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Vérvix I Enfermedad Localmente Avanzada ‘

Contextualizacion
A Problema sanitario a nivel mundi al sobre tod:«
- 40 tumor en incidencia y en mortalidad

A 688 de C8ncer de C®rvix Local mente Avanzado

Relative Risk Estimate of Survival from . L
Five Chemoradiation Clinical Trials = e
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03 [ Z
02 } t } | } -@ 0.2 4 = Control (Group of ? als compannaETAT = CT v RTI
GOG#85 GOG#120 GOG#120 GOG#123 SWOG RTOG @ — CTRT {Group of 2 trials comparing Er' + CT wRT)
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J Clin Oncol 2008



Cérvix T Enfermedad Localmente Avanzada

: Contextualizacion
Staging Total patients 5-Year survival
(n=62,212) (n = 55,490)
I 3328 (5.3) 85.6 (84.1-87.0)
F I GZ)O w C C L A 3-(' IVB\) 1A 2887 (4.6) 94.1 (93.0-95.0)
1Al 2812 (4.5) 95.8 (94.4-96.9)
- Engl oba un grupow 544 (1.4 95.0 (92.2-96.7)

1522 (2.4) 75.9 (73.4-78.2)

h e t er o g ® neo d e t iiJ mor e 3480(?.2} 91.6 (90.4-92.6)

. - . 1B2 4120 (6.6) 83.3 (81.8-84.8)

- S u p e rviy ﬁmm O $S : B3 3790 (6.1) 76.1 (74.3-77.8)
1I 617 (1.0) 56.1 (51.4-60.5)

2 % - 7 6 % 1 1A 796 (1.3) 63.4 (59.5-67.0)
1Al 742 (1.2) 70.3 (65.9-74.3)

1IA2 1101 (1.8) 65.3 (61.6-68.6)

1B 8904 (14.3) 63.9 (62.7-65.0)

111 407 (0.7) 35.3 (33.9-44.7)

IIIA 954 (1.5) 40.7 (37.1-44.3)

Wright JD, et al. Obstet Gynecol 2019 e 2177.(8:3) 414 (39.9742.9)
111C 5350 (8.6) 46.3 (44.8-47.8)

1IC1 4625 (7.4) 60.8 (58.7-62.8)

111c2 1114 (1.8) 37.5 (33.3-41.7)

VA 1850 (3.0) 24.0 (21.7-26.3)

VB 6752 (10.9) 14.7 (13.7-15.8)



Cérvix T Enfermedad Localmente Avanzada
Contextualizacion

SEOM:; Hi tos en C8ncer de C®r

2014. Bevacizumab
mejora supervivencia

en carcinoma 4
avanzado de cérvix A ADC

2010 - 2015

Cemiplimab aumenta
supervivencia frente

imioterapi 5
Desarrollo de las ai:gﬁd‘;ri}ﬂ:aen Al nmunot
vacunaVstIEIente al Pembrolizumab A Qui miot

y nivolumab/ v : .

Alerta NCI ipilimumab aumentan Pembrolizumab + i nducci

Q T-RT S;" zim\itspecr?p];;e ztne carboplatino/paclitaxel/
: bevacizumab aumenta
en CC LA pa::\etntées supervivencia en primera
IR linea de tratamiento




~ Estrategias en Cancer de Cérvix Localmente Avanzado

QT-RT con doblete

D

QT Neoadyuvante

gt

Cirugia QT adyuvante

EORT®X59p4
OUTBAC
-

QT (CDDP-GEMC)

ﬂz

Toxicidad g3-4
87%



/- Justificacion Inmunoterapia

|l nmmunot parapi evertir Evas
Ant 2genos vVvirales + '

1) VPH A expresion de proteinas virales (E6 y
E7) como antigenos tumorales reconocibles
por el Si

2) Laradioterapia y quimioterapia como
potenciadores de la inmunoterapia A
incrementan presentacion de antigenos

3) Las células tumorales evaden la respuesta
iInmune por sobreexpresion de PD-L1, que
inhibe la accion de los linfocitos T a través del
eje PD-1/PD-L1

VPH 16y 18
70% de CC



Justi ficacti -n Innm

aQu® dicen | as gu?zas

Clinical and Translational Oncology (2024) 26:2771-2782
https://doi.org/10.1007/512094-024-03604-3

RS S NG Rl ® Recommendations
SEOM-GEICO Clinical Guidelines on cervical cancer (2023)
o A oot st R S Primary weekly cisplatin-based (40 mg/m?) CRT remains
m::l!: ETﬁ:r::‘ij?ﬁ:ér:i;:,::ﬁdé" Estévez-Garcia® - Lorena Farina-Madrid’ - Yolanda Garcia Garcia® - w
T — approved [I, A].
S Induction chemotherapy with the INTERLACE regimen
before definitive CRT might be an option for selected
patients [I, B].
ESMQO02Dra. N. Colombo Adjuvant ChT after CRT is not recommended [I, D].
Presi d By 'mlb_ & $ b um Neoadjuvant ChT before radical surgery is not a standard
Pr aciihaea gti miga | approach in LACC [I, D].
Pembr ol ipz wmalCQRTeeas st aridalr d The addition of Eembrolizumab to CRT will likelx
carfeprat i wintBwdiyagnpsedi ous| y become the standard treatment for LACC [I, A].
untr elitghls XCC amdapapsr opdbat pol

armn faoliumnidall s

Pendiente de aprobacion para CCLA
Estadiolll-l VA de | a FI GO



GCIG INTERLACE

McCormack M, et al. ESMO 2023; McCormarck M, et al. ESGO 2024; Ledermann JA, et al. SGO 2024

Key eligibility criteria

®* Newly diagnosed histologically
confirmed FIGO (2008) stages IB1
node+,1B2, 11, I1IB, IVA squamous,
adeno, adenosquamous cervical
cancer

