- HITOS \025 .
ONCOLOGICOS MEJOR | ANIVERSARIO ,‘*.:

MADRID 19 - 20 NOVIEMBRE 2025

Actualizacion terapéutica del cancer
de cérvix

Luis Manso MD PhD
Gynecologic Cancer Unit.

Medical Oncology Division
12 de Octubre University Hospital.

Hospital Uni
o 2de0ctubre JERIT ]2 e



R RO OEOEE———mm—————
20* Jomodos HITOS 20 B S (2
ONCOLOGICOS: S & W DISCLOSURE SLIDE

Employment: Hosp. Univ. 12 de Octubre

Consultant or Advisory Role: Abbvie, MSD, Lilly, GSK, Clovis, Astra-Zeneca, Roche, Novartis, Pfizer.
Research Funding: Tesaro-GSK

Speaking: Abbvie, MSD, Lilly, Roche, Astra-Zeneca, Novartis, Pfizer, GSK, Pharma&



R
Jomodes HITOS o 2( S e (12
ONCOLOGICOS: 5 da W INDEX

Introduction.

Immunotherapy cervical cancer.
> R/M CC.
> LACC.

Novel treatment ADCSs.
» Tistotumab Vedotin.
> T-Dxd.

Conclusions.
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GLOBOCAN 2022: Incidence 662 301

GLOBOCAN 2022: Mortality 348 874

Additional treatment options beyond the
current standard of care ARE NEEDED to
improve prognosis
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« Immunotherapy cervical cancer.
> R/M CC.
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After progresion of platinum based therapy.

Design N ORR (%) PFS (months) OS (months)
Topotecan 45 12.5 21 6.6
Vinorelbine 44 137 NS NS
Pemetrexed 29 15 31 74
Docetaxel 27 8.7 38 70
Gemcitabine 22 45 21 6.5
Bevacizumab 46 109 34 729
Pembrolizumab 9% 14.3% 21 94
(PDL1+ 17%, (PDL1+22.1) (PDL1+ 11) P
PDL1- 0%) « EDR, )

Yu et al. Am J Hematol Oncol. 2015
Chung. JCO. 2019
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Cemiplimab in recurrent cervical cancer: Final analysis of overall survival in the phase lll EMPOWER-Cervical 1/GOG-3016/ENGOT-cx9 trial

Qaknin A et al, 2024

Objective Key takeaways Conclusion
* To report the final survival analysis from the phase |ll + Cemiplimab significantly improved OS compared with » Cemiplimab maintains survival benefit compared with
randomized EMPOWER-Cervical 1/GOG-3016/ENGOT-cx9 chemotherapy, regardiess of PD-L1 status chemotherapy in recurrent cervical cancer after progression
trial * No new safety signais were identified compared 1o previousty on first-line platinum therapy, regardiess of PD-L1 expression
published data
Trial design Results
Coani HR (95% Cl): 0.665 (0.555-0.796); one-sided nominal p < 00001 Median follow-up time: 47.3 months
- Cemiplimab 350 mg 104 . 5
(n = 304) g‘ 04 4 Chematherngy Median OS: 11.7 months vs 8.5 months
l ¢ g 0.8 4 Cemi Ch Py
Investigator's choice % 8 0.7 4 ORR.n (%) 820171 Y Cemiplimab Chemotherapy
N = 608 chomotherapy S B 56 ORR. 95% C1 13.0-21.8 18-85
n =304 z Strasfied CAH test 5% Any grade [Ho0% 92%
Adult patients with t Treatment every 3 woeks for = o D, 1 e
ult pal recurman a 4 {
andlor persistent cervical 296 woeks or until disease ' Wil SN 282% (RERC LI T4 :
cancer prograssion or unacceplable toxicity E 03 4 0 Grade 23 4T 54%
0.2 4 : | K /
0.1 "1 osevseey
wmzoaamm e T T ':”9'% 2 36 40 44 48 52 56 60 64 68 T el st Al
0 4 8 12 16 20 24 28 32 36 4D 44 4B 52 56 60 64 68 72
Exploratory analysis: OS by PD-L1 stalus Cemiplimab (FD-L121%): 13,9 months
Number of particpants at risk Month Camiplimab |DD'5._1 <17 8,2 months
. J Chematherapy (PD-L121%): 9.3 months
Abbreviations: AL adverss svent; C1 comSdencs miarval. TV, Coctrmn-anine-— Cemipbmab ¥4 234 ' Fl 100 ) (L 3 A 0 3 ] 4 2 ) ( = y
Haeenrel, MR faand mter: OR, cride a0, ORI, shpectvi mapcnse e Chamotherapy (PO 191%): 6.7 months
08, overslt savivat POLY, grograsmmet cll Sesth igang 1 Chomotherapy 06 204 14 . 20 ¢ i : : L=

