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A paradigm shift with the introduction of PARP ENGAGe®
inhibitor maintenance therapy

| Cancer Advocacy Groups

Traditional watch & wait

PARPI maintenance therapy

Debulking
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PARP, poly ADP ribose polymerase




Trials of PARP inhibitor maintenance in front line ENGAGeO
treatment of ovarian cancer =9 e o

Overall Survival results now available

Entry BRCA All comers All comers All comers All comers All comers
mutation (‘high risk’)
Drug/Placebo Olaparib Bevacizumab  Niraparib Niraparib Rucaparib Veliparib +
+ Olaparib Chemo

All improve Progression-Free Survival | folowsdby

maintenance

Duration 24 months 15 months 36 months or 36 months or 24 months 24 months
bevacizumab to to maintenance
24 months progression progression
olaparib

Aoore et-al N RQ 9; Li et al SGO 2022; Mo

EJM 2019

seoe S S 49;Cansalez-Marin et N




SOLO1: ovarian cancer and a BRCA mutation E!\IGAGe
Progression-Free survival of maintenance olaparib

| Cancer Advocacy Groups

2-year treatment

100 cap* Olaparib Placebo
(N=260) (N=131)
90
Events, n (%) 118 (45) 100 (76)
80 T Median PFS, months 56.0 13.8
z S 70 Difference, months 42.2
25 60%
T 3 60 HR 0.33 (95% ClI 0.25-0.43)
T
: 2 50
Y= .
& a 40 oo, Olaparib
t 9 ’
(] )
=3 30 27%
© =
a o
20 -
10 -
0 Olaparib
0 6 12 18 24 30 36 42 48 54 60 66 72 78 (N=260)
Months since randomization Median-follow up for PFS
No. at risk 4.8 years 5.0 years
Olaparib 260 229 212 194 173 140 129 115 101 91 58 30 2 0
Placebo 131 103 65 53 41 38 30 24 23 22 16 3 0

g‘p?@ncol 2021



/-Year descriptive survival analysis of
SOLO1- BRCA mutated ovarian cancer
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Olaparib Placebo
(N=260) (N=131)
65 (49.6)

75.2

100 7 Event y
vents, n
90 7 (%)
80 - Median OS, months
< 707
_‘_2“ 60
>
z 50 7
= 0 :
S 40 - 46.5%
3 | !
30 1 Placebo
20 7 | |
10 7
O T T T T T T T T T : T T T II T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102
. Months since randomization
No. at risk

Placebo 131 128 125 114 108 100 97 92 8 80 73 67/ 60 54 52 21 6 0
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~_Disilvestro et al ESMO 2022;J Clirt Oncol 2022



/-Year descriptive survival analysis of ENGAGe
i ESGQ European Network of Gynaecological
SOLO1- BRCA mutated ovarian cancer

Cancer Advocacy Groups

Olaparib Placebo

(N=260) (N=131)
100 7
90 - Events, n (%) 84 (32.3) 65 (49.6)
80 - edian OS, months NR 75.2
= 70 - : HR 0.55 (95% CI 0.40-0.76);
= | P=0.0004*
s o Olaparib
3 50 | .
540 | |
o ] | . 44.3% of patients in the placebo
30 . .
| Placebo group received subsequent
20 ; ; PARP inhibitor therapy, compared
10 7 i i with 14.6% of
0 . . . ; ; ; ; ; ; i : : : : : : . patients in the olaparib group
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102
. Months since randomization
No. at risk

Olaparib 260 252 246 236 227 214 203 194 185 177 170 165 159 157 153 79 21 O
Placebo 131 128 126 114 108 100 97 92 8 80 73 67 60 54 52 21 6 0

*P<0.0001 required to declare statistical significance

Y77




Exploiting Biomarker subgroups in high-grade ENGAGeQ
Serous ovarian cancer to optimise treatment =59 e

Half of high-grade serous ovarian cancer exhibit a high degree of
genomic instability due to deficiencies in homologous recombination

50% are HRd including

All ovarian BRCAm, BRCA1/2 and RAD51

(50% HRd + 50% HRd-)

promoter methylation, BRIP1,
and other genes involved in
homologous recombination

50%

2 3

25% are
tBRCAm at
diagnosis

tBRCAm 25%
(somatic and germline)

15%

(germline) 15% are gBRCAmM
at diagnosis

BRCA, breast cancer gene; BRIP1, BRCALl-interacting protein; gBRCA, germline BRCA mutant; HR, homologous recombination deficient; OC, ovarian cancer;
tBRCAmM, tumour BRCA mutant.

