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Background

e Cervical cancer is the 4th most
common cancer in women.
/N burden in LMICs, where 85% of
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Background

Prior standard in 1st line GOG 240: Platinum-based chemotherapy + bevacizumab.
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Mumber at risk
(number censored)
Chemotherapy plus 227 (0) 142 (9) 75 (12) 30(31) 6(51) 057}
bevacizumab
Chemotherapy alone 225 (0) 114(9) 54 (18) 17 (35) 2(45) 01(47)

Unmet Needs:

e Not all patients are candidate
for bevacizumab

e I rates of progression

e Limited durable responses

= Need for novel systemic
therapies to improve survival.

Tewari KS, et al. Lancet. 2017



Background

Tumors evade the immune system via immune checkpoint pathways like PD-1/PD-L1

Why immunotherapy in Cervical Cancer?
* Presence of viral antigens: strong association with HPV infection — immunogenic.
 HPV related E6, E7 as potential immune targets.

* Implicated in PD1/PDL1 pathway leading to NPD-L1 expression, propagating immune evasion.
* Immune-Privilege State: I PD-L1 expression and TILs
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ICl in recurrent cervical cancer

Early phase trials with single agent ICl in the recurrent, post-platinum setting

_ Keynote-158 Checkmate-358 Ph2 Balstilimab

Treatment
N
Histology

N lines

PDL1 CPS
ORR

Median DoR
PFS
oS

Pembrolizumab (PD1)

98

Squamous (94%)
Adeno (5%)

3+ (31%)
CPS 21 :84%

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

NR
2.1m
9.4m PDL1+ 11m

Nivolumab (PD1)
19
Squamous (100%)

3+ (16%)

Overall 26.3%
PDL1+: 20%
PDL1-:16.7%

NR
5.1m
21.9m

Bastilimab (PD1)
140

Squamous (60%)
Adeno/AdenoSq (40%)

1 (99%)

ORR 14-26%
Long dOR

CPS 21:61%

Overall 15%
CPS >1:17%
CPS <1: 0%

15.4 m
NR
NA

Pembrolizumab FDA
approved 2018 in CPS >1



ICl in recurrent cervical cancer

EMPOWER: Phase Il RCT Cemiplimab vs Chemotherapy

Recurrent and metastatic cervical Cemiplimab 350 mg Primary endpoint: OS
cancer resistant to platinum- Q3W IV .
Secondary endpoints:

based chemotherapy 22™ line

ECOG PS =1 PFS, ORR, DOR, safety, QoL
IC chemotherapy

Options: Exploratory endpoints:
+ Pemetrexed 500 mg/m? Q3W IV PK, immunogenicity, biomarkers, PD
N=608: ‘!77 SCC, 131 AC + Gemcitabine 1,000 mg/m? IV on Days 1 and 8 and every 21 days
REI‘IC?OTTIISEd 11 + Topotecan 1 mg/m? daily IV for 5 days, every 21 days \
Sira_tlﬁed by: _ + Innotecan 100 mg/m? IV weekly x 4, followed by 1014 days rest + Two interim analyses were
. g:;{;?ag;hfigﬁr?} + Vinorelbine 30 mg/m? IV on Days 1 and 8 and every 21 days prespecified per protocol
* Prior bevacizumab (Y/N) Treat up to 96 weeks with option for re-treatment * Atfirst interim analysis, IDMC
- ECOGPS(0vs 1) recommended trial to continue
Tumour imaging conducted on Day 42 (7 . At dinteri Ivsi
days) of cyclest1-4, 6,8, 10, 12, 14, and 16 (853"?601‘”’[ t'”l gg‘ a”atYS)'SIDMC
: o of tota events),
E?g%nﬁti';::;g:]ed regardiess recommended trial be stopped

early for efficacy; presented here
\ /

Cemiplimab: PD-1-blocking monoclonal antibody
Population: 78% SCC. 1 prior line of therapy 57%. Prior Bev 50%

Tewari, NEJM 2022



ICl in recurrent cervical cancer

EMPOWER: Phase Il RCT Cemiplimab vs Chemotherapy: OS in the overall population

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

10

0.9
0.8
0.7+
06
0.5+
04+
0.3+

Median OS 12.0 vs 8.5 months for patients treated with
cemiplimab (n=304) vs IC chemotherapy (n=304)

Hazard ratio (95% ClI) = 0.69

Cemiplimab

024
0.1
0.0-

Probability of survival

Patients at risk

Cemiplimab 304 281 236 206 181 158 140 121 108 97 81 69 55 45 37 33 22
Chemotherapy 304 264 224 183 140 113 92 79 60 50 40 30 29 17 14 12 10

PFS: 2.7m (Cemi) vs 2.8m (Chemo), HR 0.75; 95% Cl, 0.63 to 0.89; p<0.001
mDOR: 16.4m (Cemi) vs 6.9m(Ch); ORR: 16.4% (Cemi) vs 6.3% (Chemo)

