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Optimal treatment in locally advanced cervical cancer (Gennigens et al.,

2021)

« « step by step » approach
several phases
multidisciplinary

 Around 30% of recurrence
e By OS =17%

Anamnesis
INITIAL e
WORKUP 1nical examination

Biopsy (colposcopy-oriented)
Pelvic MRI
["*F]JFDG-PET/CT
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TREATMENT OTT < 50-55 days
PHASE
Anamnesis
IMRT or VMAT + IGRT
(1.8 Gy/day; 25 days; total = 45 Gy)
e With pelvic +/- PAo extended-
RN field RT according to PAo status
e  With LN boost: 10-15 Gy to
involved LN by sequential or
simultaneous integrated
Anamnesis
‘Weekly biology
CHEMOTHERAPY *  Weekly cisplatin
40 mg/m*/week X 5 cycles
e If unfit for cisplatin:
carboplatin AUC 2 X 5 cycles
First evaluation : 3 months after the end of the treatment with
® Anamnesis
EVALUATION Biology

® Clinical examination
Pelvic MRI
[*F]FDG-PET/CT
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Adjuvant.chemotherapy following chemo-radiation as
primary treatment for locally advanced cervical cancer
compared to chemo-radiation alone:

The randomised phase 3 OUTBACK Trial 7

(ANZGOG 0902, RTOG 1174, NRG-0274)

Linda Mileshkin*, Kathleen N Moore*, Elizabeth H Barnes, VVal Gebski,

Kailash Narayan, Nathan Bradshaw Yeh Chen Lee, Katrina Diamante,
Anthony Fyles, William Small Jr, David K Gaffney, Pearly Khaw, Susan Brooks,
Spencer Thompson, Warner Huh, Matthew J Carlson, Cara Matthews,

Danny Rischin, Martin Stockler, Bradley J Monk

6th June, 2024 * Equal; first authors
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DESIGN

Patients with cervical
cancer suitable for Chemoradiation _
chemoradiation with (CRT) Overall Survival
curative intent: _
 FIGO 2008 Stage IB1+LN, Secondary End points
IB2, 11, 1B, IVA Progression-free Survival

ECOG 0-2

Squamous cell ca
adenocarcinoma or
adenosquamous ca Concurrent Adjuvant Chemo (ACT)

No nodal disease above Chemoradiation . . Patient-reported outcomes
+P
L3/4 (CRT) Carboplatin aclitaxel

Concurrent Primary End point

Adverse Events

Sites of disease recurrence
Radiation protocol compliance

Stratification Factors
Pelvic or common iliac nodal involvement o
Requirement for extended-field radiotherapy 9 2 6 p t t
FIGO 2008 stage: IB/IIA or IIB or IlIB/IVA a len
Age <60 or 260 years
Hospital/site
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. Isolated central recurrences = pelvic exenterar

. Others = chemotherapy / unmet clinical need !!




Phase III Trial of Four Cisplatin-Containing Doublet

J Clin Oncol 27:4649-4655. © 2009

Combinations in Stage IVB, Recurrent, or Persistent
Cervical Carcinoma: A Gynecologic Oncology Group Study

Bradley J. Monk, Michael W. Sill, D. Scott McMeekin, David E. Cohn, Lois M. Ramondetta,
Cecelia H. Boardman, Jo Benda, and David Cella

70% = prior CT-RT

ORR

Primary Stage IVB or
recurrent/persistent
carcinoma of the cervix

smeasurable disease
«GOG performance status
0-1

«ANC = 1500/pl
splatelets =100,000/ul
sserum creatinine < 1.5
ma/d

*no CNS disease

*no past or concomitant
invasive cancer

eno prior chemotherapy
(unless concurrent with
radiation)

ALL REGIMENS

Quality of life Assessment:
Baseline

Before cycle 2

Before cycle 5

Regimen 1
Paclitaxel 135 mg/m2 over 24 hours and

CDDP 50 mg/m2 repeated q 3 wks for 6 cycles

Regimen 2

Vinorelbine 30 mg/m2 IV bolus day1 and 8 and
CDDP 50 mg/m2 IV day 1 repeated q 3 wks for 6
cycles

Regimen 3

Gemcitabine 1000mg/m2 IV day 1 and 8 and
CDDP 50 mg/m2 IV day 1 repeated q 3 wks for 6
cycles

Regimen 4

513 pts

Topotecan 0.75 mg/m2 over 30 minutes days 1, 2, & 3

CDDP 50 mg/m2 IV day 1, q 3 wks for 6 cycles

9 mo. after study entry at follow-up visit

1.0 g Treatment Alive Dead Total
— CIS + PAC 29 74 103
. — CIS + VIN 23 85 108
C 0.8- b — CIS+GEM 20 92 112
.g CIS + TOP 22 89 111
| -
=3
S 0.6
Q_ ——
s mOS = 12.9mths
o 0.4
=
=
S
o 0.2
_Lu_l g
0 12 24 36
Time On Study (months)

Cis+Pac Cis+Vin Cis+Gem Cis+Top
Tumor
Response % No. % No. %  Total

Responders 259 25 223 26 234 109
Complete 7.4 1 0.9 2 1.8 14
Partial 185 24 214 24 216 95
Stable disease 426 b4 482 53 47.8 203
Progressive

disease/

other 23 223 34 315 33 295 32 288 122
Total 108 112 111 434
Odds ratio™ — 1.17 1.43 1.34
95% CIt — 0.54t02.58 0.65t03.19 0.611t02.98




Paclitaxd Plus Carboplatin Versus Paclitaxde Plus Cisplatin
in Metastatic or Recurrent Cervical Cancer: The Open-Labd

Randomized Phase l11 Trial JCOGO0505

Ryo Kitagawa, Noriyuki Katsumata, Taro Shibata, Toshiharu Kamura, Takahiro Kasamatau, Toru Nakanighi,

Sadako Nishimura, Kimio Ushijima, Masashi Takano, Toyomi Satoh, and Hiroyuki Yoshikawa

J Clin Oncol 33:2129-2135. © 2015
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Stage IVB cervical cancer
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Persistent cervical cancer
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No prior cisplatinum (n=117)

Median (months)
— TP 23.2

HR 1.57 (95% CI01.06-2.32)
non-inferiority one sided p=0.838

CISPLATINE

Prior cisplatinum (n=127)

Median (months)
— TP 16.3

(95%Cl: 0.47-1.02)

HR 0.69 (95% CI100.47-1.02)
non-inferiority one sided p=0.0008

CARBOPLATIN

Acquired platinum resistance in

pts exposed to prior
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RATIONALE (1)

* Angiogenesis plays a central role in the development and growth of
these ti

Iy \ N\ ‘, \
HPV E6 p53 degradation TSP-1 VEGF 1 Angiegenesis
-\ N D . Juy

Anti-VEGF therapy

HPV E7 Displacement of HIF1 o
DHDAC1, HDAC4,
HDAC7 . ; :
Rationale for use of angiogenesis
PRb Inactivation P21-RB pathway inhibitors in CC (Eskander and Tewari,
dysregulation 7 15)

* VEGF overexpression is a poor prognostic factor in

7~ &~
Vascular endothelial growth factor (VEGF) expression - o
is a prognostic factor for radiotherapy outcome in T
advanced carcinoma of the cervix 1 OO Pt4
JA Loncaster', RA Cooper?, JP Logue?, SE Davidson?, RD Hunter? and CML West' ' L e

British Journal of Cancer (2000) 83(5), 620-625 | G vesrs e




RATIONALE (2)
 VEGF = immunosuppressive role

- Inhibiting Teff

- Increasing T and MDSC in the TME

Anti-VEGF therapy may modulate the TME by
Increasing T cell trafficking
Increasing Teff to Tree ratio
Reducing suppressive cytokines

Effects of VEGF on T cells, Tregs, MDSC
and DC (Yang et al., 2018)
|




2014 |

1mn Advanced C eercal Cancer Krishnansu S Tewari, Michael W Sill, Richard T Penson, Helen Huang, Lois M Ramondetta, Lisa M Landrum, Ana Oaknin, Thomas J Reid, L a n C et 2 O 1 ?
|

