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2022 Incidence and Mortality
Cervical Cancer!

Estimated number of new cases (13,360)
and deaths (4320) US 20252
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Landmarks in Cervical Cancer



Five Cervical Studies Show Cisplatin-

Based Chemoradiation Reduces Deaths

JNCI: Journal of the National Cancer Institute,
Volume 91, Issue 6, 17 March 1999

C Papanicolaou Smear Showing Cervical Cancer

Landmarks in Cervical
Cancer

GOG 85 Whitney CW et al, JCO 1999

RTOG 9001 Morris M et al, NEJM 1999

GOG120 Rose P et al, NEJM 1999

SWOG 8797 Peters WA et al, JCO 2000

GOG 123 Keys H et al, NEJM 1999



Immunotherapy: The New Landmark

PD-L1
Antibody

PD-L1 expressionin
cervical cancer: 64 %*

Dendritic cell

PD-L1 positively
stained cells
(tumor cells,

lymphocytes, macrophages)
Immune checkpoint inhibitors’ mechanism of action: by blocking the PD-1/PD-L1 interaction, immune CPS —
checkpoint inhibitors like anti-PD-1 and anti-PD-L1 antibodies can “release the brakes” on the immune
system, enabling it to recognize and attack tumor cells more effectively [20]. Figure 1. Inmune checkpoint
inhibitors’ mechanism of action: by blocking the PD-1/PD-L1 interaction, immune checkpoint inhibitors like
anti-PD-1 and anti-PD-L1 antibodies can “release the brakes” on the immune system, enabling it to
recognize and attack tumor cells more effectively Life 2024, 14(3), 344; https://doi.org/10.3390/life14030344 1Baek MH, et al. Gyn Onc 2024
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Shades of Stages: Cervical Cancer
2018

2014
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CALLA and Al8:Locally Advanced

Cervical Cancer: opposing views

CALLA? A182
Eligibility (stage) FIGO 2009 stage IB2-1IB (node positive disease) or > stage Il FIGO 2014 stage IB2-IIB (node-positive disease) or stage lI-IVA

Eligibility (nodes) Allows 1 pelvic node+ Must have two pelvic or aortic node+ but allows PET SUV 2.5+
Lymph node size Amendment: downsized LN size in short axis for CT (from 1.5 Remained unchanged for LN size per RECIST 1.1 (>1.5 cm
cmto 1 cm) shortest dimension)

Target PD-L1 PD1
Agent Durvalumab Pembrolizumab
Chemo for CRT  Cisplatin or carboplatin Cisplatin only
Primary end PFS PFS/05

point(s)
Stratification  Stage IMRT/VMAT vs. non

factos Region of world Total RT dose <70 vs. 270 Gy

Stage (1B2-1IB node-+ vs. I11/IVA node+/-)

Enrollment N =770, 120 sites, 15 countries N = 1060, 176 sites, 30 countries

Abbreviations: CRT, chemoradiation; CT, computed tomography scan; Gy, gray; IMRT, intensity modulated radiation therapy; LN, lymph node; OS,
overall survival; PET, positron emission tomography; PFS, progression-free survival; RT, radiation therapy; SUV, standardized uptake valug; VMAT,
volumetric modulated arc therapy.

IMonk B etal, Lancet Oncol 2023;2 Lorusso D, et al Lancet 2024



Pembrolizumab or placebo with chemoradiotherapy
followed by pembrolizumab or placebo for newly diagnosed,
high-risk, locally advanced cervical cancer (ENGOT-cx11/
GOG-3047/KEYNOTE-A18): a randomised, double-blind,
phase 3 clinical trial
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KEYNOTE-A18: Pembrolizumab + chemoradiotherapy for high-risk, locally
advanced cervical cancer

Study Schema

Cisplatin 40 mg/m?2 QW for
Key Eligibility Criteria 5 cyclesa + EBRT followed by
+FIGO 2014 stage 1B2-1IB brachytherapy F’E'ﬂbrﬂll%urﬂ;i;bc;gg mg QBW
(node-positive disease) or
FIGO 2014 stage IlI-IVA
{either node-positive or
node-negative disease)