Tewary KS at al. N Engl J Med 2022
Oakni. A et al. Eur J Cancer. 2025 Feb.
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Tewary KS at al. N Engl J Med 2022
Oakni. A et al. Eur J Cancer. 2025 Feb.
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CEMIPLIMAB en monoterapia esta indicado para el tratamiento de
pacientes adultas con cancer de cuello uterino metastasico o
recurrente cuya enfermedad ha progresado durante o después de
quimioterapia basada en platino
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GOG 240: chemo vs chemo + bev
PFS and OS

(n=225) = [n=225) [n=227]
Events, i (%) 184 (82) 183 (1) Evemts, n %) 1a0s2) 13138
10 - 10 o
Madan PFS, mos 52 Medisn 05, mas 133
08 4 HR: 0L67; 35% CI: 0.54-0.62; 08 - HR: 0.71; 52% O 0.34-055;
Two-Eined p=0.0002 05 p=0.0033
. bl RR. % 36 (CR, n=14) 48 [CR, n=28) ’ Medizr foliow-sz: 208 morkhs
£ o7 4 Two-shied [-0.00607 07 -
E os 4 = Chematherspy .! 08 - . Chemotherapy = bevacizumab
# o5 —  Chemotherapy + bevscizumab 1 os n
o r
E 0a E 0z J
g [
£ o3 03
0Z2 o 02 J
01 o 01 o
00 o 00 o
T T 1 1 1 1
a 12 4 36 1] 1z 24 EL]
Morths on Study Morths on study

Tewari KS et al. Presented at the American Society for Clinical Oncology (ASCO) 2013, 31 May—4 June 3. Abstract 3.
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KEYNOTE-826: Randomized, Double-Blind,
Phase 3 Study

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
-
Key Eligibility Criteria Paclitaxel + Cisplatin or Carboplatin IV Q3W
ks 3
« Persistent, recurrent, or metastatic N tof Cycles
cervical cancer not amenable to Bevacizumab 15 mg/kg IV Q3W
curative treatment

* No prior systemic chemotherapy
(prior radiotherapy and ‘Placet‘)oﬁly Q3)N
. for up to 35 cycles
chemoradiotherapy permitted) +
*ECOG PS0Oor1 Paclitaxel + Cisplatin or Carboplatin IV Q3W
for up to 6 cycles®
b -
Bevacizumab 15 mg/kg IV Q3W
Stratification Factors
« Metastatic disease at diagnosis (yes vs no) End Points
« PD-L1 CPS (<1 vs 110 <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
‘Pacitaxel 175 mp'm® Cisplatin cisplatin 50 mgne Carboplatn: AUC 5 mgimUimin The 6-cycle imdt was introduced with profocol amenament 2 ahough particpants ath ongong chncal
DeNnelt who were 1olerating chemotherapy Could continue beyond 6 cycles afler SPONSOr CONSURANON

CPS. combined positive score (number of PO-L1-staining ceds [tumor cells. lymphocyles macrophages] dvided Dy the Sols number of viable tumor celis. multipled by 100)
PROs. patientreporied oulcomes. VAS visual analog scale KEYNOTE-826 CincalTrisls gov entiier, NCTOMGISSET

L

Colombo N. et al; N Engl ) Med. 2021 Sep 18
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KEYNOTE-826

KEYNOTE-826: Dual Primary Endpoints
(PD-L1 CPS 21 population)
PFS 0Ss

Pts w/Event Median, mo (95% Cl) Pts w/Event Median, mo (95% CI)
Pembro + Chemo t Bev 57.5% 10.4 (9.7-12.3) Pembro + Chemo £ Bev 43.2% NR (19.8-NR))
Pbo + Chemo £ Bev 72% 8.2 (6.3-8.5) Pbo + Chemo = Bey 56.0% 16.3 (14.5-19.4)
100+ 100+
- 0
e » ' ﬁnr::m'?‘q 24mo rate (18% C)
1 804 VA% (570408 £0.0% (46050 4)
» oo e SO} ALTN (M)
704 S35 0345 704
WIN LR N
; a b Chamo & Bev
60 F 80
¢ 504 8 504
40+ Peexhry * Crame ¢ Bev 40+
+ Chemo = Bav
304 20
204 Placeba + Chams £ Bev % )
o |HR: 0.62; 95% CI: 0.50-0.77; p<0.001 | 2 [ HR: 0.64; 95% C1: 0.50-0.81; p<0.001 |
c T L L] T T ] L T ' c T 1 L ] I T X AR T 1
0 3 § 9 12 15 18 Al M 0 0 H : - = 2 = 57 x )
Meaths
e 0! No. at risk Months
~ e, | b " [ ] 1 0 PIK! 260 %0 b7 P | 181 132 2 o ¢ 5
5 61 235 06 188 140 100 % 2% 4 0
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CEMIPLIMAB en monoterapia esta indicado para el tratamiento de
pacientes adultas con cancer de cuello uterino metastasico o
recurrente cuya enfermedad ha progresado durante o después de
quimioterapia basada en platino
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CEMIPLIMAB en monoterapia esta indicado para el tratamiento de
pacientes adultas con cancer de cuello uterino metastasico o
recurrente cuya enfermedad ha progresado durante o después de
quimioterapia basada en platino