* No nodes above aortic bifurcation on
imaging

*® Adequate renal, liver & bone marrow
function

* Fit for chemotherapy & radical RT

*No prior pelvic RT

RT = Radiotherapy

3D-Conformal = 3D conformal radiotherapy
IMRT = Intensity modulated radiotherapy
EBRT = External beam radiotherapy

BT = Brachytherapy

IGABT = Image-guided adaptive brachytherapy
RT QA = Radiotherapy quality assurance

Randomised (n=500)

Induction chemotherapy (n=250)

Carboplatin (AUC2) & paclitaxel (80mg/m?) given
weekly for 6 weeks

Standard CRT (n=250)

Chemotherapy: cisplatin (40mg/m?) weekly for 5 weeks
Radiotherapy: EBRT (40-50.4Gy in 20-28 fractions) & BT to give a minimum
total EQD2 dose of 78Gy to point A, 3D IGABT recommended
Overall treatment time <50days
All centres underwent RT QA

Follow-up

3-monthly for 2 years then 6-monthly for 5 years

ESG

European Sodiety of
Gynaecological Oncology

Stratified by

* Site

* Stage

* Nodal status

« 3D-Conformal v
IMRT EBRT

* Tumour size

+ SCC v ather

Primary endpoints

* PFS
*0S

Secondary endpoints

* Adverse events

* Pattern of relapse

* Q0L

* Time to subsequent
treatment

25 European Congress
on Gynaecological Oncology
March 7-10, 2024 | Barcelona, Spain




GCIG INTERLACE

McCormackM, et al. Lancet 2024

SLP

SG

A
100 % —— Chemoradiotherapy alone
— Induction chemotherapy with chemoradiotherapy
80+
g Lt
E
s 60+
2
&
5
g a0
¢
204
Hazard ratio 0-65 (95% Cl 0-46-0-91)
p=0-013
o 2 24 36 23 o 72 84 9 108 wo 1
Number at risk
(number censored)
Chemoradiotherapy alone  250(0)  207(12) 159(31) 142(43) 116(60) of(77) 69(99) 45(122) 21(147) 6(160) 3(162) 0(165)
Induction chemotherapywith  250(0)  225(4) 180(22) 154(37) 136(51) 11Y(74) 79(106) 53(132) 25(159) 9(175) 3(181) 0(184)
chemoradiotherapy
n
A 4

SLP a 5 anos: 73% frente 64%

B
100
- "4.-''“'‘“''H1'«\''“'"'"'-'''m""'L._'._H_“_H_._"_._N_._|
£ 6o
2
4
2
3
0
3 4
20+
Hazard ratio 0-60 (95% Cl 0.-40-0-91)
p=0.015
0 ! T T T T T T T T T
0 12 24 36 48 72 84 96 108 120 132
Number at risk Time since fandomisation (months)
(number censored)
Chemoradiotherapy alone  250(0)  230(13) 186(33) 157(49) 132(66) 104(86) 75(112) 48(138) 24(163) 6(179) 3(181) ©(184)
Induction chemotherapy with 250(0)  240(5) 196(31) 169(48) 150(65) 114(90) 83(122) 55(148) 26(176) 9(193)  4(199) 0(202)
chemoradiotherapy
v

SG 5:a 08 &

framfa

Recaida a distancia 12% frente 20%




ENGOQJ A

LoruBsoet

Key Eligibility Criteria
FIGO 2014 stage IB2-1IB (node-positive
disease) or FIGO 2014 stage IlI-IVA

(either node-positive or node-negative
disease)

RECIST version 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 IB2-11B vs llI-1VA)

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

1 GO®B04 KEYNAAL B

alO2ESLGCELOk @t a20.2MERD. E @Q 4

o~

Cisplatin 40 mg/m? QW for 5 gycles®
+ EBRT followed by brachytherapy
+

Pembrolizumab 400 mg
Q6w
Pembrolizumab 200 mg Q3W for 15 cycles

for 5 cycles

Placebo
Qsw
for 15 cycles

+ EBRT followed by brachytherapy
+

Placebo Q3W for 5 cycles

Dual primary endpoints:
PFS per investigator review
oS

PRO endpoints

. Secondary: change from baseline and overall improvement/stability + improvement in
QLQ-C30 GHS/QoL and physical function subscales and QLQ-CX24 symptom-specific scale
Exploratory: change from baseline and overall improvement/stability + improvement in the

EQ-5D-5L VAS .
51% asiaticos
PD-L1 CPS<1 A 4,2%/5,3%



Progression-Free Survival, %
w
T

ENGOT-cx11/GOG-3047/KEYNOTE-A18

Duska L, et al. SGO 2025 (2° andlisis interino)

SLP

136-mo rate (95% CI)
162.7% (56.4%—68.4%)
:54.5% (49.3%~59.3%)

Ptsw/  Median, mo
Event (95% CI) !
Pembro 29.3% NR 1
Am (NR-NR) i
Placebo 39.5% NR '
Am (32.0-NR) '
1
1
L
)

Median follow-up: 29.9 mo

0
No. at risk

529
5311

— T T T T T T T T T 1
12 15 18 21 24 27 30 33 36 39

3 6 9
Time, mo

515 474 430 402 353 317 280
513 452 395 366 226 283 24

217 179 86 69 2 0
178 148 78 €3 2 0

HR, 0.68 (95% CI, 0.56-0.84)

Segui miento29medi ana) :

SG

!36-mo rate (95% Cl)

100+ 182.6% (78.4%~86.1%)
904 — 174.8% (70.1%~78.8%)
ey ! s
2
— 704 !
g I
£ 604 1
:3 50+ : Pembro Arm
S 40 [HR, 0.67 (95% Cl, o.so-o.em] |
[ -1 - I
g 304 P=0.0040° ! Placebo Arm
o |
20 !
10+ |
Median follow-up: 29.9 mo |
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, mo

