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The global burden of cancer on women worldwide
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Jemal A et al. CA Cancer J Clin 2011;61:69-90.

9% of all new cancer cases
>58,000 new cases every year

8% of total cancer deaths
>24,000 deaths every year

85% of new cases
87% of deaths occur in
developing countries
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Proportion surviving

Cervical cancer: 5-year survival according to stage

» Early stage CC may be cured by radical

Group Proportion 5-year OS
- i§§§§§§§i, S oo S e A surgery with tailored adjuvant therapy
WS anesened 3w awoimsesss > Patients diagnosed with locally advanced
S disease (FIGO IB2-IVVA) despite radical
mpamn el il chemoradiation experience 5-year DFS and
OS of 47-80%
Na(n = 326)
Vb (0 = 343) » The management of women with advanced
T TR (FIGO stage IVB) and recurrent disease

Years after diagnosis

has represented an unmet clinical need for
decades.

OS, overall survival; PFS, progression-free survival.
Cancer Stat Facts: Cervical Cancer. https://seer.cancer.gov/statfacts/html/cervix.html. Accessed 21 March 2022.



GOG #240: Incorporation of Bevacizumab in the treatment of
Recurrent and Metastatic Cervical Cancer: Schema

<€

Activated: 4/6/09 I
Closed to accrual: 1/3/12

Cisplatin 50 mg/m? IV
Chemo alone

Carcinoma of the cervix
*Primary stage IVB
*Recurrent/persistent
*Measureable disease
*GOG PS0-1
*No prior chemotherapy for
recurrence

Cisplatin 50 mg/m? IV <

Q21d to

Bevacizumab 15 mg/kg IV

PD, toxicity,
CR

(N=452)

Topotecan 0.75 mg/m2 d1-3 Chemo + Bev
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Stratification factors:
e Stage IVB vs recurrent/persistent disease

—
—]

e Performance status 12 End-Points:

e Prior cisplatin Rx as radiation-sensitizer IV < If adding BEV to Chemo improves OS
22 End-Points:
Tewari KS, et al. N EnglJ Med 2014;370:734-43 ‘ PFS
* ORR




GOG #240: Bevacizumab in the treatment of Recurrent and
Metastatic Cervical Cancer

Mature Overall Survival Mature Post-Progression
Overall Survival

A
Post Progression Survival
100 4 —— Chemotherapy plus By Bevacizumah Therapy
bevacizumab 1.0 + Events Total Median(mos)
— Chemotherapy alone E 1: Bevacizumab 143 172 8.4

20 — — — 2:No Bevacizumah 153 181 71
S 0.8 -
g
§ 601 % 06
= s
g s
O 404 né-: 0.4 -

\_ﬁ:
20 M 027
16.8 mos vs.13.3 mos
HR 077 (95% C1 0-62-0-95); p=0-007 0.0
0 T T T T T T T T T T T
0 R 2 36 48 60 0 12 2M4 . s 36 48 60
onths on uay
Number at risk 1172 56 15 2 0
(number censored) 2 181 52 14 1 0
Chemotherapy plus 227 (0) 142 (9) 75(12) 30(31) 6(51) 0(57)
bevacizumab
Chemotherapy alone 225 (0) 114(9) 54 (18) 17(35) 2(45) 0(47)

Tewari KS, et al. Lancet. 2017;390(10103):1654-1663



Regimen for 2L+ Metastatic Cervical Cancer

Design N ORR (%) PFS (months) OS (months)
Topotecan 45 12.5 2.1 6.6
Vinorelbine 44 13.7 NS NS
Pemetrexed 29 15 3.1 7.4
Pemetrexed 43 13.9 2.3 8.05
Docetaxel 27 8.7 3.8 7.0
Gemcitabine 22 45 2.1 6.5
Bevacizumab 46 10.9 3.4 7.29

Yu et al. Am J Hematol Oncol. 2015;11:27-31.



What is the Rationale to Pursue ICl in Cervical Cancer?

Almost all cases are driven by HPV infection. The virus has evolved many ways of evading the immune
system

PD-L1 is not expressed in normal cervical tissue, but is overexpressed in SCC(19% to 88%) and
Adenocarcinoma(14%)

«  The tumour microenvironment(the composition of) has an impact on survival rates:
+ Patients w negative LN have higher numbers of intraepithelial CD8+ cells than positive LN patients

« The rate of TMB in cervical cancers is about 5-6 mutations per megabase(behind melanoma, lung,
bladder, oesophageal and colorectal cancers)

* Increased TMB lead to the presence of more neoantigens that then stimulate the immune system.

Smola, S, et al. Ther Adv Vaccines. 2017;5(3):69-82.Dyer et al INCCN; Volume 17 Number 1 January 2019
S.J. Otter et al. / Clinical Oncology 31 (2019) 834e843; J. Otter et al. / Clinical Oncology 31 (2019) 834e843; Piersma SJ et al; Cancer Res 2007; 67: (1). January 1,
2007Alexandrov LB et al Nature 2013;500:415e421; S.J. Otter et al. Clinical Oncology 31 (2019) 834e843



Summary of ICI’s Activity following Failure to Platinum
Early Development: Phase l/ll Clinical Trials

Population

progression on or intolerance to 21 line of

Keynote-158

Advanced cervical cancer with

prior therapy.
Regardless of PD-L1 Status

Checkmate 358

Recurrent or metastatic cervical
cancer HPV+
Regardless of PD-L1 Status

Recurrent/Metastatic Cervical
Cancer.
Regardless of PD-L1 status

N. patients

Histology

N. of prior lines

98

Squamous cell carcinoma (93.9%)
Adenocarcinoma (5.1%)
Adenosquamous (1.0%)

No. of previous lines of therapy
Adjuvant and/or neoadjuvant (4.1%)
1 line (30.6%)

2 lines (34.7%)
+ 3+lines (30.6)

19

Squamous cell (100%)

Prior lines of systemic therapy
*  1line (42.1%)
+ 2lines (42.1%)
3+ lines (15.8%)

140

Squamous cell carcinoma (60%)
Adeno/AdenoSgq. (40%)

Prior systemic therapy (PST) in the
R/M setting
1 (99%)
< >1 (1%)

Biomarkers CPS = 1% (83.7%) PD-L1> 1% CPS =1 (61%)
Type of treatment Pembrolizumab Nivolumab Bastilimab

Pembrolizumab FDA approval (June
2018): patients with recurrent or
metastatic cervical cancer who had
progressed on or after platinum-
based chemotherapy and whose
tumours express CPS 21 as determined
by an FDA-approved test

JIORR

Overall: 14.3%
CPS >1% 17%
CPS<1%:0%

Overall: 26.3%
*PD-L1 positive: 20%
PD-L1 negative: 16.7%

Overall:15%
CPS > 1% 20%
CPS<1%:7.9%

mDOR
mPFS / 6-m PFS

mOS / 6-m OS

Safety: % Grade 3-4 TRAE/ %
discontinuation due to TRAE

NR
Overall: 2.1m /25%
PD-L1 positive: 21.m/25%
Overall: 9.4m/75.2%
PD-L1 positive: 11m /80.2%

12.2% 1 4.1%

NR

5.1m

21.9m

15.8% / 5.3%

*Tumor cell PD-L1 expression was defined as the percentage of tumor cells exhibiting membrane staining at any intensity

Chung HC et al;_J Clin Oncol 2019 Jun 10;37(17); Naumann RW et al J Clin Oncol. 2019 Sep 5;0’Malley et al; Presented ar ESMO Virtual Meeting 2020

15.4

NA

NA

11.8%/4.3%



https://www.ncbi.nlm.nih.gov/pubmed/30943124

EMPOWER-Cervical 1/GOG-3016/ENGOT-cx9

Study Design

Recurrent and metastatic

ECOG PS <1

Secondary endpoints:

cervical cancer resistant to __ : :
platinum-based chemotherapy . Cemiplimab 350 mg Primary endpoint: OS
22nd |ine Q3W IV

PFS, ORR, DOR, safety, QoL

— IC chemotherapy
Options:

N=608: 477 SCC. 131 AC + Pemetrexed 500 mg/m2 Q3W IV
Randomised 1:1 : + Gemcitabine 1,000 mg/m? IV on Days 1 and 8 and
Stratified by: every 21 days .
« Histology (SCC/AC) * Topotecan 1 mg/m? daily IV for 5 days, every 21 days «Two interim analyses were prespecified per protocol
« Geographic region ) h’g"ﬂtzcj:yleg STQ/ m? IV weekly x 4, followed by «At second interim analysis (85% of total OS events),

i i - IDMC recommended trial rly for
* Prior bevacizumab (Y/N) » Vinorelbine 30 mg/m?2 IV on Days 1 and 8 and every eﬁicaCcyeCO ended trial be stopped early fo
* ECOGPS(0vs1) 21 days . . .

