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More deaths from pancreatic cancer thhan breast cancer in the EU by 2017
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Gemcitabine

ratamiento del PDAC Metasta

Hazard ratio, 0.57 (95% Cl, 0.45-0.73)
P<0.001 by stratified log-rank test

FOLFIRINOX

T

FOLFIRINOX GEMCITABINA
(N=171) (N=171)

Supervivencia (m)
SLP (m)
Superv 1 afo

Tasa de respuesta

T T T T T T T T T T T T
6 9 12 15 18 21 24 27 30 33 36 39 42

Months

11.1

6.4 3.3
48.4% 20.6%
31.6% 9.4%

Conroy T, et al. N Eng J Med. 2011;364:1817-1825
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Median, mo

LO
MEJOR

75th

Events/n (95% CI) percentile

nab-P + Gem 380/431 8.7 (7.89 to 9.69)
— Gem 394/430 6.6 (6.01 to 7.20)

HR = 0.72

P <.001

S

S ——

14.8
11

95% ClI (0.62 to 0.83)

Months

T T T T T T T T T T 1
15 18 21 24 27 30 33 36 39 42 45

GEM-Nb-Paclitaxel | GEMCITABINA
(N=171) (N=171)

Supervivencia (m)

SLP (m) 5.5
Superv 1 aho 35%
Tasa de respuesta 23%

3.7
22%
7%

Von Hoff et al. N Engl J Med 2013;369:1691-1703.
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NAPOLI-3: NABIRIFOX vs Gem-Nab-Paclitexel

S. Global T. a la Progresion

NAPOLI 3: OS (ITT population) NAPOLI 3: PFS per investigator (ITT population)

Survival, % (95% CI) PFS, % (95% ClI)
Median (95% CI)| HR (95% CI) : Median (95% ClI) HR (95% CI)

11.1 (10.0-12.1) 45.6 (40.5-50.5) | 26.2(20.9-31.7) ; 4 NALIRIFOX e 27.4 (22.3-32.7) | 11.4 (7.1-16.9)
0.83 (0.70-0.99 69 (0.58—
Gem+NabP | 9.2 (8.3-10.6) 30.5(34.6-44.4) | 19.3 (14.8-24.2) Y —+— [Gem+NabP | 56(5.3-5.8) 13.9(9.7-189) | 3.6 (0.5-12.3)

+ = censored + = censored

Time (months)

Time (months
No. at risk: I ( )

NALIRIFOX 383 337 308 274 241 209 162 98 59 32 13 7 2 1
Gem+NabP 387 345 298 261 218 179 140 80 50 28 15 10 3 0 0 0

No. at risk
NALIRIFOX 383 271 210 164 7 61
Gem+NabP 387 267 182 112 19

Hazard ratio an Cl based on a Cox proportional hazards regression model, stratified by ECO s 1), region (North America vs ROW), liver me es (yes vs no) per IRT. P boundary for efficacy claim p value <0.048
Cl, confidence I, ECOG PS, Eastem Cooperative Oncology Group performance status, Gem, gemcitabine; HR, hazard ratio; IRT, in asponse technology, ITT, intention-to-treat; NabP, nab-paciitaxel,

O’Reilly EM et al. ASCO 2023
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SEQUENCE: Gem-Nab-Paclitaxel seguido
de mFOLFOX

Overall survival by treatment arm Time to progression by treatmentarm | |

Events, n Patients, n Median months : RE ‘ prﬂﬁgﬁfgﬁ
(95% ClI) Events, n  Patients, n  Median, months
95% ClI
“L_‘ —— nab-P/Gem-mFOLFOX 64 78 13,2 (10,1-16,2) M ¢ )
+

—— nab-P/Gem-mFOLFOX 59 78 9,3 (5,8-12,7)
= nalh (em & I &T (7,5:12,0) \\ nab-PiGem 67 79 53(3,3-7,3)

s

HR=0,676 (95% CI 0,483-0,947), p=0,023 HR=0,462 (95% CI 0,319-0,669), p<0,001

Overall survival (%)

Time to progression (%)

18 24
Time (months)

24

Time (months)