Pembrolizumab 200 mg Q3W
for & cycles

Cisplatin 40 mg/m2 QW for
« RECIST 1.1 measurable or 5 cycles? + EBRT followed by

non-measurable disease : brach 1_'.!'1 hera py Placebo QW
+

for 15 cycles
Placebo Q3W e
for 5 cycles

* Treatment naive

Stratification Factors .
- Planned EBRT type (IMRT or VMAT vs End Points
nondMRT or non-VIVAT) * Primary: PFS (per RECIST v1.1) by investigator or histopathologic
= Stage at screening (stage | B vs [II-IVA) confirmation and OS
. F'Iar;nrau:l total rau:lir_ntl'; . e * Key secondary: 24-month PFS, ORR, PROs, and safety
=70 Gy [EQ2D]) : :

January 12, 2024: FDA approves pembrolizumab with
chemoradiotherapy for FIGO 2014 Stage llI-IVA cervical cancer
(irrespective of PD-L1 status)

Lorusso D, et al, The Lancet 2024




Baseline Characteristics

Age, median (range)
Race?®

White
Asian
Multiple

American Indian or
Alaska Native

Black or African American

Native Hawailan or
Other Pacific Islander

PD-L1CPS
<1
21
Missing
ECOGPS 1
Squamous cell carcinoma

Pembro Arm

(N = 529)
49y (22-87)

254 (48.0%)
156 (29.5%)
78 (14.7%)

24 (4.5%)
14 (2.6%)
2 (0.4%)

22 (4.2%)
502 (94.9%)
5 (0.9%)
149 (28.2%)
434 (82.0%)

Placebo Arm
(N = 531)

50 y (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%)
133 (25.0%)
451 (84.9%)

134

Pembro Arm

(N = 529)

Placebo Arm
(N = 531)

Stage at screening (FIGO 2014 criteria)

1B2-11B
I-IVA

233 (44.0%)
296 (56.0%)

226 (42.6%)
305 (57.4%)

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

327 (62.2%)
14 (2.6%)
104 (19.7%)

84 (15.9%)

469 (88.7%)
60 (11.3%)

Planned total radiotherapy dose (EQD2)

<70 Gy
270 Gy

47 (8.9)
482 (91.1)

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

93 (17.5%)

470 (88.5%)
61 (11.5%)

46 (8.7)
485 (91.3)

*3 patients (0.3%) had missing information for race, 1 (0.2%) in the pembro arm and 2 (0.4%) in the placebo arm. *Per protocol, a positive lymph node is defined as 21.5 cm shortest dimension by MRI or CT
Data cutoff date: January 8, 2024

Lorusso et al, Lancet 2024




Updated Progression-Free Survival at |1A2
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Updated Progression-Free Survival in Protocol-Specified Subgroups

IA1 No. of Events/ IA2 No. of Events/
Subgroup No. of Patients HR (95% ClI) Subgroup No. of Patients HR (95% ClI)
Overall 269/1060 0.70 (0.55-0.89) Overall 365/1060 0.68 (0.56-0.84)
Age Age
<65 years 236/927 0.72 (0.56-0.94) <65 years 318/927 0.69 (0.55-0.86)
=65 years 33/133 0.57 (0.27-1.17) 65 years 47/133 0.64 (0.35-1.16)
Race Race
White 143/518 0.83 (0.59-1.15) White 202/518 0.74 (0.56-0.98)
All others 125/538 0.60 (0.42-0.86) All others 161/539 0.65 (0.47-0.88)
ECOG PS score ECOG PS score
0 197/777 0.79 (0.59-1.04) 0 266/778 0.72 (0.57-0.92)
1 72/283 0.53 (0.33-0.85) 1 99/282 0.59 (0.40-0.88)
Planned EBRT Planned EBRT
IMRT/VMAT 237/939 0.68 (0.52-0.87) IMRT/VMAT 325/939 0.66 (0.53-0.82)
non-IMRT/-VMAT  32/121 0.92 (0.46-1.85) non-IMRT/-VMAT 401121 0.90 (0.49-1.68)
FIGO 2014 stage FIGO 2014 stage
IB2to IIB 113/462 0.91 (0.63-1.31) IB2to IIB 161/459 0.85 (0.62-1.16)
Il to IVA 156/598 0.58 (0.42-0.80) Il to IVA 204/601 0.57 (0.43-0.76)
Planned total RT dose Planned total RT dose
<70 Gy 25/93 0.62 (0.28-1.38) <70 Gy 32/93 0.67 (0.33-1.35)
=270 Gy 244/967 0.71 (0.55-0.91) =70 Gy 333/967 0.68 (0.55-0.85)