. . *The final analysis for the OS endpoint was when
Treat up to 96 weeks with option for re-treatment 340 events were observed in SCC patients.

Patients were enrolled Tumour imaging conducted on Day 42 (7 days) *Here, we present the final survival analysis

regardiess of PD-L1 expression of cycles'1-4, 6, 8, 10, 12, 14, and 16 + after 363 observed OS events in SCC

patients,
* ata median follow-up of 30 months.

Tewari Ketal. NEnglJMed 2022;386:544-55; Oaknin A et al. Presented at ESMO Congress 2022



EMPOWER-Cervical 1/GOG-3016/ENGOT-cx9

Cemiplimab monotherapy significantly improved OS vs chemotherapy in patients

with squamous cell histology
Median follow-up time: 30.2 (18.0-50.2) months

~
| |

Hazard ratio (95% CI) = 0.690 (0.560, 0.850)
One-sided P=0.0023

+ Cemiplimab

Probability of survival

OO0
oL whroio®m
|

L. Chemotherapy
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

. . Month
Patients at risk

Cemiplimab 239 223 188 163 140 120 105 91 80 74 60 53 43 35 30 28 17 14 8 6 6 3 2 2 O
Chemotherapy 238 209 182 149 113 92 77 65 50 41 32 22 16 12 9 7 7 6 5 3 2 1 0 0 O

Kaplan-Meier curves of overall survival in the full analysis set.
Cl, confidence interval; IC, investigator's choice; OS, overall survival. Data cutoff date: 4 Jan 2022

Oaknin A et al. Presented at ESMO Congress 2022



EMPOWER-Cervical 1/GOG-3016/ENGOT-cx9

Cemiplimab monotherapy significantly improved OS vs chemotherapy

in the overall population
Median follow-up time: 30.2 (18.0-50.2) months

1.0
0.9-
0.8-
0.7 -
0.6
0.5
0.4-
0.3
0.2
88- 1 ~——— . Chemotherapy*

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

Median OS 11.7 vs 8.5 months for patients treated with
cemiplimab (n=304) vs IC chemotherapy (n=304)

Cemiplimab

Probability of survival

Patients at risk

Cemiplimab 304 281 236 206 181 158 140 121 108 97 81 69 55 45 37 33 22 18 1 8 7 3 2 2 O
Chemotherapy 304 264 224 183 140 113 92 79 60 50 40 30 29 17 14 12 10 9 7 5 2 1 0 0 O

Kaplan-Meier curves of overall survival in the full analysis set.
Oaknin A et al. Presented at ESMO Congress 2022 Cl, confidence interval; IC, investigator's choice; OS, overall survival. Data cutoff date: 4 Jan 2022



EMPOWER-Cervical 1/GOG-3016/ENGOT-cx9

Cemiplimab monotherapy significantly improved OS vs chemotherapy
in patients with adenocarcinoma or adenosqguamous carcinoma histology

Median follow-up time: 30.2 (18.0-50.2) months

Median OS 13.5 vs 7 months for patients treated with
cemiplimab (n=65) vs IC chemotherapy (n=66)

Hazard ratio (95% Cl) = 0.545 (0.365, 0.814)

L. Cemiplimab

L Chemotherapy

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
: , Month

Patients at risk

Cemiplimab 65 58 48 43 41 38 35 30 28 23 21 16 12 10 7 5 5 4 3 2 1 0 0 0 O
Chemotherapy 66 55 42 34 27 21 1% 14 10 9 8 8 5 5 5 5 3 3 2 2 0 0 O

T L

O NWRUIOON®OWOO
|

Probability of survival
OO O OO OODODOO—~

Oaknin A et al. Presented at ESMO Congress 2022 Cl, confidence interval; IC, investigator's choice; OS, overall survival. Data cutoff date: 4 Jan 2022



EMPOWER-Cervical 1/GOG-3016/ENGOT-cx9

Cemiplimab monotherapy significantly improved OS vs chemotherapy
regardless of PD-L1 status

Cemiplimab ‘ Chemotherapy ‘

- (n=304) (n=304)

- . . ) N Median time N Median time HR (95% ClI

| Patients with PD-L1* (95% Cl) (95% CI) (95% CI)

_ PD-L121% 116 | 12.1(9.6,15.3) | 121 7.7(6.7,10.3) | 0.614(0.453,0.831)
_ PD-L1 <1% 66 10.8 (6.3, 16.5) 68 7.0 (5.3,9.6) 0.650 (0.429, 0.984)

Cemi: PD-L1 <1% per TC
T Comi:PDAT21%perTC

Chemo: PDL1 21%perTC |

i Chemo: PD-L1 <1% per TC

I
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
. . Month
Patients at risk
Cemi: PD-L121%perTC 116 110 93 77 71 63 55 48 41 36 30 29 25 20 17 16 10
Cemi: PD-L1<1%perTC 66 61 49 43 36 33 30 26 24 20 16 14 12 9

7 5 5
Chemo: PD-L121%perTC 121 107 92 73 54 46 37 3 27 23 19 13 9 7 6 5 5
Chemo: PD-L1<1%perTC 68 60 46 39 30 24 219 18 12 10 9 9 6 5 4 4 2

oL NWRUIONPOO
|

Probability of survival
OO O ODODODODOCDOO —~

N B W ©
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oo N
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Kaplan-Meier curves of overall survival in the full analysis set.
Oaknin A et al. Presented at ESMO Congress 2022 Data cutoff date: 4 Jan 2022



controlled trial of pembrolizumab + chemotherapy vs chemotherapy +
placebo for the first-line treatment of persistent, recurrent, or metastatic

cervical cancer

Study Design

Key Eligibility Criteria

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

No prior systemic chemotherapy (prior
radiotherapy and chemoradiotherapy permitted)

ECOGPSOor1

Stratification Factors
Metastatic disease at diagnosis (yes vs no)
PD-L1 CPS (<1 vs 1 to <10 vs >10)

Planned bevacizumab use (yes vs no)

Colombo N et al. N Engl J Med 2021;385:1856—-1867.

N=617 0

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
+

Paclitaxel + Cisplatin or Carboplatin IV Q3W

for up to 6 cycles?
+

Bevacizumab 15 mg/kg IV Q3W

v

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
* Exploratory: PROs assessed per EuroQol EQ-5D-

5L VAS




KEYNOTE-826: Dual Primary Endpoints

PD-L1 CPS 21 population

Median, mo (95%

PFS

Pts w/Event Cl)
Pembro + Chemo % Bev 57.5% 10.4 (9.7-12.3)
Pbo + Chemo % Bev 72% 8.2 (6.3-8.5)
100+
90+
807 12-mo rate (95% Cl)
70+ 455% (39.2-1.5)
34.1% (28.3-40.0)

604

504

40+ Pembro + Chemo + Bev
304 !

20+ i Placebo + Chemo + Bev

104 | HR: 0.62; 95% CI: 0.50+0.77; p<0.001

0'-|--|"|";'-|"|"|-'|'-|

0 3 6 9 12 15 18 21 24 27

No. at risk Months
273 238 208 143 112 101 66 k! 10 0
275 229 170 103 81 63 38 13 1 0

Colombo N et al. N Engl J Med 2021;385:1856—-1867.