—— The Cancer Genome Atlas:Research:Network; Nature-2011;474:609=15; Konstantinopoulos PA, et al. CancerDiscov 2015;1%:1137=64. 77



PAOLA-1: ‘All comer’ Design

_ Olaparib 300 mg BID
e Newly diagnosed, FIGO Stage IlI-IV

HGSOC and HGEOC*

e 22 cycles of bevacizumabT

e PDS or IDS
e NED/CR/PR

2:1 randomisation

e Tumour BRCA status*
e First-line treatment outcome 8 Bevacizumab

2 years treatment

ENGAGe
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Primary objective

e Progression-Free survival

Secondary efficacy objectives

e Overall Survival

Safety and tolerability

Tumours were tested for HRD ( Homologous Recombination Deficiency) and tumour BRCA using Myriad myChoice assay

HRD is a marker for sensitivity to PARP innhibitors




PAOLA-1: PFS by HRD status ENGAGeO
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100~ Including tumour ; Excluding tumour
90- 89% BRCA mutated . 83% BRCA mutated
©
Qo a\o’ %07 0 = 8 ]
LS 10 e 66% 55 - 69%
9 a7 RN
S T 60 - AR 52%
s o ] s 5 -
38 » 2 8%
= c 40 QC_) Q_g -
»n O = o0
2% 301 29% T 2 - 26%
o3 a8 ©
2 = 204 -
= 0
o CED 10 © -
o
0 1 1 1 1 1 1 1 1 1 1 L] L] 1 I I I I 1 1 1 1 1 1 L] L] 1
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
Time since randomisation (months) Time since randomisation (months)
No. at risk No. at risk
Olaparib 255 252 242 236 223 213 169 155103 85 46 29 11 3 O Olaparib 97 96 90 86 79 75 54 48 30 29 16 12 4 2 O
Placebo 132 128 117103 91 79 54 44 28 18 8 5 1 1 O Placebo 55 54 48 41 37 32 19 15 11 8 3 2 O
Placebo + Placebo +
bevacizumab bevacizumab
(n=132) (n=55)
Events, n (%) 87(34) 92 (70) Events, n (%) 43 (44) 40 (73)
Median PFS, months 37.2* 17.7 Median PFS, months 28.1* 16.6
A Median PFS, months 19.5 A Median PFS, months 11.5
HR (95% Cl) 0.33 (0.25-0.45) HR (95% Cl) 0.43 (0.28-0.66)

.\ Ray-Coquard |, et al/ N Engld Med 2019/381: 241622428



PAOLA-1: PFS by HRD status

HRD-positive

Including tumour

100 -
90- 89% BRCA mutated

oS 807
%% 70 66%
g o J
co 60
= o]

c 50 -
s
& < 404
n 9
T 9 304
83 “»—LI
%> 207
o o

o

0 I I I I I I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time since randomisation (months)

No. at risk
Olaparib 255 252 242 236 223 213 169 155 103 85 46 29 11 3 0

Placebo

Events, n (%)

Median PFS, months

A Median PFS, months

HR (95% Cl)

Patients free from
disease progression and
death (%)

No. at risk
Olaparib

] Excluding tumour

. 83% BRCA mutated

7 52%

T
0 3

1 1 1 1 1 1 1 1 1 1 1 1
6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time since randomisation (months)

97 96 90 86 79 75 54 48 30 29 16 12 4 2 0

132 128117103 91 79 54 44 28 18 8 5 1 1 0 Placebo 55 54 48 41 37 32 19 15 11 8 3 2 0
Placebo + Placebo +
bevacizumab bevacizumab
(n=132) (n=55)
87 (34) 92 (70) Events, n (%) 43 (44) 40 (73)
37.2* 17.7 Median PFS, months 28.1* 16.6

19.5

A Median PFS, months

115
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HRD-negative/unknown

100
90 4
80 +
70 4
60 4
50 4
40
30 4
20 4
10+

0
0

No. at risk
Olaparib

L I D B BN N BN RN R BN RN RN R R |
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time since randomisation (months)

282 261 219 197 180 161 110 85 38 27 9 8 1 O

0.33 (0.25-0.45)

HR (95% Cl)

0.43 (0.28-0.66)