L 1 L v Ll 1
0.25 0.5 ] 2.0 4.0 0.25 0.5 ! 2.0 4.0
- > - >
Favors Favors Favors Favors
Response assessed per RECIST v1.1 Pembro Arm Placebo Arm Pembro Arm Placebo Arm

3&2:’;:';%?“0‘ review or histopathologic Data cutoff date: January 9, 2023. Data cutoff date: January 8, 2024.

Lorusso et al, Lancet 2024



Primary Endpoint: Overall Survival at IA2
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| 36-mo rate (95% Cl)
182.6% (78.4-86.1)
174.8% (70.1-78.8)

HR 0.67 (95% CI, 0.50-0.90) Pembro Arm
P =0.0040°

Placebo Arm

Pts w/
Event

14.2%

20.5%

Median, mo
(95% ClI)

NR
(NR-NR)

NR
(NR-NR)

76.7% information fraction?

Median follow-up: 29.9 months

0

1 L D I D B
3 6 9 12 15 18 21 24 27 30 33 36 39 42

No. at risk Time, months

529 527 522 509 500 463 412 374 326 273 210 136 63 1" 1
531 527 518 508 493 455 405 366 316 259 194 125 58 12 0

“With 184 of the 240 deaths expected at the final analysis (76.7% information fraction), the observed P = 0.0040 (1-sided) crossed the prespecified nominal boundary of 0-01026 (1-sided) at this plannec
interim analysis. At this time, 66 patients had received immunotherapy as post-progression treatment, including 15/138 patients (10.9%) in the pembro arm and 51/193 patients (26.4%) in the placebo ar
10 (7.2%) and 41 (21.2%), respectively, had received pembro. Data cutoff date: January 8, 2024,

Lorusso et al, Lancet 2024




Overall Survival in Protocol-Specified Subgroups

No. of Events/ HR (95% Cl)
No. of Patients

Overall 184/1060 0.67 (0.50-0.90)
Age
<65 years 162/927 0.61(0.44-0.83)
=65 years 22/133 1.35(0.58-3.11)
Race
White 96/518 0.92 (0.61-1.37)
All others 88/539 0.48 (0.31-0.74)
ECOG PS score
0 134/778 0.67 (0.47-0.94)
1 50/282 0.68 (0.39-1.20)
Planned EBRT
IMRT/VMAT 164/939 0.67 (0.49-0.92)
non-IMRT/-VMAT 201121 0.69 (0.28-1.69)
FIGO 2014 stage
IB2 to IIB 68/459 0.89 (0.55-1.44)
11l to IVA 116/601 0.57 (0.39-0.83)
Planned total RT dose
<70 Gy 16/93 0.64 (0.23-1.75)
=70 Gy 168/967 0.68 (0.50-0.92)

1
0.25 0.5 1.0 2.0 4.0
-t >

- Favors Favors
Data cutoff date: January 8, 2024. Pembro Afin Placebo A

Lorusso et al, Lancet 2024



Treatment-Related Adverse Events, Incidence 220% in Either Arm

70 - Grade
1-2 3-5

Pembro Arm .

Placebo Arm .

40 -

[+
o

B
<
¥
=4
@
B
7]
£

Anemia Nausea Diarrhea WBC Neutrophil Vomiting Leukopenia Platelet Neutropenia Hypothyroidism
count count count
decreased decreased decreased
Data cutoff date: January 8, 2024.