0S

Pts w/Event

Median, mo (95%
Cl)

Pembro + Chemo % Bev
Pbo + Chemo * Bev

43.2%
56.0%

NR (19.8-NR))
16.3 (14.5-19.4)

100+
ad Rt oot K
80+ A% (1505 417% (349-482)
70+
- | Pembrof+ Chemo + B
2 60 : embroft Chemo £ Bev
8’ 50+ !
40+ :
| ebo + Chemo * Bev
304 :
204 :
10- HR: 0.64; 95% Cl: 0.50-0.81; p<0.001
I
o-r-—rT—T——T 77T 1T
0 3 6 9 12 15 18 21 24 27 30
No. at risk Months
273 260 250 229 204 181 132 82 34 6 0
275 261 235 206 168 140 100 55 25 4 0



KEYNOTE-826: Dual Primary Endpoints

All comers population
PFS

Pts w/Event

Median, mo (95% CI)

Pembro + Chemo * Bev 58.4% 10.4 (9.1-12.1)
Pbo + Chemo * Bev 73.1% 8.2 (6.4-8.4)
1007 112-mo rate (95% ClI)
90 144.7% (38.8-50.4)
133.5% (28.0-39.1)
80 i
70-
° 60 E
% 50 :
o I
40 I
307 !
20 :
10- HR 0.65 (95% CI, 0.53-0.79)
P <0.001
0 T T T T T T T T |
0 3 6 9 12 15 18 21 24 27
No. at risk Time, months
308 263 229 155 123 110 70 35 10 0
309 259 195 113 89 71 39 13 1 0

Colombo N et al. N Engl J Med 2021;385:1856—-1867.

o Y o

Pts w/Event Median, mo (95% CI)

Pembro + Chemo * Bev 44.8% 24.4 (19.2-NR))
Pbo + Chemo * Bev 56.3% 16.5 (14.5-19.4)
1007 | 12-mo rate (95% Cl) | 24-mo rate (95% CI)
90 ' 74.8% (69.5-79.3) ' 50.4% (43.8-56.6)
50 | 63.6% (57.9-68.7) ! 40.4% (34.0-46.6)
70+ | |
= 607 : i
u)" _ |
3 0 | :
40 : .
1 1
30 : |
20 —l |
10- I HR 0.67 (95% CI, 0.54-0.84) i
P <0.001 :
0 T T T T T T T : T 1
0 3 6 9 12 15 18 21 24 27 30
No. at risk Time, months
308 291 277 254 228 201 145 89 36 6 0

309 295 268 234 191

160 116 60 28 4 0



KEYNOTE-826: Protocol-Specified Subgroups

All comer population
PFS

No. of Events/
No. of Participants

Overall 406/617
Age
<65 years 345/517
=65 years 61/100
Race
White 239/360
All others 139/221
ECOG performance-status score
0 197/348
1 2071267

PD-L1 combined positive score
<1 51/69

110 <1uU 104i451
=10 203/317
Concomitant bevacizumab
Yes 234/389
No 172/228
Metastatic disease at diagnosis
Yes 137/190
No 269/427
1 L v T 1
0.25 05 1.0 2.0 4.0
Favors Favors
Pembro + Chemo Placebo + Chemo
y investigator review. + Bev + Bev

Colombo N et al. N Engl J Med 2021;385:1856—-1867.

HR (95% Cl)

0.65 (0.53-0.79)

0.63 (0.50-0.78)
0.77 (0.42-1.42)

0.70 (0.53-0.91)
0.64 (0.45-0.90)

0.65 (0.48-0.87)
0.69 (0.52-0.93)

0.94 (0.52-1.70)
V.05 (U.4Y-U.94)
0.58 (0.44-0.77)

0.61 (0.47-0.79)
0.74 (0.54-1.01)

0.92 (0.64-1.30)
0.58 (0.45-0.75)

0S

No. of Events/
No. of Participants

HR (95% Cl)

Overall 312/617
Age
<65 years 265/517
=65 years 47/100 —
Race
White 189/360
All others 107/221
ECOG performance-status score
0 141/348
1 1RQ/2R7
PD-L1 combined positive score
<1 40/69
1 W =I1u 110/£01
=10 154/317
Concomitant bevacizumab
Yes 166/389
No 146/228
Metastatic disease at diagnosis
Yes 104/190 —
No 208/427
I v L] 1
0.25 0.5 1.0 2.0 40
Favors Favors

Pembro + Chemo Placebo + Chemo

+ Bev

+ Bev

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)
N AR (N AN_N Q4)

1.00 (0.53-1.89)
V.07 (U.40-U.YT )

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)



KEYNOTE-826: ORR and DOR

All of the analysis populations

100+

ORR, % (95%C1)
- o @
S o o
1 1 N

~N
o
n

PD-L1 CPS 21 population

68.1%

(62.2-73.6) 50.2%

(44.1-56.2)

LiE CR: 13.1%

Pombro « Chemo = Bev Placebo + Chemo = Bov

00+ )
- Median (range)
80 18.0 mo (1.3+ to 24.2+)
z el 10.4 mo (1.5+ to 22.0+)
é 50
£ 50 e,
2 a0
8’ 0-
5 20«4 Pembro+ Chemot Bev
99 Placebo + Chemo £ Bev
0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
No. ot ek Months
@ = s e s @ % 8 o o

100+

80

o
o
1

ORR, % (5% CI)
a
L

~
o
1

All-Comer population

65.9%

(60.3-71.2) .

(45.1-56.5)

CR: 21.4% CR: 12.9%

Pambro « Chemo = Bev Placebo + Chemo = Bev

’:z Median (range)

a0 18.0 mo (1.3+ to 24.2+)
gy 10.4 mo (1.5+ to 22.0+)
é 50
2 504
& 404
8’ 0-
5 20«4 Pembro+ Chemot Bev

'%9 Placebo + Chemot Bev

0 3 6 9 12 15 18 21 24 27

No. st riek Months

i ] ‘ ¢

187 150 119 76 53 44 9 8 o c

ORR, % (85% CI)

Ongelng Response (%)

PD-L1 CPS 210 population

100+

o] 69.6%

a0 (61.8-76.7)
70 49.1%

504 (41.1-57.1)

20+
104 CR: 222% ,
o) CR: 11.3%

Pembro « Chemo = Bev Placebo + Chemo = Bev

Median (range)

904
a0 21.1 mo (1.3+ to 24.2+)
o 9.4 mo (2.1+ to 21.5+4)
50
504
404
30
20« Pembro+ Chemot Bev
194 Placebo+Chemot Bev
0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
No. af riek Months
% % om o= 3 w5 2 o

Data cutoff date: 3 May 2021. Response assessed per RECIST v1.1 by investigator review. Bev, bevacizumab; Chemo, chemotherapy; Cl, confidence interval; CR, complete response; CPS,
combined positive score; DOR, duration of response; HR, hazard ratio; mo, months; ORR, objective response rate; PD-L1, programmed death ligand-1; Pembro, pembrolizumab; PFS,

progression- free survival; PR, partial response; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1.

Colombo N et al. N Engl J Med 2021;385:1856-1867 (supplementary data).



KEYNOTE-826: AEs and exposure

AII -cause AEs, n (% Treatment-related AEs?, n (%) Immune-mediated AEs®, n (%)
Pembrolizumabc Placeboc Pembrolizumabc Placebo¢ Pembrolizumabc Placebo¢
(n=307) (n=309) (n=307) (n=309) (n=307) (n=309)

Any grade 305 (99.3) 307 (99.4) 298 (97.1) 300 (97.1) 104 (33.9) 47 (15.2)
Grade 3-5 251 (81.8) 232 (75.1) 210 (68.4) 198 (64.1) 35(11.4) 9 (2.9)
Serious 153 (49.8) 131 (42.4) 93 (30.3) 71 (23.0) 22 (7.2) 7(2.3)
Led to death 14 (4.6) 14 (4.5) 2 (0.7)d 4(1.3)¢ 1(0.3)d 0
Led to discontinuation
Any treatment 115 (37.5) 82 (26.5) 96 (31.1) 69 (22.3) 16 (5.2) 1(0.3)
All treatment 18 (5.9) 15 (4.9) 10 (3.3) 6 (1.9) 3 (1.0%) 0
7VIedian no. of cycles (pembrolizumab vs placebo) reatment duration, months (pembrolizumab vs placebo)
Any treatment: 14 vs 11 Median: 10.0 vs 7.7
Pembrolizumab or placebo: 13 vs 11 Mean: 11.8 vs 9.4

Chemotherapy: 6 vs 6
Bevacizumab: 13 vs 11

Data cutoff date: 3 May 2021. 2Per investigator assessment; "Events were considered regardless of attribution to treatment by the investigator; ‘The treatment regimen in each arm
included chemotherapy * bevacizumab; %Encephalitis autoimmune (also immune-mediated) and intestinal perforation; ®Embolism, female genital tract fistula, large intestine perforation,

and pulmonary sepsis.
AE, adverse event.

Colombo N et al. N Engl J Med 2021;385:1856—1867 (supplementary data).