529 527 522 509 500 463 412 374 326 273 210 136 63 1 1
531 527 518 508 493 455 405 366 316 259 194 125 658 12 0

Datos de PFS2 en ESGO 2025

Resultados finales ASCO 2025

Pts w/
Event

14.2%

20.5%

Median, mo
(95% CI)
NR
(NR-NR)

NR
(NR-NR)

76.7% information fraction®

Diferencias en Calidad de Vida ESGO/SGO -24y ESGO-25



ENGOT-cx11/GOG-3047/KEYNOTE-A18

Colombo N, et al. ESMO 2024

SLPSubgrupos
I1A2 No. of Events/
Subgroup No. of Patients HR (95% CI)
Overall 365/1060 0.68 (0.56-0.84)
Age
<65 years 318/927 0.69 (0.55-0.86)
=65 years 47133 — 0.64 (0.35-1.16)
Race
White 202/518 0.74 (0.56-0.98)
All others 161/539 0.65 (0.47-0.88)
ECOG PS score
0 266/778 0.72 (0.57-0.92)
1 99/282 0.59 (0.40-0.88)
Planned EBRT
IMRTNVMAT 325/939 0.66 (0.53-0.82)
non-IMRT/-VMAT 40/121 0.90 (0.49-1.68)
FIGO 2014 stage
IB2 to IIB 161/459 0.85 (0.62-1.16)
1l to IVA 204/601 0.57 (0.43-0.76)
Planned total RT dose
<70 Gy 32/93 0.67 (0.33-1.35)
270 Gy 333/967 0.68 (0.55-0.85)
0 ;z 5 2 'n 4 ;
N Favors Favors "
Pembro Arm Placebo Arm

¢2EAOARFRSA

Treatment-Related AEs, Incidence 220% in Either Arm

70

60

50

Incidence, %
w B
S S

20

Anemia

Data cutoff date; January 9, 2023,
rrrrrrmrer mmCONETESS

59 4

7.2

Nausea

s0.4 511

Diarrhea

WBC

decreased

200 474

Neutrophil

decreased

Vomiting

237

Leukopenia

Grade
1-2 34

Pembro Arm . .

Placebe Arm .

Platelet
count
decreased

Neutropenia



Caracteristicas de los
estudios

Tipo de Estudio

INTERLACE y KEYNOTE A18

Nout R. ESGO 2024 (modificado)

INTERLACE

QT-RT frente QT induccion A QT-RT

Fase Ill i Académico
Reino Unido

KEYNOTE A18
QT-RT vs QT-RT+Pembro A Pembro

Fase Ill controlado con placebo
Internacional

Reclutamiento

10 anos (2012-2021)

3 afios (2020-2022)

Estratificacion

Hospital, Etapa, N, 3D frente IMRT,
2D frente 3D, T, histologia

IMRT frente no IMRT, etapa,
<70Gy frente >70Gy

Objetivos SLPy SG SLPy SG
Mediana de seguimiento 64 meses 29,9 meses
FIGO 2008 2014
Poblacion 70% etapas llb; 82% epidermoides Ib2-11B con N+; llI-IVA (56%)
Afectacion ganglionar / 111IC2 42% | NO 84% / 22%
Técnica RT 40% IMRT 89% IMRT; 9% <70Gy

84% completan QTNA; QT-RT (5C): 79% vs

68%

Cumplimiento

Intervalo entre QTNAY QT-RT: 7 dias
95% completan tratamiento <56 dias

75% <56 dias

Toxicidad g3-4

48% frente 59%

60,6% frente 67%




RadioterapiAmMgderoantrol | ocal

EMBRACE |

Braquiterapia Adaptativa Guiada por
Imagen (IGABT)

Potter R, et al. Lancet Oncol 2021
otter R, et al. Lancet Oncol 20 A5 afios EMBRACE | SRS ]

ESTRO-25

Figure 1: Overall disease outcome (LC, PC, 08, DFS) (n=1341) (KM estimates); 131 (9.8%) of 1341 patients were lost to follow-up at 3 years and in total 388 (28.9%) had
no S-year follow-up form available (censored patients for DFS)

0 months 0onou k% s e Control Local 92% 939%

0,94 A Local control
05 Number atrisk 1341 1147 963 853 713 547
) Censored 0 150 297 399 535 699

& 074 Events 0 44 Bl 89 93 95 0 0
B Pelvic control Alsi
% 0.6 Number atrisk 1341 1147 963 853 713 547 ContrOI peIVICO 8 7 /0 8 9 /0
= 054 Censored 0 121 247 342 476 640
E Events 0 730131 146 152 154
£ 044 Overall survival
< 0.3 Number at risk 1341 1275 1114 987 823 659

Censored 0 17 65 118 235 37
0.2 Events 0 49 162 236 283 312 SLE 68% 73%
014 Disease free survival
’ Number at risk 1341 1152 967 856 715 549

0,04 Censored 0 25 77 131 246 38R
T T T T T T Events 0 164 297 354 3RO 404
0 12 24 36 48 6
s 74% 82%
events Sy N
Local control 98 92% 1341
Pelvic control 158 87% 1341
Overall survival 363 74% 1241