Lorusso et al, Lancet 2024



Recurrent/Persistent
Metastatic Cervical
Cancer : 15t Line




KEYNOTE-826: Pembrolizumab + chemo * bev vs chemo * beyv for
persistent, recurrent, or metastatic cervical cancer

Study Schema

N=617 Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
-

Key Eligibility Criteria Paclitaxel + Cisplatin or Carboplatin IV Q3W

. : for =
* Persistent, recurrent, or metastatic s tof gycies

cervical cancer not amenable to Bevacizumab 13 mglkg IV Q3W
curative treatment

* No prior systemic chemotherapy
(prior radiotherapy and
chemoradiotherapy permitted) for.Up.fo 35 cycies

+ECOG PSOort Paclitaxel + Cisplatin or Carboplatin IV Q3W
n=309 for up to 6 cycles?
+

Bevacizumab 15 mg/kg IV Q3W

Placebo IV Q3W

Stratification Factors
» Metastatic disease at diagnosis (yes vs no) End Points
« PD-L1 CPS (<1 vs 1to <10 vs 210) * Dual primary: OS and PFS per RECIST v1.1 by investigator

* Planned bevacizumab use (yes vs no) « Secondary: ORR, DOR, 12-mo PFS, and safety
* Exploratory: PROs assessed per EuroQol EQ-5D-5L VAS

October 12, 2021: Accelerated approval for pembrolizumab in combination with chemotherapy,
with or without bevacizumab, for patients with persistent, recurrent or metastatic cervical
cancer whose tumors express PD-L1 (CPS>=1), as determined by an FDA-approved test.

Monk B et al, JCO 2023; Colombo N et al, NEJM 2021




KEYNOTE-826
Baseline Characteristics (AllF-Comers)

. Pembro Placebo i Pembro Placebo
Characteristic (n = 308) (n = 309) Characteristic, n (%) (n = 308) (n = 309)

Median age, yr (range) 51 (25-82) 50 (22-79) Stage at diagnosis®

ECOG PS 1, n (%) 128 (41.6) 139 (45.0) " 67 (21.8] 58(18.8)
.l 85 (27.6) 93 (30.1)

I 5 (1.6) 8(2.6)
PD-L1 CPS, n (%) A 4(1.3) 8(2.6)
. <1 35(11.4) 34 (11.0) = B 46 (14.9) 42 (13.6)
» 1to<10 115 (37.3) 116 (37.5) " VA 7(2.3) 4(1.3)
» 210 158 (51.3) 159 (51.5) = VB 94 (30.5) 96 (31.1)

Squamous cell carcinoma, n (%) 235 (76.3) 211 (68.3)

Prior therapy, n (%) Disease status at study entry

» Chemoradiation or radiation 71(23.1) 79 (25.6) " Metastatic 58 (18.8) 64 (20.7)
with surgery . P.ersistent or recurrent with 199 (64.6) 179 (57.9)
Chemoradiation or radiation 156 (50.6) 142 (46.0) distant metastases
only » Persistent or recurrent without 51 (16.6) 66 (21.4)

Surgery only 23(7.5) 24 (7.8) distant metastases

None 58 (18.8) 64 (20.7) Bevacizumab used during study 196 (63.6) 193 (62.5)

*Per FIGO 2009/NCCN 2017 criteria.
Monk B et al, JCO 2023; Colombo N et al, NEJM 2021




KEYNOTE-826
Efficacy — Overall Survival

0OS: PD-L1 CPS 21 Population 0OS: All-Comer Population

No. of Events/ Median OS, HR No. of Events/ Median OS, HR
Treatment Group No. of Patients (%) Months (95% Cl)  (95% CI) Treatment Group No. of Patients (%) Months (95% Cl)  (95% Cl)

Pembro + chemo & bev 163/273 (56.0) 286 Pembro + chemo # bev 178/308 (567.8) 26.4
(22.1 10 38.0) 0.60 (21.3 10 32.5) 0.63