Placebo 137 124 109 102 81 72 55 39 22 17 7 4 1
Placebo +
bevacizumab
(n=137)
Events, n (%) 193 (68) 102 (74)
Median PFS, months 16.9 16.0
A Median PFS, months 0.9

—~

HR (95% Cl)

0.92 (0.72-1.17)

Ray-Coquard |, et g N Engld Me




Overall Survival subgroup analysis by BRCAmM ENGAGeO
and HRD status B80T

BRCAm* HRD positive* excluding BRCAm HRD negativet
100 100 100
90 5-year OS rate 90 90
= 801 73.2% 80- 80~
E 70 ' 70- 5-year OS rate 70
Z 60 60- 54.7% 60-
(2]
° 50 50 : 50 5-year OS rate
a i 40- i - 32.3%
E’ 30 | 30+ ! 304
® : i 0/}
E 20 ! 20 ! 20 257%:
10+ i 10+ i 10+ i
0 T T T T Il T 1 0 T T T T : T 1 0 T T T T : T 1
0 12 24 36 48 60 72 80 0 12 24 36 48 60 72 80 0 12 24 36 48 60 72 80
o stk Time from randomization (months) Time from randomization (months) Time from randomization (months)
Olaparib +bev§r.:i::r:::b 15715615615515515215014414313913413113012712311811711511299 80 55 42 21 11 2 0 97 96 96 96 96 91 87 86 81 76 71 70 66 63 61 59 58 55 52 45 3729 22 12 5 2 0 192187186179169157146135126 119109100 97 89 77 72 66 62 57 43 3016 11 5 1 0
Placebo + bevacizumab 80 79 78 77 76 74 72 71 68 66 64 61 59 58 58 54 54 53 50 40 3322 17 10 3 1 0 55 54 54 54 54 51 48 46 44 42 40 39 37 36 33 322928 2421159 6 2 0 85 85 84 83 76 74 71 65 60 56 51 48 46 43 41383533 31211711 8 5 2 1 0
Olaparib + Placebo + Olaparib + Placebo + Olaparib + Placebo +
bevacizumab bevacizumab bevacizumab bevacizumab bevacizumab bevacizumab
(N=157) (N=80) (N=97) (N=55) (N=192) (N=85)
Events, n (%) 48 (30.6) 37 (46.3) 44 (45.4) 32 (58.2) 140 (72.9) 58 (68.2)
Median OS, months  75.2 (unstable)® 66.9 NR 52.0 36.8 40.4
5-year OS rate, % 73.2 53.8 54,7 44.2 25.7 32.3
PARPi as subsequent treatment, n (%) 38 (24.2) 44 (55.0) 9(9.3) 23 (41.8) 46 (24.0) 34 (40.0)
HR 0.60 (95% CI 0.39-0.93) HR 0.71 (95% Cl 0.45-1.13) HR 1.19 (95% CI 0.88-1.63)

// 2 A at Al QY 5
- Ray-Coquard et al ESMO 20
4__//}}. A ¥ / / —Ray-Coguard-etalr ESMQO 207



Time to first subsequent therapy (for recurrence) in ENGAGe
patients with BRCA mutation treated with olaparib =~ = kmees™"

Cancer Advocacy Groups
[ SOLO-1 ] .22 % require treatment
by 2 years

100 - Olaparib Placebo

6 l 42 % require treatment (N=260) (N=131)
80 - by ¢ years vents,n (%) 135 (51.9) 98 (74.8)
70 1 \ Median TFST, months 64.0 15.1

60

HR 0.37 (95% Cl 0.28-0.48)

Olaparib

/

+ Placebo

= N

o o

1
)
N
()]
B

Patients free from first
subsequent therapy of death (%)
S w
o o

o

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102
No. at risk Months since randomization

Olaparib 260 240 223 203 190 160 147 141 132 126 119 115 111 102 75 31 5 0
Placebo 13 114 79 655 45 39 32 28 26 25 25 24 24 23 18 4 1 0

In the olaparib arm 45% of patients who

were still alive at 7 years had yet to receive any subsequent treatment

e i —— ——

Ssemesam ey e
R P =\ » ///////////// ~~~~~~__DiSilvestroet al ESMO2022
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History ENGAGe©
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- Endometrial cancer (EC) remains the only gynaecologic malignancy with a rising
Incidence and mortality.

