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Contexto y abordaje actual

@ 52 causa de muerte.
~ 200.000 muertes anuales.

75% 75% recaen

Desarrollo de
resistencia a platino

Diagndstico
en etapas avanzadas

g

Resistencia a platino

Supervivencia global del cancer de ovario
resistente a platino es < 12 meses

Definicidn: tiempo de progresion desde ultima dosis
de platino.
Clasicamente < 6 meses desde Uultima dosis de

platino.
Actualizacion del consenso GCIG (2022).

Statement 8
Platinum-based regimens as the reference group (32 of 33 groups

approved, one opposed*)
1 Platinum-containing regimens should be the reference

group in patient populations in which response to platinum

is expected; these populations include patients with:

+  Tumours without progression during platinum therapy
or shortly following the last platinum dose (eg, within

)

+ Have responded to the most recent platinum therapy, or
the patient had no prior platinum therapy, or no residual
tumour at the start of platinum therapy

Globocan 2022
Vergote | et al, Lancet Oncology 2022
Colombo et al, Crit Rev Oncol Hematol 2014



Contexto y abordaje actual

Cancer de ovario platino resistente

Primera linea

+—>r

Cirugia

ILP: 12 meses

Volumen tumoral expresado
en MUI/ml de CA125

Recaidas sensibles
a platino

<+“—> +“—r

Sintomas ¢ 4 meses

-

8 meses

Recaidas resistentes
a platino

+“—r <4—r

.

lv J' Oclusion

1 I I I

Intervalo libre de enfermedad (meses)

Figura extraida de Giornelli GH. Springerplus. 2016.




Contexto y abordaje actual
Estudio AURELIA

Platinum-resistant OC? ( 1
Treat to ,
+ <2 prior anticancer Chemotherapy PDItoxicity [
regimens \ )] §©
* No history of bowel b
obstruction/abdominal r ) - ; Objetivo primario: PFS
fistula, or clinical/ ; BEV 15 mg/kg q3w® Treat to (ieehgatiors o .
radiological evidence of + chemotherapy PD/toxicity (without BEV) Objetivos secundarios: ORR, OS,
i idi J . .
Krect08|gm0|d involvement \. quallty of |Ife, safety
Stratification factors: Chemotherapy options (investigator’s choice):
» Chemotherapy selected + Paclitaxel 80 mg/m? days 1, 8, 15, & 22 g4w
* Prior anti-angiogenic therapy + Topotecan 4 mg/m? days 1, 8, & 15 g4w
« Treatment-free interval (or 1.25 mg/m?, days 1-5 q3w)

(<3 vs 3-6 months from previous * PLD 40 mg/m? day 1 g4w
platinum to subsequent PD)

Pujade E et al. Journal Clinical Oncolgy 2014



Contexto y abordaje actual
Estudio AURELIA

Progression-free survival

1.0- CT BEV +CT
: (n=182) (n=179)
Events, n (%) 166 (91%) 135 (75%)
= 0.8- Median PFS, months 3.4 6.7
% (95% CI) (2.2-3.7) (6.7-7.9)
o 0.6- HR (unadjusted) 0.48
g_ : (95% ClI) (0.38-0.60)
s S aaaa Log-rank p-value <0.001
§o) 0.4 : ! (2-sided, unadjusted)
(4v] . 1 1
£ i i
k7 i i
w 0.2+ 1
1 1
1 1
341 i .
0 ! T A T L T 1
0 6 12 18 24 30
Time (months)
No. at risk:
CT 182 93 37 20 8 1 1 0 0
BEV + CT 179 140 88 49 18 4 1 1 0

Pujade E et al. Journal Clinical Oncolgy 2014
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Nuevos horizontes

Novel Therapies

Chemo-resistant cells

Targeting the Tumor Microenvironment

40
Axl/Gas6 Pathway
Recombinant Fusion Protein

Ofranergene Obadenovec
(VB-111)

Adenoviral TNF-a
vector
= — Fas-
,,// ~TNFR1

Transgene ¢ jothelial cellin

angiogenic blood vessel

} Epi h } Tumor blood supply
| Angiogenesis { T-cell recruitment
} Immunosuppression
Oregovomab
O cAa12s

Oregovomab \\\,/Z

1 Immune response

10 Improved Drug
Delivery Systems

Antibody- and Nanoparticle
-directed Conjugates and
Fusion Proteins

— Payload
2 \— Antibody drug conjugate

— Target receptor of
interest

Apoptosis

.. *

)

Lysosomal
activation

Metabolites

Cell bystander %
death

30 Targeting PARPI

Resistance
GS/M Checkpoint
- WEETi x‘
- Hsp90i M
-CHK1i G2 ) .