Placebo + chemo £ bev 201/275 (73.1) 16.5 (0.49 to 0.74) Placebo + chemo £ bev 228/309 (73.8) 16.8 (0.52 t0 0.77)
(14.5 t0 20.0) (14.6 10 19.4)

100 A | 12.month rate | 24.month rate 100 A 1 12-month rate 24-month rate
90 ! 75.5% V53, 90 ' 24.9% 52.1%

1 1 (ol
80 ' g )

70 -~
60 -
50
40
30 -
20 -
10 +

T T T T T T T T T T T T

L
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Time (months) Time (months)
No. at risk:

273 261 251 231 206 189 168 157 146 136 128 116 90 52 22 308 292 278 266 230 210 187 173 160 150 138 126 95
276 261 235 207 173 149 129 17 107 91 81 68 45 24 309 295 268 235 196 170 149 130 118 101 87 72 48

Monk B et al, JCO 2023; Colombo N et al, NEJM 2021




KEYNOTE-826
Safety

Pembro Placebo Pembro Placebo

Outcome, n (%) (n = 307) (n = 309) Treatment parameter (n=307) (n=309)

All-cause AE 305 (99.3) 307 (99.4) Median number of cycles
= Grade =3 253 (82.4) 233 (75.4) = Any treatment
= Serious 157 (51.1) 132 (42.7) » Pembro or placebo
Led to death 16 (5.2) 15 (4.9) = Chemotherapy
Led to d/c of any treatment 125 (40.7) 91 (29.4) = Bevacizumah

= |edto dfc of all treatment 17 (5.5) 15 (4.9) Median treatment duration

TRAEs 298 (97.1) 300 (97.1) mo
» Grade =3 212 (69.1) 201 (65.0)
* Serious 94 (30.6) 73 (23.6) Mean treatment duration, mo
= | edto death 2(0.7) 4(1.3)
= |edto dfc of any treatment 102 (33.2) 77 (24.9)
= |edto d/c of all treatment 9(2.9) 6(1.9)

irAEs 106 (34.5) 51 (16.5)
= Grade 23 37 (12.1) 9 (2.9)
= Seripus 24 (7.8) 7(2.3)
= | ed to death 2(0.7) 0
= | ed to d/c of any treatment 20 (6.5) 1(0.3)
= | edto d/c of all treatment 2(0.7) 0

Monk B et al, JCO 2023; Colombe N et al, NEIM 2021




BEATcc: Platinum Chemo + Paclitaxel with Bevacizumab and
Atezolizumb in Metastatic Cervical Cancer

Study Schema

"
Metastatic, persistent or Atezolizumab 1200 mg +

recurrent cervical cancer bevacizumab 15 mg/kg +
not amenable to curative paclitaxel + cis/carboplatin?

therapy all IV q3w
GOG/ECOGPS =t . . , Dual primary endpoints
|+ Continued until disease progression/unacceptable toxicity

No prior systemic anti- ‘ "
cancer therapy for RM CC + Patients with CR after 26 cycles could stop chemotherapy * Investigator-assessed
In patients with pelvic and continue biological therapy alone PFS (RECIST 1.1)

disease, no bladder or Crossover from standard arm at progression not permitted « 0S8

rectal involvement
mucosa involvemen Bevacizumab 15 mg/kg +

Available archival or fresh 4 g i
paclitaxel + cis/carboplatin®
tumour sample for PD-L1 all IV q3w

expression

o

Stratification factors:
+  Prior concurrent chamoradation (yes vs no)

Histology (squamaus csli carcinoma vs adenccaranoma® ncluding adenosquamous
carcnoma)

Chemotherapy backbone (cisplatin vs carbopiatinj

Oaknin A et al, The Lancet 2024




BEATcc
Baseline Characteristics

Control Arm Atezo Arm ch - (%) Control Arm  Atezo Arm
(n = 204) (n = 206) aracteristic, n {6 (n = 204) (n = 2086)