- While patients diagnosed at an early-stage (low-risk) have an excellent
prognosis, those diagnosed at a late stage have a 5-year survival rate of only

17%.
Doxorubicin, Carboplatin,
Progestin Cisplatin, Paclitaxel Paclitaxel
- 1961 2004 2012

GOG-177 GOG-0209

Sung, H. et al.CA CancerJ. Clin. 71, 209-249 (2021); Colombo N, et al. Ann Oncol 2016; 27: 16—-41; Bestvina CM & Fleming GF. Oncologist 2016; 21: 1250-1259;
Concin N, et al. Int 3 Gyn Cancer 2021; 31: 12-39; Yang S, et al. Discov Med. 2011;12:205-212; Fleming GF, et al. J Clin Oncol. 2004;22:2159-2166; O'Malley
DM, et al. J Clin Oncol. 2022;40(7):752-761; Miller DS, et al., Gynecol Oncol. 2012;125:771-773; Miller DS, et al., J Clin Oncol. 2020;38:3841-3850.




Molecular Subtype of Endometrial ENGAGeO
Cancer

ESGQ Cancer Advocacy Groups

Endometrial
adenocarcinoma 201423

Non-
endometrioid

Copy
" number
high

MSI-H- microsatellite Instability- High
83%

Endometrioid MMRd— DNA mis-matched repair deficiency

Poor repair of DNA

=

AnEONcol2019: 30:-1232=12

‘ML Bonneville R, et aI.



Immune Checkpoint Inhibitors ENGAGe©
Endometrial Cancer
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MMR-d MMR-p
| ORR(%) ) N | ORR(%)

(I;I,EI\\(AI\;?')ZE (12%81:94_22) Pembrolizumab 79 48% 107 11%
i (2022) postarlimab 143 | 46% | 156 | 15%
PHAEDRA:
Antill (2019) Durvalumab 35 43% 36 3%
:(;;;;?ntmopoulos Avelumab 15 279 16 6%
KEYNOTE 775 Pembrolizumab +
Makker (2022) Lenvatinib 65 L 42% | 346 9 32% i

Konstantinopoulos ASCO 2019, Makker NEIM 2022




Garnet Trial: Dostarlimab in MSI-High Endometrial ENGAGe®
Cancer after progression on platinum-based therapy

Cancer Advocacy Groups

Estimated % probability of PFS

24 mo
40.1% (31.6%-48.4%)

12 mo
46.4% (37.8%—-54.5%)

: : ; remaining in
g response at 2¢

Probability of progression-free survival

|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
Median!PFS :
m
|
|
|
|
|
|

|
|
|
|
|
I | R
2 e . 0.4 =
= months was 84% | | e,
= : - | |
————— — 0.3] 6.0 mo |(4.1-18.0 mo) |
o > | |
= = : 0.2] ' '
> . - & : ;t.m-u | : :
E—.'*’* e " - Em:?vum 0.1 | |
s .'"'. : ‘;’,‘ + Censorel d I I
E:.~--' : :g 0.01 T T T ! T T II T T T T T II T T T T T T T T T T T T T T
;' 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
12 a9 a6 “n L 72 o4 o 106 120 1232 144 156 %8 100 Al-3 204 2.

Tima wnce inBal resporme (waeks)

Number of patients at risk Time since start of study treatment (months)

dMMR/MSIFHEC 143 125 81 65 64 59 55 53 52 46 41 40 35 33 26 24 21 19 16 12 11 8 6 4 2 0 0




Dostarlimab Probability of Overall ENGAGe
Survival: dMMR/MSI-H 500 | e

1.0 - i :
|
09 — 'Estimated % probabiIiFy of OS
12 mo . 24mo
= 087 73.3% (65.2%-79.8%)  60.5% (51.5%—68.4%)
>
S 07 I
? |
C=U 0.6 : ettt ettt +
E) I : L T T :#H T T Ll 1T
© 05 Fmmmmm e et
© | | Median OS
2 04 | | NR (27.1-NR)
_('% | |
o 0.3 l |
: : :
o 0.2 - ' |
. | |
| |
0.1 + I |
| |
0.0 - T Censored : :
|
I

\ \ \ \ \ \ \ \ \ \ \ \ \ \
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56

Time since start of study treatment (months)
Number of patients at risk

dMMR/MSI-H EC 153 132 112 95 84 70 60 52 38 32 22 13 5 0 0

dMMR, mismatch repair deficient; EC, endometrial cancer; MSI-H, microsatellite instability—high; NR, not reached; OS, overall survival.




