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Recidivujici a metastaticky karcinom délozniho hrdla
Zavazny problem verejného zdravi v Evrope
>58,000 novych pfipadu/rok >24,000 Umrti/rok

Neakceptovatelné: profylakticka vakcina proti HPV a efektivni skrining prekancer6z

Casna st. - vynikajici prognéza po primarni operaci + CHRT
Lokalne pokrocilé on. - kurabilni CHRT plus HDR BRT
|zolovana recidiva po primarni RT — panevni exenterace
X
Absence ucinné terapie pro recidivujici a metastatické on.
(FIGO IVB)
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Cilena terapie proti nadorové angiogenezi:
VEGF

HPVE6 gmg p53 degradation TSP-1 A VEGF A angiogenesis

-
&

= =_ Displacement of
HDAC1, HDAC4,
_) p21-RB pathway dysregulation

Tewari KS, et al. Gynecol Oncol 2000;77:137-48; Monk BJ, et al. J Clin Oncol. 2009;27(7):1069-74; Yang et al. Frontiers in Immunology 2018
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Cilena terapie proti nadorové angiogenezi:

Effects of VEGF:
Differentiation {

Proliferation .
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Tewari KS, et al. Gynecol Oncol 2000;77:137-48; Monk BJ, et al. J Clin Oncol. 2009;27(7):1069-74; Yang et al. Frontiers in Immunology 2018
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GOG #240:

[ |

Cisplatina 50 mg/m?2 IV

Oteviena: 4/6/09 I
Nabér ukonéen: 1/3/12

jen chemoterapie

Karcinom délozniho hrdla
eprimarné stadium IVB
recidivujici/perzistujici on.
*méritelna léze

Cisplatina 50 mg/m? IV

Q21d do

PD,

*EGOG PS 0-1 toxicity, CR

*bez predchozi CHT pro
recidivujici on.
(N=452)

Topotekan 0,75 mg/m2d1-3 Chemo + Bev

| |

Stratifikace podle:
e stadium IVB vs recidivujici/perzistujici on.
e performance status

—
—

12 End-Points:

5 <& Prodlouzi-li pridani BEV k CHT OS
» pfedchozi cisplatina (konkomitance s RT) 1V Topotekan 0,75 mg/m=d1-3 o -
22 End-Points:
* PFS
Tewari KS, et al. N Engl J Med 2014;370:734-43 *  ORR




GOG #240:

Bez predchozi RT
Intent-to-treat
A 104 Events Total Median(mos)
100 4 — Chemotherapy plus 1. Bevacizumab 24 46 245
\ bevacizumab ~——— 2 No Bevacizumab U &S 168
“ \ — Chemotherapy alone 08 HF HRO.84; 95% C10.37-1.10; P= 11
: \ .
£ ' o HR: hazard ratio
T . . v s o ¥ s o > Cl: confidence interval
% ol \ mOS: 16,8 mésicu vs 13,3 mésicu JLE
3 @
?g é + 4
O> 40 | 8 O ad e - - - -
4
a
20 02 s+ +
HR 077 (95% Cl 0-62-0-95); p=0-007
0 T T T T T |
0 12 24 36 48 60 Wi, r ' r Y v
Number at risk 0 12 X % « %
(number censored) Months on Study
Chemotherapy plus 227 (0) 142 (9) 75(12) 30(31) 6 (51) 0(57) 1 4 W pe! 9 2 0
bevacizumab 2 & 29 13 4 1 0
Chemotherapy alone 225 (0) 114(9) 54 (18) 17 (35) 2(45) 0(47)
10S: Median Overall Survival Tewari KS, et al. Lancet. 2017;390(10103):1654-1663



GOG #240:

PFS Overall Response Rate (ORR)
No Bev Bevacizumab Cisplatin Cisplatin plus  Topotecan Topotecan plus  Total
1-0 (n=225) (n=227) plus paclitaxel paclitaxel plus plus paclitaxel paclitaxel plus  (n=452)
(n=114) bevacizumab  (n=111) bevacizumab
Events, n (%) 206 (92) 199 (88) (n=115) (n=112)