PEMBROLIZUMAB, en combinacién con quimioterapia con o sin
bevacizumab, esta indicado para el tratamiento del cancer de
cuello uterino persistente, recurrente o metastasico en mujeres
adultas cuyos tumores expresen PD-L1 con una CPS > 1.
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« Immunotherapy cervical cancer.

» LACC.



R EEEEEEESE——————
2 Jomodes HITOS s 20 ? e Octubre (PU12 stiresm
ONCOLOGICOS: 499 9 LACC

1999 NCI alert: Meta-analysis 18 RCT’s

GOG 120 Established the Standard of Care in 1999:
Cisplatin Plus RT in Locallx_ Advanced Cervical Cancer

e 3 '
- N = 526 women : %
. > 084
- Median duration of follow-up was 35 PR
months ot
. : . - | 3
- Both Groups that received cisplatin had a 8 05
higher rate of progression- free survival & 04
and overall survival > 93
o . . 3 0_2% _— Mummmm
- At 2 years 67% alive and progression-free I R S

with cisplatin compared to 46% with . 3

hydroxyurea o & 2 . u o 3% 2 as

Mnnthe

CONCURRENT CISFLATIN-BASID BADIOTHERAPRY AND CHEMOTHERAFY
FOR LOCALLY ADVANCED CERVICAL CANCER

Frten G Sout ML, Bman N S PaD) Somer 8 Watess MO 2 Tan Tewrtn MO, Gusvves Deeee, VLD
Mhroes A Massss MDD Tawes L Coams Fusson, UMD we S eac: MO

Rose PG et al. Concurrent cisplatin-based radiotherapy and chemotherapy for locally advanced cervical cancer. NEJM 340(15):1144, 1999
Meta-analysis collaboration JCO 2008
..
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A randomised phase lll trial of induction chemotherapy followed by chemoradiation compared with chemoradiation

alone in locally advanced cervical cancer

The GCIG INTERLACE trial

STATISTICAL DESIGN:

* PFS: HR 0.65 (132-168
events for 70-80% power)

+ OS: HR 0.65-0.70 (70-84%
power)

Hierarchical sequential testing
approach

INTERLACE Trial Design

Key eligibility critenia

* Newty diagnosed histologically Randomised (n=500)
confirmed FIGO (2008) stages 181
node+ 1B2, 11, INB, IVA squamous,
adeno, adenosquamous cervical Induction chemotherapy (n=250)
cancer = B
No Camopu;:‘t:uc.nrx-:t(‘wm
on Imaging
*Adequate renal, liver & bone
marrow function
* it for chemotherapy & radical RT
*No prior pelvic RT Standard CRT (n=250)
EMOhEapY. Cspiatn ) .
RT = Radwtherspy Qxﬁge‘.ip, EBRT ( u‘,‘o-o‘::‘g{:(:-‘a;:s g??swea
300 =30 = Y minirmum otz EQD2 dose of 7T8Gy 1o point A, 3D IGABT recommended
INRT = ty mochulated radh ¥ Overall veatment tme sS0days
EBRT = Edamal beam ragiothersgy Al centyes undeswent T QA
BT « Baachytherapy
IGAST = image.gudad adaptive
RT Q4 « Radiotherapy quality assurance Follow-up
Imontiy for 2 years then S-moniinty &x 5 years

L
Mary MoCormack

McCormack M, Lancst, 2024
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b ...
s @ e bt .' T, E. w— 10% dealns
146 PES wvents z HR 0.61;99% C1: 0.40-0.91 . -
I MR AE595% C1OA6 091 2 YW
ey . “i s
k] |
04 g 0+ Induction CR1
Wb Hon o Chamo » CRT  shine
Chamus CRT i
n=25G) (= 250)
E e ll ne e
24 04 x
X ,,,. = oo { ”'05\ 0% 0%
v
Hatand oo 065 (958 (10460 51) SpPes|  Im s Mazaed 00 060 (35% 0040.051) 508 wos 7%
poo1) oo
0 T y T T T T Y y 0
L) ” L | J 1 ' 1 | U L 5 1
° u M - r ® n L7 » 08 i m H 0 2 * @ &0 n 2 % 308 e m
e Temw since candormnaton (months)
CRT alone induction Chemo + CRT
Patterns =59 &SN
of ol g—
Locapebac e e
Relapse
o an ")
Destard » e
Total localpetvic o e
Ivlapaes
*am nw
Total distart relepes McCarmack M. Lancet, 2024

e a——



20" lornodes HITOS o ; e Octubre. [PR-12 e
ONCOLOGICOS: o' "M ¥

PRECLINICAL
RATIONALE
(10 + CCRT)