The NEW ENGLAND JOURNAL of MEDIGINE
Bevacizumab for advanced cervical cancer: final overall
ORIGINAL ARTICLE survival and adverse event analysis of a randomised,
controlled, open-label, phase 3 trial (Gynecologic Oncology
Improved Survival with Bevacizumab Group 240)

Mario M Leitao, Helen E Michael, Philip J DiSaia, Larry | Copeland, William T Creasman, Frederick B Stehman, Mark F Brady,
Krishnansu S. Tewari, M.D., Michael W. Sill, Ph.D., Harry J. Long IlI, M.D,, Robert A Burger, ] Tate Thigpen, Michael | Birrer, Steven E Waggoner, David H Moore, Katherine Y Look, Wui-Jin Koh, Bradley ] Monk
Richard T. Penson, M.D., Helen Huang, M.S., Lois M. Ramondetta, M.D.,
Lisa M. Landrum, M.D., Ana Oaknin, M.D., Thomas J. Reid, M.D.,
Mario M. Leitao, M.D., Helen E. Michael, M.D., and Bradley J. Monk, M.D.

o Bt \ | <_ Chemotherapy  Chemotherapy +
. . 1.0 - (n =225) Bev (n = 227)
Carcinoma of the cervix I I 8 0.9 - Events, n (%) 184 (82) 183 (81)
amary shge W8 T < i Median PFS, months 5.9 8.2
*Recurrent/persistent Q21d to = 0.8 ’ ’ ’
*Measureable disease PD, toxicity, o HR = 0.67 (95% Cl, 0.54-0.82)
*GOG PS 0-1 CR @ 0.7 7 2-sided P=.0002
*No prior chemotherapy for Qo 0.6 - RR, %
recurrence 87 O
. 2 36 / 48 %
<« o (o
| € 034
Stratification factors: 12 End-Points: g_
» Stage IVB vs recurrent/persistent disease \Y) e If adding BEV to Chemo improves 0S o 0.2
* Performance status 22 End-Points: o
+ Prior cisplatin Rx as radiation-sensiti ot o + PRS a7 " ' L
rior cisplatin Rx as radiation-sensitizer y o 0.1 L Lol
0.0 | | |
73% = prior CT wit Months on Study




OS = CHEMO +/- BEVA

Proportion Surviving

1-0

0-8 -

0:6-

0-4 -

0:2-

No Bev Bevacizumab
(n=225) (n=227)
Events, n (%) 178 (79) 170 (75)
Median OS, months 13:3 16-8
HR=0-77 (95% CI, 0-62-0-95)
P=0-0068

OS: overall survival
HR: hazard ratio
Cl: confidence interval

Bev: bevacizumab

0-0

1 I I 1 I

12 24 36 48 60

Months on Study




. Breakthrough of the Year

- “Immunotherapy
" T cells on the attack %

Cancer
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RATIONALE (1)

T cells play a central role in the control of viral infections and
prevention of virus-associated tumors

Nearly every case of CC is the consequence of persistent
infection by oncogenic HPV high-risk subtypes (e.g. 16 and 18)

CC expresses PD-L1 (up-regulation)
Normal cervical tissue = 0%
Squamous (SCC) = 54-80%; Adenocarcinoma (ADC) = 14%

TME has an impact on prognosis
Increased TILs associated with improved survival

CC is associated with the expression of other immune inhibitory
molecules as CTLA-4 or TIM-3, ...




RATIONALE (2)

* CC have an increased TMB (5-6 mutations per mega-base)

Melanoma
Lung squamous
Lung adenocarcinoma

Bladder
Lung small cell
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The prevalence of somatic mutations across
human cancer types (Alexandrov LB et al.,

2013)




STRATEGIES TO GENERATE AND ENHANCE CC SPECIFIC T CELLS

1

VACCINATION

2

ADOPTIVE
TRANSFERS
TiLs / CAR-T

A. Strategies to generate and enhance cervical cancer B. Strategies to augment effector immune cells in
specific T cells the TME
Dendritic cell
vaccine ’." 4 "?E . Cytokines:
Adoptive T-cell ° 00 IL2, IL12,
./1 transfers Agonist °D ILI5, IL36y
Viral-based ’( antibodies for T
vaccine : eV cells:
# g GCSF agonist +0X40
. B S nnt *GITR
£ * o «TLR3 Antagonist
T cell antibodies for T
Nucleic aC|d cells:
Peptide/protein B *PD-1 Bispecific
vaccine *TIM3 antibodies
*CTLA-4
A W *LAG3 A (
C s R +CD39 !
== Antlgen presenting cell 8 \; P,

— — .

-—
Bacterial-based
vaccine

\' D

Limited data
Ongoing trials
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Radiotherapy Chemotherapy

C. Conventional cervical cancer therapy

g & u my

“A2AR ¢ {
b

: O’ LY T
: \ > se o Vessel regulation:
) M 123 Anti-VEGF
Inhibit suppressive <~ MET inhibitor

immune cells PI3Ky inhibitor

~
¥y
Target tumor stroma molecules

* TGFB inhibitor  PARP inhibitor Target metabolites

* COX2 inhibitor < CD38 inhibitor
* PD-L1inhibitor < FAP inhibitor
* CD73 inhibitor

IDO inhibitors
Arginase inhibitors

D. Strategies to target immunosuppressive factors
in the TME

Schematic overview of
cancer
immunotherapies to
target CC (Ferrall et

at., 2027)




STRATEGIES TO AUGMENT EFFECTOR IMMUNE CELLS IN THE TME

A. Strategies to generate and enhance cervical cancer
specific T cells

Dendritic cell

vaccine g -
Adoptive T-cell
9 optive T-cel
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Radiotherapy

C. Conventional cervical cancer therapy
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B. Strategies to augment effector immune cells in

the TME
Cytokines:
o’ 112, IL12,
Agonist o IL15, IL36y
antibodies for T
cells:
+0X40
*GITR
«TLR3 Antagonist
antibodies for T
cells:
*PD-1 Bispecific
+TIM3 antibodies
*CTLA-4
+LAG3 v (
+CD39 H

<A2AR (

Vessel regulation:
Anti-VEGF

b ° IL23
Inhibit suppressive<” MET inhibitor
immune cells PI3Ky inhibitor

Target tumor stroma molecules

* TGFB inhibitor + PARP inhibitor
* COX2 inhibitor + CD38 inhibitor
* PD-L1 inhibitor « FAP inhibitor
+ CD73 inhibitor

Target metabolites
IDO inhibitors
Arginase inhibitors

D. Strategies to target immunosuppressive factors
in the TME

3

IMMUNE
CHECKPOINT
INHIBITORS
(ICls)

Schematic overview of
cancer
immunotherapies to
target CC (Ferrall et

al-, 2027)

STRATEGIES TO TARGET IMMUNOSUPPRESSIVE FACTORS IN THE TME




STUDY PHASE TREATMENT NUMBER | PATIENT RESULTS
OF POPULATION
PATIENTS
MONOTHERAPY
KEYNOTE-028 Ib Pembrolizumab 24 PD-L1+ ORR 17%
treated mPFS 2 mos
mOS 11 mos
KEYNOTE-158 11 Pembrolizumab 98 Previously ORR 12.2%
200 mg q2w x 2y treated DCR 30.6%
mPFS 2.1 mos
‘ mOS 9.4 mos
CHECKMATE- 358 | I-11 Nivolumab 19 Previously ORR 26.3%
240 mg q2w treated DCR 70.8%
mPFS 5.5 mos
NRG-GY002 11 Nivolumab 25 Persistent or ORR 4%
3 mg/kg q2w recurrent DCR 38%
LHEUREUX et al. I-11 Ipilimumab 3 mg/kg 42 Stage IV ORR 2.9%
q3w x 4 cycles DCR 32.4%
or Ipilimumab 10 mPTS 2.5 mos
mg/kg CISW X 4 Cy‘:les mOS 8.5 mos
followed by
maintenance q12w