Discase free survival 427 68% 1341



Otros Estudios con Inmunoterapia

Estudios Disefioy n Poblacion

Farmaco
Experimental

Objetivos Primarios

FIGO 2009 : SLP
CALLA! e IB2-1IB N+ Dlﬁ:xg"g‘r‘f‘géa”ﬁézgz?m HR 0.84 (95% IC, O,E)
NIA-IVA y p 0.174
Fase Il II:I;(;(I)IE?\IOJ? Atezolizumab (anti-PD-L1) SLP a 2 afo
ATEZOLACC? randomizado b-IVA Durante QT-RT y hasta 20 70% frente 64
N 189 > ciclos Sin diferencias en
Afectacion para Ao
Fase Il II:IIBCZ;CI)ISOI\CI)J? Dostarlimab
ATOMICC? randomizado HA-IVA (anti-PD1) SLP
M2 Afectacién paraAo VIS QAR 2 i
1 Mo nkJ . et al . 210&2MBcet Oncol
2Char garet 21025SGO

3 Gar dDua 8§ n

C,neyna€ahc2elr2 2



¢Por qué el estudio CALLA es negativo y KN
Naumann RW. SGO 2024

Caracteristicas de los
estudios

CALLA
QT-RT frente QT-RT+durva A Durva

Tipo de Estudio

Fase Ill controlado con placebo

-Al18 es positivo?

KEYNOTE A18
QT-RT vs QT-RT+Pembro A Pembro

Fase Ill controlado con placebo

Elegibilidad

Permite 1 ganglio pélvico +
Tamanfo ganglionar 1 cm

2 ganglio pélvicos o para-aorticos
con PET SUV 2,5; Tamarfio ganglio
1,5cm

Reclutamiento

2 afios (2019-2020)
N 720 en 120 centros de 15 paises

3 afnos (2020-2022)
N 1060 en 170 centros de 30 paises

IMRT frente no IMRT, estadio,

Estratificacion Estadio y pais <70Gy frente >70Gy
Objetivos SLP SLPy SG
Quimioterapia en la QT-RT Cisplatino o carboplatino Cisplatino

Inmunoterapia

Durvalumab , anti PD-L1

Pembrolizumab , anti PD -1

FIGO 2009 2014
Estadio IlI-1Va 66% 56%
Afectacion ganglionar 75% 84%




Estrategias
Inmunoterapia
CCLA

Ang DJM, et al.
J Gynecol Oncol 2024

¢,Cuando?

¢,Con qué?

Immune &
anti-tumor
effects of
ICI(s) +
CCRT at
each Initiating host immune CCRT induce DNA breaks, cell death, .
phase response phagocytosis and antigen presentation which| Targeting RT-induced PD-L1 upregulation and
Immune priming of TME | can potentiate anti-tumor immune response. T cell exhaustion
Sustained T cell activation | RT may induce chemotaxis of effector T cells.|  Restoring T cell killing of residual disease
Treatment ‘ Im':l:uricti:m or ’ ( Concurrent )( Maintenance )
phases of ming == : N or
ICI(s) with ’JF:D
rez%e':t_rto ) ‘3 : Adjuvant or Sequential
Time —» | ~— = ) (after response to CCRT)
COLIBRI | [ COLIBRI
Dosing of GOTIC-018 cohort B
ICI(s) in NRG-GY-017 arm A |
e GOTIC-018 cohort A
involving NRG-GY-017 arm B ]
CCRT* CALLA, KEYNOTE-A18, ATEZOLACC, NiCOL
I G0G-9929, ATOMICC, eVOLVE-Cervical
Other Neoadjuvant RH if PR/CR Adjuvant
investigational NACI
approaches of S0
ICI(s) in LACC are
icl + ChT @ CCRTITSD/PD ICI £ ChT £ RT
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‘

- Enfermedad Avanzada 1 Irrupcion de la Inmunoterapia
Manso L, et al.Clin Transl Oncol 2024

ADVANCED AND
/ METASTATIC DISEASE
13t |il‘le 2nd Iine
Platinum-based chemotherapy + / Previous Immunotherapy \
Pembrolizumab* + Bevacizumab®
YES NO
| |
RSN IELE S ot e
e s un bi om Tisotumab vedotin +

ECOG >2
|

| Best supportive care |

* PD-L1 positive tumors, assessed as combined positive score (CPS) of 1 or more.

& When the risk of significant gastrointestinal/genitourinary toxicities has been carefully
assessed.

$ Regardless of PD-L1 tumor status.

¥ PD-L1-positive.

+ US only.



1

« Planned

Estudio KEYNOTE -826

Monk BJ, et al.J Clin Oncol 2023; 41 (16): 5500)

N617, bevacizumab 37%

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

Key Elig y Criteria
-
Bevacizumab 15 mg/kg IV Q3w

Placebo IV Q3W
for up

+
Paclitaxel + Cisplatin or Carboplatin IV Q3W
for up to

-
Bevacizumab 15 mg/kg IV Q3W

End Points
* Dual primary: OS and PFS per RECIST v1.1 by investigator
+ Secondary: ORR, DOR, 12-mo PFS, and safety

PFS (%)
o
o
i

H Pts wi Median, mo

! 12-mo rate (96% CI) Event  (85% CI)

| 45.6% (39.3-51.6) Pembro + 62.6% 10.5

| 33.7% (27.9-39.5) Chemo £ Bev (9.7-12.3)
Placebo + 80.0% 8.2
Chemo £ Bev (6.3-8.5)

HR 0.58 (95% Cl, 0.47-0.71) ‘
nominal P < 0.0001 J

PFS (%)
g

Time, months
238 208 144 13 104 a7 092 88 86 83 70 46 25 [:
220 170 103 B1 64 55 49 43 40 35 28 18 7 2 0 0
I Pts w/  Median, mo
| 12-mo rate (95% CI) L )]
| 44.7% (38.9-50.4) Pembro + 63.3% 10.4
| 33.1%(27.7-38.7) Chemo  Bev (9.1-12.2)
| Placebo + 80.3% 8.2
! Chemo  Bev (6.4-8.4)