KEYNOTE-826: Eurogol EQ-5D-5L VAS

All comers population

e Administered before study treatment at Cycles 1-14 Time to deterioration

and every other cycle thereafter 100+
* Compliance between baseline and Week 30?: 294.0% 90+
with pembrolizumab + chemotherapy + bevacizumab, x 80+
>88.9% with placebo + chemotherapy + bevacizumab S 70
. . - : § 607
* Analysis population: all treated participants with >1 S 504 T ,
. [¢]
available PRO assessment 3 :g- patentswith
. . . . . ) 7 + _
 Time to deterioration: time from first Z o] Egevrer e 9 HR: 0.75; 95% Cl: 0.58-0.97
EQ-5D-5L VAS assessment to first onset of a 210- 10 [ e
point decrease in score from baseline with 00 R S S A A
confirmation under the right censoring rule or death,
. . No. at risk Months
whichever occurred first 281 177 138 101 83 72 49 26 0
285 168 118 72 48 36 20 9 0

Data cutoff date: 3 May 2021.
aCompliance was defined as the proportion of participants who completed the patient-reported outcome questionnaire among those who were expected to complete the questionnaire at the time point, excluding those missing by design; missing by design includes

adverse event, death, discontinuation, translations not available, and no visit scheduled.
Bev, bevacizumab; Chemo, chemotherapy; Cl, confidence interval; HR, hazard ratio; Pembro, pembrolizumab; PRO, patient-reported outcome; VAS, visual analog scale.

Colombo N et al. N Engl J Med 2021;385:1856-1867



BEATcc trial design (NCT03556839)

Open-label, multicentre, randomised, phase 3 trial in an all-comer population

s :
- Metastatic, persistent or recurrent cervical Atezolizumab 1200 mg +
cancer not amenable to curative therapy bevacizumab 15 mg/kg + DUl pALEI) GBSl
. paclitaxel + cis/carboplatin? * Investigator-assessed
GOGIECOG PS <1 all IV q3w PFS (RECIST 1.1)

e Qverall survival

 Continued until disease progression/unacceptable toxicity

* No prior systemic anti-cancer therapy for
metastatic/persistent/recurrent disease
- Patients with CR after 26 cycles could stop chemotherapy Key secondary

* In patients with pelvic disease, no bladder

or rectal mucosa involvement N=410 and continue biological therapy alone endpoints
+  Available archival or fresh tumour sample Crossover from standard arm at progression not permitted - ORR (RECIST v1.1)
for PD-L1 expression * DoR (RECIST v1.1)
~ - Bevacizumab 15 mg/kg + - TFST
paclitaxel + cis/carboplatin * PFS2
Stratification factors: all IV g3w » Safety

* Prior concurrent chemoradiation (yes vs no)

« Histology (squamous cell carcinoma vs spacitaxel 175 mgim day 1 + platinum (cisplafin 50 g2 boplatin AUCS) day 1
. . . aclitaxe mg/m<aay 1 + platinum (cisplatin mg/m< or carboplatin ay
adenocarcinoma® including adenosquamous) "Capped at 20% of the overall population

¢ ChemOtherapy backbone (C|sp|at|n VS carboplatln) CR = complete response; GOG/ECOG = Gynecologic Oncology Group/Eastern Cooperative Oncology Group performance status;
PFS2: time from randomisation to second progression or death; TFST = time from randomisation to first subsequent therapy or death
EESMD ™
2022



Dual primary endpoint: PFS

Statistically significant 38% reduction in risk of progression or death

1.0 - PFS CT + bev Atezo + CT + bev
09 Events, n (%) 166 (81) 138 (67)
' Stratified HR (95% Cl) 0.62 (0.49-0.78); p<0.0001
0.8 Median, months (95% CI)  10.4 (9.7-11.7) 13.7 (12.3-16.6)
= 0.7 -
5 06-
S 051
»  04- | 36%
= 03- 42% 26%
02- 12%
0.1- ——H I_'_I
0 T w T f T i T T 1
0 6 12 18 24 30 36 42 48 o4
No. at risk Time (months)
Atezo + CT + bev 206 174 114 79 o8 37 13 d 2 1
CT + bev 204 159 80 47 31 13 5 1 1 0
Data cut-off: 17 Jul 2023 (median follow-up: 32.9 months; 95% Cl, 31.2-34.6 months)
congress HR = hazard ratio
m Ana Oaknin, MD, PhD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Dual primary endpoint: OS (interim analysis)

Statistically significant 32% reduction in risk of death

1.0 - oS CT + bev Atezo + CT + bev
09 N 840, Events, n (%) 129 (63) 105 (51)
' ot Stratified HR (95% Cl) 0.68 (0.52-0.88); p=0.0046°
0.8 - 5 Median, months (95% CI)  22.8 (20.3-28.0) 32.1 (25.3-36.8)
z O 80°% 61%
< |
S 051 ; 42%
o 04 49% 4
(@) i i
0.3 1 ‘ ;
0.2 - 26%
0 T % T % T % T T 1
0 6 12 18 24 30 36 42 48 54
No. at risk Time (months)
Atezo + CT + bev 206 194 167 140 103 64 27 9 3 1
CT + bev 204 182 152 119 83 50 22 6 4 0

mcongress

Ana Oaknin, MD, PhD

Data cut-off: 17 Jul 2023 (median follow-up: 32.9 months; 95% Cl, 31.2-34.6 months)
@Boundary for statistical significance at the interim OS analysis: p=0.0238

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



PFS and OS in protocol-specified subgroups

PFS 0S
Subgroup No. events/patients HR (95% CI) Subgroup No. events/patients HR (95% CI)
Overall 304/410 —— 0.62 (0.50-0.78)  Overall 234/410 —a— 0.68 (0.52-0.88)
Age, years — Age, years
5 R — §BESI% RiGR — 056 183108
GOG/ECOG PS GOG/ECOG PS I

A - 088 345085 iz —— 0:63 1835048

i wE TR buGENE O A {5
e G I 1T S A T B
Chemotherapy backbone Chemotherapy backbone
G 14333 e 0RR (34808  EamepR™ K28 i D et 4
Prior chemoradiotherapy - Prior chemoradiotherapy =
N& 1877783 : A KRR Y e —at—  BBI{84203)
Histology . Histology = L,
égﬁg%cgdglggwgarcinoma 2%%@81 '_:l——' 898 M?ZWS} égﬁg%cgurglggﬁﬂcarcinoma 1?8@81 —— 8% E8g§:6893

0.I25 0!5 1 2 4 0.I25 OI.5 1 2 4

Atezo + CT + bev better CT + bev better Atezo + CT + bev better CT + bev better

Data cut-off: 17 Jul 2023 (median follow-up: 32.9 months; 95% Cl, 31.2-34.6 months)

mcongress

Ana Oaknin, MD, PhD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Secondary endpoints: ORR and DoR

100 7 1.0 - DoR CT + bev (n=209) Atezo + CT + bev (n=208)
ORR: 84 09 4 Events, n (%) 120 (82) 109 (63)
901 (95% CI. 79-89%) ' Hazard ratio (95% Cl) 0.60 (0.46-0.78)
50 | ORR: 72 0.8 - Median, months (95% CI) 8.6 (8.0-10.6) 13.6 (10.6-21.3)
(95% CI: 66-78%) ~. 07+
70 1 =
S 06- 54%
60 - -Q :
- 5 05
EE 50 1 ﬂé 0.4 -
(@) _
0- 03 |
0.2 -
. 0.1
20 i 0 T 1 T 1 T 1 T T 1
0 - 0 6 12 18 2 30 36 42 48 54
No. at risk Time (months)
0 - Atezo+CT+bev 173 141 91 76 53 28 10 4 2 0
Atezo + CT + bev CT +bev CT + bev 147 107 50 39 20 7 5 1 1 0

Data cut-off: 17 Jul 2023 (median follow-up: 32.9 months; 95% Cl, 31.2-34.6 months)
CR = complete response; PR = partial response

PARIS Ccongress
m Ana Oaknin, MD, PhD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Summary of safety

AE, n (%) Atezo + CT + bev (n=206) CT + bev (n=204)

Any AE 202 (99) 197 (99)
Grade 23 161 (79 149 (75)
Grade 5 7(3) 6 (3)P
AESI for bevacizumab 105 (51) 100 (50)
Grade 23 42 (21) 40 (20)
AESI for atezolizumab 43 (21) NA
Grade 23 11(5) NA
AE leading to any treatment discontinuation 31 (19) 31 (16)
Chemotherapy 42 (21) 40 (20)
Carboplatin 4(2) 5(3)
Cisplatin 12 (6) 10 (5)
Paclitaxel 14 (7) 14 (7)
Bevacizumab 18 (9) 19 (10)
Atezolizumab 13 (6) NA

a0ne case each of vaginal haemorrhage, obstructive jaundice and ileal perforation (all considered treatment-related); one case each of intestinal occlusion, biliary
bronchospiration, nausea/vomiting and septic shock (considered unrelated to treatment). POne case each of respiratory failure, intestinal perforation, cardiopulmonary arrest,

respiratory infection, COVID infection and intestinal occlusion (considered unrelated to treatment)
EESMD ™
2022