O'MALLEY et al. I1 Balstilimab 3 mg/kg 160 Previously ORR 14%
treated DOR 15.4 mos
COMBINATIONS
O'MALLEY etal. I1 Balstilimab 3 mgrkg + 143 Previously ORR 22%
Zalifrelimab 1 mg/kg treated DOR NR
gbw
FRIEDMAN et al. I1 Atezolizumab 1200 mg | 10 Stage IV CC DCR 50%
q3w mPFS 2.9 mos
+ Bevacizumab ].5 mOS 9 mos
mg'ke g3 w
NAUMAN et al. [ COMBO A 45 Not previously ORR 32%
Nivolumab 3 mg/kg treated mPFS 13.8
q2w mos
+ Ipilimumab Img/kg mOS NR
qbw Previously ORR 36%
treated mPFS 3.6 mos
mOS 10.3 mos
COMBO B 46 Not previously ORR 46%
Nivolumab 1 mgkg + treated mPFS 8.5 mos
Ipilimumab 3 mg/kg mOS NR
X 4 cycles followed by Previously ORR 23%
Nivolumab 240 mg treated mPFS 5.5 mos
q2w mOS 25.4 mos




S Hficacy and Safety of Pembrolizumab in
= Previously Treated Advanced Cervical Cancer:
= Results From the Phase II KEYNOTE-158 Study

o

= Ronnie Shapira-Frommer, MD®; Lyudmila Manzuk, MD’; Sarina A. Piha-Paul, MD®; Lei Xu, PhD®; Susan Zeigenfuss, RN?;
~+ Scott K. Pruitt, MD, PhD®; and Alexandra Leary, MD, PhD*°

6

0]

Hyun Cheol Chung, MD, PhD*; Willeke Ros, MSc?; Jean-Pierre Delord, MD, PhD?; Ruth Perets, MD, PhD*; Antoine Italiano, MD, PhD?®;

Cheq
upd|

JCO 2019

* Key eligibility criteria :
+ ECOG:Oor1
«  Advanced cervical squamous carcinomas on progression or intolerance to 21 line of standard therapy
= Main Demographics and Disease Characteristics
*  65% >2 prior therapies for recurrent/metastatic CC
»  84% PD-L1-positive; 77/98 (79%) had CPS >1*

= Treatment: pembrolizumab 200 mg once every 3 weeks (Q3W) for 2 years or until disease progression, intolerable toxicity, patient
withdrawal, or investigator decision

Primary endpoint: IRC-assessed ORR (RECIST v1.1)

number of viable tumor cells, multiplied by 100

Secondary endpoints: DoR, IRC-assessed PFS, OS, safety

: o ’ Antitumor Activity
*CPS( Combined Positive Score):number of PD-L1 sta
{tumor cells, lymphocytes, macrophages) divided by the ORR

ORR / DoR

PD-L1-Positive Population

Previously
Total Population Total Treated PD-L1-Negative Population
(N = 98)* (n=82) (n =70t (n=15)
12 (12.2) 12 (14.6) 11 (14.3) 0(0.0)
95% ClI 6.5 to 20.4 7.8t024.2 7410 24.1 0.0t021.8
DCR 30 (30.6) 27 (32.9) 24 (31.2) 3(20.0)
95% ClI 21.7 to 40.7 2291t044.2 21.2t042.7 4.3 t048.1
Best overall response
CR 3@3.1) 3@.7) 2(2.6) 0(0.0)
PR 9(9.2) 9 (11.0) 9(11.7) 0(0.0)
SD 18 (18.4) 15 (18.3) 13 (16.9) 3(20.0)
Progressive disease 55 (56.1) 44 (53.7) 42 (54.5) 10 (66.7)
Not able to be evaluatedt 5(5.1) 4 (4.9) 4(5.2) 1(6.7)
Not able to be assessed$ 8(8.2) 7 (8.5) 7 (9.1) 1(6.7)
Time to response, months|| —
Median 2.1 2.1 2.2
Range 1.6-4.1 1.6-4.1 1.6-4.1
Duration of response, months||T =
Median NR NR NR
Range =3.71t0=18.6 =37t =186 4110 =186




100 100 -
90 - 90 -
mPFS = 2.1 mths mOS = 9.4 mths
70 - 70 -
— 60 - 60+
X X
v 50 ;; 50
0 o
40 40 -
30 - 30 -
20 - 20 -
10 10
0 4 8 12 16 20 24 0 4 8 12 16 20 24
Time (months) Time (months)
No. at risk: 98 28 19 15 9 2 0 No. at risk: 98 79 b4 37 25 4 0

For patients with recurrent or metastatic CC with
disease progression on or after chemotherapy
whose tumors express PD-L1 (CPS >=1)




Randomized Phase Ill Trial of Cemiplimab
Choice of Chemothera@y In Cervical Cancer:
O$ ¢ = &=y

-~

il FATI@

choice

Options:

Antifolate:

Pemetrexed

Nucleoside analogue:
Gemcitabine
Topisomerase 1 inhibitor:
Topotecan or Irinotecan
Vinca Alkaloid:
Vinorelbine

[=

[=]

[=]

o

Metastatic cervical cancer resistant to
platinum-based chemotherapy,
0 eMm2Line (N = 436)
ECOGPSOor1l

Primary Endpoint is OS

Statistical Considerations for Study Design

Power 90%
Median Survival 7 months
Hazard Ratio 0.7
Timing of Final Analysis (Ha) 30.5 months

All treatment regimens are for up to 96 weeks,
with option for retreatment

National Institutes of Health. https://clinicaltrials.gov/ct2/show/NCT03257267. Accessed 16 January 2018.
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cm FOUNDATION, INC.

Cemiplimab

!

Cemiplimab 350 mg IV
every 3 weeks

Pl Tewari KS
Dec 11, 2018:

KEYNOTE-826

194 screened, 146 enrolled

® Untreated persistent, recurrent,

or metastatic cervical Every 3 week pembrolizumab 200 mg PLUS
©® Measurable disease per investigator choice of chemotherapy*
RECIST 1.1

® Available archival tumor tissue
® Performance status of 0 tol
® Adequate organ function

Every 3 week placebo PLUS
11 investigator choice of chemotherapy*

N = 600 All treatments are administered until disease progression or toxicity, for up to 35 cycles (up to approximately 2 years)

57 Sites as of Jan 12, 2018

*paclitaxel 175 mg/m2 PLUS cisplatin 50 mg/m2
WITH or WITHOUT bevacizumab 15 mg/kg OR

Stratification:

OO THES EMITHIETNCS X B <o 1D paclitaxel 175 mg/m2 PLUS carboplatin AUC 5,
el e D) WITH or WITHOUT bevacizumab 15 mg/kg

Primary endpoints: 1) Progression-free Survival (PFS) per Response Evaluation Criteria in Solid Tumors (RECIST 1.1) as
assessed by blinded independent central review (BICR), or, 2) overall survival (OS)
Secondary endpoints: ORR, DOR, PFS, AEs, PROs

National Institutes of Health. https://clinicaltrials.gov/ct2/show/NCT03635567. Accessed 24 January 2018.
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EMPOWER-Cervical 1/GOG-3016/ENGOT-cx9:
Results of Phase 3 trial of cemiplimab vs =5
investigator’s choice (IC) chemotherapy (chemo)
in recurrent/metastatic (R/M) cervical carcinoma

g

Krishnansu S Tewari,*" Bradley J Monk,* Ignace Vergote, Austin Miller, Andreia Cristina de Melo,
Hee Seung Kim, Yong Man Kim, Alla Lisyanskaya, Vanessa Samouélian, Domenica Lorusso,
Fernanda Damian, Chih-Long Chang, Evgeniy A Gotovkin, Shunji Takahashi, Daniella Ramone,
Joanna Pikiel, Beata Mackowiak-Matejczyk, Eva Maria Guerra, Nicoletta Colombo,

Yulia Makarova, Jingjin Li, Shaheda Jamil, Vladimir Jankovic, Chieh-I Chen, Frank Seebach,
David M Weinreich, George D Yancopoulos, Israel Lowy, Melissa Mathias, Matthew G Fury,
and Ana Oaknin

*Contributed equally to this presentation.

tDepartment of Obstetrics & Gynecology, University of Califomnia, Irvine.

Portions of the following were previously presented at the May 2021 ESMO Virtual Plenary.