0-8 .
E;‘ Median PFS, months 6-0 8:2 Complete response 11 (10%) 18 (16%) 6 (5%) 13 (12%) 48 (11%)
5 HR=0-68 (95% ClI, 0-56—0-84) Partial response 41 (36%) 40 (35%) 22 (20%) 41 (37%) 144 (32%)
% 0-6 P=0-0002 Stable disease 45 (39%) 42 (37%) 54 (49%) 43 (38%) 184 (41%)
g 36 49 Progressive disease 12 (11%) 7 (6%) 21(19%) 6 (5%) 46 (10%)
T 04- P=0-0032 Indeterminate 5 (4%) 8 (7%) 8 (7%) 9(8%) 30 (7%)
3 PFS: progression-free survival Dataare n (%).
o RR: response rate
a 02+ HR: hazard ratio

Cl: confidence interval
. ——+- —— Bev: bevacizumab ITT ORR
0 12 24 36 48 60 49% chemoterapie + bevacizumab
MonthsBonBtudy VS
Bev 227 74 24 12 3 36% ve skupiné s chemoterapii
No@Bev 225 44 13 9
P =0,003

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

R Kocian Gynecologic Oncology Centre General University Hospital in Prague



Recidivujici a metastaticky karcinom délozniho hrdla

Bevacizumab az na nékolik vyjimek nikoho nevylécil

GOG 240 vytvorila novou populaci pacientek s PD behem prvni linie |écby



Imunoterapie

1. Checkpoint blokada

— Monoterapie anti-PD-1:

Keynote- 158: Pembrolizumab
CheckMate 209-358: Nivolumab
C-700-01: AGEN2034, ENGOT Cx9/GOG 3016: Cemiplimab
— Kombinovand blokdda: anti-PD-1/anti-CTLCA-4:
CheckMate 209-358: Nivolumab + Ipilimumab, C-550-01: AGEN2034 + AGEN1884

2. TILs
3. ADC: Tisotumab Vedotin

R Kocian Gynecologic Oncology Centre General University Hospital in Prague



Imunoterapie:

* Perzistujici infekce onkogennich HR HPV typti (16,18)

e Centralni uloha T-lymfocytl v imunitni odpovédi na virovou
infekci:

- APC prezentuiji virovy antigen T-ly: interakce TCR a tumor specifického antigenu
navazaného na MHC

- Interakce mezi ligandy na APC (B7) a receptory na T-ly (CD28) .
- zanétlivé cytokiny '\ LT
. APC K

Regulace pomoci aktivacnich (CD28) a inhibi¢nich signali (CTLA- -
-
4, PD-1) P,

* Imunosupresivnhi mechanismy (anergie) jsou pricinou rozvoje
invazivniho karcinomu délozniho hrdla

TCRs: T-cell receptors; MHC: major histocompatibility complexes; APCs: Antigen-presenting cells

Dyer et al INCCN; Volume 17 Number 1 January 2019

R Kocian



Priming phase Effector phase

Dendritic cell T8 * ’ T cell || Gneercel
/ \ V

Priming | Efektorova faze

(aktivace T-bb) | wfo] ) | (aktivované T-bb)
CTLA-4 sl k - PD1-PD-L1
=Pt -
o T |
g "’%t'""s '_.\ ); . Up-regulace PD-L1
Y s i R (biomarker HPV infekce)
\L J \ 1

Keir ME et al. Ann Rev Immunol 2008; Pardoll DM. Nat Rev Cancer 2012; Liu C, et al. Mol Med Rep 2017;15:1063—-1070; Mezache L, et al. Mod Pathol 2015;28:1594—-1602; Heeren AM et al. Mod Pathol. 2016;29:753-763.