S
ATRI x'

G1/S Checkpoint
- PI3K/AKTI
- ATMi

Throughout Cell Cycle
- ASIDNA (decoy for dsDNA breaks)
- ART4215 (DNA pol theta inhibitor)

G1/S Checkpoint

- Capivasertib (AKT inhibitor)
- Afuresertib (AKT inhibitor)

- Alpelisib (PI3K inhibitor)

- Copanlisib (PI3K inhibitor)
G2/M Checkpoint

- Prexasertib (CHK1 inhibitor)
- Adavosertib (Wee-1 inhibitor)
- ZN-c3 (Wee-1 inhibitor)

- Onalespib (Hsp90 inhibitor)

2%nhancing PARPi Activity

VEGFR2

VEGFR1 VEGFR3
Angiogenics
Induces Hypoxia &
> “«
Dy, e‘?,
DNA double-strand — Cell
breaks death

Grau-Bejar, Ed Book ASCO 2022




Nuevos horizontes

19 Estrategia: mejorar penetrancia del farmaco

. Mirvetuximab-soravtansine

1.0 o are
0.94
0.8
0.7 4
0.6 1
0.54
0.44
0.31
0.2
0.14

PFS (probability)

Number at risk

ITT population

= Mirvetuximab
— Chemotheraphy
A Censored

Hazard ratio (95% CI) 0.98 (0.73-1.31)
P=0.897

0

; é :'a :1 5'~ !li ':' ‘E‘! é1'01'11I21l31'4II51l51L!1‘8
Months

Mirvetuximab 248 132 54 26 1 4 0
Chemotheraphy 118 50 27 12 0

HR: 0.981 P=0.897
mPFS: 4.1 vs 4.4 months

1.0q4x
0.9 1
0.8 1
0.7 1
0.6 1
0.5 1
0.4 1
0.3
0.2 1
0.1

PFS (probability)

)
01111

Number at risk
Mirvetuximab 147
Chemotheraphy 71

10X Scoring

40%
FRa Medium
n=134

60%

FRa High
n=198

M High (275%) B Medium (50-74%)

PS2+ Scoring

34%
FRa <50%
n=114

31%
FRa Medium
n=103

35%

FRa High
n=116

<50%

FRa. expression
below intended
inclusion cutoff

Intended FRo
expression
(medium/high)

Moore et al, Ann Oncol 2021
Moore, ESMO 2019



Nuevos horizontes

19 Estrategia: mejorar penetrancia del farmaco

. Mirvetuximab-soravtansine

MIRAS::L

+ 430 patients/330 events for
PFS by INV

+ Platinum resistant disease
(<6 months PFI)

« Prior Bev and PARP allowed

» BRCAmut patients allowed

Statistical Assumptions

+ a=0.05 (two-sided), Power = 90%,
HR=0.7; control arm mPFS 3.5 mo

§ESMD

Mirvetuximab
Soravtansine

6 me/kg (adjusted ideal body weight)
once every 3 weeks

1:1 Randomization
STRATIFICATION FACTORS
IC Chemotherapy Choice

Pnor theraples
(1vs2vs3)

Investigator’s Choice

Chemotherapy

Paclitaxel, PLD, or
Topotecan

Paclitaxel: 80 mg/m* weekly
PLD: 40 mg/m? once every 4 weeks
Topotecan: 4 mg/m? on Days 1, 8,

and 15 every 4 weeks; or 1.25 me/m?
on Days 1-5 every 3 weeks

Primary Endpoint

Progression-free survival

by INV
BICR* for sensitivity analysis

Secondary Endpoints

Overall response rate by INV
Overall survival

Patient reported outcomes




Nuevos horizontes

19 Estrategia: mejorar penetrancia del farmaco

*  SORAYA: FASE Il

M CR
H PR
W sD
W FD

Investigator-

100 4
80 -
= 60
2 40
@ 20 -
@©
e 0
£
o
& -20 -
=
2 .40
1]
S 60 A
-80 4
-100 4

Outcome Assessed Assessed
(N =105) (N = 95)
ORR, n (%) 34 (32.4) 30(31.6)
[95% CI] [23.6-42.2] [22.4-41.9]
Best overall
response, n %
CR 5(4.8) 5(5.3)
PR 29 (27.6) 25(26.3)
SD 48 (45.7) 53 (55.8)
PD 20 (19.0) 8(8.4)
Not evaluable 3(2.9) 4 (4.2)
Median DoR, mo 6.9 11.7
(95% CI) (5.6-8.1) (5.0-NR)
Median PFS, mo 4.3 5.5
(95% CI) (3.7-5.1) (3.8-6.9)
Matulonis, JCO 2023