Local tumor releases tumor neoantigens, which are taken up by antigen presenting cells (APCSs).
Release of damage-associated molecular patterns (DAMPS) and pro-inflammatory cytokines that leads to

maturation and activation of dendritic cells.
The APCs then migrate to lymph nodes to present the tumor neoantigens to cytotoxic (CD8+) T-cells.

Activated T-cells induce immunogenic tumor cell death by acting on primary irradiated tumor as well as distant
metastatic sites.

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

Key Eligibility Criteria
* FIGO 2014 stage 1B2-11B
(node-positive disease) or
FIGO 2014 stage IlI-IVA
(either node-positive or
node-negative disease)
* RECIST 1.1 measurable or
non-measurable disease

» Treatment naive

Stratification Factors
* Planned EBRT type (IMRT or VMAT vs
non-IMRT or non-VMAT)

- Stage at screening (stage 1B2-11B N+ vs IlI-IVA)

+ Planned total radiotherapy dose (<70 Gy vs
270 Gy [EQD2])

12 de Octubre

Cisplatin 40 mg/m?2 QW for
5 cycles? + EBRT followed by

brachytherapy
+

Pembrolizumab 200 mg Q3W
for 5 cycles

Pembrolizumab 400 mg Q6W
for 15 cycles

Cisplatin 40 mg/m2 QW for
5 cycles? + EBRT followed by
brachytherapy Placebo Q6W
+ for 15 cycles
Placebo Q3W

for 5 cycles

End Points:
* Primary: PFS (per RECIST v1.1) by investigator or histopathologic

confirmation and OS.
Secondary: 24-month PFS, 36-month OS, ORR, patient-reported HRQoL,

and safety

Loruso D, Lancet, 2024
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ENGOT-cx11/ GOG-3047/KEYNOTE-A18

Primary Endpoint: Overall Survival at Interim Analysis 2

! 36-mo
0 | 82.6%
90~ | 74.8%
80- Pts w/ Pts
° Event Censored
w 10s : Pembro Arm 14.2% 85.8%
> |
= 604 I
: 0 TN TR T : Placebo Arm  20.5% 79.5%
(7] 5} . (] , U.OU-U. '
= 2With 184 of the 240 deaths expected at the
© 40+ [P = 0.0040° J : final analysis (76.7% information fraction), the
4 30- - observed P = 0.0040 (1-sided) crossed the
(o) ) prespecified nominal boundary of 0.01026
204 : (1-sided) at this planned second interim analysis.
10- |
Median follow-up: 29.9 months '
0 T T T T T T T T T T T t T T
0 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
§31 527 518 508 493 455 405 366 316 259 194 125 658 12 0

Data cutoff date: January 8, 2024.
1. Duska et al. Presented at ASCO 2025.


https://gsvccongressportal.merck.com/deck/duska-asco-2025-onc-msd-wc-oral-presentation-lba5504-pdf/
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ENGOT-cx11/ GOG-3047/KEYNOTE-A18

Descriptive Progression-Free Survival at Final Analysis

100+ ! 24-mo ! 36-mo
90— 1 70.8% , 84.3%
0, 0,
80 : 59.7% : 55.6% Pts w/ Pts
' : Event Censored

70

Pembro Arm 33.5% 66.5%
60 -

Placebo Arm 42.4% 57.6%

40— [HR 0.72 (95% ClI, 0.59-0.87)]

Progression-Free Survival, %
o
o
1

1

1

1

|

|

30— I |

| 1

20~ ; |

104 ; |

Median follow-up: 41.9 months ! '
or—T—TTTTTT—tTTTtTTT T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

No. at risk Time, months

529 515 476 432 406 385 375 361 316 296 245236 B2 73 68 67 2 1
531 513 453 396 369 348 326 304 267 251 213202 80 72 66 65 0 0O

Response assessed per RECIST v1.1 by investgator review or histopatologic confirmation. Data cutoff date: January 7, 2025

1. Duska et al. Presented at ASCO 2025.


https://gsvccongressportal.merck.com/deck/duska-asco-2025-onc-msd-wc-oral-presentation-lba5504-pdf/
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1. Duska et al. Presented at ASCO 2025.
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CEMIPLIMAB en monoterapia esta indicado para el tratamiento de
pacientes adultas con cancer de cuello uterino metastasico o
recurrente cuya enfermedad ha progresado durante o después de
quimioterapia basada en platino