KEYNOTE-158:
faze ll, basket, single-agent pembrolizumab, cervical cancer cohort

= Vstupni kritéria:
« ECOG:0-1
«  Pokrogily karcinom délozniho hrdla (dlazdicobunéény) s progresi 1. linie chemoterapie s platinovym derivatem

= Hlavni parametry:
*  65% =2 linie IéCby pro recidivujici/metastaticky C53
»  84% PD-L1-pozitivni; 77/98 (79%) had CPS =1*
= Terapie: pembrolizumab 200 mg Q3W 2 roky nebo do progrese Ci toxicity

Primary endpoint: IRC-assessed ORR (REC|ST v _1) *CPS( Combined Positive Score):number of PD-L1 staining cells
(tumor cells, lymphocytes, macrophages) divided by the total

number of viable tumor cells, multiplied by 100

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

Lécebna odpoved’ Cela kohorta PD-L1 pozitivni (N=82) | PD-L1-negativni (N=15)
N=98
( ) Median time to response: 2.1 months (range 1.6-4.1)
ORR (95% Cl) 12,2% 14,6% (8-24) 0% (0-22)
Median DoR: not reached
b 3% 4% 0% (range 3.7+-18.6+)
PR 9% 1% 0% _ :
Six out of 12 responses ongoing at data cut-off
SD 18% 18% 20%

IRC: Independent Review Committee
ORR: Ojective Response Rate

DoR: Duration of Response
Chung HC et al; J Clin Oncol 2019 Jun 10:37(17):1470-1478) ClinicalTrials.gov:NCT02628067 - Pr‘:)gréssion i



KEYNOTE-158: Vysledky

= At data cut-off (median follow-up 10.2 months): PFS events in 86%, OS events in 69%

100~ 1004
£ 90- 904
S go- < 80-
S 70- 3 701 Overall Survival (0S
a 0 IRC-assessed PFS 2 (08)
@ 60 e 60- mOS: 9.4 months (95% Cl 7.7-13.1)
o mPFS: 2.1 months (95% Cl 2.0-2.2) @ so-
L 50+ - 6-month OS rate: 75%
S 40- 6-month PFS rate: 25% S 40-
g 5
o 30+ S
g ,0- FDA approval (¢erven 2018): pacientky s recidivujicim nebo
% oA || metastatickym karcinomem délozniho hrdla s progresi beéhem nebo
I Bl 1o chemoterapii s platinovym derivatem a s piitomnou nadorovou | . | | |

0 a8l expresi CPS =1 8 12 16 20 24
me, Mol Time, months

n atrisk 98 28 19 15 9 2 0 natrisk 98 79 54 37 25 4 0

IRC: Independent Review Committee

mPFS: Median Progression Free Survival

CPS( Combined Positive Score):number of PD-L1 staining cells (tumor cells, lymphocytes,
Chung HC et al;J Clin Oncol 2019 Jun 10;37(17):1470-1478) macrophages) divided by the total number of viable tumor cells, multiplied by 100

R Kocian



CHECKMATE-358
Nivolumab (single-agent) u virové podminénych nadoru

« CheckMate 358 (NCT02488759) is an ongoing, open-label, phase 1/2, multicohort study

Eligibility Treatment Assessments Follow-up
\

P

Eligible tumor types
« EBV+ gastric carcinoma
+ HPV+ SCCHN

» Cervical, vaginal, and vulvar cancers

Merkel cell c?f . Nivolumab 240 mg f. Imaging Q8W for 3 (- Minimum )
. arcinoma .
. N h | 5 Q2w the first year of follow-up:

SRopIEryiges: CArmInama until progression or treatment . 12 weeks
S —— unacceptable * Imaging Q12W * Survival
Key eligibility criteria toxicity thereafter follow-up
» <2 prior treatments for R/M disease - ol - A
+ 21 target lesion? e
« ECOG PS: 0-1 * Primary endpoint§: ORR?2
« Secondary endpoints: DOR, PFS, OS

|- PD-L1 unselected | ) .