This study (NCT03257267) was sponsored by Regeneron Pharmaceuticals, Inc. and Sanofi.




DESIGN

Recurrent and metastatic cervical
cancer resistant to platinum-based
chemotherapy 22" line

ECOG PS =1

N=608: 477 SCC, 131 AC

Randomised 1:1
Stratified by:

* Histology (SCC/AC)

* Geographic region

* Prior bevacizumab (Y/N)
* ECOGPS (Ovs 1)

Patients were enrolled regardless of
PD-L1 expression

Cemiplimab 350 mg
Q3W IV

— IC chemotherapy

Options:
* Pemetrexed 500 mg/m? Q3W IV

« Gemcitabine 1,000 mg/m? IV on Days 1 and 8 and every
21 days

« Topotecan 1 mg/m2 daily IV for 5 days, every 21 days

* Irinotecan 100 mg/m? |V weekly x 4, followed by
10-14 days rest

« Vinorelbine 30 mg/m? IV on Days 1 and 8 and every 21 days

Treat up to 96 weeks with option for re-treatment

Tumour imaging conducted on Day 42 (7 days) of
cyclest1-4, 6, 8, 10, 12, 14, and 16

Primary endpoint: 0OS

Secondary endpoints:

PFS, ORR, DOR, safety, QoL

7

» Two interim analyses were prespecified per

protocol

* Atfirst interim analysis, IDMC
recommended trial to continue

At second interim analysis
(85% of total OS events), IDMC

recommended trial be stopped early for

efficacy; presented here

\

STATISTICAL
ANALYSES

_— '

OS in SCC patients
OS in overall population

Hierarchical testing?

Primary endpoint

3.
4.

~

Secondary endpoints

PFS in SCC patients

Overall mean change from baseline in GHS/QoL scale in
SCC patients

Overall mean change from baseline in physical functioning scale in

SCC patients

ORRin SCC patients
PFS in overall population
ORR in overall population




BASELINE CHARACTERISTICS

_—) <

Cemiplimab Chemotherapy Total
(n=304) (n=304) (N=608)
Age (years)
n 304 304 608
Mean (SD) 51.1 (11.6) 51.2 (11.8) 51.1 (11.7)
Median 51.0 50.0 51.0
Q1:Q3 42.0:60.0 43.0:59.0 43.0:59.0
Min : Max 22: 81 24 : 87 22 : 87
Age groups (years), n (%)
269 (88.5) 264 (86.8) 533 (87.7)
265 and <75 30 (9.9) 29 (9.5) 59 (9.7)
275 5(1.6) 11 (3.6) 16 (2.6)
Geographic region, n (%)
North America 32 (10.5) 34 (11.2) 66 (10.9)
Asia 83 (27.3) 83 (27.3) 166 (27.3)
Rest of World 189 (62.2) 187 (61.5) 376 (61.8)
ECOG performance status, n (%)
0 142 (46.7) 141 (46.4) 283 (46.5)
1 162 (53.3) 163 (53.6) 325 (53.5)

Cemiplimab

(n=304)

Histology/cytology, n (%)

Chemotherapy
(n=304)

Total
(N=608)

SCC 240 (78.9) 233 (76.6) 473 (77.8)

Adenocarcinoma 54 (17.8) 62 (20.4) 116 (19.1)

Adenosquamous carcinoma 10 (3.3) 9(3.0) 19 (3.1)
Extent of disease, n (%)

Metastatic 284 (93.4) 290 (95.4) 574 (94.4)

Recurrent/persistent 20 (6.6) 14 (4.6) 34 (5.6)
Prior lines of therapy for R/M disease

1 177 (58.2) 169 (55.6) 346 (56.9)

>1 124 (40.8) 135 (44.4) 259 (42.6)
Prior bevacizumab use, n (%)*

Yes 149 (49.0) 147 (48.4) 296 (48.7)

No 155 (51.0) 157 (51.8) 312 (51.3)

608 patients were randomised
— 477 with SCC*
— 131 with AC*

Rate of prior chemoradiation not reportéd




SURVIVAL FOR SCC POPULATION

lisk:

» At second interim analysis (85% of total OS events), IDMC recommended trial be stopped early for efficacy
1.0 5
No. of patients Median OS (95% Cl), mo
= 08+ Cemiplimab 239 11.1(95% Cl,9.2-134)
E Chemotherapy 238 8.8 (95% Cl, 7.6-9.8)
2 06 HR (95% Cl) = 0.73 (0.58-0.91)*
2 one-sided P=0.00306
S 04
2
9 1Ll T -
o | e T . g
02 Median duration of follow-up™: Chemoth Cemiplimab
16.8 months (range: 6.0-38.2) emotherapy
0 T I I T T | | T T | | T | | T T | 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
No. at risk: Month
1.0
No. of patients Median 0S (95% Cl), mo
= 0.8 Cemiplimab 304 12.0 (95% ClI, 10.3-13.5)
=
; Chemotherapy 304 8.5 (95% Cl, 7.5-9.6)
- 0.6 - HR (95% CI) = 0.69 (0.56-0.84)*
> one-sided P=0.00011
S 044
3
e [ LL_1l L1
o | T LI LB I 1 | .
02 Median duration of follow-up': ‘ ‘ o Chemotr;leracemlp"mab
18.2 months (range: 6.0-38.2) | | o Py
0 T T T | T | | | T T | T T T T | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Month




SURVIVAL FOR ADC POPULATION

1.0
E] 0.8 \L"‘H Cemiplimab 65 13.3 (95% CI, 9.6-17.6)
= 1 Chemotherapy 66 7.0 (95% Cl, 5.1-9.7)
=2
2 06 HR (95% C) = 0.56 (0.36-0.85)"
> one-sided P<0.005!
S 044
S
e
o . t . H —— ipli
02 Median duration of follow-up?: ‘—|— . ‘Cemlp\hmaf}
21.9 months (range: 6.9-36.6) Chemotherapy
0 T T T T T T T T T T T T T T T T T | Cemiplimab Chemotherapy Hazard Ratio
Events/Total (Events/Total) 95% CI)*
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 _ EvotsTow) xentsTo ol
) Month Histology per IWRS
risk: sce 143/239 o+ 0.73 (0.58-0.91)
Non-SCC 41/65 —e—i 0.56 (0.36-0.85)
Geographic region - group 1
North America 16/32 2 —— 0.52 (0.27-1.00)
Asia 54/83 —o— 0.65 (0.44-0.96)
Rest of World 114/189 [ 0.73 (0.57-0.94)
ECOG status per IWRS
0 731146 4 @ 0.59 (0.43-0.82)
1 1111158 o 0.74 (0.57-0.96)
Prior bevacizumab use per IWRS
Yes 85/149 71147 @ 0.64 (0.48-0.86)
No 99/155 114/157 o 0.76 (0.58-1.00)
No. of prior lines of systemic therapy for R/M disease
RVIVAL BY PD_L1 A 1 line 103177 1201169 o 0.62 (0.48-0.82)
I I >1 line 80/124 o+ 0.81 (0.59-1.10)
001 01 1 10
1.0
Cemiplimab PD-L1 21% per TC
g 0.8 1 Chem y ‘2“;:-’3;':
& <1% per TC
s "] N irAEs th
5 O hew IrAts that are not
S 04+
©
Q0
: well
ol
| d ibed for the PD-1/PDL1
-
0 T T T T T | T T T | T T | | | T | | esc rl e Or e
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 < < A
Mont inhibitor class




 FDA has accepted for priority review, to
treat
U.S.FOOD & DRUG| | patients with recurrent or metastatic CC
whose disease progressed on or after CT

FIDA

« Target action date for the FDA decision =

30/01/2022

Submission planned by end of
2021

EUROPEAN MEDICINES AGENCY
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Pembrolizumab plus Chemotherapy versus
Placebo plus Chemotherapy for Persistent,
Recurrent, or Metastatic Cervical Cancer:
Randomized, Double-Blind, Phase 3
KEYNOTE-826 Study

Nicoletta Colombo,! Coraline Dubot,2 Domenica Lorusso,? Valeria Caceres,* Kosei Hasegawa,®
Ronnie Shapira-Frommer,® Krishnansu S. Tewari,” Pamela Salman,® Edwin Hoyos Usta,®