18
9

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

Tewari, NEJM 2022



ICl in recurrent cervical cancer

EMPOWER: Phase Il RCT Cemiplimab vs Chemotherapy

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

0.8
OS in squamous cell

(n= 473, 77.8%)

Probability of survival

Do oo0o
o=Ppwkoom
|

Median OS 11.1 vs 8.8 months for patients treated with
cemiplimab (n=65) vs IC chemotherapy (n=66)

Hazard ratio (95% CI) = 0.73 (0.560, 0.850)

One-sided P=0.0023

+ Cemiplimab

1. Chemotherapy

Patients at risk

0 2 4

) 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Month

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 0
0 0 0

Chemotherapy 238 209 182 149 113 92 77 65 50 41 32 22

6 12 ¢ 7 7 6 5 3 2 1

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

OS in adenocarcinoma or
adeno-squamous
(n=135, 22.2%)

oLhdwhrUIDNDOD

Probability of survival
OOoOCCOODOooOCOOoOOoO—

Patients at risk

. Median OS 13.5 vs 7 months for patients freated with
7 cemiplimab (n=65) vs IC chemotherapy (n=66)
] Hazard ratio (95% Cl) = 0.545 (0.365, 0.814)
T L. Cemiplimab
] 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
Cemiplimab 65 58 48 43 41 38 35 30 28 23 21 %6 12 10 7 5 &5 4 3 2 1 0 0 0 0
15 14 10 9 8 8 5 5 5 &5 3 3 2 2 0 0 0 0

Chemotherapy 66 55 42 34 27 21

Tewari, NEJM 2022



ICl in recurrent cervical cancer

EMPOWER: Phase Ill RCT Cemiplimab vs Chemotherapy

Biomarkers
w®
2
-
3
7
L
o
=
;: L # Cemiplimab, PD-L1 =1%
2 Cemiplimab, PD-L1 <1%
a ; s Chemotherapy, PD-L1 21%
. Chemzotherapy, PD-L1 <1%
0.0 I I I | I I 1 I I 1 I I 1 1 I I 1 1
0 2 4 6 g 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Month
No. at Risk
Cemiplimab, PD-L1 21% 82 78 65 55 45 39 30 22 16 15 0 9 4 3 3 0 0 0 0
Cemiplimab, PD-L1 <1% 44 41 30 25 18 13 11 9 6 4 3 3 1 0 0 0 0 0 0
Chemotherapy, PD-L1 =1% 80 69 58 50 36 28 20 16 10 & 5 5 A 2 1 1 1 0 0
Chemotherapy, PD-L1 <1% 48 40 30 26 19 15 12 10 6 4 4 2 1 | 1 1 0 0 0

44% tumor samples evaluable for PD-L1 expression
PDL1 CPS 21: SCC 70%, Adeno 32.6%

Tewari, NEJM 2022



ICl in recurrent cervical cancer

EMPOWER: Phase Il RCT Cemiplimab vs Chemotherapy

Overall Population: GHS/QoL
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B e e e e o e o e
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Baseline C2D1 G3D1 C4D1 C5D1 C6D1 C7D1 G8D1
_ Analysis visit
No. at risk:
Cemiplimab 215 215 152 15 102 88 67 59
Chemotherapy 181 179 111 69 39 32 16 12

Juawanosdu

uolnelolala(

Overall (SE)
Cemiplimab: 1.01 (1.54)

Chemotherapy: -6.81 (2.12)
Difference: 7.81, one-sided nominal P=0.00040

+ Overall population: nominally
significant difference in favour of
cemiplimab over IC chemotherapy

+ Patients receiving cemiplimab
improved or maintained
GHS/QoL from baseline

+ Patients receiving chemotherapy
generally showed deterioration in
these scores

Tewari, NEJM 2022



Can we move ICl to an earlier setting?

1st line

EMPOWER-Cervical-1
Cemiplimab
Approved: any CPS

e

KEYNOTE-158 (Phase Il)
Pembrolizumab

. Approved: PDL1 CPS 21

e e - - - - - ———

*If not previously treated with ICI

4 KEYNOTE-826 )
Pembrolizumab + Ch +/-
Bevacizumab

\_ Approved: PDL1 CPS 21 /

N

/

-

BEATCC
Atezolizumab + Ch +
Bevacizumab




ICl in advanced and metastatic cervical cancer

KEYNOTE-826: Phase Ill RCT Chemo +/- Bev with Pembro vs Pcb

Key Eligibility Criteria
« Persistent, recurrent, or metastatic
cervical cancer not amenable to
curative treatment

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

- ECOGPSO0or1

Stratification Factors
+ Metastatic disease at diagnosis (yes vs no)
« PD-L1CPS (<1vs 1to<10vs 210)
» Planned bevacizumab use (yes vs no)

Population: 72% SCC, PD-L1 CPS>1 89%

Pembrolizumab 200 mg IV Q3W

for up to 35 cycles
+

Paclitaxel + Cisplatin or Carboplatin IV Q3W

for up to 6 cycles?
+

Bevacizumab 175 mg/kg IV Q3W

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

for up to 6 cycles?
+

Bevacizumab 13 mg/kg IV Q3W

End Points

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

Colombo, NEJM 2021



ICl in advanced and metastatic cervical cancer

KEYNOTE-826: Phase Ill RCT Chemo +/- Bev with Pembro vs Pcb - Final PFS

PFS (%)