HR 0.61 (95% CI, 0.50-0.74)
nominal P < 0.0001

No. atrisk
308
309

PFS (%)
o
S
r

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

Time, months

263 220 156 124 113 105 99 95 92 B9 76 49 26 6 0 0
259 195 113 89 72 57 50 44 41 36 29 18 7 2 0 0

i 12-mo rate (95% Cl)

lan, mo

Pts w/  Med|
Event  (85% Cl)

| 44.7% (36.5-52.8) Pembro + 59.5% 104

| 33.5% (25.9-41.2) Cheme £ Bev (8.9-16.1)

H Placebo + 81.8% 8.1
Chemo £ Bev (6.2-8.8)

HR 0.52 (95% Cl, 0.40-0.68)
nominal P < 0.0001

No. atrisk

159

3 6 9 12 15 18 21 24 27 30 3
Time, months

138 124 81 63 60 14 54 52 50 49 4

131 a5 60 a7 36 30 27 23 22 20 1

2 26 14 5 c 0
3 6 1 ] o 0

PD-L1
cCPs O

RAIl Corners 0

PD-L1
CPS O:



KEYNOTE 826
Tewari KS, et al. Jama Oncol 2024; Van Gorp T, et al. ESGO 2024 (modificado)

NENIOIS B8 KEYNOTE 826
Resultados (Coneiie =) (Cohorte Sin Beva)
QA PIEM BSR4 QT+Pembro A Pembro
Pembro+Beva
n 389 228
SLP meses 15,2 m frente 10,2 m 6,3 m frente 6,2 m
HR 0,57 (0,45-0,73) HR 0,69 (0,50-0,94)
SG meses 37,6 m frente 22,5 m 17,1 m frente 12,6 m
HR 0,60 (0,47-0,80) HR 0,67 (0,49-0,91)




KEYNOTE 826: SG con/sin bevacizumab

Lorusso D, et al. Ann Oncol 2025

With bevacizumab Without bevacizumab
Events, HR Events, HR
n (%) (95% CI) 100 %) (95% CI)
A%
na% Pembrolizumabarm 85 (48.5) 0.60 % d9mn Pembrolizumab arm 68 (§9.4) 061
440
s23% Placebo arm 113(66.1) (045-0.79) 0 37.0% Placebo arm 88 (s4g) (044-05%)
Nu - 25.3%
Median (35% C)
Median (35% CI) “-\\ 75 v
60 .5 manths (1 months)
43.9 months (28.6 months—NR) ¥
k wm“ i e A s ey & 1.8 months (9.7-14.8 months)
- o
& ‘-\\"_H.
» 30 H‘_h"‘—%
= . M
10 10
@ 3 6 9 12 15 18 21 24 21 3 3™ 3% W 42 45 48 © 3 6 8 1 15 18 N 24 27 30 3 3% I 42 45 48
Time, months Time, months
MNo. at risk No_at risk.
175 AT0 167 153 139 131 121 16 109 101 96 L L] » ” 1 o % 9 84 ™ &7 58 47 4 w 35 32 0 E 13 ] 1 0
171 164 153 138 122 108 95 L] 82 69 (=] 56 E ] z 3 L] L] 104 97 a2 L] 51 # M F E-] 2 18 12 L] 2 o L] L]
B With bevacizumab Without bevacizumab
Events, HR Events, HR
n 5% CI

100 % n (%) (95% CI) 1004 _ %) (9 )

90 5% Pembrolizumab arm 99 (50.5) 0.61 904 ™ Pembrolizumab arm 78 (70.5) . ﬂ-iT"

= 61.2% Placebo arm 130(67.4)  (047-0.80) 0 36.1% Placebo arm 08 pas (049091

46.1% 26.2%
7o Tod
Median Median {35% CI)

. \\ ﬂlmﬁ:ﬂnmm} +" \\\ 17.1 months (14.4-21.3 months)
= 225 months (16.6-25.0 months) 10.0-15.7 months)
8 e 8

40 404

£ 304 m

E] 204 M‘—

10 104

3 8 8 1w 15 1 2 24 7 MW | I 39 4 45 48 O 3 6 9 12 15 18 2 24 27 30 33 36 39 42 45 48
Time. months o, ot
No. at risk MNo. at risk
196 190 185 170 155 146 135 127 120 112 104 93 EE I L m 1 o M2 02 o % 75 &4 52 46 40 38 34 12 22 " 5 1 0
183 186 174 157 138 12 1ws 89 s &7 59 a n 3 o o 116 109 L] ™ 58 a8 “ 2 » 26 20 13 T 3 o o L]




BEATcc / ENGOT-Cx10 / GEICO 68-C / JGOG 1084 / GOG-3030

Oaknin A, et al. ESGO 2024; Oaknin, et al. SGO 2024

Open-label randomized phase 3 trial ;:va]uating dual blockade of PD-L1 and VEGF

* Metastatic, persistent, or
recurrent cervical cancer not
amenable to curative therapy

* GOG/ECOG PS =1

* No prior systemic anti-cancer
therapy for R/M CC

* In patients with pelvic disease,
no bladder or rectal mucosa
involvement

¢ Available archival/fresh tumor
sample for PD-L1 expression

A

Y

Stratification factors:

N=410

Atezolizumab 1200 mg +
bevacizumab 15 mg/kg +

paclitaxel + cis/carboplatin®
all 1V g3w

Continued untl PD/unacceptable toxicity

Patients with CR after 26 cycles could stop
chemotherapy and continue biologic therapy alone

Crossover trom standard arm at PD not permitted

Bevacizumab 15 m
paclitaxel + ¢

-arbor

all TV q3w

Dual primary endpoints
* Investigator-assessed PFS (RECIST 1.1)
« OS

Statistical design

* Alpha split between PFS (0.02) and OS
(0.03)