Nuevos horizontes

19 Estrategia: mejorar penetrancia del farmaco

Upifitamab rilsodotin (XMT-1536) = UpRi

AllDose Levelsy Dose Group 36 Dose Group 43

N 38 16 22

R—— | ORR, n (%) 13 (34) 7 (44) 6 (27) I
aPi2b-Hig
(TPS 275) N (%) 2 (5) 2 (13)

PR, n (%) 11(29) 5(31) 6 (27)
DCR, n (%) 33 (87) 12 (75) 21 (95)
| N 75 25 48 |
_ ORR, n (%) 17 (23) 9 (36) 8 (17)
t‘::v:f:"‘,b CR, n (%) 23) 2(8) 0
PR, n (%) 15 (20) 7 (28) 8 (17)
DCR, n (%) 54 (72) 18 (72) 35 (73)

* Median DoR in patients (all dose levels) with NaPi2b-high ovarian cancer (n=13): §

months
* No obvious difference in median DoR observed between Dose Groups 36 and 43

Richardson et al, SGO 2022




Nuevos horizontes

19 Estrategia: mejorar penetrancia del farmaco

«  Upifitamab rilsodotin (XMT-1536) = UpRi

2023 ASCO

ANNUAL MEETING

UPLIFT: Ongoing Single-Arm Registrational Trial in Platinum-

Resistant Ovarian Cancer Fully Enrolled with ~270 Patients

Patients Enrolled Regardless of
NaPi2b Expression

Inclusion Criteria:
Platinum-Resistant Ovarian Cancer
1 —4 Prior Lines
Allow Grade 1 & 2 Peripheral Neuropathy

Exclusion Criteria:
1 — 2 Prior Lines Bevacizumab-naive
Primary Platinum-Refractory Disease

Platinum-Resistant Standard of Care:
Single agent chemo (ORR 12%, DOR <4 mos',
PFS ~3-4 mos, OS <12 mos, significant tox)

Primary Endpoint:
Confirmed ORR in NaPi2b positive population

Key Secondary Endpoint:
Confirmed ORR in overall population

Other Secondary Endpoints:
Duration of response
Safety

UpRi Dose:
36 mg/m2up to a max of ~80 mg



Nuevos horizontes

19 Estrategia: mejorar penetrancia del fdrmaco

*  Anetumab ravtansine (BAY 94-9343) Fase Ib

B — W All treated patients
A M Patients with high (270% 2+/3+)
3 mesothelin expression
60 = and <3 prior ines of therapy
= B High mesothelin e S —
£ @ . —————— o Partial response
£ g 20 (n=32) ] " Complete response
% § 0 = Ie.ow mesothelin —
o] 8, 20 (n=22) e
s e—
gs - f—
£ -60 fr—
2 r—
80 ——
Patients —
0 0 2 4 6 8 10 12 14 16 18
ORR 27,7 A) Time on treatment (mo)

SLP 5 meses
Mediana duracion de respuesta: 7,6 meses

Santin et at, Gynecol Oncology 2022



Nuevos horizontes

2% estrategia: mejorar la actividad de inhibidores de PARP

Olaparib and a-specific PI3K inhibitor alpelisib for patients with
epithelial ovarian cancer: a dose-escalation and dose-expansion

phase 1b trial

40
Best overall response
535 I Partial response
* M Stable disease
- M Progressive disease
2
8 (=
§ o-
@
S
3
-
g 20 7
L [
£
(]
2 -40 - gBRCA status
@© a
5 Carrier
Non - carrier
Unknown
-60

Figure 2. Response to study treatment.

ORR BRCAwt 33,3%

* Response
* Progression
— On treatment

T T T
8 12 16

S

Months from enroliment

Figure 3. Duration of response and time-to-progression.

I
20 24

Konstantinopoulos, Lancet Oncol 2019




Nuevos horizontes

2% estrategia: mejorar la actividad de inhibidores de PARP

*  Fase lll: EPIK-O/ENGOT-0V61 study

Crossover not permitted

¢ Adult women (=18 years) Primary end point

with confirmed diagnosis « PFS
of HGSOC or high-grade Alpelisib? + Olaparib® :
endometrioid ovarian, n=179 1( g)ésecondary end points
fallopian tube or primary R1:1 «ORR
peritoneal cancer «CBR

* No ggrmline BRCA1/2 Investigator’s choice of paclitaxel° or PLD? o TTR
el n=179 * Safety and tolerability

* Multicenter trial « PK/PD analvsis
(27 countries) * PROs ’

*n =358

Stratified by relapse from last platinum dose (<3/3—-6 months),
prior PARP inhibitor use (yes/no), and prior bevacizumab use (yes/no)