PD-L1 CPS 21 Population

- n/N Events HR (95% Cl)
Pembro arm 171/273 62.6%
Placebo arm 2201275  80.0%  0-08 (0:47-0.71)
100 12-mo : 24-mo
45.6% 35.9%
90+ 33.7% | 18.8%
80+ i
70= :
1
60 !
I Median (95% CI)
504 ---- F——————— . 10.5 (9.7-12.3)
: 8.2 (6.3-8.5)
40 I
30 , :
1 1
20 ]
1 1
104 I I
1 1
0 | | | | | | : | | | | | | : | | 1 | | | | | | | | 1 | |
0 3 6 912151821242730333639424548
Time, months
No. at risk

273 238 208 144 113 104 97 92 88 86 83 70 46 25 6

275 229 170 103 81 64 55 49 43 40 35 28 18 7

2

6 0
0 0

All-Comer Population

n/N Events HR (95% CI)
Pembro arm 195/308 63.3%
Placebo arm 2481300 8039  °0-61(0.50-0.74)
100 I 24-mo
1 34.6%
90+ | 17.5%
80 |
1
70- '
1
60 !
p Median (95% CI)
50d--—- ¢ 34------- e — 10.4 (9.1-12.2)
! 8.2 (6.4-8.4)
40+ I
30~ h -
1 1
20m I 1
1
104 I I
1 1
C | | 1 | | : | | 1 | | II | | 1 1 1 1 1 1 1
0 3 6 912151821242730333639424548
Time, months
No. at risk

308 263 229 156 124 113105 99 95 92 89 76 49 26 6 0 O
309259195113 89 72 57 50 44 41 36 29 18 7 2 0 O

Monk, JCO 2023



ICl in advanced and metastatic cervical cancer

KEYNOTE-826: Phase Ill RCT Chemo +/- Bev with Pembro vs Pcb — Final OS

PD-L1 CPS 21 Population All-Comer Population
n/N Events HR (95% CI) n/N Events HR(95% Cl)
Pembro arm 153/273 56.0% Pembro arm 178/308 57.8%
Placebo arm 201/275 73.1% 0.60(0.49-0.74) Placebo arm 228/309 73.8% 0.63 (0.52-0.77)
100+ : 12-mo :24-m0 100+ : 12-mo :24_m0
175.5% 153.5% 74.9% 52.1%
90+ ' 63.2% ! 30.4% 90+ E 63.7% i 38.7%
80+ , : 80— 1 :
1
70 : 70+ . i
1
~ 60~ 1 I -~ 60+ : .
> ! ! Median (95% CI) &2 I i Median (95% CI)
o 504------- e 28.6 mo (221-38.0) ~ 50 ===-=--- R . T T rep—— 26.4 mo (21.3-32.5)
o ! ! 16.5 mo (14.5-20.0) Q@ X : 16.8 mo (14.6-19.4)
404 ! 40 : .
1 |
30- : ! 304 : :
1 1
20- | i 20+ ! :
1
104 ! : 104 : |
| 1 : :
0 r T 1 II rm T 1 IIl r T 1 1T 1T 1T T 0 1 1 1 1 1 1 1 1 1 1 | | | | | 1
0 3 6 912151821242730333639424548 0 3 6 912151821242730333639424548
, Time, months . Time, months
No. at risk ’ No. at risk
273 261 251 231 206 189 168 157 146 136 128 116 90 52 22 2 0O 308 292 278 256 230 210 187 173 160 150 138 125 95 55 22 2 0
275 261 235 207 173 149 129 117 107 91 81 68 45 24 3 0 0 309 295 268 235 196 170 149 130 118 101 87 72 48 26 3 0 O

Monk, JCO 2023



ICl in advanced and metastatic cervical cancer

KEYNOTE-826: Phase Ill RCT Chemo +/- Bev with Pembro vs Pcb

05: Protocol-Specified Subgroups, All-Comer Population
Mo. of Events/

Subgroup Mo. of Patients I HR (95% CI)
Overall 406/617 —i— 0.63 (0.52-0.77)
Age, years |
<65 345/517 —i— 0.60 (0.49-0.75)
=65 61/100 + 0.84 (0.48-1.46)
Race
White 238/360 —E— | 0.63 (0.49-0.83)
All others 144/221 —i— 0.62 (0.44-0.87)
ECOG performance status score | Regulatory agency approval
1] 192/348 —E— 0.62 (0.46-0.83)

: S pemasiasi— - pD-L1 CPS 21

PD-L1 combined positive score

<1 52/69 + 0.87 (0.50-1.52)