* Primary PFS analysis at 280 PFS events
with simultaneous interim OS and alpha
recycling

* Data cutoff: July 17, 2023

¢ Final OS after 292 deaths

* Prior concurrent chemoradiation (yes vs no)
* Histology (squamous cell carcinoma vs adenocarcinoma®
including adenosquamous carcinoma)

* Chemotherapy (cisplatin vs carboplatin . . — 2 . .
Py ( P P ) *Paclitaxel 175 mg/m? day 1 + platinum (cisplatin 50 mg/m’ or carboplatin AUC5) day 1. *Capped at 20% of the overall

. o population. CR = complete response; ECOG = Eastern Cooperative Oncology Group; GOG= Gynecologic Oncology Group;
IV = intravenous; OS = overall survival; PD = disease progression; PD-L1 = programmed death ligand 1;
L) e THE POWER OF SHARED PURPOSE: PFS = progression-free survival, PS = performance status; q3w = every 3 weeks; RECIST = Response Evaluation Criteria in

Transforming Gynecologic Cancer Care Solid Tumours; R/M CC = metastatic, persistent, or recurrent cervical cancer; VEGF = vascular endothelial growth factor

ANNUAIL
ON WOMEN

() L]




BEAT¢c ENGITU

PI'S probability

No. at risk
zo + bev
Bev 4+ C1

+ CT 20

OaknAi,n et

Dual primary endpoint: PFS

Statistically significant 38% reduction in risk of progression or death

1.0 4
0.9
0.8
0.74
0.6
0.5
044
0.3
024
0.1

PFS

Events, n (%)

Stratified HR (95% CI)
Median, months (95% CI)

138 (67) 166 (81)
0.62 ([]A‘)Jl'"ﬂ); |)<!l(l[lll
13.7 (12.3-16.6) 104 (9.7-11.7)

(1]
0

o

12 18 24 30 36 42 48 54
Time (months)

80 47 3 13 5 1 1 0

No. at risk
Atezo + bev +
Bev + CT

OS probability

GE b €
SLP yiGh eti vos

a202£SG024 LanaC24

Pri mar I

Dual primary endpoint: OS (interim analysis)

Statistically significant 32% reduction in risk of death
0S Atezo + bev + CT Bev+ CT
Events, n (%a) 105 (51) 129 (63)
Stratified HR (95% CI) 0.68 (0.52-0.88); p:().ﬂ(l-&(:"
Median, months (95% CI) 321 (25.3-36.8) 228 (20.3-28.0)

61%

26%

0 [ 12 18 24 30 36 42 48 54
Time (months)

206 194 167 140 03 64 27 9 5 1

204 182 152 119 83 50 22 O 4 (1]

/[ JIGMO&4L GQAG 30

0)

[



ORR (%)

BEATcc 1T Respuestas, DOR y Seguridad

Oaknin A, et al. ESGO 2024; SGO 2024: Lancet Oncol 2024

Key secondary endpoints: ORR and DoR

Summary of safety

1.0 9
ORR: 84% 094 Dol
(95% Cl: 79-89%) os Events, o ( 109 (63) 120 (82)
Hazasd ratio (95% CT) 0.60 (0.46-0.78)
w071 Median, months (95% CI) 13.6 (10.6-21.3) 8.6 (8.0-10.6)
E 0.6 4
g 054
-3
2 04
~
034
024
014
0
0 6 12 18 24 30 36 42 48 54
No. at risk Time (months)
Atezo + bev + CT 1 141 o 1 0 1 1
Atezo + bev + CT Bev + CT Bev + €T 147 107 5 9 20 ? 5 1 o
THE POWER OF SHARED PURPOSE: Data eutoff: July 1 daas, follow wp: 329 manths; 95% C1: 31.2-M.6 me
Transforming Gynecologic Cancer Care Dok = du se; ORR = objective response rate; PR = pastil ees

AE, n (%)

Any AE 202(99) 197 (99)
Grade 23 161 (79) 149 (75)
Grade 5 70 6 (3"

AESI for bevacizomab 105 (51) 100 (50)
Grade 23 42(20) 40 (20)

AESI for atezolizumab 43(21) Na
Grade 23 115 NA

AE leading to any treatment discontinuation 31(15) 31(16)
Chemotherapy

Carboplatin 1@ 509)

Cisplatin 12(6) 10(5)

Paclitaxel 140 14(7)
Bevacizumab 18(9) 19 (10)
Atezolizamsb 136 NA

Transforming Gynecologic Cancer Care

“Oue case each of vaginal hemorhage, obsteuctive jaundice, and deal perforation (all considesed trestment-selated); one case exch of
imtestinal occhrsion, biliary broachoaspirstion, nawses /romiting, and septic shack (considered unrelated 10 treatment). *One case cach
THE POWER OF SHARED PURPOSE: o qespuatory faduse, watestunsl pertorstion, cardsopulaionsey acrest, respuatory mfectson, COVID wmfecton, sad mtestunal occhison

(consdered unsclated to trestment). AE = adverse event; AESI = advenc event of special interest
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BEATcc y KEYNOTE 826

Van Gorp T, et al. ESGO 2024 (modificado)

Caracteristicas de los BEATcc KEYNOTE 826
estudios QT+Beva+Atezo A Beva+Atezo QT+PembroNBeva A PembroRBeva
. . Fase Il no controlado con placebo Fase Il controlado con placebo

Tipo de Estudio - : .
Académico Patrocinado por Industria

Inmunoterapia Atezolizumab (anti PD -L1) hasta progresion Pembrolizumab (anti PD-1) hasta 35 ¢

Bevacizumab Obligatorio Opcional, a criterio Investigador (63%)