CALLA Trial: Durvalumab added to SOC CCRT

Study Design

A Phase 3, randomized, multicenter, double-blind, global study to determine the efficacy and safety of

durvalumab in combination with and following CRT compared with CRT alone for treatment in women
with LACC

Key eligibility criteria

* Primary locally advanced carcinoma of the cervix

(IB2-11B node-positive or IIIA-IVA any nodal status)

. hEAggsgrsgI%dis?ase by RECIST v1.1 CCRT + placebo
of up to 24 months or until progression

Stratification factors

Stage <3 and node positive, Stage 23 and node negative, 24 March 2022

Stage 23 and node positive The CALLA Phase lll trial for durvalumab given concurrently with

Geographical region chemoradiotherapy (CRT) did not achieve statistical significance for the
Endpoints primary endpoint of improving progression-free survival (PFS) versus CRT

Primary: PFS alone in the treatment of patients with locally advanced cervical cancer.

Secondary: OS, ORR, DOR, safety, HRQoL

NCT03830866.;Mayadev J et al. Int J Gynecol Cancer 2020;30:1065-1070.



CALLA Trial: Primary Endpoint

Progression-Free Survival

1.0

8 08
T
c
Re)
2}
(7]
S 06 -
(@]
o
a
‘G Hazard Ratio (95% Cl)
> ]
£ 04 0.84 (0.65-1.08)
O ©
® = - =
g p-value = 0.174
g 2 0o Durvalumab + Maturity: 31%

- CRT Median follow-up: 18.5 m vs

Placebo + 18.4 m
CRT
o —
I [ [ [ [ I [ I I [ I 1
0 3 6 9 12 15 18 21 24 27 30 33
Time from randomization (months)
No.atrisk 385 363 330 204 270 215 163 110 43 11 1 0
385 368 318 282 257 203 146 109 49 14 2 0

NCT03830866.;Mayadev J et al. Int J Gynecol Cancer 2020;30:1065-1070.



Overall Survival

1.0

0.8
©
2
c
3
2 06
o
)]
3
5 Hazard Ratio (95% CI)
£ 04 7 0.78 (0.55-1.10)
E Nominal p-value = 0.156
(@]
o :

02 - Maturity: 17%

Durvalumab + CRT Median follow-up: 20.4 m vs 20.3 m
Placebo + CRT
O —
| T T T T T T T | T | | |
0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)

No. at risk 385 378 371 360 346 295 225 163 93 36 6 1 0

385 379 366 357 342 282 206 151 94 40 5 1 0



PFS Subgroup Analysis

Placebo + CRT
(Events/Total)

Durvalumab + CRT
(Events/Total)

All patients 112/385 128/385
Disease stage (FIGO 2009)
Stage IB2-1IB, node positive 35/134 39/133
Stage 2lll, LN- 28/108 26/107

Are there some patients that seem to benefit

more? Hypothesis generating
Hazard Ratio (95% CI)

0.84 (0.65-1.08)

0.87 (0.55-1.38)
1.11 (0.65-1.91)

| 1 |
®
Stage 2IlIl, LN+ 49/143 63/145 I . 0.71 (0.49-1.03)

Chemotherapy received

Carboplatin 14/26 9/20

Cisplatin 98/359 118/363
PD-L1 expression status

=1% 102/356 117/352

<5% 19/60 25/64

=5% 85/311 95/300

Lymph nodes

15/47
97/338
75/246
37/139

20/38
108/347
97/268
31/117

Para-aortic lymph node

No para-aortic lymph node

Pelvic lymph node

No pelvic lymph node

0.94 (0.41-2.27)
@1 0.82 (0.62-1.07)
i
|_Fi4 0.83 (0.64-1.09)
| ° { 0.73 (0.40-1.32)
| e 0.84 (0.63-1.13)

0.60 (0.30-1.17)
0.89 (0.68-1.17)
0.79 (0.58-1.06)
1.04 (0.64-1.68)

0.25
<

0.5

Favors Durvalumab + CRT Favors Placebo + CRT
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Pembrolizumab Plus Chemoradiotherapy for
High-Risk Locally Advanced Cervical Cancer:
The Randomized, Double-Blind, Phase 3

ENGOT-cx11/GOG-3047/KEYNOTE-A18 Study

N

Domenica Lorusso,' Yang Xiang,? Kosei Hasegawa,® Giovanni Scambia,*
Manuel Leiva,® Pier Ramos-Elias,® Alejandro Acevedo,” Julia Vizkeleti,®
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Jung-Yun Lee," Valeriya Saevets, Flora Zagouri,' Kan Li,'® Karin Yamada, '
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ENGOT-cx11/GOG-3047/KEYNOTE-A18:
Randomized, Double-Blind, Phase 3 Study

-~

Cisplatin 40 mg/m2 QW for
Key Eligibility Criteria 5 cycles? + EBRT followed by

| brachytherapy Pembrolizumab 400 mg Q6W
* FIGO 2014 stage IB2-1I1B (node- - for 15 cycles

positive disease) or FIGO 2014 Pembrolizumab 200 mg Q3W for
stage IlI-IVA (either node- 5 cycles
positive or

node-negative disease) Cisplatin 40 mg/m>2 QW for
* RECIST 1.1 measurable or non- 5 cycles? + EBRT followed by
measurable disease brachytherapy Placebo Q6W
+ for 15 cycles
Placebo Q3W
for 5 cycles

* Treatment naive

-

Stratification Factors
* Planned EBRT type (IMRT or VMAT vs
non-IMRT or non-VMAT)
* Stage at screening (stage IB2-11B vs III-IVA)

* Planned total radiotherapy dose (<70 Gy vs
>70 Gy [EQ2D])

aA 6™ cycle was allowed per investigator discretion. EBRT, external beam radiotherapy; FIGO, International Federation of Gynecology and Obstetrics; Gy, grays; IMRT, intensity-modulated radiotherapy; Q3W, every 3 weeks; Q6W, every 6 weeks;
RECIST, Response Evaluation Criteria in Solid Tumors; VMAT, volumetric-modulated arc therapy. ENGOT-cx11/GOG-3047/KEYNOTE-A18 ClinicalTrials.gov identifier, NCT04221945.

MADRID Ccongress
2023 m Presented by: Domenica Lorusso Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.




Baseline Characteristics

Age, median (range)

Race?

White
Asian
Multiple

American Indian or
Alaska Native

Black or African American

Native Hawaiian or
Other Pacific Islander

PD-L1 CPS

<1
>1

Missing

ECOGPS1

Squamous cell carcinoma

Pembro Arm
(N =529)

49y (22-87)

254 (48.0%)
155 (29.3%)
78 (14.7%)

24 (4.5%)
14 (2.6%)

2 (0.4%)

22 (4.2%)
502 (94.9%)
5 (0.9%)
149 (28.2%)
433 (81.9%)

Presented by: Domenica Lorusso

Placebo Arm
(N =531)

50y (22-78)

264 (49.7%)
148 (27.9%)
86 (16.2%)

22 (4.1%)
8 (1.5%)

1(0.2%)

28 (5.3%)
498 (93.8%)
5 (0.9%)
134 (25.2%)
451 (84.9%)

Stage at screening (FIGO 2014 criteria)
I1B2-11B
II-IVA
Lymph node involvement®
Positive pelvic only
Positive para-aortic only
Positive pelvic and para-aortic

No positive pelvic or
para-aortic

Planned type of EBRT
IMRT or VMAT

Non-IMRT and non-VMAT

Planned total radiotherapy dose (EQD?2)

<70 Gy

>70 Gy

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Pembro Arm
(N =529)

235 (44.4%)

294 (55.6%)

326 (61.6%)
14 (2.6%)
105 (19.8%)

84 (15.9%)

469 (88.7%)

60 (11.3%)

47 (8.9)
482 (91.1)

2n each treatment arm, 2 patients (0.4%) had missing information for race. ®Per protocol, a positive lymph node is defined as 1.5 cm shortest dimension by MRI or CT. Data cutoff date: January 9, 2023.