* Enroliment dates: October 2015 to February 2016
- Data cutoff: July 2016 (median follow-up: 31 weeks)

aPer investigator-assessed RECIST v1.1 criteria
DOR = duration of response; ECOG PS = Eastern Cooperative Oncology Group; EBV = Epstein-Barr virus; OS = overall survival; QXW = every X weeks; RECIST = Response Evaluation

Criteria In Solid Tumors; SCCHN = squamous cell carcinoma of the head and neck

ClinicalTrials gov: NCT02488759 Naumann RW et al J Clin Oncol. 2019 Sep 5: Hollebecque A et al.J Clin Oncol 2017 35:15_suppl, 5504-5504



CHECKMATE-358 :

Cervical Cancer Vaginal/Vulvar Cancers
Response (n=19) (n=5)
Best overall response (assessed by investigator)*
Complete response 3 (15.8) 0
Partial response 2 (10.5) 1 (20.0)
Stable disease 8 (42.1) 3 (60.0)
Progressive disease 6 (31.6) 1 (20.0)
ORR, No. (%; 95% CI)t 5(26.3; 9.1 to 51.2) 1(20.0; 0.5 to 71.6)
Disease control rate, No. (%; 95% CI)t 13 (68.4; 43.4 to 87.4) 4 (80.; 28.4 to0 99.5)
Median time to response (range), months 1.7 (1.6-1.9) 2.0 (2.0-2.0)
I Median duration of response (range), months§ NR (23.3-29.5|) I 5.0 (5.0-5.0)
ClinicalTrials.gov: NCT02488759 Naumann RW et al J Clin Oncol. 2019 Sep 5: Hollebecque A et al.J Clin Oncol 2017 35:15_suppl, 5504-5504



CHECKMATE-358:

100 4 Median PFS: 5.1 months (95% Cl, 1.9 to 9.1) 100 - Median OS: 21.9 months (95% Cl. 15.1 to NR)
— 90 4 90 - H
= 80 e 77.5
Y S 80 A
P 70- 5 70
o o
5 60 “— 60 A
~ 50 o 49.8
= 2 50 -
= 40 A = ]
T 304 263 = 40
S o 30 -
o 20 - Le—o—o—o o
- 10 DL_ 20 -
® Censored 10 -
T T T T T T T r e Censored
0 4 8 12 16 20 24 28 32 J T T T T ; T T
. 0 4 8 12 16 20 24 28 32
Time {months} Time (months)
No. at risk:
19 1 6 5 5 5 5 2 0 No. at risk:
19 15 15 12 1 8 7 7 0

Naumann RW et al J Clin Oncol. 2019 Sep 5: Hollebecque A et al.J Clin Oncol 2017 35:15_suppl, 5504-5504 ClinicalTrials.gov: NCT02488759
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Imunoterapie:

CTLA-4 Inhibition PD-1 Inhibition

CheckMate 358
nivolumab (anti-PD1) + ipilimumab (anti-CTLA-4)

Paralelni, single-arm studie
balstilimab (anti-PD-1)
balstilimab (anti-PD-1) + zalifrelimab (anti-CTLA-4)

Potential MoAs and therapeutic

interventions

@ Induction of ADCC and ADCP of Tregs

@ Suppression of IDO production %FCVR o= Resistance
@ Prevention of trans-endocytosis of CD80/86 &CTLA"‘ antibody &PEH antibody ’{'H to apoptosis
@ Restoration of CD28 signaling [] CTLA4 U PD-1 =

@ Restoration of T cells 0 CD80 U PD-L1

@ Prevention of tumor resistance to apoptosis [] CD86 ﬂ PD-L2 TU mor

@ T-cell-mediated killing of tumor cells u CcD28




Adoptivni T bunécny transfer:

Testing for E6 and E7 reactivity

T cells cultured from
tumor fragments

Tumor
excision

Zhang L. et al. N Engl J Med. 2003;348(3):203-213;Galon J. et al. Science. 2006;313(5795):1960-1964.