KEYNOTE 775: Combining Lenvatinib and ENGAGeQ
pembrolizumab in Endometrial Cancer after
platinum failure

Lenvatinib -qupﬂm
2O BOGD * PFS by BICR
- Pembrolizumab® - 0S
200 mg IV Q3W . -
T Secondary
endpoints
T Treat until progression — + ORR
or unacceptable toxicity + HRQoL
- + Pharmacokinetics
Doxorubicin « Safety
60 mg/m? IV Q3We -
or e e '
Paclitaxel Key exploratory
80 mg/m? IV QW eﬂ_dpplnt-
(3 weeks on/1 week off) « Duration of response

aPatients may have received up to 2 prior platinum-based CT regimens if 1 was given in the neoadjuvant or
adjuvant treatment setting; Pmaximum of 35 doses; ‘maximum cumulative dose of 500 mg/m?2.




Final Results of Lenvatinib and ENGAGeQ
pembrolizumab without mis-matched repair ===
deficiency (MMRp)

c Median OS (95% Cl)
100 Lanvatinib plus
100 4 Median PFS (95% Ci} pembrodizumab 18.0 months (14.9-20.5)
90 Lenvatinib plus 90 + Chamatharapy: 12.2 months (11.0-14.1)
80 pembrolizumab: 6.7 months (5.6-7.4) 80 -
H )
i} Chemotherapy: 3.8 months (3,6-5.0) og(;?;::fg 0.58-0.83)

HR for progression or death,
0.60 (95% CI, 0,50-0.72)

Lanvatinib plus
pombrolizumaty

Chemotharapy

Lenvatinih plus

Patients Who Were Alive (%)
3

Patients Without Progression (%)
o
(=]

20 pembrolizumah 10
T | censored
101 |consorua " g 4 : . - - - T r : - - : - T . - -
. : . . . . =. = u ; ] Chemotherapy 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 Time (months)
Time (months) No. at risk:
: Lanvatinib plus

No. at risk pembroliumat 346 322 285 242 214 188 m 148 124 95 65 a 20 7 2
Lenvatinib plus o
pembrollzumab 346 265 166 116 80 81 55 43 36 24 18 14 B 4 0 Cnhemothorapy 351 324 267 07 m 138 m 86 N 53 40 ral 8 3 1
Chemotherapy 351 177 a3 38 23 16 12 9 6 4 3 3 1 0 0

Progression-Free Survival

HR for progression or death
0.60 (95% Cl 0.50-0.72)

Overall Survival
HR for death 0.70 (95% Cl 0.58-0.83)

ker V, et al. J. Clin On
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Phase 3, randomized, double-blind, multicentre study of
dostarlimab plus carboplatin-paclitaxel versus placebo plus carboplatin/paclitaxel
in patients with primary advanced or recurrent Endometrial Cancer

Eligible patients
* Advanced or recurrent EC

el Gl e ] Dostarimab IV 500 mg primary endpoint
surgery alone or in combination Carboplatin AUC Dosltgcr)lcl)mab 1/ * PFS by INV
e Carcinosarcoma, clear cell, serous, or > mg/mL/mln mg e OS
mixed histology permitted? Paclitaxel 175 mg/m? Q6W up to 3 years®
Q3W for 6 cycles .
and had a recurrence or PD Secondary endpoints
>6 months after completing treatment * PFS by BICR
* ECOG PS 0-1 e PFS2
Placebo * ORR
. e D
Stratification Carboplatin A.UC Placebo IV OR
MMR/MSI statusP > mg/mL/min Q6W up to 3 years© - DCR
. SR Paclitaxel 175 mg/m? P Y * HRQOL/PRO
* Prior external pelvic
Q3W for 6 cycles » Safety

radiotherapy
* Disease status

388:2145-2158



Progression-Free and Overall Survival

in dMMR/MSI-H Population

PRIMARY ENDPOINT:
PFS IN dMMR-MSI-H POPULATION

0.8

HR0.28
63.5% e . 614% Dostarlimab + CP {95% C1, 0.162-
0,6 ' bl 0.43%)
£ eo.o001
5a
0.4~
£
0.2 fio,whis  Matien 1 l—.
£ Vet (N SNCD, (mef 24.4% * -
Tenterieneh - (7 s W (1AM 15.7% Placebo + CP
Faceo s (P ny ERE- R 8]
0.0 s 554 2
L_Tg T T ' T T T T T T T T T T T T T T T
] z B s g 10 12 14 16 12 20 22 28 26 23 El 32 B 3% 38
| P — | Months from Randomization
At Risk (Events)
Uostarlimab + CF s U s omitst MO MO =TT 3
Macobo + (P " (ST Min MOs  mm AL L LY Ly vy ) nan e T T N uen T