Konstantinopoulos, Future Oncol 2022
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Nuevos horizontes

3% estrategia: actuar sobre regulacion del ciclo celular y la reparacion del ADN

*  Fase ll: Carboplatino + Adavosertib *  Fase Il aleatorizado: Gemcitabina + adavosertib/placebo

—— Adavosertib plus gemcitabine group
—— Placebo plus gemcitabine group

80
M Complete response
[ Partial response

60 A W Stable disease

W Progressive disease

807 SLP 4,6 vs 3 meses

HR 0,55

60

40

Threshold for response according to RECIST criteria

Probability of progression-free survival (%)

Change From Baseline in Diameters of Target Lesions (%)

40 4
-60 204
-80 -
-100 0 T T T T T T T
0 2 4 6 8 10 12 14
. Time (months)
Number at risk
ORR 43% (number censored)
SLP 5,3 meses Adavobsertibplusﬁl(ﬂ) 46 (8) 22(15)  14(17) 9(18) 8(18) 7(18) 1(19)
gemcitabine group
Mediana duracion de respuesta: 7,6 Paccboplus 330 210) 10 6@ 3@ 2m 2@ 1@
gemcitabine group
meses Leijen et al, JCO 2016

Lhereux et al, Lancet 2021



Nuevos horizontes a

3% estrategia: actuar sobre regulacion del ciclo celular y la reparacion del ADN

*  Fase ll: Gemcitabina + berzosertib vs gemcitabina

A
B
100 — Gemcitabine plus berzosertib 100+
—— Gemcitabine
~ 804
Z . 8o
3 g
§ 60+ £ 60
H
& i
< &
é 40 £ 40
8‘ E
= 20+ 204
HR 0-57 (90% C10-33-0-98);
one-sided 90% Cl upper limit 0-87; one-sided log-rank p=0-044
4 8 2 16 20 2% 28 2 36 40 44 48 52 H 3 2 W 20 24 28 32 3 40 44 48 92
Number at risk Number at risk
(number censored) (number censored)
Gemcitabine plusberzosertib  34(0)  31(3) 28(4) 17(10) 14(11) 9(14) 8(14) S5(16) 6(16) 2(17) 2(17) 2(17) 2(17) 2(17)  Genxitabineplusberzosertb 13(0) 12(1) 11(2) 8(4) 6(4) S 4(5) 36 3(5) 2(6) 2(6) 2(6) 2(6) 2(6)
Gemcitabine 36(0) 36(0) 29(1) 17(4) 10(7) 8(8) 8(9 4(m) 4(m) 4(1) 3(1) 3(11) o) o() Gemcitabine 13(0) 13(0)  9(0) 4(0) 3() 3@  3() 220 2 2 20 2@ o2 o2

SLP: 22,9 vs 14,7 semanas
Mayor beneficio en pacientes con ILP < 3
meses.

Konstantinopoulos, Lancet Oncol 2021




Nuevos horizontes

49 estrategia: actuacion sobre el microambiente tumoral

. Lurbinectedina: CORAIL TRIAL

PFS probability

1.04 === |_urbinectedin (N=221; C=41, 18.6%)
0.91 —_ Control (N=221; C=63, 28.5%)
0.8
0.71
HR: 1.057 95% CI (0.854-1.309)
0.61 log rank test p-value=0.6059
0.59
04 Median Lurbinectedin (mo.): 3.595% Cl (2.1-3.7)
Median Control (mo.): 3.6 95% Cl (2.7-3.8)
0.3
0‘2- +censored
0.1 :
——— }
0.01 ’
T T T T T T T 1 T T T 1 T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time (mo.)
Number of patients at risk (censored)
Lurbinectedin 221(3) 105(19) 4130) 2132 8(38) 7(39) 4(39) 3(39) 3(39) 1(40) 1(40) 1(40) 1(40) (41)
221(15) 101(34) 38(50) 16(56) 5(59)  4(60) 60)  1(62) 1(62) 1(62) 1(6) (63  (63) (63

Control

Gaillard et al, Gynecol Oncol 2021




REFLEXIONES

e EICO platino resistente continua siendo un reto terapéutico.
* La heterogeneidad de mecanismos de resistencia dificulta el tratamiento.
* Paclitaxel + bevacizumab sigue considerandose tratamiento de eleccidn.

* Deteccion de biomarcadores en ensayos precoces que ayuden a desarrollar nuevas estrategias

terapéuticas.
* Gran arsenal terapéutico nuevo pero diferente 12 linea con la incorporacién de iPARP.

e Pacientes muy pretratadas - debemos evaluar calidad de vida y PROs.
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