Median age, yr (range) 52.5(21-79) 51.0 (24-90) Disease Metastatic/stage IVB 47 (23) 43 (21)

= Age <65, n (%) 168 (82) 171 (83) B Recurrent 151 (74) 150 (73)

GOGECOG =0 123 (63) 138 (67) Persistent 6(3) 13 (6)
PS,* n (%) 1 73 (36) 68 (33) Disease Pelvic + distant 90 (44) 102 (50)
location at Distant only 74 (36) 71 (34)
screening Pelvic only 40 (20) 33 (16)
cCRT 85 (42) 70 (34)
Primary Surgery + CRT 44 (22) 64 (31)
= SCC 157 (77) 164 (80) treatment Surgery and/or RT 28 (14) 16 (8)
= AC/ASC 47 (23) 42 (20) None 47 (23) 56 (27)

*Missing 3 patients. TAsian (n = 58), Latina (n = 18), Black (n = 3), Gypsy (n = 1).

Characteristic

White 113 (55) 111 (54)
Race, n (%) Other® 42 (21) 45 (22)
Not available 49 (24) 50 (24)

Histology, (%)

Qaknin A et al, The Lancet 2024




BEATcc

Efficacy — PFS and OS
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BEATcc
Efficacy — Subgroup Analyses

PFS 0S

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

No. events/patients HR (95% CI)

Overall
Age, years
<65

265
GOG/ECOG PS
0

1

Race

White

Other

Disease status
Metastatic
Persistent/recurrent

Chemotherapy backbone
Carboplatin

Cisplatin

Prior chemoradiotherapy
Yes

No

Histology

304/410

246/339
5811

187/266
14141

162/224
66/87

66/90
238/320

118/167
186/243

197/263
107/147

73189

0.62 (0.49-0.78)

0.66 (0.51-0.85)
0.45 (0.26-0.78)

0.66 (0.49-0.87)
0.60 (0.42-0.88)

0.61(0.45-0.83)
0.64 (0.46-0.89)

0.71 (043-1.16)
0.59 (0.46-0.76)

0.58 (0.40-0.84)
0.66 (0.49-0.88)

0.55 (0.42-0.73)
0.77 (0.52-1.12)

Overall
Age, years
<65

265
GOG/ECOG PS
0

1

Race

White

Other

Disease status
Metastatic
Persistent/recurrent

Chemotherapy backbone
Carboplatin

Cisplatin

Prior chemoradiotherapy
Yes

No

Histology

234/410

187/339
47m

139/266
93141

128/224
47187

50/90
184/320

91/167
143/243

156/263
781147

55/89

0.68 (0.52-0.88)

0.72 (0.54-0.96)
0.55 (0.31-0.99)

0.73 (0.52-1.02)
0.63 (0.42-0.95)

0.72 (0.51-1.02)
0.65 (0.45-0.96)

85 (0.49-1.49)
65 (0.49-0.87)

0.57 (0.38-0.87)
0.78 (0.56-1.08)

0.61 (0.45-0.84)
0.86 (0.55-1.34)

Adenocarcinoma 0.59 (0.45-0.76)  Adenocarcinoma —f— 0.62 (0.36-1.06)
Squamous cell carcinoma 2311321 —l1 0.75(047-1.19)  Squamous cell carcinoma 179/321 —_—m 0.72 (0.54-0.97)

I L] T 1 r T T 1
0.25 05 1 2 4 0.25 05 1 2 4
Atezo + bev + CT better Bev + CT better Atezo + bev + CT better Bev + CT better

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

Oaknin, A et al, The Lancet , 2024




BEATcc
Efficacy — ORR and DOR

100

ORR: 84%

(95% Cl: 79-89%)
ORR: 72%

(95% Cl: 66-78%)

PR: 52%

PR: 52%

CR: 32%
CR: 20%

Atezo Arm Control Arm

=
o
]

DoR events, n (%)
Median DoR, mo (95% Cl)
Stratified HR (95% Cl)

ot
0o
1

>
[=)]
1

54%

=
=~
L

-
=
e

m
L

Q

=1

a.
e

[=]
(=]