Biomarcador No Si, PD-L1 por CPS score

Caracteristicas pacientes y tumores similares en los dos estudios



esumen Historico CC Enfermedad Avanzada ‘

Tewari KS. SGO 2024

ISOLATED, CENTRAL FAILURE 15T LINE RECURRENT/METASTATIC 210 [INE RECURRENT
Pelvic Exenteration 60G 606-0204 60G-0240 KN-826 BEATcc EMPOWER InnovaTV301
Urinary Diversion CDDP CDDP-+Pacitaxel. Doublet-+BEY Doublet+PEMBRO ~ Doublet+BEY+ATEZ0| ~ Cemiplimab Tisotumab Vedotin

+/- BEV
Median 0S 6.1m. 12.0m 17.0m, HR 0.70 24.0m, HR 0.64 32.1m, HR 0.68 | 12.0m, HR 0.69. 11.5m, HR 0.70
ORR  314% 29.1% 48% 68.1%m PD-L1+ 84% 18%in PD-L1+ 17.8%

G0G 82: Bonomi P, et al. J Clin Oncol 1985;3:1079-85.
G0G-0204: Monk BJ, et al. J Clin Oncal 2009;27:4649.55.
GOG-0240: Tewari KS, et al. NEngl J Ned 2014;370:734-43.

GOG 240 Keynote-826: Colombo N, e al. N Engl J Med 2021;385:1856-67.
EMPOWER: Tewari KS, et al. N Engl J Med 2022;386:544-55.
1-] om BEATcc: Oaknin A, et al. Lancet 2024;403:31-43.

Innova TV 301: Vergote L, et al ESMO 2023 LBA#9, NCT04697628.

L) (]
® : e THE POWER OF SHARED PURPOSE:
v Transforming Gynecologic Cancer Care

e e




EMPOWER-Cervical 1/
GOG-3016
ENGOT-cx9 Study

Tewari KS, et al.
N Engl J Med 2022
Oaknin A, et al.
Eur J Cancer 2025

Primary endpoin

endpoints:
Pl Safety, QoL
IC chemotherapy

Secondary
FS, ORR,
Options: Exploratory endpoints:

N=604: 477 SCC, 131 AC + Pemetrexed 500 mg/m? Q3W IV Fie St

Randomized 1:1 + Gemcitabine 1000 m‘w IV on Days 1.and 8 and every 21 days RIS Imnunogenichty, Biomarers, PD
Stratified by: + Topotecan 1 mg/m? daily IV for 5 days, every 21 days

B | L e

« Geographic region inoreibine 30 mg/m2 IV on Days 1 and 8 and every 21 days wo interim analyses were

« Pri i respecified per protocol

. Eg&gge gg?g‘ f:?? G Treat up to 96 weeks with option for re-treatment presp perp

« At firstinterim analysis, IDMC
Tumour imaging conducted on Day 42 (+7 recommended trial to continue

days) of cycles'1-4, 6, 8, 10, 12, 14, and 16 + At second interim analysis, IDMC

recommended trial be stopped for
efficacy; presented here

1.0 - — Cemiplimab HR (95% CI), 0.665 (0.555-0.796); one-sided p < 0.00001
—— Chemotherapy Median OS: 11.7 versus 8.5 months for patients treated with
0.9 cemiplimab versus chemotherapy
8 0.8 1 Cemiplimab Chemotherapy
u— 0.7 4 ORR, n (%) 52 (17.1) 19 (6.3)
° 064 ORR, 95% ClI 13.0-21.8 3.8-9.6
2 0.5 - ! Stratified CMH test,
3 el N : one-sided p-value 0.00002
g 0.4 - : OR, 95% CI 3.136 (1.798-5.468)
A L, S . S
0.2 : a
0.1 L 11.9%
0.0 1 :

T T T T T T T I T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72
Month

Number of participants at risk

Cemiplimab 304 236 181 140 108 &8 75 65 62 48 35 19 13 8 4 2 0 0 0
Chemotherapy 304 224 140 92 60 44 32 26 20 16 9 6 4 2 0 0 0 0

-



SG segun expresion PD-L10
Oaknin A, et al. Eur J Cancer 2025

—— Cemiplimab with PD-L1 value

—— Cemiplimab without PD-L1 value

—— Chemotherapy with PD-L1 value
Chemotherapy without PD-L1 value

Probability of OS

+—F
A

—_—

I 1
12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 7
Month

Number of participants at risk

Cemiplimab with 126 95 73 59 43 35 33 28 27 18 12 7 5 1 0 0 0 0 0
PD-L1 value

Cemiplimab without 178 141 108 81 65 53 42 37 35 30 23 12 8 7 4 2 0 0 0
PD-L1 value

Chemotherapy with 128 88 60 43 29 23 17 12 1" 8 6 3 3 1 0 0 0 0 0
PD-L1 value
Chemotherapy without
PD-L1 value

MPOWER-Cervical 1 / GOG -3016 / ENGOT-cx9 Study



ENGOT-Cx12 / GOG-2057 / Innova TV 301

Gonzélez A, et al. ESGO 2024; Vergote I, et al. N Engl J Med 2024
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 eligible and available

<2 prior lines

Measurable disease per RECIST
v1.1

ECOG PS 0-1

Randomization 1:1
N=502

Treatment

Tisotumab Vedotin
(n=253)

2.0 mg/kg IV Q3W

IC Chemotherapy?

(n=249)

Topotecan
Vinorelbine
Gemcitabine
Irinotecan
Pemetrexed

Data presented herein are a planned interim analysis

IC, investigator's choice
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. *Chemotherapy regimens were given at the following doses: topotecan: 1 or 1.25 mg/m? IV on Days 1 to 5, every 21 days;
vinorelbine: 30 mg/m? IV on Days 1 and 8, every 21 days; gemcitabine: 1000 mg/m? IV on Days 1 and 8, every 21 days; irinotecan:
100 or 125 mg/m? IV weekly for 28 days, every 42 days; pemetrexed: 500 mg/m? on Day 1, every 21 days; °OS was defined as the
time from the date of randomization to the date of death due to any cause; ‘Assessed by investigator.