PEMBROLIZUMAB, en combinacién con quimioterapia con o sin
bevacizumab, esta indicado para el tratamiento del cancer de
cuello uterino persistente, recurrente o metastasico en mujeres
adultas cuyos tumores expresen PD-L1 con una CPS > 1.
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CEMIPLIMAB en monoterapia esta indicado para el tratamiento de
pacientes adultas con cancer de cuello uterino metastasico o
recurrente cuya enfermedad ha progresado durante o después de
quimioterapia basada en platino

PEMBROLIZUMAB, en combinacién con quimioterapia con o sin
bevacizumab, esta indicado para el tratamiento del cancer de
cuello uterino persistente, recurrente o metastasico en mujeres
adultas cuyos tumores expresen PD-L1 con una CPS > 1.

PEMBROLIZUMAB, en combinacién con quimiorradioterapia
(radioterapia de haz externo seguida de braquiterapia), esta
indicado para el tratamiento del cdncer de cuello uterino
localmente avanzado en estadio Il - IVA segun la estadificacion
FIGO 2014, en mujeres adultas que no han recibido tratamiento
definitivo previo.
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 Novel treatment ADCs.
> Tistotumab Vedotin.
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Proposed MOA of Tisotumab Vedotin

+ Tisotumab vedotin is an investigational
antibody-drug conjugate directed to tissue
factor (TF) and covalently linked to the
microtubule-disrupting agent MMAE via a
protease-cleavable linker!2

» TF is highly prevalent in cervical cancer and
other solid tumors and is associated with
cancer pathophysiology and poor
prognosis3®

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

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

+ Tisotumab vedotin has multiple anti-tumor
effects’27

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

Arnih T Focts
moncelnall astitedy

AcTvaIed Tocan
[T v———
e e
et = bt 3 Immunogenic cell
MUAS] desth (ICD)*
Tetwe @
N /& > Poid
n Atgon binding 2 et -y e R
- > — >
te .o
.

T~
. v v antiges
C S a\ *¥ ) MHE “
‘k » i 5 [STE i o=
artest .

. Mﬂu Lvsaosme nmumme o

_— _ disiuption R T .y APC
erg . X . ¢
3 Bins . o8 . » ®
TEEARG o .* -
" . 2 e T . |
B ¥ Fey N
a Direct tumor cell fecoiee =2
R et iR s i ___ nntibody-dependsnt
R cellular phagocytosis
| (ADCPY
Antibody-depondont - X : )
ceflutar cytotoxicity [ADCC) . £
8 - . . Bystander killing®
Swcsrmiony 100N of A2k Al e ol Aa) 1 crvRess i u- et Oyteaney of v MVAE sl nnw g oINS AN LMY LR ¥ st
T dotinisan | | agent, and Its smety and efficacy have not been established.

2020 Seoftiec Genetics. Inc., Bolholl WA S8021 All rights reserved. USM/TVM2020/0021(1)
2020 Genmab A'S

Pan L et al. Mol Med Rep. 2019,19:2077-2086. 4. Cocco E et ai. BMC Cancer. 2011;11:263. 5. Zhao X et ai

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 Mesting; 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, fissue factor.
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innovaTV 301: A Randomized, Open-Label, Phase 3 Trial

Key Eligibility Criteria

Recurrent or metastatic
cervical cancer

Disease progression on or
after chemotherapy doublet +
bevacizumab and an anti-PD-

(L)1 agent, if ehgible and

available

<2 prior lines
Measurable disease per
RECIST v1.1

ECOG PS 0-1

Randomization 1:1

N=502

Stratified by:
+ ECOGPS(0vsi) —

*  Prior bevacizumab (yes vs no)

*  Prior anti-PD-(L)1 therapy (yes vs no)
* Geographic region (US, Europe, Other)

+ Data presented herein are a planned interim analysis

IC, investigator's choice

Treatment Outcomes/Endpoints

Tisotumab Vedotin
(n=253)

Primary Endpoint

20 mgkg IV Q3W
o . 08

IC Chemotherapy?
(n=249)

Key Secondary Endpoints
* PFS®
* ORRe
* Safety

Topotecan

Vinorelbine
Gemcitabine
Innotecan
Pemetrexed

End of treatment visit occurred 30 days after the last dose of treatment. Survival follow-up occurred every 60 days after the last dose of treatment.

2Chemotherapy regimens were given at the following doses: fopotecan: 1 or 1.25 mg/m? IV on Days 110 5, every 21 days; vinorelbine: 30 mg/m? [V on Days 1 and 8, every 21 days; gemcitabine: 1000
mg/m2 [V on Days 1 and 8, every 21 days; irinotecan: 100 or 125 mg/m? [V weekly for 28 days, every 42 days; pemetrexed: 500 mg/m2 on Day 1, every 21 days; 05 was defined as the time from the date
of randomization to the date of death due to anv cause; “Assessed by investiqator.