Eduardo Yariez,1© Mahmut Gimus,* Mivael Olivera Hurtado de Mendoza,!? Vanessa Samouélian,3
Vincent Castonguay,* Alexander Arkhipov,15> Sarper Toker,1® Kan Li,16 Stephen M. Keefe,16

Bradley J. Monk,” on behalf of the KEYNOTE-826 Investigators
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DESIGN

Key Eligibilit
@Persistent, recurrent, or metastatic

cervical cancer not amenable to
curative treatment

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
+
Paclitaxel + Cisplatin or Carboplatin IV Q3W
for up to 6 cycles?
+

Criteria

Bevacizumab 15 mg/kg IV Q3W

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

CECOG PSOQor1

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
Stratification Factors

OMetastatic disease at diagnosis (yes vs no)
CPD-G = R4 B (CMGI7 e 02D
@Planned bevacizumab use (yes vs no)

End Points
®@ual primary: OS and PFS per RECIST v1.1 by investigator
@econdary: ORR, DOR, 12-mo PFS, and safety

TExploratory: PROs assessed per EuroQol EQ-5D-5L VAS

apaclitaxel: 175 mg/m2. Cisplatin: cisplatin 50 mg/m2. Carboplatin: AUC 5 mg/mL/min. The 6-cycle limit was introduced with protocol amendment 2, although participants with ongoing clinical

benefit who were tolerating chemotherapy could continue beyond 6 cycles after sponsor consultation.
CPS, combined positive score (number of PD-L1cstaining cells [tumor cells, lymphocytes, macrophages] divided by the total number of viable tumor cells, multiplied by 100);
PROs, patient-reported outcomes; VAS, visual analog scale. KEYNOTE-826 ClinicalTrials.gov identifier, NCT03635567.

mFU = 22
mths

(umm

STATISTICAL
ANALYSES

Hypothesis 4

OS, CPS 21 Population
a=0.016

Hypothesis 1

PFS, CPS 21 Population
o =0.004

-——————

Hypothesis 2

—

Hypothesis 5

PFS, All-Comer Population
a=0

OS, All-Comer Population
a=0

A ————————————————————————————————

Hypothesis 3

PFS, CPS 210 Population
a=0.001

O ————

Hypothesis 6

OS, CPS 210 Population
a = 0.004

Prespecified analysis plan allows alpha from successful
hypotheses to be passed to other hypotheses




BASELINE CHARACTERISTICS / ALL-COMER

Pembro Arma

(N = 308)

Placebo Arma

(N = 309)

Age, median (range)
ECOG PS 1
‘ Squamous cell carcinoma
PD-L1 CPS

<1

1to <10
-_—
Prior therapy

Chemoradiation or
radiation with surgery

Chemoradiation or
radiation only

Surgery only

None

51y (25-82)
128 (41.6%)

235 (76.3%)

35 (11.4%)
115 (37.3%)
158 (51.3%)

71 (23.1%)

156 (50.6%)

23 (7.5%)
58 (18.8%)

50 y (22-79)
139 (45.0%)
211 (68.3%)

34 (11.0%)
116 (37.5%)
159 (51.5%)

79 (25.6%)

142 (46.0%)

24 (7.8%)
64 (20.7%)

Pembro Arma

(N = 308)

Placebo Arma
(N =309)

Stage at initial diagnosis (FIGO 2009/NCCN 2017 criteria)

I
Il
11l
A
B
IVA
VB
Disease status at study entry
Metastatic®

Persistent or recurrent with
distant metastases

Persistent or recurrent without
distant metastases

‘ Bevacizumab use during the study

67 (21.8%)
85 (27.6%)
5 (1.6%)
4 (1.3%)
46 (14.9%)
7 (2.3%)
94 (30.5%)

58 (18.8%)
199 (64.6%)

51 (16.6%)

196 (63.6%)

58 (18.8%)
93 (30.1%)
8 (2.6%)
8 (2.6%)
42 (13.6%)
4 (1.3%)
96 (31.1%)

64 (20.7%)
179 (57.9%)

66 (21.4%)

193 (62.5%)




OS : PD-L1 CPS 21

OS : ALL-COMER

100+ i 12-mo rate (95% CI) i 24-mo rate (95% CI) 1004 ! 12-mo rate (95% Cl) i 24-mo rate (95% Cl)
90+ 1 75.3% (69.7-80.0) 1 53.0% (46.0-59.4) 90- | 74.8% (69.5-79.3) 1 50.4% (43.8-56.6)
80 i 63.1% (57.0-68.5) 1 41.7% (34.9-48.2) ! 63.6% (57.9-68.7) ! 40.4% (34.0-46.6)
. - ; 804 : :
70- : i | HR0.64 (95% CI, 0.50-0.81) 704 : i | HR 0.67 (95% Cl, 0.54-0.84)
60+ Z i (P<0.001 ; i | P<0.001
53 E : s 607 :
@ 501 | E & 50
404 ! T © 404 5 :
Pts w/ Median, mo | ) ; i
30- Foent "G | | 304 2o Melanpe | |
Pembro + 43.2% NR i i 1 |
20 Chemo 4Bev ’ (19.8NR) | | 20+ Pembrox - 448% (192_§;ﬁR) | |
104 Placebo + 56.0% 16.3 ! ! - | :
Chemo #Bev (145-19.4) . E 10 B ser % abios | |
0 — ——T]—————"7———"1 17T 0 — —————r—f—————r———— — — ;
0 3 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
ho_at risk Months No. at risk Months
([ ) > No. of Events/ HR (95% CI)
° - = No. of Participants
Overall 312/617 —— 0.67 (0.54-0.84)
100+ . . . . Age
90- | 7o (GB2BLT) | Ea4%% (45 063.d) <65 years 265/517 —— 0,64 (0.50-0.82)
' 61.5% (53.4-68.6) ' 44.6% (36.3-52.5) >65 years 47/100 — 0.88 (0.47-1.64)
804 : ; Race
70- ' ' HR 0.61 (95% ClI, 0.44-0.84) White 189/360 —— 0.68 (0.50-0.91)
E E P =0.001 All others 107/221 —— 0.70 (0.47-1.04)
< 60 : ' ECOG performance-status score
e 50 ! X 0 141/348 — 0.68 (0.49-0.96)
8 | : 1 169/267 —— 0.68 (0.50-0.94)
40- ! ! PD-L1 combined positive score |
Pts w/ Medi;o\n, mo | E <1 40/69 - 1.00 (0.53-1.89)
30+ Event  (95%Cl) : 110 <10 118/231 = =N 0.67 (0.46-0.97)
 Pembro + 41.8% NR | | —a— . 44-0,
20 Chemo $Bev (19.1NR) | | >10 : : 154/317 0.61 (0.44-0.84)
104 Placebo + 55 30 164 ' ' Concomitant bevacizumab
Chemo $Bev (14.0-25.0) ! | Yes 166/389 —a— 0.63 (0.47-0.87)
04— ———r—r—— ——r————r——r—r— No _146/228 — - 0.74 (0.53-1.04)
0 3 6 9 12 15 18 21 24 27 30 Metastatic disease at diagnosis
Yes 104/190 — 0.84 (0.56-1.26)
No. at risk Months No 208/427 —— 0.61 (0.46-0.80)
I L] | 1
L]
0.25 0.5 1.0 2.0 4.0
No new irAEs that are not well
Favors Favors