CONngress

Placebo Arm
(N =531)

227 (42.7%)

304 (57.3%)

324 (61.0%)
10 (1.9%)
104 (19.6%)

93 (17.5%)

470 (88.5%)

61 (11.5%)

46 (8.7)
485 (91.3)



Summary of Treatment Exposure

Label for locking

Pembro Arm

(N =528)
Total number of cycles, median (range)
Pembro or placebo 11 (1-20)
Cisplatin?® 5(1-7)
Radiation therapy, median (range)?

Overall treatment time (days) 52 (12-139)
Within 50 days®, n (%) 184 (35.5%)
Within 56 days, n (%) 386 (74.5%)

Cervix total dose (Gy), median (range)?
Total cervix physical dose 76 (14-94)
Total cervix EQD2 dose 87 (14-118)

Placebo Arm

(N = 530)

11 (1-20)
5 (1-7)

52 (2-166)
194 (37.2%)
390 (74.7%)

76 (3-125)
87 (3-207)

3ncludes participants who completed concurrent chemoradiotherapy at this interim analysis and had final data review by the vendor (pembro arm N=518; placebo arm N=522). *Total radiation therapy (EBRT and brachytherapy) should not exceed 50 days,

with extension to a maximum of 56 days for unforeseen delays, as per the study protocol. Data cutoff date: January 9, 2023.

MADRID congress
2023 Presented by: Domenica Lorusso
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Primary Endpoint: Progression-Free Survival

24-mo rate (95% Cl)
67.8% (61.8-73.0)
57.3% (51.2-62.9)

—
~N © © O
T 2379

60 Pts w/ Median, mo
Event (95% CI)
HR 0.70 (95% Cl, 0.55-0.89) P Pembro Arm 21.7% NR
407 = 0.0020° (NR-NR)
30— Placebo Arm 29.0% NR
(NR-NR)

Progression-Free Survival, %
N (@)
o o
1 1

-
o
1

Median (range) follow-up: 17.9 mo (0.9-31.0)

0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30

Time, months

No. at risk
529 462 400 331 282 222 171 100 26 3 0
531 463 379 306 263 208 149 88 20 0 0

Response assessed per RECIST v1.1 by investigator review or histopathologic confirmation. @With 269 events (88.5% information fraction), the observed P = 0.0020 (1-sided) crossed the prespecified nominal boundary of 0.0172 (1-sided) at this planned first
interim analysis. The success criterion of the PFS hypothesis was met, and thus no formal testing of PFS will be performed at a later analysis. Data cutoff date: January 9, 2023.

congress
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Primary Endpoint: Overall Survival

100- !
90-
80-
70
60-
50~ HR 0.73 (95% CI, 0.49-1.07)
40-
30
20-

10
Median (range) follow-up: 17.9 mo (0.9-31.0)

0 T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33

No. at risk Time, months

4-mo rate (95% CI)

2
87.2% (82.4-90.8) S
80.8% (74.8-85.5) Evse r‘:\’:* ?gslg/:lbrlr)lo

Pembro Arm 8.3% NR
(NR-NR)

Placebo Arm 1.1% NR
(NR-NR)

*42.9% information fraction?

Overall Survival, %

529 496 456 405 351 294 223 151 67 10 1 0
531 498 449 402 339 278 214 139 62 12 0 0

aAt this analysis, 103 of the 240 deaths expected at the final analysis had occurred.
Data cutoff date: January 9, 2023.

congress
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Adverse Events

Any grade

Grade 23

Serious

Led to death

Led to discontinuation
Any treatment

All treatment

All-Cause AEs

Pembro Arm
(N =528)

525 (99.4%)
394 (74.6%)
150 (28.4%)

5 (0.9%)

92 (17.4%)

1(0.2%)

Placebo Arm

(N =530)

526 (99.2%)
364 (68.7%)
131 (24.7%)

6 (1.1%)

75 (14.2%)

2 (0.4%)

Treatment-Related AEs?

Pembro Arm
(N =528)

507 (96.0%)
354 (67.0%)
91 (17.2%)

2 (0.4%)°

81 (15.3%)

0

Placebo Arm
(N =530)

509 (96.0%)
321 (60.6%)
65 (12.3%)

2 (0.4%)¢

67 (12.6%)

1(0.2%)

Immune-Mediated AEs®

Pembro Arm
(N =528)

172 (32.6%)
22 (4.2%)
15 (2.8%)

0

12 (2.3%)

0

Placebo Arm
(N =530)

62 (11.7%)
6 (1.1%)
6 (1.1%)

0

2 (0.4%)

0

2Per investigator assessment. PEvents were considered regardiess of attribution to treatment by the investigator. ¢immune-mediated gastritis and large intestine perforation. 9Bone marrow failure and neutropenic colitis.
Data cutoff date: January 9, 2023.

CONngress
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Treatment-Related AEs, Incidence 220% in Either Arm

70

60

50

Incidence, %
o
o

w
o

20

10

Data cutoff date: January 9, 2023.

59.3 59.4 Grade
57.2 1-2 34
55.1
Pembro Arm .
50.4 °11

Placebo Arm .

326 34.2

29.0 28.3
25.0

27.9

Anemia Nausea Diarrhea WBC Neutrophil Vomiting Leukopenia Platelet Neutropenia
count count count
decreased decreased decreased

congress
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EORTC Quality-of-Life Core 30 (QLQ-C30)

« Administered at each treatment cycle 30

EORTC QLQ-C30 Global Health Status/Qol

« Compliance? at week 36:

— 96.0% for both pembrolizumab and
placebo arms

» Analysis population: all treated
participants with 21 available PRO

assessment

* No clinically meaningful between-
group differences in changes in score
from baseline to week 36 were

Mean Score Change from Baseline

observed for QLQ-C30 global health -107
status/QoL or QLQ-C30 physical
functioning scores 20

—@®— Pembro Arm
—®— Placebo Arm

Between-group difference in
change from baseline to week 36
(95% Cl):

0.57 (-2.34 to 3.49)

aCompliance was defined as the proportion of participants who completed the -
questionnaire among those who were expected to complete the questionnaire No. of pamC'pantS
at the time point, excluding those missing by design such as death, Pembro Arm
discontinuation, or translation not available. Data cutoff date: January 9, 2023. Placebo Arm

MADRID congress
2023 Presented by: Domenica Lorusso

T 1T T 1T T T T T T T T T T T T T T T T1
0 3 6 9 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102114
Weeks

475446409409 402 411 355 335 300 275 257 226 210 176 173 143 126 107 83 58 19
482452 414 412 405 414 356 321 293 268 245219 206 178 165140 116 94 66 50 18
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INTERLACE Trial Design

Key eligibility criteria

* Newly diagnosed histologically
confirmed FIGO (2008) stages 1B1
node+,|1B2, Il, llIB, IVA squamous,
adeno, adenosquamous cervical
cancer

* No nodes above aortic bifurcation
on imaging

» Adequate renal, liver & bone
marrow function

* Fit for chemotherapy & radical RT

* No prior pelvic RT

RT = Radiotherapy

3D-Conformal = 3D conformal radiotherapy
IMRT = Intensity modulated radiotherapy
EBRT = External beam radiotherapy

BT = Brachytherapy

IGABT = Image-guided adaptive
brachytherapy

RT QA = Radiotherapy quality assurance

Mary McCormack

Randomised

(n=500)

Induction chemotherapy

Carboplatin (AUC2) & paclitaxel (80mg/m?) given
weekly for 6 weeks

Standard CRT (n=250)

Chemotherapy: cisplatin (40mg/m?2) weekly for 5 weeks
Radiotherapy: EBRT (40-50.4Gy in 20-28 fractions) & BT to give a minimum total
EQD2 dose of 78Gy to point A, 3D IGABT recommended
Overall treatment time <50days
All centres underwent RT QA

Follow-up

3-monthly for 2 years then 6-monthly for 5 years

Stratified by

* Site

* Stage

* Nodal status

* 3D-Conformal v
IMRT EBRT

*2Dv 3D BT

* Tumour size

* SCCv other

Primary endpoints

* PFS
* 0S

Secondary endpoints

* Adverse events

* Pattern of relapse

* Q0L

* Time to subsequent
treatment




Demographics at Baseline

CRT alone Induction Chemo + CRT
(n=250) (n=250)
Age, years median (range) 46 (24-78) 46 (26-78)

ECOG status

No. of patients (%)

0 221 (88) 214 (86)
1 29 (12) 36 (14)