1to <10 155/231 —— 0.63 (0.45-0.86)
=10 199/317 —— | 0.58 (0.44-0.78)
Concomitant bevacizumab
Yes 229/389 —— | 0.61 (0.47-0.80)
Mo 177/228 —u— 0.67 (0.49-0.91)
Metastatic disease at diagnosis |
Yes 135/190 —i— 0.85 (0.60-1.21)
Mo 271/427 —i— I 0.54 (0.43-0.70)
I I I I I
0.25 0.5 1.0 2.0 4.0
- r
Favors Favors
Pembro + Placebo +

Chemo + Bev Chemo + Bev
Monk, JCO 2023



ICl in advanced and metastatic cervical cancer

KEYNOTE-826: Phase Ill RCT Chemo +/- Bev with Pembro vs Pcb

Bevacizumab use 63%

Reasons for no use:
-Non-medical 19%
-Medical 76% (Gl perf,
fistula risk 35%)
-Other 5%

With Bevacizumab (N=389)

n/N Events HR (95% CI)

Pembro arm 115196 58.7%
Placebo arm 1491193 77.2% 0.57(0.45-0.73)
1004 112-mo 124-mo
i 53.5% 141.8%
%0 543.3% 124.0%
80 !
70- i
1
o 60_ :
= ' Median (95% Cl)
v 504-------FkH—----- e L e 15.2 mo (10.5-23.3)
o ' | 10.2 mo (8.3-12.2)
40—' | |
I
304 ! :
| 1
20- ! !
\ 1
104 ! !
\ 1
O 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9121518212427 303336394245
No. at risk Time, months

196
193

178 161 119
169 139 94

96 90 B84 79 75 T2 69 59 3T 20 4 0
76 60 47 43 39 37 33 271 16 6 2 0

PFS, %

No.

n/N Events HR (95% CI)
Pembro arm 80112 71.4%
Placebo arm 901116 853% 00 (0:50-0.94)
100+ : 12-mo | 24-mo
i 128.8% 121.6%
90 114.0% 15.8%
80- | !
704 i I
1 1
60 I l
| | Median (95% Cl)
504 - T TP T e 6.3 mo (6.1-8.3)
I 1 6.2 mo (4.4-6.3)
404 . .
| 1
30 ' :
204 : I
I 1
1
10 ! !
I 1
0 | 1 | | 1 1 1 1 | 1 I 1 | 1
0 3 9 1215182124 27 3033 36 3942 45
at risk Time, months
112 85 3T 28 23 21 20 20 20 20 17 12 6 2 0
116 90 19 13 12 10 7 5 4 3 2 2 1 0 0

Lorusso et al. Annals Oncol 2023



ICl in advanced and metastatic cervical cancer

BEATCC: Phase IIl RCT Chemo + Bev +- Atezolizumab (open-label)

Atezolizumab 1200 mg +

Dual primary endpoints

e ) '
+ Metastatic, persistent or recurrent cervical pt;iﬁ’?ac;ililT?:iI:; !,102 rrgg; Iragti-r:a * Investigator-assessed
cancer not amenable to curative therapy all IV a3w PFS (RECIST 1.1)
« GOG/ECOGPS =1 ! + 0OS
’ E?Mpg%r systemic anti-cancer therapy for » Continued until disease progression/unacceptable toxicity Kev seconda
. _ o + Patients with CR after 26 cycles could stop chemotherapy y . i
+ In patients with pelvic disease, no bladder and continue biological therapy alone endpoints
or rgctal mucoga nvolvement N=410 * Crossover from standard arm at progression not permitted * ORR(RECIST v1.1)
+ Avalilable archival or fresh tumour sample
. _ » DoR (RECIST v1.1)
for PD-L1 expression Bevacizumab 15 mg/kg + . TEST
N g paclitaxel + cis/carboplatin? . PESD
Stratification factors: all IV q3w . Safety

* Prior concurrent chemoradiation (yes vs no)

* Histology (squamous cell carcinoma vs
adenocarcinoma® including adenosquamous carcinoma)

» Chemotherapy backbone (cisplatin vs carboplatin)

Population: 78% SCC, PD-L1 status not reported

Oaknin et al. Lancet 2024



ICl in advanced and metastatic cervical cancer

BEATCC: Phase Ill RCT Chemo + Bev +- Atezolizumab — Dual primary endpoint PFS (final)

No. at risk

PFS probability

Atezo + bev + CT 206

Bev + CT

1.0 PFS Atezo + bev + CT Bev+CT
09- Events, n (%) 138 (67) 166 (81)
0.8 Stratified HR (99% Cl) 0.62 (0.49-0.78); p<0.0001
0'7 Median, months (95% CI)  13.7 (12.3-16.6) 104 (9.7-11.7)
0.6 1
0.9 1
0.4 36%
0.3 1 ' 26%
0.2- : 12%
0.1+ EREE S
0 | i | i T i | | 1
0 6 12 18 24 30 36 42 48 54
Time (months)
174 14 79 98 37 13 2 1
204 139 80 47 31 13 ) 1 1 0

Oaknin et al. Lancet 2024



ICl in advanced and metastatic cervical cancer

BEATCC: Phase Ill RCT Chemo + Bev +- Atezolizumab — Dual primary endpoint OS (intermediate)