” a
Meddian duration of follow-up 24.79

menthe
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OS IN dMMR-MSI-H POPULATION
26.3% MATURITY

1.0~
50.1%
b 83.3% Destarlimab + CP
08—
= 79.6%
_g HR 0.30
3 0.0 195% O, 0,127~
s 0599}
> 58.7% Placeba + CP
% 04
& Received subseguent
immunotheragy:
0.2
S ot et * 38.5% of patients on placebo atm
ey 5% T * 15.1% of patients on dostarlimab
A Paetn 4 0 ne L) e arm
0o Latos
U 1 :’ 1] 1 T T T T ] T 1 T T T T T
0 2 R 6 B 10 ” 4 16 15 N 22 4 26 I8 au 2 34 36 38
oty Pt Months from Randomization
Ar Risk (Everas)
Dostaclimob + CF gy =i - fab
Placeby + T
¥, At art ALAT ot regan Sebrmed, N8, Parsed ey MO I, mmcatalte ralade | g

38:2145-2158



Progression-Free and Overall Survival E!\IGAGe@
in MMRp/MSS Population

OS IN MMR,/MSS POPULATION
PFS IN MMR,/MSS POPULATION 335 MATURITY

10

10~
é 08
08~
% - : 67.7%
08 : £ Dostarkmab + CP HR0.73
(95% CI, 0.542-0.981) a 06— 195% CL 0 515-1.028)
k-
Q. S
M 04~ 95.1% Placebo + CP
B
Doslarkimab + CP
AL - Recened subsaquent immunodharapy:
02 Nowith  Wedin 306% L ‘ s : .
g ot (%) S0, Ine) & Tl . * 33.2% of patents on placebo am
Doatarfvvali + CP 4 [EIEEE] 18.8% Placebo + CP e 53 Ty T » 15,6% of patients on dostarimab arm
oo Placalte « CF nt TETE-8Y) " Fleowas ¢ CF a3 D1-)
M '# 1 1 ' T T T T T T T T T T T ot '—“i#‘. ] ’-i'r‘ 1l 1 l T T T T T T T T
0 2 4 & & W 0 M4 % B W N ¥ B B W N B B B 9 2 4 & 8 10 12 14 B B8 20 2 M4 ¥ 2B W R M F/ 3
e e —]| Moniths from Randomization [—=--~-~—| Months from Randomization
At Risk [Events) At Rizk (Events)
Dostarimab » CP  vomy L7 T 1S L I T I a4 MA  ANND  BABA MO AR RN INHD WD s M) avy W Doztadkmad « CP vy (L3 ORE MATH NN TSN R L) RN OB WD e OB e I 1AW e (B [O20)
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Progress in the treatment of advanced endometrial enaAGe

Cancer- the last decade =S | T !
GOG 209 e RUBY- All patients
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Pembrolizumab and carboplatin/paclitaxel ENGAGeO
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PFS in dMMR population

Events, Median
n/N (95%C1), mo

Pembro+CT  26/112  NR(30.6-NR) 0,30 (0.19-0.48)

HR (stratified; 95% Ci)

-]
& Placebo+CT  59/113  7.6(6.4-9.9) P =<0.00001
c B0
2
“
g @
vl
b3 s TR R—
E 50 -
¢
. 40— . .
-2 PFS in the pMMR population
g o
'
g 100 -
10 4 Events, Median
v N
, i 80 n/N (95%Cl), mo HR (stratified; 95% Cl)
1 1 ] 1] 1 1] T L ) - ———
0 6 12 18 24 30 36 a2 5 80 Pembro4+CT  89/290 13.1(10.5-18.8) 0.54(0.41-0.71)
Months from Randomization g 704 Placebo+ CT  133/292 8.7(8.4-10.7) P <0.00001
Nusber 31 Risk (Cumulative number censored) 'i’
Piacebe+CT i 82 13%) FLS b L] B {am) a5l J(32) o(na) 2 80 -
Pemben o CT 11212) B0 (22) 44 (46 12 85| ai74) g(m 2(84) O 88) =
£ M .
2 40 +\!
<
i o (P E
§- 20] \’*—t
0 LT, , 2
s 10
0 ] 1 ] 1 L 1 1 1
o 6 12 18 24 30 36 42