Country
UK 190 (76) 190 (76)
Mexico 51 (20) 49 (20)
Iltaly 3(1) 5(2)
India 5(2) 5(2)
Brazil 1(<1) 1(<1)

Mcongress




Disease Characteristics at Baseline

CRT alone Induction Chemo + CRT
(N=250) (N=250)
FIGO stage (2008) No. of patients (%)
IB1 2 (<1) 2 (<1)
1B2 23 (9) 19 (8)
A 14 (6) 17 (7)
IIB 176 (70) 178 (71)
1B 30 (12) 26 (10)
IVA 5(2) 8(3)
Cell type
Non-squamous 45 (18) 44 (18)
Squamous 205 (82) 206 (82)
Nodal status
Negative 142 (57) 146 (58)
Positive 108 (43) 104 (42)
Longest tumour diameter, cm 4.9 (1.8-12.8) 4.8(1.3-13.5)

median (range)

Mcongress




Adherence to Induction
Chemotherapy

Adherence to Cisplatin

Paclitaxel/Carboplatin (n=250)

No. of patients (%)

Completed 6 weekly cycles

Completed at least 5 cycles

Main reasons for <6 cycles:
Adverse events:

Haematological

Non-haematological
Both

Withdrawal/other

Median Interval from IC to RT
days (range)

211 (84)
230 (92)

29 (11)

9
17
3

10 (4)

7 (5-53)

CRT alone

Completed 5 weekly
cycles

Completed at least 4
cycles

Main reasons for <5
cycles:

Adverse events leading
to discontinuation:

Haematological
Non-haematological
Both

Other

IC+ CRT
(n=250) (n=250)
No. of patients (%)
197 (79) 169 (68)
224 (90) 212 (85)
33 (13) 68 (27)
4 34
25 20
4 14
20 (8) 13 (5)

Congress



Adherence to Radiation

CRT alone Induction Chemo + CRT
(n=250) (n=250)

No. of patients (%)

Received external beam radiotherapy 231 (92) 242 (97)
IMRT 93 (40) 102 (42)
3D conformal 138 (60) 140 (58)

Received brachytherapy 223 (97) 238 (98)
2D point A 49(22) 46 (19)

B point A 106 (48) 120 (51)
3D HRCTV D90 68 (30) 72 (30)

Median overall treatment time days(range) 45 (37-88) 45 (36-70)

CONBTEsS



INTERLACE Progression-Free Survival (median FU 64m)
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INTERLACE Overall Survival (median FU 64m)

Induction Chemo
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Antibody-drug conjugates: Tisotumab Vedotin

« Tisotumab vedotin is an investigational
antibody-drug conjugate directed to tissue
factor (TF) and covalently linked to the
microtubule-disrupting agent MMAE via a
protease-cleavable linker2

* TFis highly prevalent in cervical cancer and
other solid tumors and is associated with cancer
pathophysiology and poor prognosis3-°

— TF is co-opted by tumor cells to promote
tumor growth, angiogenesis, and metastasis®

— In normal physiology, TF’s primary role is to
initiate the coagulation cascade after
vascular injury®

» Tisotumab vedotin has multiple anti-tumor
effects’?7

Anti-Tissue Factor
monoclonal antibody

S Protease-cleavable
@  linker

©— Monomethyl
auristatin E
(MMAE)

Tissue
h\ Factor (TF)
N /g
i Direct cytotoxicity Endoplasmic

n Antigen binding d reticulum stress
LX) A .
Hd .
. .
¢ \ . e
. B Cell cycle
Complex Lysosome . n Microtubule A arrest

internalization ° o7, distuption
and trafficking ®

. .
Bwe G .
\‘;F release : A I

Direct tumor cell

Feylla¥ Lytic Tumor cell apoptosis
NK cell receptor synapse
; e Rl\/’\MAE
Antibody-dependent AR \ il
cellular cytotoxicity (ADCC)* N . Rl 2/
O ** tumor cell

Bystander killing*

Activated T-cell

Immunogenic cell

death (ICD)*
Tumor
antigens
A TCR
¥ Py
> | 4
Py Tumor—=4
] v antigen ‘
MHC—/
class |
APC
TF
gl
Fey
receptor
Antibody-dependent
cellular phagocytosis
(ADCP)*

.
*Secondary mechanisms of action and their potential to complement the direct cytotoxicity of some MMAE-based antibody-drug conjugates are currently under investigation

Tisotumab vedotin is an investigational agent, and its safety and efficacy have not been established.

© 2020 Seattle Genetics, Inc., Bothell WA 98021. All rights reserved. USM/TVM/2020/0021(1)
© 2020 Genmab A/S

1. Breij EC et al. Cancer Res. 2014;74(4):1214-1226. 2. De Goeij BE et al. Mol Cancer Ther. 2015;14(5):1130-1140. 3. Pan L et al. Mol Med Rep. 2019;19:2077-2086. 4. Cocco E et al. BMC Cancer. 2011;11:263. 5. Zhao X et al.
Exp Ther Med. 2018;16:4075-4081. 6. Forster Y et al. Clin Chim Acta. 2006;364:12-21 7. Alley SC et al. American Association for Cancer Research Annual Meeting; March 29 - April 3, 2019; Atlanta, GA, USA; Abstract #221.
ADCC, antibody-dependent cellular cytotoxicity; ADCP, antibody-dependent cellular phagocytosis; MMAE, monomethyl auristatin E; MOA, mechanism of action; TF, tissue factor.



InnovaTV 204: Study Design

innovaTV 204 (NCT03438396) is a pivotal phase 2 single-arm, multicenter (United States and Europe) study
evaluating tisotumab vedotin in patients with previously treated recurrent and/or metastatic cervical cancer

/ Key Eligibility Criteria\ Enrolled: 102¢ /Primary Endpoint \

Treated: 101* g
« Recurrent or extrapelvic ~ * ORRfper RECIST v1.1, by
metastatic cervical Tisotumab Until PD or |ndep§ndent imaging review
cancer _ vedotin —_— unacceptable committee (IRC)
* Progressed during or 2.0 mg/kg IV Q3W toxicity Secondary Endpoints
after doublet +  ORRY per RECIST v1.1, by
Chemotherapya with investigator
bevacizumab (if ) .
eligible) ( Tumor responses assessed using CT or MRI at Z%Riﬁjgsi’gz]:r PFS by IRC
. Received <2 prior baseline, every 6 V\geks f(l)(r t?he flrstft30 weeks, and . 0S
systemic regimens® every 1 weeks thereatter ) . Safety
+ ECOG PS 0-1 ]
Exploratory Endpoints
*Study sample size calculated assuming a confirmed » Biomarkers

ORR of 21% to 25% with tisotumab vedotin and to * HRQoL
provide 280% power to exclude an ORR of <11%¢

aPaclitaxel plus platinum (cisplatin or carboplatin) or paclitaxel plus topotecan. PAdjuvant or neoadjuvant chemotherapy or if administered with radiation therapy, was not counted as a prior systemic regimen. cJune
2018 to April 2019. dResponses were confirmed by subsequent repeat imaging performed 24 weeks after initial response assessment. eUsing one-sided exact binomial test at 0.025 significance level.

CT, computed tomography; ECOG PS, Eastern Cooperative Oncology Group performance status; HRQoL, health-related quality of life; IRC, independent review committee; IV, intravenous; MRI, magnetic
resonance imaging; OS, overall survival; PD, progressive disease; Q3W, every 3 weeks; RECIST v1.1, Response Evaluation Criteria In Solid Tumors version 1.1; TTR, time to response.

Coleman R. et al. Presented at ESMO Meeting 2020



g0
7 7
Clinical Efficacy

DOR

—t Median DOR (95%

(O]
7))
Confirmed ORR (95% CI)%, % 24 (16-33) £ g0 ci)
CRn% 1M & 8.3 months (4.2-NR)
PR, n (%) 17 (17) @ 060
£
o 0.40 t HH
PD, n (%) 24 (24) £
'g 0.20
DCR (95% Cl)®, % 72 (63-81) & o
= 62% (95% CI, 37-80) of patients had an 0 2 4 6 8 10 12
ongoing confirmed response =6 months Time (months)
No. atrisk 24 22 16 11 8 3 0

Data cutoff: February 06, 2020. Median duration of follow-up: 10.0 months.

agxact 95% Cl based on the Clopper-Pearson method. PDisease control rate is the proportion of patients with best overall response of confirmed CR, PR, and SD.