No. at risk

OS probability

Atezo + bev + CT 206

Bev + CT

1.0 08
09 - Events, n (%) 105 (51) 129 (63)
08 Stratified HR (95% Cl) 0.68 (0.52-0.88); p=0.00462
0'7 | Median, months (95% Cl) 32.1(25.3-36.8) 22.8 (20.3-28.0)
06 |61% Subsequent ICl in
05 - control arm: 33%
041 , :
0.3 i
0.2 26%
0.1 -

0 l | l | l | . l l

0 6 12 18 24 30 36 42 48 54
Time (months)
194 167 140 103 64 27 9 3 1
204 182 152 119 83 50 22 6 4 0

Oaknin et al. Lancet 2024



ICl in advanced and metastatic cervical cancer

BEATCC: Exploratory subgroup analyses
PFS 0S

Subgroup No. events/patients HR (95% CI) Subgroup No. events/patients HR (95% ClI)

Overall 304/410 —— 062(049-078)  Overall 234/410 —{ 0.68 (0.52-0.88)

Age, years Age, years

<5 246/339 o ] 066 (0.51-0.85) <65 187/339 — 0.72 (0.54-0.96)

>65 A T e — 045(0.26-0.78) 265 47171 —— 0.55 (0.31-0.99)

GOG/ECOG PS GOG/ECOG PS

0 187/266 —— 066(049-087) 0 139/266 —T— 0.73 (0.52-1.02)

1 14141 B 060(0.42-088) 1 93/141 " 0.63 (0.42-0.95)

Race Race

White 162/224 —— 061 (0.45-0.83) White 128/224 —l— 0.72 (051-1.02)

Other 66/87 —— 0.64 (0.46-0.89) Other A7/87 —i— 0.65 (0.45-0.96)

Disease status Disease status

Metastatic 66/90 —l— 0.71(0.43-1.16) Metastatic 50/90 ———— (085 (049-149)

Persistent/recurrent 238/320 —— 059(046-076)  Persistent/recurrent 184/320 —— 0.65 (0.49-0.87)

Chemotherapy backbone Chemotherapy backbone

Carboplatin 118/167 —.— 058(0.40-0.84)  Carboplatin 91167 — 057 (0.38-0.87)

Cisplatin 1861243 —— 0.66 (0.49-088)  Cisplatin 143/243 — 0.78 (0.56-1.08)

Prior chemoradiotherapy Prior chemoradiotherapy

Yes 197/263 —t— 055(042-073)  Yes 156/263 —— 061(045-0.84)

No 1071147 —— 0.77(052-112)  No 78147 — 8T 086(055-134)

Histology Histology

Adenocarcinoma 73/89 —— 0.59 (0.45-0.76) Adenocarcinoma 55/89 —— 0.62 (0.36-1.06)

Squamous cell carcinoma 231/321 ——®——  075(047-119)  Squamous cell carcinoma 179321 . 0.72(0.54-0.97)

I T T 1 I I I I 1

025 05 1 2 4 025 05 1 2 4
Atezo + bev + CT better  Bev + CT better Atezo + bev + CT better  Bev + CT better

Biomarker studies ongoing — academic trial

Oaknin et al. Lancet 2024



ICl combination approaches: anti-CTLA4

Dual blockade may synergistically enhance antitumor activity

Antigen

presenting cell Active T-cell

|| CheckMate-358 C-550-01 AK104

Ph I/11: (1) Nivo Balstilimab (antiPD1) +  Phase Il Cadonilimab
Or (2) Nivo+lpi Zalifrelimab (anti-CTLA4) (bispecific)
Or (3) Nivo+lpix4—>Nivo
N 176 155 111
ORR  26% vs 31% vs 38% 25.6% 33%
(Chemo-naive 1)
DoR NRvs24.4mvs 34.1m NR NR
PES NR 2.7m 3.75m
oS 21.6mvs 15.2mvs 20.9m 12.8m 17.51m

O’'malley et al. ESMO 2021; Oaknin et al ESMO 2022; Wu X et al. Gynecol Oncol 2022



4 ™
EMPOWER-Cervical-1
Cemiplimab
Approved: any CPS
NG J

Can we move ICl to an earlier setting?

____________________________

KEYNOTE-158 (Phase Il)
Pembrolizumab
Approved: PDL1 CPS >1

e e e e e e e e e e e e

*If not previously treated with ICI

4 KEYNOTE-826 )
Pembrolizumab + Ch +/-

Bevacizumab
\_Approved: PDL1 CPS 21 )

N

_——————

R

-

BEAT-CC
Atezolizumab + Ch +
Bevacizumab

7

AntiPD1+CTLA4?