R Kocian

T cell rapid expansion

| T cell infusion
{

Cyclophosphamide 60 mg/Kg x 2
+ fludarabine 25 mg/m?x 5
followed by aldesleukin

el

TIL: Tumor-Infiltrating Lymphocytes




GOG 3016/ENGOT-cx9 (EMPOWER Cervical-1):
An Open-Label, Multi-National, Randomised, Phase 3 Trial, Cemiplimab (anti-PD-1) versus Investigators’ Choice
(IC) Chemotherapy, 22 linie leécby, recidivujici metastaticka karcinom délozniho hrdla

Recidivujici a/nebo metastaticky C53, s progresi
po chemoterapii s platinovym derivatem

Cemiplimab

* Primary Endpoint :0S
* Secondary Endpoints: PFS, ORR

Statistical Considerations for Study Design

Options: 90%
o Antifelate: 7 mos. ioli
Pemetrexed 0.7 Cemiplimab 350 mg IV
e Nucleoside analogue: Timing of Final Anal. (Ha) 30.5 mos. Q3w
Gemcitabine

e Topisomerase 1 inhibitor:
Topotecan or Irinotecan
e Vinca Alkaloid:

Vinorelbine All treatment regimens are for up to 96 weeks, with option for re-treatment

*Cemiplimab (REGN2810) is a high-affinity, highly potent,
human monoclonal antibody directed against PD-1

GOG PI: K. Tewari
ENGOT PI on behalf of GEICO: A. Oaknin

Nabér uzavien ClinicalTrials.gov:NCT03257267

R Kocian




BEATcc Trial: ENGOT-Cx10 / GEICO 68-C / GOG#3030/JGOG1084

Kontrolni rameno

Probiha nabér

: p”r.na.m_e’ S:t. lVB_’ per2|§tu1v|0|’ nebo Cisplatina + paklitaxel + bevacizumab (GOG#240)
recidivujici karcinom délozniho do progrese, neakceptovatelné toxicity, smrti nebo

hrdla odebrani ICF
» meéritelna léze dle RECIST v1.1 ‘ R:

« ECOG-PS: 0-1 -4
* bez pfedchozi chemoterapie
. N=404
| Safety analyza: prvnich 12 pacientek
po 2 cyklech lécby
Primary Endpoint:
Overall survival (OS)
Secondary Endpoints: Stratifikace:
* PFS =  Predchozi konkomitantni cisplatina-RT
* ORR =  Histologie: SCC vs ADK (véetné adenoskvamazniho typu)
e DOR =  (Cisplatina vs Karboplatina
* Safety Biopsie z nadoru je povinna pfi vstupu do studie. Je povolenad jak archivni biopsie nebo, neni-li dostupna, tak
* HR-QOL biopsie ne starsi nez 3 mésice od randomizace z neozarené |éze.
Global PI: Ana Oaknin, MD PhD on behalf of GEICO ClinicalTrials.gov Identifier: NCT03556839

R Kocian Gynecologic Oncology Centre General University Hospital in Prague



KEYNOTE-826:

Ucinnost a bezpeénost, prvni linie 1é¢by,
Pembrolizumab (MK-3475) plus chemoterapie versus placebo plus chemoterapie,
perzistujici, recidivujici, metastaticky karcinom délozniho hrdla

~ « Paklitaxel 175 mg/m? + cisplatina 50 mg/m? +/- BEV nebo
* Metastaticky, perzistujici nebo recidivujici . Paklitaxel 175 mg/m? + karboplatina AUC 5 +/- BEV
dlazdicobunécny karcinom, adenoskvamaozni, d1 Q3w
adenokarcinom
* Bez pfedchozi chemoterapie e Max. 35 cykll
* Neni kurativni zamér [éCby
 Méfitelna léze dle RECIST v1.1 1:1
» ECOG-PS 0-1
g N=600 ) + pembrolizumab 200 mg