Cl, confidence interval; CR, complete response; DOR: duration of response; IRC, independent review committee; NR, not reached; ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable disease.
Table 2 and Figure S2, Coleman RL et al. Lancet Oncol. Published online April 9, 2021.

49 Confidential. NoF for distribution or é‘)Seagen@ .?Eienmab
promotional use.



InnovaTV 301 (ENGOT cx-12/GOG 3057): Study Design

Key Eligibility Criteria?

A randomized, open-label, phase 3 confirmatory trial of tisotumab vedotin vs investigator’s choice chemotherapy in 2L/3L

recurrent or metastatic cervical cancer’

Tisotumab vedotin
(n=253)

Recurrent or metastatic cervical cancer 2.0 mg/kg IV Q3W

Disease progression on or after chemotherapy doublet
+ bevacizumab and an anti-PD-(L)1 agent, if eligible

and available Number of prior r/m

Tisotumab

Baseline Patient and Disease Characteristics

IC Chemotherapy

Vedotin (N=253) (N=249)

Primary endpoint: OSP cervical cancer, n (%)

Previous anti—PD-1 or anti—-PD-L1 therapy
was permitted

Secondary endpoints:
PFS®, ORR?, Safety

<2 prior lines systemic regimens, n(%)
Measurable disease per RECIST v1.1 IC chemotherapy 159 (62.8) 149 (59.8)
= a
ECOG PS 0-1 (n=249) 2 93 (36.8) 100 (40.2)
Unknown 1(0.4) 0
Stratification Factors .
ECOG PS (0 vs 1) . Prior bevacizumab, n (%) | 164 (64.8) 157 (63.1)
Prior bevacizumab (yes vs no) 5
Prior anti-PD-(L)1 therapy (yes vs no) 5 Prior anti-PD-(L)1
i i . 71 (281 67 (26.9
Geographic region (US, Europe, Other) therapy, n (%) (28.1) (26.9)
Prior radiation therapy for 205 (81.0) 203 (81.5)

Baseline patient demographics were balanced across both arms

Data presented herein are a planned interim analysis
End of treatment visit occurred 30 days after the last dose of treatment. Survival follow-up occurred every 60 days after the last dose of treatment.

2Chemotherapy regimens were given at the following doses: topotecan 1 or 1.25 mg/m? IV on Days 1 to 5 of a 21-day cycle; vinorelbine 30 mg/m? IV on Days 1 and 8 of a 21-day cycle; gemcitabine 1000 mg/m? IV on Days 1 and 8 of a 21-day
cycle; irinotecan 100 or 125 mg/m? IV weekly for 28 days every 42 days; pemetrexed 500 mg/m? on Day 1 of a 21-day cycle; YOS was defined as the time from the date of randomization to the date of death due to any cause; Assessed by

investigator.

ECOG PS, eastern cooperative oncology group performance status; IC, investigator’s choice; 1V, intravenous; ORR, objective response rate; OS, overall survival; PD-L1, programmed death-ligand 1; PFS, progression-free survival; Q3W, every 3

weeks; RECIST, response evaluation criteria in solid tumors; 2L, second-line; 3L, third-line.
Vergote |. Presented at ESMO 2023: Presidential Symposium (Oral Presentation) LBA9.
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InnovaTV 301 (ENGOT cx-12/GOG 3057): Overall Survival

Overall Survival (Primary endpoint)

— Tisotumab Vedotin

Treatment

Events/Total

Median (95%

cl)

1.0 — IC Chemotherapy

0.9 4 *  Censored Tisot b
_ isotuma
g 0.8 Vedotin 123/253 11.5 (9.8, 14.9)
> 0.7 5
2 48.7%
s 0.6 1
2 05 ; IC Chemotherapy 140/249 9.5 (7.9, 10.7)
..6 . s o e A G e B G i
= 0.4 -
= o ; ) Stratified log-rank P value?: 0.0038
g ' 453%

0.2 | HR (95% CI): 0.70 (0.54, 0.89)

0.1 4 :

0.0 I I I I I I I I |

0 3 6 9 12 15 18 21 24 27
Time (months)

Patients at risk
Tisot b
vountin 253 234 191 109 52 29 14 4 1
IC Chemotherapy 249 212 150 87 37 19 11 1 0

aThe threshold for statistical significance is 0.0226 (2-sided), based on the actual number of OS events at interim analysis.
IC, investigator choice; PD-L1, Programmed death-ligand 1;
Vergote |. Presented at ESMO 2023: Presidential Symposium (Oral Presentation) LBA9.
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InnovaTV 301 (ENGOT cx-12/GOG 3057): PFS Per Investigator

i ()
Treatment  Events/Total Median (35%

cl)
Tisotumab Tisotumab Vedotin IC Chemotherapy
10- | | Vedotin 198/253 | 4.2 (4.0, 4.4) (N=253)
s 0.9 — Tisotumab Vedotin ic ouore 12026 31 ORR, % (95% Cl) 17.8(13.3-231) |5.2(2.8-8.8)
£ . IC Chemotherapy Chemotherapy 9(26,3.1) S —— ,
3 ' * Censored Stratified log-rank P value®: 0.0001 dds ratio (35% Cl) 4.0 (2.1-7.6)
o 07 P value P<0.0001
2 : HR (95% Cl): 0.67 (0.54, 0.82) |
._5_ 064 Best Overall Response, n (%)
(71
n
g 05 CR 6 (2.4) 0
g 04
5 PR 39 (15.4) 13 (5.2)
> 03 -
3 0.2 SD 147 (58.1) 132 (53.0)
S
a 0.1 . PD 46 (18.2) 74 (29.7)
0.0 I | | : I 1
Not evaluable/Not
0 3 6 9 12 15 18 21 24 oaiate 0 15 (5.9) 30 (12.0)
) . Time (months)
??"f"ts gt risk DCR® % (95% Cl) 75.9 (70.1-81.0) 58.2 (51.8-64.4)
vodofm 253 148 62 2% 5 2 1 0 0
IC Chemotherapy 249 % 34 11 4 1 1 0 0 Median DOR (95% Cl) 5.3 (4.2-8.3) 5.7 (2.8-NR)

2The threshold for statistical significance is 0.0453 (2-sided), based on the actual number of PFS events at interim analysis. °DCR is defined as CR+PR+SD; CR and PR were confirmed responses. The minimum criteria for SD duration was 25

weeks after the date of randomization.

Cl, confidence interval; CR, complete response; DCR, disease control rate; HR, hazard ratio; IC, investigator choice; ORR, overall response rate; PD, progressive disease; PD-L1, programmed death-ligand 1; PFS, progression-free survival;

PR, partial response; SD, stable disease. 52
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Adverse Events of Special Interest for Tisotumab Vedotin?

100 Three most common preferred terms for each AESI
B Grade 1-2 (Tisotumab Vedotin) O  Grade 1-2 (IC Chemotherapy)

90 B Grade 23 (Tisotumab Vedotin)y M  Grade 23 (IC Chemotherapy) Ocular Conjunctivitis (30.4%), keratitis (15.6%),
80 dry eye (13.2%)
70 39 Peripheral sensory neuropathy (26.8%),
o~ ‘ Peripheral | paresthesia (2.8%), muscular weakness
aro neuropathy | (2.4%), peripheral sensorimotor
neuropathy (2.4%)

40, . Epistaxis (22.8%), hematuria (3.2%),
SE Bleeding vaginal hemorrhage (3.2%)
20

There were no grade 4 or 5 AESIs

Dose discontinuation due to ocular and

Ocula Peripheral Bleeding peripheral neuropathy events occurred in
r Neuropathy 5.6% of patients for each

@Treatment-related AESIs
AESI, adverse events of special interest; IC, investigator’s choice; 53
Vergote |. Presented at ESMO 2023: Presidential Symposium (Oral Presentation) LBA9.



MEDICAL TREATMENTS IN CERVCAL CANCER: CONCLUSION

- Immunotherapy is changing the face of Cervical Cancer Treatment

- ICls in first line and relapsed settings have demonstrated improvements in OS and
PFS with respect to standard of care.

- |ICls in combination with chemoradiotherapy has reported increase in pfs with
respect to CHT-RT in locally advanced disease

- TV increases OS with respect to CHT in 2nd line treatment
- Despite encouraging data, there are still several open questions:
s there any rationale for using Anti-PD1 agents after Anti-PD1?

Could Anti-PD1/Anti-CTL4 combinations be a choice for those patients
immunotherapy pre-treated?