described for the PD-1/PDL1 inhibitor

PY S

Pembro + Chemo Placebo + Chemo

+ Bev

+ Bev




PFS : PD-L1 CPS 21

1004
904 .
| 12-mo rate (95% CI)
804 | 45.5% (39.2-51.5)
PFS : ALL-COMER
704 ; HR 0.62 (95% ClI, 0.50-0.77) -
o 60+ i P < 0.001 °
CL,E 50+ E 100-
% 40- : 904 .
Pts w/ Median, mo . i 12-mo rate (95% CI)
30+ Event  (95%Cl) : 804 ! 44.7% (38.8-50.4)
20 Chemo smey 0 @7423 | 70+ | 93.5%(28.0-991) HR 0.65 (95% CI, 0.53-0.79)
10+ Placebo + 72.0% 8.2 ! ! ' T '
Chemo $Bev (6.3-8.5) ! o 604 ' P <0.001
I+ —r—r——r—r— X |
0 3 6 9 12 15 18 21 24 27 4 50- |
No. at risk Months o 4104 !
Pts w/  Median, mo
30 Event (95% ClI) |
204 Pembro + 58.4% 10.4 i
Chemo * Bev (9.1-12.1) i
10- Placebo + 73.1% 8.2 '
Chemo % Bev (6.4-8.4) '
0 +——r—T——-r——T—T—T—T—T— T
PFS . PD_L1 CPS >10 0 3 6 9 12 15 18 21 24 27
( ] —
100+ Months
90+ .
i 12-mo rate (95% ClI)
80+ 1 44.6% (36.3-52.5)
| 33.5% (25.9-41.2)
70+ : HR 0.58 (95% ClI, 0.44-0.77)
¥ 60+ ! P <0.001
E 504 : g
40~ : '." .I_u'u'll.l.l_l_lh_‘_w
Pts w/ Median, mo .
304 Event (95% ClI) |
20- Pembro + 55.1% 10.4 i
Chemo 4Bev (8.9-15.1) i
10+ Placebo + 73.0% 8.1 |
Chemo 4Bev (6.2-8.8) |
o+ rr-——rr—Tr—r—rr—
0 3 6 9 12 15 18 21 24 27
No at risk Months




The author Nicoletta Colombo: « Pembrolizumab
plus chemotherapy with or without bevacizumab may
be a new standard of care for women with

persistent, recurrent, or metastatic cervical cancer »

Pembrolizumab in combination with
chemotherapy, with or without bevacizumab,
for patients with persistent, recurrent or
metastatic CC whose tumors express PD-L1
(CPS 21), as determined by an FDA-approved

test...






Protease-cleavable
linker

Anti-Tissue Factor
monoclonal antibody

|
Directed to TISSUE FACTOR (TF)

CC = 94-100%

@ — Monomethyl
auristatin E
(MMAE)

Aberrantly expressed in a
broad range of solid
tumors

Associated with poor
prognosis

Role in tumor
angiogenesis,

proliferation, metastases,
thrombotic events

Anti-Tissue Factor
monoclonal antibody

//7 Protease-cleavable
@ linker

@ — Monomethyl

auristatin E
~ Tissue
\ % Factor (TF)
. . ‘
©

(MMAE)

Activated T-cell

Immunogenic cell
death (ICD)*

Tumor
) il Direct cytotoxicity Endoplasmic antigens
n Antigen binding - , reticulum stress TER= g
L Tumor
. antigen
i
\ \ MHC —
b = B ce cyce gassl
B3 complex Lysosome [} Microtubule _gr — arrest e
internalization = , disruption .
and trafficking . ¢ ¢
E M||VIAE . -
r release 2 I .
) TF s ¥
‘W Fecy
i \ Direct tumor cell receptor
Feyllla Lytic Tumor cell apoptosis .
NK cell receptor synapse Antlbody-dependeqt
cellular phagocytosis
(ADCP)*
. v —MMAE
Antibody-dependent g
cellular cytotoxicity (ADCC)* . *< "Adjacent *° £
. * tumor cell

Bystander killing*

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




CLINICAL CANCER RESEARCH | CLINICAL TRIALS: TARGETED THERAPY

Tisotumab Vedotin in Previously Treated Recurrent or

Metastatic Cervical Cancer ma

David S. Hong1, Nicole Concinz, Ignace Vergotez, Johann S. de Bono3, Brian M. Slomovitz4, Yvette Drews,
Hendrik-Tobias Arkenau®, Jean-Pascal Machiels’, James F. Spicer®, Robert Jones®, Martin D. Forster'™®,

Nathalie Cornez", Christine Gennigens'?, Melissa L. Johnson', Fiona C. Thistlethwaite'®,

Reshma A. Rangwala'®, Srinivas Ghatta'®, Kristian Windfeld”, Jeffrey R. Harris™, Ulrik Niels Lassen'®, and

Robert L. Coleman?®®

CLIN CANCER RES. March 2020

DESIGN

Dose-Escalation Phase’ Dose-Expansion Phase' Cervical Cohort (n=55)

TV 0.3-2.2 mg/kg IV Q3W Primary Endpoint:

N=27 « Safety and tolerability
« Cervical + Cervical (n=55)

Selected Additional
Endpoints:
+ INV-assessed ORR,

« Bladder Bladder (n=15)
+ Endometrial Endometrial (n=14)

RESPONSE

« Esophageal Esophageal (n=15)
« NSCLC NSCLC (n=15)

*» SCCHN Ovarian (n=36)

« Ovarian Prostate (n=18)

* Prostate

DCR, DOR, and PFS by
RECIST v1.1
+ IRC-assessed efficacy
« Biomarker analyses

= TV 2.0 mg/kg every 3 weeks was the recommended phase Il dose

or unacceptable toxicity
* After 12 cycles, patients with clinical benefit could continue in an extension study (NCT03245736)

+ Confirmed responses were defined with repeat imaging 24 weeks after initial response

ORR confirmed + unconfirmed (95% Cl), % 35 (22-49) 31 (19-45)
IORR confirmed (95% Cl), % 22 (12-35) 24 (13-37)
CR, n (%) 1(2) 0
PR, n (%) 11 (20) 13 (24)
SD, n (%) 19 (35) 21 (38)
PD, n (%) 17 (31) 17 (31)
Not evaluable,® n (%) 5(9) 4(7)
DCR confirmed (95% Cl), % 56 (42-70) 62 (48-75)
Median DOR (range), months 6.0 (1.07-9.7) 4.2 (1.0*-9.7)
Median PFS (95% Cl), months 4.1 (1.7-6.7) 4.2 (2.1-5.3)
6-month PFS rate (95% Cl), % 40 (24-55) 29 (17-43)

* Overall 95% agreement on IRC- and INV-assessed confirmed objective response (Cohen’s kappa 0.84)

/Key Eligibility Criteria for\

Cervical Cancer Cohort

+ Recurrent or metastatic
cervical cancer

* Progression on or following a
platinum-based regimen

+ Received =4 prior treatment
regimens for advanced
disease

+ No past or current coagulation
defects leading to an

anreased risk of bleeding /

* Patients with clinical benefit (SD or better) at the end of 4 cycles could continue TV for an additional 8 cycles (12 cycles total) or until disease progression

“ 90
X 80 80% W All grade
AESIs in 210% g M Grade 3
of Patients, n (%) Ry Cende 2
g:) 60
Neuropathies? 30 (55) 6 (11) % 50
o
Peripheral neuropathy 20 (36) 2(4) f_; 40
Bleeding-related events® 40 (73) 3(5) g ¥ 28%
Epistaxis 28 (51) 0 g
c 10
Vaginal hemorrhage 7(13) 2(4) - 5
Ocular events® 36 (65) 1(2) Before mitigation After mitigation
(n=15) (n=40)
Conjunctivitis 23 (42) 1(2)
* Incidence of conjunctivitis was reduced with mitigation
Dry eye 13 (24) 0 measures, which included:
il grade >4 AESIs were observed ‘ . (E:ye t?rops (vasoconstricting, steroid, lubricating)
*  Cooling eye masks
* Dose modification




Efficacy and safety of tisotumab vedotin in previously treated
recurrent or metastatic cervical cancer (innovaTV 204/
GOG-3023/ENGOT-cx6): a multicentre, open-label,
single-arm, phase 2 study

Robert L Coleman, Domenica Lorusso, Christine Gennigens, Antonio Gonzdlez-Martin, Leslie Randall, David Cibula, Bente Lund, Linn Woelber,
Sandro Pignata, Frederic Forget, Andrés Redondo, Signe Diness Vindelav, Menghui Chen, Jeffrey R Harris, Margaret Smith, Leonardo Viana Nicacio,
Melinda S L Teng, Annouschka Laenen, Reshma Rangwala, Luis Manso, Mansoor Mirza, Bradley ] Monk, Ignace Vergote, on behalf of the

innovaTV 204/G0OG-3023/ENGOT-cx6 Collaborators*

LANCET ONCOLOGY. May 2021

CHARACTERISTICS

mFU = 10 mths

DESIGN

Enrolled: 102¢
/ Key Eligibility cmena\ Treated: 101°

* Recurrent or extrapelvic
metastatic cervical . Tisotumab :
cancer e vedotin — unacceptable