_______________________________

" COMPASSION-13 (Phase II)

Cadonilimab + Ch +/-
Bevacizumab. ORR: 80%

e e e e e e e e e e e e e e e e e e e e = e

COMPASSION-16
Cadonilimab + Ch +/-
Bevacizumab

\———————




ICl combination approaches

COMPASSION-16: Phase IIl RCT Chemo +/- Bev with Cadonilimab vs Pcb

key eligibility Criteria Cadonilimab Group(n=21112) Maintenance therapy ¥ Treatment continued
*  Persistent, recurrent, or Cadonilimab 10mg/'kg+Paclitaxel Cadonilimab 10mg/kg until
metastatic cervical cancer B 175mg/m*+Cisplatin 50mg/m? or +Bevacizumab *+ disease progression
« Histologically types Carboplatin AUC4-5+Bevacizumab 15mgkg, q3w * unacceptable toxicity
. 1 5mgkg, gq3wxb
mr.:hfde squamons cell « cadonilimab/placebo
oo e treatment for 2 years.
adenocarcinoma, or “RJ 1:1

adenosquamous carcinoma.
v Safety and survival

*  No prior systemic therapy. Placebo Group(n=223) Maintenance therapy follow-up are performed
+ ECOGPSO-L Placebo+Paclitaxel Placcbo:+ Bevacizumab after the end of
175mg/m*+Cisplatin 50mg/m?* or I5mg'kg. q3w treatment.
Carboplatin AUC4-5 +Bevacizumab
| dmg/kg, q3wxb

Stratification factors: Primary Endpoints: .
+ Use of Bevacizumab (Yes vs No) : EI;S assessed by BICR according to RECIST vl.1
* Prior CCRT(Yes vs No) Second Endpoints:

PFS assessed by INV, ORR, DoR, DCR. TTR, Safety

Population (N=445): 83% SCC, prior Ch-Rt 48%, PDL1 CPS <1 25%

Wu et al. Lancet 2024



ICl combination approaches

COMPASSION-16: Phase IIl RCT Chemo +/- Bev with Pembro vs Pcb — PFS

—— Cadonilimah group
----Placebo group

HR for disease progression or death 0-62
(95% C10-49-0-80), p<0-0001

S
©
2
§ 60 t‘
& 5o N
& -
2 40
%" 30+ _%_"—u_
a8 L [T TR —+
20+
10+
0 I | I | | | | |
0 3 6 9 12 15 18 21 24
_ Time (months)
Number at risk
(number of events)
Cadonilimabgroup 222(0) 199(9) 159(43) 128(68) 93(97) 57(107) 22(113) 3(117) 0(117)
Placebogroup 223(0) 196(17) 142(61) 94(106) 59(130) 30(137) 13(144) 1(144) 0(144)

Number of events/ HR (95% CI)

number of participants

Cadonilimab Placebo
Overall 117/222 144/223 —— i 0-64 (0-50-0-82)
Age i
<65 years 97/185 114/186 —— 0-70 (0-52-0.92)
=65 years 2037 30/37 —e— | 0-40 (0-22-071)
ECOG performance status score i
0 32/71 49/87 —e—!  064(0-41-1.00)
1 85/151 95/136 e 0.61(0-46-0.82)
Concomitant bevacizumab i
Yes 67/133 72/132 —et 0.81(0:58-1.13)
No 50/89 72/91 —— i 0-46 (0-32-0-66)
Previous concurrent chemoradiotherapy i
Yes 53/107 72/108 —— | 0-55 (0-39-0-79)
No 64/115 72/115 —0—% 072 (0-52-1-01)
Pathological diagnosis i
Squamous cell carcinoma 89182 124/188 —— E 0-58 (0-44-076)
MNon-squamous cell carcinoma  28/40 20/35 — & 0.94(0:52-169)
Metastatic i
Yes 95/168 101/155 —! 071(0-53-0-94)
No 22/54 43068 —e— | 046(028-078)
PD-L1 combined positive score |
<1 37/62 35/54 —H 073 (0-46-117)
=1 78/155 101/157 —— i 0-62 (0-46-0-83)
=10 41/91 57/89 —— | 053 (0-35-0-79)
Cisplatin or carboplatin i
Cisplatin 43/92 62/100 —e— | 0-54 (0-37-0-80)
Carboplatin 74/130 82/123 —o—: 071 (0-52-0-97)

T 1 1
0125025 05 1 2

- >
Favours cadonilimab  Favours placebo

Wu et al. Lancet 2024



ICl combination approaches

COMPASSION-16: Phase IIl RCT Chemo +/- Bev with Pembro vs Pcb — OS

—Cadonilimab group
-- --Placebo group

5
E RV
% o] —H—-;.,_+'§'_m
= M}
o 40+ A
& i i
30 HR for disease progression or death 0-64
20 (95% Cl 0-48-0-86), p=0-0011
10
0 T T T T T |

[ [ [ [
0 3 b 9 12 15 18 21

Ti th
Number at risk ime (months)

(number of events)

51 6 0

Cadonilimab group 222

215

205

192

174 160 145 135

(0) (40 (10) (19) (36) (49) (62) (70)
Placecbogroup 223 220 202 169 143 124 104 95
(© (3 @2 @8 (% (o) (89 (93)

(101)

(78) (82) (86) (86)

32 0
(106) (107)