Co-primary endpoints: PFS, OS
Secondary endpoints:

ORR a DoR

12ti mésicni PFS

Bezpecnost

QoL Nabér uzavren

ClinicalTrials.gov: NCT03635567

R Kocian Gynecologic Oncology Centre General University Hospital in Prague



N

- FERMATA trial

FERMATA Trial: |

FERMATA
Lifelong pause

Uginnost a bezpe&nost BCD-100 (anti-PD-1) v kombinaci s chemoterapii s platinovym derivatem s nebo bez
bevacizumbu jako prvni linie léCby u pokrocilého karcinomu déloznho hrdla.

Progredujici nebo recidivujici on. (kurativni 1é¢ebny zdmér), primarné e BCD-100 anti PD-1
metastticky karicnom (FIGO st. IVB) monoklonalni pritlatka

(N=316) * Primary endpoint: OS

* Secondary endpoints: PFS,
ORR, DCR, TTR and DOR

Randomizace 1:1

Kontrolni rameno Experimentalni rameno

placebo + BCD-100 +

paklitaxel + paklitaxel +
cisplatina (karboplatina) +/- cisplatina (karboplatina) +/-
bevacizumab bevacizumab

DCR, disease control rate, DOR,duration of response; ORR, overall response rate; OS, overall survival; PD, programmed death; PFS, progression-free survival;

TTR, time to response.

ClinicalTrials.gov; NCT03912415



Konjugovaneé protilatky (ADC)
Tisotumab Vedotin

gui——

hypervariabilni oblasti  segp

linker mezi protilatkou
a cytotoxickou molekulou

. iIni /
monoklonalni variabilni fragmenty (Fv)

protilatka

polysacharidova ¢ast

cytotoxické molekuly

\/

konstantni fragmenty (Fc)

L I

R Kocian



Anti-Tissue Factor
monoclonal antibody

Activated T-cell
/ Protease-cleavable
©] linker
¢ ® M°P‘:”:?"‘EY’ Immunogenic cell
auristatin
(MMAE) death (lCD)*
Tissue
) ~— Factor (TF)
N | K Tumor
' - Direct cytotoxicity Endoplasmic antigens
n Antigen binding ’ reticulum stress TCR=g
\ o Tumor —+=
" antigen
N\ & ' MHC —
TR 5 B Cell cycle 2
E Complex Lysosome ; n Microtubule gy  arrest
internalization " o7, disruption * e APC
and trafficking . e
3 e | " TF
release k. ‘ A
Fcy
Direct tumor cell receptor
. apoptosis
Feyllla™  Lytic Tumor cell . 5
NK cell o synapse Antibody dependen.t
cellular phagocytosis
(ADCP)*
, .o —MMAE
Antibody-dependent , "R
cellular cytotoxicity (ADCC)* . o, el )
" 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

R Kocian Gynecologic Oncology Centre General University Hospital in Prague



 Tisotumab vedotin cilené pusobi proti tkanovému faktoru (TF), konjugovanou cytotoxickou molekulou je silné
toxicka chemoterapeutikum, monomethylauristatin E (MMAE) pfes proteazou Stépitelny dipeptidovy (valin-citrulin)
linker!2

 Cytotoxické molekuly pusobi antimitoticky, destabilizuje mikrotubuly pfi bunééném déleni. Jsou az 100-1000%

vvvvvv

» TF (tromboplatin, faktor Ill) je nadmérné exprimovan nadorovou tkani/cévami karcinomu délozniho hrdla i jinych
solidnich tumort a jeho pfitomnost je spojena s hor$i prognézou3-°