Months from Randomization

Number #t Rigk ([Cumulative mumber censored)
Piacebos (T 9218 129|11%] 330141 1011%2) 3 {157) 11158} 0159
Fembro « 7 290(19) 1301112) 45(167) 2323} 7(19%) 31198} 01201)




Questions for the future ENGAGe

Will lmmunotherapy replace
chemotherapy as front-line treatment
for advanced or high-risk endometrial

cancer ?




European Network of Gynaecological ;
ESGQ ‘ Cancer Advocacy Groups

Cervical Cancer




History - chemotherapy for recurrent
cervical cancer

ENGAGe

European Network of Gynaecological
ESGQ | Cancer Advocacy Groups

GOG-204 GOG-240
Combination chemotherapy Adding bevacizumab to chemotherapy
Survival by Treatment Group 1.0 Gilomotherapy: Ehemotiarapy:+ By
(n=225) (n=227)
0.8 Events, n (%) 178 (79) 170 (75)
8 Median OS, months 13.3 16.8
S 06 HR=0.765 (95% Cl, 0.62-0.95)
2 p=0.0068
0
g 0.4
o
0.2
0
0 12 24 36 48 60
Months on Study Months since randomisation

al. 3 Clin Oncol 2009: 2



Immunotherapy with Cemiplimab for Recurrent ENGAGeQ

Cervical Cancer Resistant/failed platinum therapy ==

EMPOWER-Cervical 1/GOG-3016/ENGOT-cx9 (NCT03257267) Trial

European Network of Gynaecologic
Cancer Advocacy Groups

al

10 Overall Survival, All Patients

0.9+
F 0.8-'
% 0.7- No.of  Median Overall
3 o6 Patients  Survival (95% Cl)
(vl ’ mo
o 0.5+ -
Z Cemiplimab 304 12.0 (10.3-13.5)
% 0.4+ Chemotherapy 304 8.5 (7.5-9.6)
-s 0.3+ St | Cemiplimgb Hazard ratio for death, 0.69
& o Wt | (95% Cl, 0.56-0.84)

0.1 ‘s -+ Chemotherapy Tweiided F20001

| Median duration of follow-up, 18.2 mo (range, 6.0-38.2)

0'0 I ] ] 1 ] 1 1 ] 1 1 1 ] ] 1 1 ] 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 136
Month

No. at Risk
Cemiplimab 304 281 236 206 167 139 110 83 65 52 35 26 13 10 9 4 2 2 O
Chemotherapy 304 264 224 183 132 99 70 54 32 22 15 12 9 5 3 2 1 0 O

\NEngl J Med. 2022:386:544/5655,



KEYNOTE-826: Randomized, Double-Blind

Phase 3 Study

ENGAGe

ESGQ

European Network of Gynaecological
Cancer Advocacy Groups

Combining immune Checkpoint inhibitor Pembrolizumab with chemotherapy

Key Eligibility Criteria

* Persistent, recurrent, or metastatic
cervical cancer not amenable to
curative treatment

* No prior systemic chemotherapy (prior
radiotherapy and chemoradiotherapy
permitted)

*ECOGPSOori

Stratification Factors
* Metastatic disease at diagnosis (yes vs no)
* PD-L1 CPS (<1 vs 1to <10 vs 210)
* Planned bevacizumab use (yes vs no)

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
+
Paclitaxel + Cisplatin or Carboplatin IV Q3W
for up to 6 cycles?
t
Bevacizumab 15 mg/kg IV Q3W

Placebo IV Q3W
for up to 35 cycles
+
Paclitaxel + Cisplatin or Carboplatin IV Q3W
for up to 6 cycles?
+

Bevacizumab 15 mg/kg IV Q3W

End Points

* Dual primary: OS and PFS per RECIST v1.1 by investigator
* Secondary: ORR, DOR, 12-mo PFS, and safety

2



Keynote — 826: Final Results Overall Survival ENGAGe®

ESGQ ‘ Cancer Advocacy Groups

PFS oS
Pts w/Event Median, mo (95% ClI)
Pembro + Chemo t Bev 58.4% 10.4 (9.1-12.1)

