVTERADRNXEEZI SRV ZE BIEERICTEELEZSLY,



Ongoing Randomized Phase Ill Immunotherapy Trials
in Locally Advanced Cervical Cancer

Treatment Trial Primary
Arms Status Endpoints

Population

= High-risk, locally-advanced cervical
cancer with FIGO 2014 Stage 1B2-1I1B

: o . PFS (by
KEYNOTE-A18 (ZV(\)HltZ gtc;d(:splcl.’lf:t;xe diseasel orFico CT-T 980 Recruitin AT 08
(NCT04221945) 8 . - & (upto~46
= Squamous cell carcinoma, pembrolizumab i)
adenocarcinoma, or
adenosquamous carcinoma
= FIGO 2009 IB2-11B node+
CALLA = [lIA-IVA any nodal status CRT + rctive o
" Measurable durvalumab 770 " PFS
(NCT03830866) RECIST v1.1 (for 2 yr) recruiting

= ECOGPSO0/1

EAREZOFERNEENTOETH, ZOMAEHELTLDLOTEHYFE A,
BEEFOEE- PR, BE-AEIOVTERADRNXEEZI SRV ZE BIEERICTEELEZSLY,
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