+  Progressed during or 2.0 mg/kg IV Q3W toxicity
after doublet
chemotherapy® with

Until PD or

bevacizumab (if eligible) Tumor responses assessed using CT or MRI at
Received <2 prior baseline, every 6 weeks for the first 30 weeks, and

systemic regimens® every 12 weeks thereafter

K ECOG PS 0-1

*Study sample size calculated assuming a confirmed
ORR of 21% to 25% with tisotumab vedotin and to
provide 280% power to exclude an ORR of €11%®

Primary Endpoint

* ORR‘ per RECIST v1.1, by
independent imaging review
committee (IRC)

Secondary Endpoints

* ORRY per RECIST v1.1, by

investigator

*+ DOR, TTR, and PFS by IRC

and investigator

Exploratory Endpoints
* Biomarkers

& HRQoL

/

Age, median (range), years 50 (31-78) Prior cisplatin plus radiation, n (%)

Race, (n %) Yes 55 (54)
White 96 (95) No 46 (46)
Asian 2(2) Prior lines of systemic regimen for
Black or African American 1(1) recurrent/metastatic disease,® n (%)

Other 2(2) 1 71 (70)

ECOG PS, n (%) 2 30 (30)
0 59 (58) Prior bevacizumab plus doublet chemotherapy

bn (9 64 (63)
1 42 (42) as 1L therapy,® n (%)

Histology, n (%) Response to last systemic regimen,? n (%)

Squamous cell carcinoma 69 (68) Yes 38 (38)
Adenocarcinoma 27 (27) No 57 (56)
Adenosquamous carcinoma 5(5) Unknown 6 (6)

Extrapelvic metastatic disease at 95 (94) Biopsy evaluable, n (%) 80 (79)

baseline, n (%) Positive membrane TF expression,cn (%) 77 (96)




ANTITUMOUR ACTIVITY by IRC

DOR

Q
%)
=
o
@
Confirmed ORR (95% Cl),2 % 24 (15.9-33.3) & 0.60-
o B Median DOR
CR, n (%) 7(7) 2 0401 (95% CI)
PR, n (%) 17 (17) =
T .20 8.3 months
SD, n (%) 49 (49) ey (4.2-NR)
PD, n (%) 24 (24) E ' . . . .
0 2 4 6 10 12
Not evaluable, n (%) 4(4) Time (months)
No. at risk 24 22 16 11 3 0
Subgroup n/N % (95% CI) ORR% (95% ClI)
Overall 24/101 24 (15.9-33.3) —_—— 1.00+
Histology ’
Nonsquamous 8/32 25(11.5-434) —_—
Squamous 16/69 23 (13.9-34.9) —_— Responses generally consistent
Prior cisplatin + radiation across subgroups regardless of: 0.80 4
Yes 14/55 26 (14.7-39.0) —_——
No 10146 22 (10.9-36.4) — * Tumor histology
Prior lines of systemic regimen . n
e 2074 28 (18.140.1) el « Lines of prior therapy 0.60 -
Al 420 18 58:50.0) ke + Responses to prior systemic (7))
Response to last systemic regimen? reg imen O =
Yes Ree ZRARY 0.404 Median OS 6-month OS Rate
b 12054 2iS) It + Doublet chemotherapy with = -
Bevacizumab in combination with chemotherapy doublet as 1L therapy® bevacizumab as 1L treatment (95 /0 Cl) (95 /0 C|)
Yes 12/64 19 (10.1-30.5) ——— 0 20
T T : 12.1 months 79%
0 18/59 31(19.243.9) —_—— (96"1 39) (693—856)
1 6/42 14 (5.4-28.5) P — O
Region L] L] L] L | ] 1
Eufopean Union 1?/86 22(13.9-32.3) —_— O 3 6 9 1 2 1 5 1 8
United States 5115 33 (11.8-61.6) ———y
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Tisotumab Vedotin + Carboplatin in Frst-Line

or + Pembrolizumab in Previously Treated
Recurrent/Metastatic Cervical Cancer: Interim Results
of ENGOT-Cx8/GOG-3024/innovaTV 205

Ignace Vergote, Bradley J. Monk,2Roisin E. O'Cearbhaill,* Anneke Westermann,* Susana Banerjee, Dearbhaile

DESIGN

Catherine Collins,® Mansoor Raza Mirza,” David O’'Malley,® Christine Gennigens,? Sandro Pignata, " Bohuslav Melichar, !
Azmat Sadozye, 2 Frederic Forget,® Krishnansu S. Tewari," Eelke Gort,'® Ibrahima Soumaoro,® Camilla Mondrup
Andreassen, " Leonardo Viana Nicacio, '8 Els Van Nieuwenhuysen,' Domenica Lorusso'®

Primary endpoint:
* ORR per RECIST vi1.1
TV 2.0 mglkg IV (Q3W) Secondary endpoints:

1L TV + carbo therapy for /mCC ['N=33 * Adverse events and laboratory
‘ Carbo AUC 5 IV (Q3W) parameters

Belgium and Luxembourg Gynaecalogical Oncology Group, Universily of Leuven, Leuven Cancer Institute, Leuven, Belgium; 2Arizona Oncology (US Oncology Network),
University of Arizona College of Medicine, Creighton University School of Medicine, Phoenix, AZ, USA; *Memorial Sloan Kettering Cancer Center and Weill Comell Medical
College, New York, NY, USA; “Amsterdam University Medical Centers, Amsterdam, Netherlands; “The Royal Marsden NHS Foundation Trust, London, UK; “Cork University
Hospital/Oncology Trials Unit, Cork, reland; "Rigshospitalet Copenhagen University Hospital, Copenhagen, Denmark; €Division of Gynecology Oncology, Department of
Gynecology and Obstetics, The Ohio State University College of Medicine, Columbus, Ohio, USA; *Department of Medical Oncology, Liége University Hospital, Liége,
Belgium; "isttuto Nazionale Tumori IRCCS Fondazione G. Pascale, Naples, ltaly; '"Palacky University Medical School and Teaching Hospital, Olomouc, Czech Republic
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Patients with no prior systemic

Duration of Response
Time to Response
Patients with /mCC, with disease TV 2.0 mg/kg IV (Q3W) Progression free survival

12N 1

N=35 + Overall survival

PK-concentrations and anti-drug
Pembro 200 mg IV (Q3W) antibodies associated with TV

2L/3L TV + pembro i ICNILEICREA )
systemic therapies

BASELINE CHARACTERISTICS

V- Catogai (3 |1+ Perbaianes 139

Age, median (range), years 51.0(25-78) 47.0(31-73)
ECOG performance status, n (%9

0 21(63.6) 22 (62.9%)

1 12 (36.4) 13(37.1%)
Histology, n (%)

Squamous 24(72.7) 19(54.3)

Adenocarcinoma 8(24.2) 15(42.9)

Other 1330 129
PD-L1 positive,2 n (%) NA 22 (8L5P
Prior chemoradiation, n (%) 21(63.6) 18(51.4)
Prior lines of systemic regimen,® n (%9

0 33(100) 0

1 0 26 (74.3)¢

2 0 9(25.7¢

Prior bevacizumab,’ n (%) NA 18(51.4)




EFFICACY/ SAFETY 1L TV + CARBO

e vecann- I T ociorea
Median FU: 7.9 months Patients with 21 TEAE, n (%) 33(100.0)
AE related to TV 32(97.0)
Il ot | e [ a2 Limited sample si
@ o =S n reeed ' * imited sampile size
Median number of cycles initiated (range) Cl:got';.g (()1(1_ 121)2) SAE’SRI(E%)I o1y 1;((1452-24)) p .
e —— related to b Q Q .
[ J

e ———— DI ... : Encouraging and durable antitumor activit)