:44-55_doi: 10.1056/NEJM0a2313811. PMID: 38959480.
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Overall Survival (Primary Endpoint)

0.9 - Treatment Events/Total Median (85% CI)
Trsotumab Vedotn 1230253 11598, 149)

s 0.8 4 IC Chemotherapy 1401249 95(79.107)
< 074 Stratified log-rank P value®: 0 0038
- g HR (95% C1): 0.70 (0 54, 0 89)
|- 06
3 15,1 S S PN 1y . : —— Tsotumab Vedotin
s = IC Chemotherapy
.g 0.4 - +  Censored
g 03+ ‘
a d 1 ' 2

5 | 35.3% -

0.1 -

00 T 1 G 1 1) b § 1 Ll 1

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

Patients at risk
Tisotumab
, fmh,’{“ 253 234 191 109 52 29 14 4 1
iC Chemotharapy 249 212 150 87 37 19 1" 1 0

3The threshold for staistcal significance & 0.0226 (2-sided), based on the aciual number of OS events at infenm analysis.

:44-55_doi: 10.1056/NEJM0a2313811. PMID: 38959480.
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CEMIPLIMAB en monoterapia esta indicado para el tratamiento de
pacientes adultas con cancer de cuello uterino metastasico o
recurrente cuya enfermedad ha progresado durante o después de
quimioterapia basada en platino

PEMBROLIZUMAB, en combinacién con quimioterapia con o sin
bevacizumab, esta indicado para el tratamiento del cancer de
cuello uterino persistente, recurrente o metastasico en mujeres
adultas cuyos tumores expresen PD-L1 con una CPS > 1.

PEMBROLIZUMAB, en combinacién con quimiorradioterapia
(radioterapia de haz externo seguida de braquiterapia), esta
indicado para el tratamiento del cdncer de cuello uterino
localmente avanzado en estadio Il - IVA segun la estadificacion
FIGO 2014, en mujeres adultas que no han recibido tratamiento
definitivo previo.
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CEMIPLIMAB en monoterapia esta indicado para el tratamiento de
pacientes adultas con cancer de cuello uterino metastasico o
recurrente cuya enfermedad ha progresado durante o después de
quimioterapia basada en platino

PEMBROLIZUMAB, en combinacién con quimioterapia con o sin
bevacizumab, esta indicado para el tratamiento del cancer de
cuello uterino persistente, recurrente o metastasico en mujeres
adultas cuyos tumores expresen PD-L1 con una CPS > 1.

PEMBROLIZUMAB, en combinacién con quimiorradioterapia
(radioterapia de haz externo seguida de braquiterapia), esta
indicado para el tratamiento del cdncer de cuello uterino
localmente avanzado en estadio Il - IVA segun la estadificacion
FIGO 2014, en mujeres adultas que no han recibido tratamiento
definitivo previo.

TISOTUMAB V en monoterapia estd indicado para el tratamiento
de pacientes adultas con cancer de cuello uterino recurrente o
metastdsico con progresion de la enfermedad durante o después
del tratamiento sistémico.
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 Novel treatment ADCs.

> T-Dxd.
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#%%* DESTINY-PanTumor02

Trastuzumab Deruxtecan (T-DXd) was Designed with 7 Key
Attributes

T-DXd is an ADC with 3 components: 7 Key Attributes®*>
1. Ahumanized anti-HER2 IgG1 mAb with the same amino acid
sequence as trastuzumab Payload mechanism of action:
2. Atopoisomerase | inhibitor payload, an exatecan derivative topoisomerase | inhibitor
3. Atetrapeptide-based cleavable linker
PER High potency of payload
Humanized anti-HER2 S High drug-to-antibody ratio =8
1gG1 mAb** 1
L i . ; 5 ! Payload with short systemic half-life
”/WYN\*::/YN H"/YNVOJNH" o
® o ¢ P, 9 0 Stable linker payload
H,C HO OH,

Tumor-selective cleavable linker
Cleavable tetrapeptide-based linker

Topoisomerase | inhibitor payload d
(DXd=DX-8951f derivative) Bystander antitumor effect

ADC, stibody-drug conjugate; HERZ, buman epidermal gromth factor receptor 2; 151, immunoglobulin G1: mab, manodcral amibody
"The clincy relevance of thess features is urder investigation
1 Nokada T, &t al. Chern Phavm B, 2019,67:173-185. 2. Ogitani ¥, et al. Clin Covxcer Res, 2016:22:5097-5108 3 Trasl PA ot 8. Pharmocol Ther, 2018;181:526-142. 4 Okamoto H, &1 @ Xenoblotico. 2020,500100:1242-1250. 5. Nags ¥, o1 . Xenohiatico. 2019;45(9): 1066-1096.