Number of events/ HR (95% Cl)

number of participants

Cadonilimab Placebo
Overall 86/222 107/223 — i 0-65 (0-49-0-87
Age i
<65 years 68/185 82/186 —.—E 0-69 (0-50-0-95)
=65years 18/37 537 ——e——| 049(027-091)
ECOG performance status score i
0 2371 30/87 —e1— 079(0-46-1.36)
1 63/151 771136 —— ! 057 (0-41-0-79)
Concomitant bevacizumab E
Yes 47133 47132 —e— 0-84(0-56-126)
No 39/89 60/91 — 0:50(0-33-075)
Yes 37/107 52/108 — ' 0.54(0-35-0-82)
Mo 49/115 55/115 — e 076(052-112)
Pathological diagnosis :
Squamous cell carcinoma 67/182 88/188 — i 0-64 (0-47-0-88)
Non-squamous cell carcinoma 19/40 19/35 —-—i— 0-63(0-33-1-22)
Metastatic i
Yes 68/168 70/155 —e—  073(0-52-1.02)
No 1854 768 e | 0.48(0.77-086)
PD-L1 combined positive score i
<1 25/62 24/54 —e—— 077(0:44-134)
=1 61/155 74/157 —-—E 0-69 (0-45-0-97)
=10 33/91 37/89 — e« 068(0-42-1.08)
Cisplatin or carboplatin ;
Cisplatin 26/92 48100 —e—— | 043(027-070)
Carhoplatin 60/130 59/123 —-—5— 0-82 (0-57-1-18)

I E—
025 05 1 2

- >
Favours cadonilimab  Favours placebo

Wu et al. Lancet 2024



ICl combination approaches

COMPASSION-16: Phase IIl RCT Chemo +/- Bev with Pembro vs Pcb — PFS

Any Grade, n(%) 225 (99.6) 219 (100)
>Grade 3, n (%) 193 (85.4) 176 (80.4)
SAE, n (%) 126 (55.8) 74 (33.8)
Led to discontinuation of any trial agent, n (%) 63 (27.9) 23 (10.5)
Led to Death, n (%) 12 (5.3) 7(3.2)
iIrAE 103 (45.6) 15( 6.8)
=Grade 3 irAE, n (%) 22(9.7) 2(09)
No grade 5 irAEs

QoL not reported

Wu et al. Lancet 2024



ICl combination approaches

Current perspective: Phase lll studies in the 1st line

— Not for cross trial comparissons

Keynote-826 Keynote-826 BEATCC COMPASSION16 COMPASSION16
Overall *Bev cohort *Bev cohort

Treatment
N
Population
PFS

0S

*Exploratory

Ch+/-Bev -+ Pembro/Pcb

617

389 (63%)

72% scc, PD-L1 CPS>1 89%

10.4 vs 8.2m;
HR 0.61 (0.5-0.74)

26.4 vs 16.8m;
HR 0.63 (0.5-0.77)

15.2 vs.10;
HR 0.57 (0.45-0.73)

37.6 vs. 22.5;
HR 0.61 (0.47-0.80)

Ch+Bev -+ Atezo
410
78% scc

13.7 vs 10.4m;
HR 0.62 (0.49-0.78)

32.1vs. 22.8m;
HR 0.68 (0.52-0.88)

Biomarkers ongoing

Ch+/-Bev -+ Cadonilimab/Pcb

445

265 (60%)

83% SCC, PDL1 CPS 21 75%

12.6 vs 8.1m;
HR 0.62 (0.49-0.8)

NR vs 25.6m;
HR 0.64 (0.48-0.86)

Chinese population
Control arm

15.1vs 11.5m
HR 0.81 (0.58-1.1)

NR. HR 0.84 (0.56-
1.36)

Toxicity with anti-CTLA4?

Wou et al. Lancet 2024, Oaknin Lancet 2024, Colombo NEJM 2021



|ICl combination approaches: anti-TIGIT

Dual blockade may synergistically enhance antitumor activity
Can we tackle primary or secondary resistances?

PD1-resistant antitumour T cell response Effective combination checkpoint blockade

_ | Alternative
., checkpoints
| *TIM3
* LAG3
* TIGIT
* B7-H3
« CD38
|*CD73
N = A2A receptor

Blockade of
alternative
checkpoints

| Blockade of
alternative
checkpoints

MHC PD-L1 Anti-PD1

Anti-PD-L1

Tumour cell Anti-PD-L1

Kalbasi et al. Nat Rev Immunol. 2020



ICl combination approaches: anti-TIGIT

Dual blockade may synergistically enhance antitumor activity

APC, tumor cells

\ -_yr. / Treatment

g -“"-\-\._ =

PD-L1 CD155

Intratumoral CD8+ T cell

TIGIT is a coinhibitory receptor
T co-expressed CD4+, CD8+, TlLs

N

Population

ORR
DoR
PFS

OS

Vibostolimab/Pembro Vs
Pembro. C2 - V/P in PDL1-

C1:
C1:

169, C2: 31
Scc 63%, C2: scc 26%

Lines 1: 60%, 3+: 14.5%

C1:
C1:

C1:
C2:

C1:
C2:

20% vs 16% C2: 16%
10.9m, NR. C2: 10.8m

2.2vs 2.1 m. HR 0.99
2.2m

10.2 vs 10.3m. HR 1.0
12.8m (12m 50%)

| KEYVIBE-005 SKYSCRAPPER-04

RPh Il: C1 - R Phase Il (ICl naive)

RPh Il Atezolizumab +
Tiragolumab vs Atezo
*Crossover allowed

172

Scc 75%
Lines 1: 70%

19% vs 15.6% (p=0.07)
9.9mvs 7m
2.8mvs 1.9m

11.1mvs 10.6m

Leary et al. ESMO Gyne 2025, Slani et al IJGC 2024



ICl combination approaches: anti-TIGIT

Biomarkers KEYVIBE-005

Arm (P-valuea)
Vibo/Pembro
Pembro
100+
80
x 60+
x
O 40
20
0_

PD-L1
0.007
0.011
PD-L1
high low
64 55 21 29

100+

80+

60+

40

TIGIT IHC
0.074
0.076
TIGIT IHC 100+
high low 80- high
60
40-
20-
D_
50 43 31 37 17

Number of patients

16

T™MB
0.012

0.021
TMB

low

40 37

« Higher ORR was observed in PD-L1, TIGIT IHC, TMB and Tcell;; biomarker high subgroups

» Trends to higher ORR were observed with vibo/pembro compared to pembro alone in PD-L1, TIGIT IHC, TMB and Tcell,;
biomarker high subgroups

100+

80

60

40+

20-

Teell, ;
0.005
0.060
Teell,,
high low
50 44 24 22

Leary et al. ESMO Gyne 2025



ICl combination approaches: other targets

Can we tackle primary or secondary resistances?

* Oncolytic viruses
* Activation of APCs
(e.g. TLR agonists

and CD40 agonist)
* Decreasing dsRNA

sensing threshold

(ADART1 inhibition)
* Cytotoxic therapy

‘Iimmunologically cold’ tumour
Lacking tumour-specific T cells

-Antiangiogenic
-ADCs

‘Immunologically hot’ tumour

Successfully primed tumour

Kalbasi et al. Nat Rev Immunol. 2020



ICl combination approaches: other targets

What about other combination approaches?

e Can we tackle primary or secondary resistances?

|1k ATER-C201 Other Bispecifics ADC: Sac-TMT

Treatment Ph Il: Sintilimab (PD1) + Phase I: PM8002/BNT327 Ph | Sac-TMT + Pembro
anlotinib (PDL1/VEGF-A) *Prior ICI allowed

N 42 PDL1 CPS 21 48 38 (42% prior anti-PD1)

Histology Scc 83% 81% PDL1+ Scc 76%

N lines 1:40%, 3+: 21% 2+ 35% 1or?2

ORR 53.8% (scc ++) 42.2% 57.9%

Median DoR 19 m (8.7 -NR) NR 6m 82%

Median PFS 9.4m (8.0 - 14.6) 8.3m NR

Median OS 17.59 m (12.8-36.2) 12m OS 75% NR

Xu Q et al ASC02024; Lingying et al. ASCO 2024, Wu X et al ESMO 2024



Emerging strategies

ADXS11-001: Listeria-based, target HPV16-E7
Phase Il LACC closed

ISA101: Peptide vaccine, target HPV16 E6-7
Phase 2 + nivo ORR: 33%.

GX188E: DNA vaccine, target HPV16/18 E6/7
Phase 2 + Pembro ORR 31.7%

Many ongoing trials

LN-145 TIL (Lifileucel): Autologous TIL %

C1: Pre-treated, ICl naive (+IL2)
N=27, ORR 44%

C2: Pre-treated, ICI PD (+IL2)

C3: No prior therapy (+IL2, Pembro)
N=14, ORR 57%

-

\_

Therapeutic

~

vaccines

J

~

TlLs

TCR-T
therapy

CAR-T
therapy

NCT02280811,
NCT03578406
NCT02858310
NCT02153905,
NCT02111850

Mesothelin: NCT01583686
CD22: NCT04556669
Others: NCT03356795

Grau et al. [JGC 2022,



Cervical cancer is a Global Health Challenge
.5’"1-’3.'-.\\;1. World Health

Importance of Racial & Social Equity - Work with LMIC %) organization
Global access to preventive strategies is required

We can eliminate
cervical cancer as a public
health problem




Conclusions

* ICl represents a major breakthrough in cervical cancer

* Improvements in OS & PFS compared to standard of care, monotherapy or in
combination with chemotherapy

* ICI moving to earlier setting: ICl post-ICl & novel combination
approaches?

 Unmet need: biomarkers beyond PDL1
* Advances in personalized immunotherapy: TlLs, CAR-T



Thank you!

i_f-/, 2 ‘km Hospital Universitario @AinhoaMada

Instituto de Investigacion Saludhadrid 12 de OCtUbre . . .
Hospital 12 de Octubre : @ I ainhoa.madariaga@salud.madrid.org
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