Complete response, n (%) 4(12) Fatal AE related to TV 0

Partial response, n (%) 14(42) ° Acceptable Safety

Stable disease, n (%9 12 (36) o 80 - Grade 1/2 AES|  ® Grade 3 AESI

Progressive disease, n (%) 2 (6) %

Not evaluable, n (%) 1(3) S 60 [ |

: : | — [
Median duration of response, months (95% Cl) 8.3(4.2-NR) *E—,L

40 -
Median time to response, months (range) 14(1.1-44) é
Median PFS, months (95%Cl) 9.5 (4.0-NR) 2 20 -
x

Median OS, months (range) NR (0.8+ - 14.1+) 0
Treatment ongoing in 9 patients. +, censored. QOcular Bleeding PN

| TV:iPerbo(N=35

21/3L TV + Pembro (N = 34)2

Parameters Median FU: 13.0 months Patients with 21 TEAE, n (%) 35(100.0)
AE related to TV 34 (97.1)
Median duration of exposure, months (range) Uk 4:1 (=16} Grade 23 AE, n (%) 26 (74.3)
Pembro: 4.3 (1 17 Grade 23 AE related to TV 16 (45.7)
: _ TV:6.0(1-21) SAE, n (%) 18 (51.4)
E F F I CACY/ SAF ETY Median number of cycles initiated (range) Pembro: 6.0 (1 — 25) SAE related fo TV 5(14.3)
0,
Confirmed response rate, n (%) [95%C] 13 (38) [22 - 56] Fata'FAE’ 025 129)
atal AE related to TV 0
2 - 3 L TV -+ P E M Complete response, n (%) 2(6)
Partial response, n (%) 11032} m Grade 1/2 AESI m Grade 3 AES|
Stable Disease, n (%) 12 (35) o 807 rade rade
Progressive disease, n (%) 7(21) P
Not evaluable, n (%) 2(6) g o0 B
Median DOR, months (95%Cl) 138 (2.8-NR) 5 40 —
Median time to response, months (range) 14(1.3-5.8) 2
Q
Median PFS, months (95%Cl) 56(2.7-13.7) § 20 1
Median OS, months (range) NR (1.3-17.5+) 0
21 pt was excluded from the full analysis set as they didn’t have any target or non-target lesions at baseline. Ocular Bleeding PN

Treatment ongoing in 4 patients. N ) )
CONOTeSS One patient had a grade 4 bleeding event.
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Tisotumab vedotin (brand name Tivdak®),
for adult patients with recurrent or
metastatic cervical cancer with disease
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progression on or after chemotherapy...

Submission planned very

soon...






Integrated genomic and molecular
characterization of cervical cancer

The Cancer Genome Atlas Research Network*

|\ NATURE | VOL 543 | 16 MARCH 2017 |
]

* report the extensive molecular characterization of primary CCs
« one of the largest comprehensive genomic studies of CC to date
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DISTINGUISHING FEATURES OF CC INTEGRATED MOLECULAR

SUBTYPES

Percentage Present

Percentage Present Percentage Present
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CONCLUSION




CURRENTLY

Cisplatin-based chemoradiation followecT

by brachytherapy




FUTURE ?

STUDY STUDY TITLE Phase | Treatment Target | Radiation Primary
arms accrual | therapy endpoints
goal
NCT02635360 Pembrolizumab II Arm 1: CCRT 88 EBRT with Change in
and CCR’ then weekly cisplatin | immunologic
treatment for pembrolizumab and BT markers,
advanced CC Arm 2: CCRT toxicity
with
pembrolizamab
NCT03298893 Nivolumab in I CCRT with 21 IMRT with Toxicity
(NIiCOL) association with nivolumab, then SIB to bulky
radiation therapy nivolumab nodes,
and cisplatin in weekly
LACC followed by
adjuvant
nivolumab for up
to 6 months
NCT03527264 slumab to It Cohort 1A: 24 Toxicity, PFS§
(BrUOG 355) tailored Radiation CCRT with
therapy with concurrent
nivolumab
cisplatin in the Cohort 1B: weekly cisplatin
treatment of extended-field and BT
patients with CC CCRT with
concurrent
nivolumab
Cohort 2:
CCRT then
nivolumab
Cohort 3:
CCRT with
nivolumab, then
nivolumab
NCT03612791 Trial assessing IT Arm 1: CCRT | 190 Whole pelvis or | PFS
(ATEZOLACC) | atezolizumab Arm 2: CCRT extended-field
(with CCRT vs with RT using
CCRT alone) atezolizumab, IMRT 45 Gy i
then 25 fractions
atezolizumab (SIB to bulky
nodes) with
weekly cisplatin
and F
NCT03738228 Atezolizumab Arm 1: 40 TCRB clonal
(NRG-GYO017) before and/or with | 1 atezolizumab expansion
CCRTin day - 21 then IMRT 45 Gy in | in peripheral
E CCRT with 25 fractions blood
patients with atezolizumab (SIB to gross
node positive stage Arm 2: CCRT nodes) with
B2, 11, 1B, or with splatin
IVA CC atezolizumab
NCT03830866 Study of 1 Arm 1: CCRT 714 EBRT 45 Gy in | PFS
(CALLA) durvalumab with with 25 fractions
CCRT for women durvalumab, PFS (boost to
with LACC then bulky nodes)
durvalumab with weekly
Arm 2: slatin or
CCRTwith carboplatin
placebo, then and BT
placebo
NCT03833479 TSR-042 (anti- IT Arm 1: no 132 Curative-intent | PFS
(ATOMICC) PD-1) as further chemoRT with
maintenance treatment >=4 doses
for patients with Arm 2: TSR- weekly cisplatin
high-risk LACC 042 qw For up before
after CCRT to 24 months enrollment
NCT04221945 Study of CCRT 11 Arm 1: CCRT 980 RT 45-50 PFS, O8
(MK-3475-A with or without with then 25-30

I8/KEYNOTE-
AIS/ENGOT-
exll)

pembrol
for the treatment

of LACC

pembrolizuma,
then
pembrolizumab
Arm 2: CCRT
with placebo,
then placebo

Gy BT;

total radiation
treatment

< b6 days

ADJUVANT ?

CONCO and ADJUVANT ?

NEO-ADJUVANT ?




CURRENTLY

CISPLATIN or TOPOTECAN + PACLITAXEL +
BEVACIZUMAB (if no Cl)

CLINICAL TRIALS VINORELBINE

GEMCITABINE PEMETREXED




« NEAR » FUTURE

CARBOPLATIN + PACLITAXEL +
PEMBROLIZUMAB +/- BEVACIZUMAB

CEMIPLIMAB (if no
previous ICl)

TISOTUMAB




© UNRESOLVED QUESTIONS -

~
When may the patient most benefit from anti-PD1 therapy: LACC or (\V/\ ‘
second or first-line in recurrent setting

ARGUMENTS FOR « EARLY » USE

Healthy immune system : diverse T cell repertoire, competent bone marrow
Sensitive tumor : fewer mechanisms of immune escape earlier in the disease course
Healthy host : better tolerance of irAEs

ARGUMENTS FOR « LATE » USE

The majority of patients with LACC disease are cured with CTRT alone; addition of
ICI may increase toxicities without overall increase in benefit, though data are still
pending

ICI in the upfront setting will require 1-2 years of maintenance

Expensive




- UNRESOLVED QUESTIONS 2
Y
Is there any rationale to use anti-PD1 agents after anti-PD1? —
Could anti-PD1 agents replace by themselves platinum-based

therapy?

If use of anti-PD1 in first-line of recurrent setting, what is the

best next agent?

Probability of PFS

PFS in the Overall Population

No. of Median PFS (95% Cl)

patients mo
Cemiplimab 304 2.8 (95% Cl, 2.6 -3.9)

AR (95% Cl) = 0.75 (0.63-0.89
one-sided P=0.00048

J

, 7 , ) ) e — Chemotherapy

0 2 4 6 8 10 12 14 16 18 20 22 24 26
Month

50% of patients progressed before 3
months-regardless of treatment
What was the outcome of these
patients?

How can we identify those with rapid
progression?
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