.t
o
1

0

120 (82) 109 {63)
8.6(8.0-10.6)  13.6(10.6-21.3)
0.60 (0.46-0.78)

Patients at

Risk, n
Atezo arm 173
Control arm 147

Oaknin A | et al , The Lancet 2024
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recurrent/metastatic — CRTOP v CISTPAC
cervical cancer over time. 12 —fmooonos oo Csmmcmﬂwll --------- -
_|Cls, usCis,y, 8.0vs8.3
7.0vs71
¢ uu [TTT1 I
1985 1997 2005 2009 2014 2021 2023 2023
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Metastatic Cervical
Cancer : Second Line




Limited Role for

KEYNOTE-158
NCT03495882
EMPOWER CERVICAL-1

|O in the 2L+ R/M CC Setling

Anti-PD-1 ORR in PD-L1+ mPFS
Pembrolizumab 98

Balstilimab 155

Cemiplimab 304

1.0+
0.94
0.8+
0.7
0.6+
0.54
0.4+
0.3
0.2
0.14

Probability of Survival

an =+t - Cemiplimab, PD-L1 =1%
Cemiplimab, PD-L1 <1%
Chematherapy, PD-L1 =1%

Chemotherapy, PD-L1 <1%
T T T 1

0.0
o

T T T T T T T T T T T T T L)
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Month

Chung JCO 2018, O'Malley Gyn Oncol 2021; Tewari NEIM 2022




Phase 3 InnovaTV 301
J/ENGOT-cx12/GOG-3057 Trial: Study Design

Key Eligibility Criteria Treatment Outcomes/Endpaints

IC Chemotherapy
(n=248)

Stratified by:

= ECOGPS (0w 1)

= Prior Devacizumal (yes vi no)

= Pricr anti-PO-(L )1 thempy (yes vsna)

= Geographic region (US, Eurcpe,
Cther)

e

= Data presented herein are a planned interim analysis

IC., imvessigator's chosca, (ORR, objecive responsa rate; 03, overall sunvival PR3, pogression e surviesl, D3N, every 3 wesks.

End o npatmiant el cooumod 30 days ler the last doss of insstment

Sorvrenl Roliow.Lp CCoued avery 60 days alied [ha et dose of meaiment

Chemaenagy legimans wers adminsiwed B Be follwng oses: Nopotecan. 1.0¢ 125 mgie IV, on Day 1125 of a 21-day cycle, wnonelbins, 30 mgin 1V on Days 1and ol 21
ey Cyche: gemctabang, 1000 mgim? 1V on Days 1 and B of  31-day cpcle, naotecan 930 o 135 mgim? IV O x 35 days ewery 43 days; pemetaed 500 mg? on Day 1 of  21-day
i OS5 W el 35 T bma I e i Of Enanmaraton I I dale of Sealh Su8 ¥ 8N Clesa 'ASSEESE] by anARSIgakY.

Wiesgole |, et o NEJM 2004

InnovaTV 301: Primary Endpoint
Overall Survival

o T Tresment  BventaTotsl  Median (5% €1
LLE Trectumat Veastn [T 1.5 04, 14.0)
M2 Chemotharasy O 85(T9, 107
Stratified log-rank I value*: O 0008
HiR (#5% G 070 b 54, O

— Tigotamab Yedomn
(- P
*  Cansorad

Tchsrat 53

e

W Chammotiarsgey 248 F e r tE n

T e skl fer ititestical Sagraticnnds 1 /0079 (2-aited), Sarnist on B actual number of OF ivents of inleries asalys.