Funda Meric-Bernstam, MD
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DESTINY-PanTumor02: a Phase 2 study of T-DXd for
HER2-expressing solid tumors
An open-label, multicenter study (NCT04482309)

Key eligibility criteria

» Advanced solid tumors not eligible for curative therapy
» 2L+ patient population

* HER2 expression (IHC 3+ or 2+)

Sy’ Endometrial cancer Pr'maw endpoint
¢ Confirmed ORR
(invesiigator)

. . Secondary endpoints
— Local test or central test by HercepTest if local test T-DXd :ﬁ?ﬁ Ovarian cancer
: : N, « DOR, DCR, PFS, OS
not feasible (ASCO/CAP gastric cancer scoring?) 5.4 mg/kg Q3W W E_—
« Prior HER2-targeting therapy allowed AESERSanest * Safety _
+ ECOG/WHO PS 0-1 ZIEEIQWCl LI =" ¢her tumors® Exploratory analysis

e Subgroup analyses b
Baseline characteristics group 4 y

, , , Biliary tract cancer HER2 status
» 267 patients received treatment; 202 (75.7%) based on local HER?2 testing
— 111 (41.6%) patients were IHC 3+ based on HER2 Pancreatic cancer Zzgifuyt ;‘;‘?J'ﬁss .
test (local or central) at enrollment, primary efficacy analysis (all patients) Median follow up: 12.75 mo

— 75 (28.1%) patients were IHC 3+ on central testing,
sensitivity analysis on efficacy endpoints (subgroup analyses)

+ Median age was 62 years (23-85) and M@ <@\ #Nme ~TEMPHMCIE oMl O IEN

apatients were eligible for either test. All patients were centrally confirmed; "planned recruitment, cohorts with no objective responses in the first 15 patients were to be closed; °patients with tumors that express HER2, excluding tumors in the tumor-
specific cohorts, and breast cancer, non-small cell lung cancer, gastric cancer, and colorectal cancer

2L, second-line; ASCO, American Society of Clinical Oncology; CAP, College of American Pathologists; DCR, disease control rate; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor
receptor 2; IHC, immunohistochemistry; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PS, performance status; Q3W, every 3 weeks; T-DXd, trastuzumab deruxtecan; WHO, World Health Organization

1. Hofmann M. et al. Histonatholoav. 2008:52:797-805

Funda Meric-Bernstam, MD
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Objective response and duration of response

100 7 Endometrial Cervical Ovarian Bladder Other? BTC Pancreatic
90 - 84.6
80 - 75.0
EA
g O 56.3 56.3
Y o . .
O§ 60
- ® 50
oD
E% 40 36.8 35.0
= O
o 20
10
0 -
n=40 13 17 40 8 20 16 20 40 9 41 16 14
Median DOR, NR 14.2 11.3 8.7 8.6 5.7
months (95% CI)® (9.9, NR) (4.1, NR) (4.1, 22.1) (4.3,11.8) (2.1, NR) (NR, NR)
All patients (N=267) IHC 3+ (n=75) IHC 2+ (n=125)
ORR, % (95% CI) 37.1(31.3, 43.2) 61.3 (49.4, 72.4) 27.2 (19.6, 35.9)

Median DOR, months (95% CI)® 11.3 (9.6, 17.8) 22.1 (9.6, NR) 9.8 (4.3, 12.6)

& MO R0 Sl 08T O CICETODM M CEMNme « ~EmIphenal o mOa-DXd; all patients (n=267; including 67 patients with IHC 1+ [n=25], IHC 0 [n=30], or unknown IHC status [n=12] by central testing) and patients with centrally
confirmed HER2 IHC 3+ (n=75) or IHC 2+ (n=125) status. ¢ BE®IX 3% [5<x « 5 CICETDM M CEMme « }TIXRIEN Tl O M e 2ETNIRM0 90 MOR*%DXd; all patients (n=99; including 19 patients with IHC 1+ [n=6], IHC 0 [n=9], or unknown IHC

status [n=4] by central testing) and patients with centrally confirmed HER2 IHC 3+ (n=46) or IHC 2+ (n=34) status. ®Responses M ITEIDIDOITRRIIHUS ¢ N8 N-EHIC T MK (3 ATV g en T O-ama
bincludes patients with a confirmed obiective response onlvy

Funda Meric-Bernstam, MD
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Objective response and duration of response