— TF jako promotor nadorového rdstu, angiogeneze a zakladani metastaz®

— Fyziologicka fce TF: iniciace koagulaéni kaskady po cévnim poranéni®

« Tisotumab vedotin ma nékolik mechanizmi cytotoxického ucinku (zprostfedkované pres MMAE, Fc, Fab) 127

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



InnovaTV 204

innovaTV 204 (NCT03438396), f2, single-arm, multicentricka (USA+EU), tisotumab vedotin rekurentniho anebo
metastatického karcinomu délozniho hrdla po predchozi chemoterapii

\ Enrolled: 102¢

* Rekurentni nebo Treated: 101*
metastaticky C53

 Progrese béhem nebo
po kombinované CHT
S bevacizumabem?

« <2 predchozi linie
systémové |éCbyP

« ECOGPSO0-1 /

Tisotumab
vedotin
2,0 mg/kg IV Q3W

*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%¢

>

do PD nebo
neakceptovatelné
toxicity

Primary Endpoint

« ORRYper RECIST v1.1, by
iIndependent imaging review
committee (IRC)

Secondary Endpoints

« ORRYper RECIST v1.1, by
investigator
DOR, TTR, and PFS by IRC
and investigator
OR)
Safety

Exploratory Endpoints
* Biomarkers
« HRQoL

apaclitaxel plus platinum (cisplatin or carboplatin) or paclitaxel plus topotecan. "Adjuvant or neoadjuvant chemotherapy or if administered with radiation therapy, was not counted as a prior systemic regimen. ¢June 2018 to April
2019. 9Responses were confirmed by subsequent repeat imaging performed >4 weeks after initial response assessment. ¢Using one-sided exact binomial test at 0.025 significance level.

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

Coleman R. et al. Presented at ESMO Meeting 2020



InnovaTV 204: charakteristika souboru
I =

Histologicky typ nadoru, N (%)

DlaZzdicobunécny karcinom 69 (68)

Adenokarcinom 27 (27)

Adenoskvamozni karcinom 5 (5)
Metastatické postizeni mimo panev, N (%) 95 (94)
Predchozi cisplatina plus radioterapie, N (%)

Ano 55 (54)

Ne 46 (46)
Pocet predchozich linii systémové Iécby? N (%)

1 71 (70)

2 30 (30)
Bevacizumab a kombinovana chemoterapie v 1L° N (%) 64 (63)

Lécebna odpovéd na posledni linii Iécby,® N (%)

Ano 38 (38)
Ne 57 (56)
Nezndmo 6 (6)

Data cutoff: February 06, 2020.

aSystemic regimen administered in the metastatic or recurrent setting. PDoublet chemotherapy defined as paclitaxel-platinum or paclitaxel-topotecan.
Positive TF expression defined as any positive membrane staining on tumor cells out of biopsy-evaluable population (n=80). .
1L, first-line; ECOG PS, Eastern Cooperative Group performance status; TF, tissue factor. ColemanR. et al. Presented at ESMO Meetmg 2020



InnovaTV 204: Vysledky

ORR DOR
i o) a
g;oonflrmed ORR (95% ClI), 24 (15.9-33.3) g 100
c
CR, n (%) 7(7) a% 0.80-
PR, n (%) 17 (17) Eé 0.607 Median DOR
SD, n (%) 49 (49) 2 0.40- (95% Cl) -
= mmunogenic cell dea
PD! n (%) 24 (24) % 0.20- 8(.2-?_0':]1;1)8 B %R%bgg))gdepeno::a?]tc:ar:l(lljgr))cytotoxicity
Not evaluable, n (%) 4 (4) ) : : : : : :
0 2 4 6 8 10 12
Time (months)
Median TTR: 1.4 months (range, 1.1-5.1) No. at risk 24 22 16 11 8 3 0

Data cutoff: February 06, 2020. Median duration of follow-up: 10.0 months. 2Based on the Clopper-Pearson method.
. Cl, confidence interval; CR, complete response; DOR, duration of response; IRC, independent review committee; NR, not reached; ORR, objective
Coleman R. et al. Presented at ESMO Meeting 2020 response rate; PD, disease progression; PR, partial response; SD, stable disease.