Wargota |, at al, NEJM 2024

InnovaTV 205/GOG-3024 ORR

First-Line
Median Follow-Up: 18.8 Months

Tisotumab #
Pembrolizumab

First-Line
Median Follow-Up: 14.6 Months

Tisotumab +
Carboplatin
(W=33%)
BAE[MATIE
LYiFE]]

14142.4)
12(384)

Efficacy Parameter

2(61)
1038

Second-or-Third Line
Median Follow-Up: 15.0 Months

Tisotumab +

Efficacy Parameter Pembrolizumab

WI[n-564
JieE
iz

DCRY, % [95% C1)

DR, % [35% €1 909 [TET-58.1]

TAE[BEEET)

Median DOR®, manths (range|

Median DOR®, manths (range] 86 [42115)

140 [28-HR)

MR, not reached

“One patient was excluded from the full analysis set as heishe had no tanget lesions at baseline
“Defined as stable disease (3D), at beast § weeks after the first dose of study trealmend, or confirmed CR or PR

Wergote |, et al, 4D, 2023




NCCN
guidelines
2025

SYSTEMIC THERAPY FOR CERVICAL CANCER®P

Squamous Cell Carcinoma, Adenocarcinoma, or Adenosquamous Carcinoma

Chemoradiation®

Recurrent or Metastatic Disease

First-line Therapy®H

Second-line or Subsequent Therapy9:

Preferred Regimens
- Cisplatin + pembrolizumabd-e.f.1
» category 1: FIGO 2014 Stage llI-IVA
» category 2B: FIGO 2018 stage lII-IVA
= Carboplatin + pembrolizumabde.f1
if cisplatin intolerant
» category 1: FIGO 2014 Stage llI-IVA
» category 2B: FIGO 2018 stage lII-IVA
= Cisplatin
+ Carboplatin if cisplatin intolerant

Other Recommended Regimens

{if single agent cisplatin and carboplatin
are unavailable)

« Capecitabine/mitomycin?

- Gemcitabine?®

» Paclitaxel5

Preferred Regimens
+ PD-L1-positive tumors
» Pembrolizumab + cisplatin/paclitaxel
+ bevacizumab (category 1)&f:h6
» Pembrolizumab + carboplatin/paclitaxel
+ bevacizumab (category 1)&f:né
« Cisplatin/paclitaxel/bevacizumab®’
(category 1)
= Carboplatin/paclitaxel/bevacizumab®
+ Atezolizumab + cisplatin/paclitaxel +
bevacizumab (category 1)®fi.8
+ Atezolizumab + carboplatin/paclitaxel +
bevacizumab (category 1)®f18

Other Recommended Regimens

+ Cisplatin/paclitaxel [cateﬂnry 139'10

. Carboplatin.‘paclitaxalﬂ'
(category 1 for patients who have received
prior cisplatin therapy)

. Tu|:u:t||;c:am’[:tac:lila:\u;IJ’I:M;\Fac:izumal:t‘“’*?*13
(category 1)

. T«:|:u:t||;c:.am’[:tac:lila:\ual13

. l:'}iss|:|Iatin;‘th:u:utcu:an13

. l:'.:i3|:|lating

=« Carboplatin

14,15

Preferred Regimens

« Pembrolizumab for TMB-H tumors® or
PD-L1-positive" or MSI-H/dMMR tumors" 16
» Tisotumab vedotin-tftv (category 1)17:18

Other Recommended Regimens

» Bevacizumab

» Paclitaxel15.19
* Albumin-bound paclitaxel
* Docetaxel

* Fluorouracil

* Gemcitabine

* Pemetrexed

* Topotecan

* Vinorelbine

* [rinotecan

« Cemiplimab®20

Useful in Certain Circumstances

* PD-L1-positive tumors

» Nivolumab®h:21

» Tisotumab vedotin-tftv + pembrolizumabh.122
+ HER2-positive tumors (IHC 3+ or 2+

» Fam-trastuzumab deruxtecan-nxki23
* HER2-mutant

» Neratinib24
* RET gene fusion-positive tumors

» Selpercatinib
* NTRK gene fusion-positive tumors

» Larotrectinib

» Entrectinib

» Repotrectinib™25




Answers : YES .... Coupled with Questions

Does A18 apply to all all-Stage Il patients ?
What is the role of |0 therapy after IO therapy ?

What are some novel combinations with 10 therapy ?
Which ADC is best to combine with IO in cervical cancer ?
How can we promote prevention of this disease ?
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