Outcomes/Endpoints

. Os®

ESGO

European Society of
Gynzecological Oncalogy

Primary Endpoint

Key Secondary Endpoints
+ PFSe
*+ ORRe
» Safety

25™ European Congress
on Gynaecological Oncology
March 7-10, 2024 | Barcelona, Spain

6 3%bBevpar ev

3 %I

n mupnroe v



ENGOT-Cx12 / GOG-2057 / Innova TV 301: SG (Objetivo 1 2)y SLP
Gonzalez A, et al. ESGO 2024; Vergote |, et al. N Engl J Med 2024

Overall Survival (Primary Endpoint)

1.0 4

Treatment Events/Total  Median, mo (95% CI)

094 Tisotumab Vedotin 123(253 11.5 (9.8, 14.9)
= 0.8 IC Chemotherapy 1401249 9.5(7.9,10.7)
= 07 4 0, Stratified log-rank P value®: 0.0038
> i 48.7% HR (95% CI): 0.70 (0.54,0.89
= 06 - /
E 54T ———  Tisotumab Vedotin
=
= 04 IC Chemotherapy
L — N S + Censored
= 03 - i
=] B '
= '
£ 0l N

01 4 | 0 Median follow-up, mo (95% CI):

i 35.3% 10,8 (10.3-11.6)
00 T T T T T T T T 1
0 3 [ 9 12 15 18 21 24 i
Time (months)

Patients at risk
Tisotumab Vedotin 253 B4 9 109 52 bl 14 1 0
IC Chemotherapy 249 M2 150 87 37 19 n 1 0 0

#The threshold for statistical significance s 0.0226 (2-sided), based on the actual number of OS events at interim analysis.

25" European Congress
on Gynaecological Oncology
March 710, 2024 | Barcelona, Spam

ESGO

Gynaecological Oncology

Progression-Free Survival Per Investigator

Treatment Events/Total  Median, mo (95% CI)
Tisotumab Vedotin 1987253 42(4.0,44)
IC Chemotherapy 194/249 29(286,3.1)

Stratified log-rank P value®: <0.0001
HR (95% Cl): 0.67 (0.54, 0.82

— Tisotumab Vedotin
IC Chemotherapy
+ Censored

Probability of progression-free survival

15 18 21 24

1
Time (months)

Patients a risk
ESGQ 25" European Congress
[The threshold for statistical significance is 0.0453 (2-sided), based on the actual number of PFS events at interim analysis furopeansacery o on Gynascological Oncology
s Docsigy | March 1.0, 2624 | Barcelons, Spain




ENGOT-Cx12 / GOG-2057 / Innova TV 301: Respuestas, DOR y Seguridad
Gonzélez A, et al. ESGO 2024; Vergote I, et al. N Engl J Med 2024

Antitumor Activity

Tisotumab Ic
Vedotin Chemotherapy
(N=253) (N=249)
ORR, % (95% CI) 17.8(13.3-23.1) 5.2(2.8-8.8)
Odds ratio (95% CI) 4.0(2.1-7.6)
P value p=<0.0001
Best Overall Response, n (%)
CR 6(2.4) 0
PR 39 (154) 13(5.2)
SD 147 (58.1) 132 (53.0)
PD 46 (18.2) 74(29.7)
Not evaluable/Not available 15(5.9) 30(12.0)

DCR?, % (95% Cl)

75.9 (70.1-81.0)

58.2 (51.8-64.4)

Median DOR, mo (95% CI)

53(4.2-83)

5.7 (2.8-NR)

*DCR defined as CR+PR+SD; CR and PR were confirmed responses. The minimum criteria for SD duration was 25 weeks after the

date of randomization.

Tisotumab Vedotin

T TR T TR T

gl paients (8= 5531

IC Chemotherapy

[ L

[T T3 =

[ El

e paers =201

ESGO

Ginssesiogical Dol

25" European Congress
on Gynaecalogical Oncalogy
Wareh 7:10, 2028 | Barcelons, Spsn

Most Common Treatment-Related Adverse Events?

] Grade 1-2 (Tisotumab Vedotin) [ Grade 1-2 (IC Chemotherapy)

90 876 g5.4

. Grade 23 (Tisotumab Vedotin)

Any Event Anemia Nausea  Conjunctivitis Peripheral Alopecia Epistaxis  Neutropenia  Decreased Diarrhea Keratitis
sensory
neuropathy

+ Overall, the incidence of any grade TRAEs were similar across both arms
+ The majority of TRAEs experienced by patients on the tisotumab vedotin arm were Grades

B Grade 23 (IC Chemotherapy)

Patients (%)
]

+ Treatment-related AESIs for tisotumab vedotin were consistent with the previous known
safety profile, including ocular, peripheral neuropathy, and bleeding events®

AES|, adverse event of special interest: TRAE, treatment-related adverse events

Grade & TRAEs oceurred in 2 (0.8%) patients in the tisotumab vedotin arm (acute kidney injury [n=1] and Stevens-Johnson syndrome ESGQ
[n=1]) and 1(0.4%) patient in the IC chematherapy arm (pancytopenia). “TRAEs listed are those occurring in 215% of patients an either

arm; *There were no grade 4 or 5 AESIs cacay

a5t Eurnpun Congress
Oncology
March 110, 024 | Baclora,Spae




Cervical
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/as,euDestiny -Pan-Tumor 02: Trastuzumab Deruxtecan

Makker V, et al. SGO 2024: Meric-Bernstam F, et al. J Clin Oncol 2023
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