Pbo + Chemo % Bev 73.1% 8.2 (6.4-84) 100 -+

90 E g (':3’ 7‘%’2)% i 52.1% (’4? 4‘-2%)0“
100 ' - ' 74, 7-79. 1 52.1% (46.4-57.
| 3}‘1}: (";';fs(_gg?g)c') 6 ! 63.7% (58.1-68.8) | 38.7% (33.2-44.1)
90 ! 0, i = . '
(FRER RN 70- ; [ HR 0.63 (95% CI, 0.52-0.77) ]
80 | i ¢
l Median (range) Follow-up®: —~ 60+ ! hominel < 0.0001
70 | 22.0 mo (15.1-29.4) L gl . :
60 : Data cutoff date: May 3, 2021 8 0 Ptsw/ Median, mo :
2 ! q Event  (95% Cl) ;
5 E0- ' | Pemb 57.8% 264 :
® 60 ' 30 c?n':m?;aov (21.3-32.5) |
* a0 . 20 Placebo+  738% 168 :
' 10 Chemo: Bev (14.6-19.4) ;
30 - : !
: o ] ] ] ; 1 1 1 ; 1 1 L ] I ] 1 1
I

20 p 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
HR 0.65 (95% Cl, 0.53-0.79) Time, months
10 [P <0.001 ] No. at risk
< ; 308 292 278 256 230 210 187 173 160 150 138 125 95 55 22 2 0
0 | 1 | | | | | I | 309 295 268 235 196 170 149 130 118 101 87 72 48 26 3 0 0
0 3 6 9 12 15 18 21 24 27
No. at risk Time, months

308 263 229 155 123 110 70 35 10 O
309 259 195 113 89 71 39 13 1 0




Time to True Deterioration@ of Quality of Life ENGAGe

ESGQ European Network of Gynaecological

Cancer Advocacy Groups
QLQ-C30 GHS/QoL EQ-5D-5L VAS QLQ-C30 Physical Functioning
Median, mo HR (95% ClI) Median, mo HR (95% CI) Median, mo HR (95% ClI)
(95% CI) P Value (95% CI) P Value (95% CI) P Value
Pembrolizumab group  NR (13.4-NR) (g4 (0.65-1.09) NR (17.2-NR) 0.75 (0.58-0.97) 8.9 (6.0-19.7) 1.11 (0.87-1.42)
Placebo group 12.9 (6.6-NR) P=0.1851 7.7 (6.0-NR) P=0.0273 10.6 (7.0-NR) P=0.3937
< 1007 :12-mo < 1007 :12-mo < 1007 :12-mo
< 90- 157.3% < 90- :58.2% < 90- £49.1%
2 : 0 o© : 0 = :
g 80 :51.1% g 80 : 44.8% 2
2 704 : 2 70- ; =
[} (0] (0]
© 604 @ 60+ 5
o o o
S 50- ................................. S 50- ...................................................... S
£ 401 £ 401 £
= 30- = 30- =
) ) )
£ 201 £ 201 2
2 o o
T 101 : T 101 : &
o : o : o
0 ——— ——— 1 ) S ) S S S —
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
No. at risk Time, mo Time, mo Time, mo
Pembrolizumab group 279 182 141 102 80 71 46 23 0 281 177 138 101 83 72 49 26 0 279 177 126 86 73 64 41 22 0
Placebo group 283 187 117 69 46 34 18 7 0 285 168 118 72 48 36 20 9 0 283 182 120 75 49 43 23 9 0

NR, not reached; TTD, time to true deterioration.

aTTD: time from baseline to the first 210-point deterioration in PRO score with confirmation by a second adjacent 210-point
deterioration or death. TTD was estimated using the Kaplan-Meier method.
Data cutoff date: May 3, 2021.
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Incremental Improvements in Survival (OS) in ENGAGe

Treating Metastatic and Recurrent Cervical Cancer ESGQ | Crer Ay Gos
with Combinations and Biomarkers

Chemotherapy backbone (platinum + taxane) 2009

Adding bevacizumab 2014
GOG 204 established Adding pembrolizumab if

the global standard GOG 240 added biomarker positive (PD-L1 22¢3)
with a median OS of
12.9 months!

bevacizumabin N 876 added
E|Iglb|(.=_' patients with pembrolizumab in

a median OS of 17.5 | pp_11 positive (CPS
months? >1%). Median OS not
recached (24.4
months in all
comers) 3
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