100 i

i i
21 i
Cervical cancer Cervical cancer
0! Lo | O conveatcancer Y corvetcanenr |
2 1 [ |
S 70 I All patients —— All patients
&: i ! 20/40 (50.0%) 20/40 (50.0%)
o 50(} Central = Prior -
D 50 g IHC 3+* 6/8 (75.0%) HER2 therapy %1(0)
£ 40 Central — i No prior o -
= .
g C.2y 8120 (40.0%) HER2 therapy_ i S ) ——
30 ] 7 i
° | oo i oo |
4 regime 8
20 L--g --"—-— —4!-6 (66.7%) -llhlo-P-1 '-"-’.'.’-9’ - { ) =ad
10 22 prior No prior
regimens 16/34 (47.1%) TOP1 therapy Uit
0 r T T L T M T T Al v v v '
n= 40} 8 20 | >0 20 40 60 80 100 1 0 20 40 60 80 100
e e Confirmed ORR by INV (%)
Cervical

Mediana DOR: 5.5 meses (IHQ 2+), NR (IHQ 3+)

Meric-Bernstam F et al, JCO 2024; Makker V et al, SGO 2024
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DESTINY-PanTumor02: a Phase 2 study of T-DXd for

HER2-expressing solid tumors

Median PFS in months (6% ClI)

1.0 - wese Ceorvical cancer: IHC 3+ NR (3.9-NR)
—E —— (Cervical cancer: |HC 2+ 4.8 (2.7-5.7)
= 0.8 - e (Cervical cancer: Total 7.0 (4.2-11.1)
=
© pu
£ 06
o
| -
Q. 04 -
—
prid
a 02+

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

Time Since First Dose (months)

Meric-Bernstam F et al, JCO 2024; Makker V et al, SGO 2024
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CEMIPLIMAB en monoterapia esta indicado para el tratamiento de
pacientes adultas con cancer de cuello uterino metastasico o
recurrente cuya enfermedad ha progresado durante o después de
quimioterapia basada en platino

PEMBROLIZUMAB, en combinacién con quimioterapia con o sin
bevacizumab, esta indicado para el tratamiento del cancer de
cuello uterino persistente, recurrente o metastasico en mujeres
adultas cuyos tumores expresen PD-L1 con una CPS > 1.

PEMBROLIZUMAB, en combinacién con quimiorradioterapia
(radioterapia de haz externo seguida de braquiterapia), esta
indicado para el tratamiento del cdncer de cuello uterino
localmente avanzado en estadio Il - IVA segun la estadificacion
FIGO 2014, en mujeres adultas que no han recibido tratamiento
definitivo previo.

TISOTUMAB V en monoterapia estd indicado para el tratamiento
de pacientes adultas con cancer de cuello uterino recurrente o
metastdsico con progresion de la enfermedad durante o después
del tratamiento sistémico.
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CEMIPLIMAB en monoterapia esta indicado para el tratamiento de
pacientes adultas con cancer de cuello uterino metastasico o
recurrente cuya enfermedad ha progresado durante o después de
quimioterapia basada en platino

PEMBROLIZUMAB, en combinacién con quimioterapia con o sin
bevacizumab, esta indicado para el tratamiento del cancer de
cuello uterino persistente, recurrente o metastasico en mujeres
adultas cuyos tumores expresen PD-L1 con una CPS > 1.

PEMBROLIZUMAB, en combinacién con quimiorradioterapia
(radioterapia de haz externo seguida de braquiterapia), esta
indicado para el tratamiento del cdncer de cuello uterino
localmente avanzado en estadio Il - IVA segun la estadificacion
FIGO 2014, en mujeres adultas que no han recibido tratamiento
definitivo previo.

TISOTUMAB V en monoterapia estd indicado para el tratamiento
de pacientes adultas con cancer de cuello uterino recurrente o
metastdsico con progresion de la enfermedad durante o después
del tratamiento sistémico.

TRASTUZUMAB DERUXTECAN en monoterapia estuviera indicado
para el tratamiento de pacientes adultas con cancer de cuello
uterino recurrente o metastdsico HER2 3+.................
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 Conclusions.
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* H1. Immunotherapy has become a central pillar across all cervical cancer

settings. Pembrolizumab and cemiplimab are now foundational treatments in both recurrent/metastatic
disease.

* H2. Locally advanced cervical cancer is undergoing its biggest therapeutic shift in
20 years. CCRT + Pembrolizumab as the new standard for LACC.

* H3. Antibody—drug conjugates (ADCs) have opened a new, effective therapeutic
avenue. Tisotumab vedotin and the emerging role of trastuzumab deruxtecan (in HER2 3+ disease).

* H4. Cervical cancer management is becoming truly biomarker-driven. pD-L1?, HER2,
and potentially other targets (TF, TROP2).

* H5. The immediate future lies in integrating therapies: chemotherapy + 10 +

ADCs. Cervical cancer care is now multimodal and biologically guided.
.=