R Kocian



InnovaTV 204: Vysledky

PFS OS

1.007 1.00 -
0.80 - Median PFS 6-month PFS Rate 0.80 -
(95% Cl) (95% Cl) '
0.60 1 4.2 months 30% 0.60 -
E (3.0-4.4) (20.8-40.1) 175)
o | (@)
0.40 0.40 - Median OS 6-month OS Rate
(95% CI) (95% CI)
0.207 . . . 0.201  412.1 months 79%
(9.6-13.9) (69.3-85.6)
0 T T T T T 1 0 T T T T T 1
0 3 6 9 12 15 18 0 3 6 9 12 15 18
Time (months) Time (months)
No. at risk 101 53 23 14 4 1 0 No. at risk 101 90 77 61 35 8 0

Median duration of follow-up:
10.0 months (range, 0.7-17.9)

Data cutoff: February 06, 2020. Median duration of follow-up: 10.0 months. 28Based on the Clopper-Pearson method.

Coleman R. et al. Presented at ESMO Meeting 2020 Cl, confidence interval;, CR, complete response; DOR, duration of response; IRC, independent review committee; NR, not reached; ORR, objective
’ ’ response rate; PD, disease progression; PR, partial response; SD, stable disease.



InnovaTV 204: Bezpecnost

Most Common TRAEs with Tisotumab Vedotin AEs of Interest of Tisotumab Vedotin
N=101
" TRAES with 210% incidence? WG o2 Ocular,? bleeding, and peripheral neuropathy® TRAEs
W NG 23 N=101

mGrade1 mGrade?2 mGrade3

Patients (2c)

Patients (%)

Paens  Aopeca  Epistads  Nausea Comnctis  Faliee — Dyge  Mydga  Avemia  Athenia  Adbalgia Decressed  Keaffs  Prudks
vih appete
21 TRAE

Ocular TRAEs Bleeding TRAEs Peripheral Neuropathy
TRAEs

Coleman R. et al. Presented at ESMO Meeting 2020
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GCT1015-07/InnovaTV301/ENGOT-cx12/GOG-3037 ™

eNGorT /A
Q 560
A Randomized, Open-Label, Phase 3 Trial of Tisotumab Vedotin Versus Investigator’s
Choice Chemotherapy in Second- or Third-Line Recurrent or Metastatic Cervical Cancer
Randomize 1:1 (473 [~ Tisotumab vedotin, 2 mg/kg 1Q3W Imaging Survival
Screening—»  ECOGPS:(0v1) 1 Every 42 days ,  Status
Prior bevacizumab (Y vs N) == (t7days) for 30 Assessed eve
Proranti PD- or PDL1 (YwsN) - [nvestigator’s choice chemotherapy weeks then 60 days !
Measrable disease (Y Vs N) -+ topotecan 1.5 mgm? IV per day for 5 consecutive days every 21-days;  QfW: (£7days)
+ vinorelbine 30 mg/m? IV on Days 1 and 8 every 21 days; continue unti

+ pemetrexed 500 or 900 mg/m? IV every 21 days;
+ gemitabine 800 mg/m? IV weekly for 21 days, followed by 7 days off;
irinotecan 125 mg/m? |V weekly for 28 days, every 42 days

radiographic PD



R Kocian

Recidivujici a metastaticky karcinom delozniho hrdla

Spatna progndz a neuspokojivé terapeutické moznosti
Kombinace s platinou a bevacizumabem zlepsila OS (nepriliS)

Imunoterapie ma potencial (identifikace biomarkeru ?, single
checkpoint nebo kombinovana blokada”, imunoterapie misto
platinové CHT v prvni linii IéCby ?)

Preventabilni onemocneni = vakcinace a skrining !!

Gynecologic Oncology Centre General University Hospital in Prague
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