Number at risk Number at risk

nab-P/Gem-mFOLFOX 78 nab-PIGem-mFOLFOX 78
nab-P/Gem 79 nab-P/Gem 79

. - » 0
AS‘ O #ASC022 PRESENTED) BY: Content of this presentation is the property of the AS CC ,‘ O #ASCO22 PRESENTED BY: Content of this presentation is the property of the AS CO -
L MEETING Alfredo Carrato MD/PhD author, licensed by ASCO. Permission required for reuse. /= 5% = EETING Alfredo Carrato MD/PhD author, licensed by ASCO. Permission required for reuse. = B2 R
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Respuesta al Tratamiento segun el Subtipo Molecular
en funcion de la Expresion de GATA 6 (COMPASS)

Cancer de Pancreas

(

Basal-like

GATA6"™?
Poor survival
Activated stroma

Differentiation

BGradel MGrade2 MGe

ade 3
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Exocrine-like  Classical Immunogenic

GATA6"™?
Better survival
Normal stroma

Differentiation

MGradel MGrade2 MGrade)

Gemcitabina?

® ® Peow

FOLFIRINOX?

Modificado de Martens S, et al. Ann Oncol 2019;30:1428-36
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Median OS

Classical FFX: 10.62 months
Classical GnP: 8.19 months
Basal-like FFX: 6.54 months
Basal-like GnP: 8.12 months

——— Basal-like,FFX (n = 22)
—— Basal-like,GA (n = 10)
— Classical,FFX (n=81)
— Classical, GA (n = 61)

o)

Number at risk
Basal-like,FFX 22

Basal-like,GA 10
Classical,FFX 81
Classical,GA 61

T
20

O Kane C et al. Clin Cancer Res. 2020;26(18):4901-4910
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KRAS TP53 SMAD4 CDKNZ2A

Carcinogénesis en el PDA

Distribution of KRAS Alleles (N = 3755)

KRAS CDKNZ2A TP53 SMAD4
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Normal l l l Invasion,
epithelium —> [ PaniIN-1 ] —> [ PaniIN-2 ] —-> PanIN-3 |—> PDAC —-> ST m
PERSPECTIVES

Oncogene

Waters and Der, CSHL Perspectives in Medicine, 2018

Tumor suppressor
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Inhibicién de KRAS12C en el PDAC (Sotorasib, Adagrasib)

Farmaco Ne Respuestas PFS S. Global
Sotorasib | 38 21% 4m 6.9m
Adagrasib | 21 33% 5,4m 8m

D Overall Sunvival

B Best Change i Tumor Burden C Progressionfee Sunial n
Confirmed Best Objective Response: 1 Patlresponse. 1 Sable isease W Progressie diseese 10 g;
v £ 031 7
e B 084 2 g; Wedian overal suiia,
§ 2 o Median progression-ree survivl 3 u', 69mo (35% 1, 5.0-9.1)
40mo 850, 2856)

i il il

j dlia = : M Strckler JH, et al.
: % : ‘ NEJM; 2023;388:33-43
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Patients

Responses in PDAC ., PDAC Progression Free =y __PDAC Overall Survival
j - - «f Survival : 1 o
20 o : 2" b’ 1
§ & o P i Bekaii-Saab TS et al.
i n . JCO 2023;41:4097-4106
Meodan PFS: 54 mo 1 Median OS 30"?

Beneficio transitorio, con desarrollo de resistencias = terapias combinadas, QT
OO




Nuevos inhibidores de KRAS

Q61H
3.9%

All others, 5%

Farmaco

Inhibidores panKRAS
RMC-6236
BI-1701963

Inhibidores KRAS12D
MRTX1113
ASP3082
HRS-4642

18“Jornadas HITOS , ! T L
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Ensayo Clinico

NCT05379985
NCT04973163

NCTO05737706
NCT05382559
NCT06633463
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lteraciones Moleculares en el PDAC Susceptikt
de Tratamiento

FAK TKI DDR damaging therapy
CTGF Ab PARP inh
Anti-MSLN Ab Vit D Ag ATR inh

Anti-MSLNADC ~ FAPPRRT  Anti-PD1/anti-CTLA4
TCR-T, CAR-T cells ] Anti-PD1/anti-CTLA4

Claudin 18.2 Ab, biAb

Claudin 18.2 ADC
CAR-T cells \
Claudin 18.2 ' ' : .
K R AS wt " Anti-EGFR (TKI, Ab)
~ FGFR
<50 anos KRAS G12C TKI
: KRAS G12C + EGFR inh (Ab, TKI)
p53 reactivator TP53 Y220C i AL
Antecedentes KRAS G12C + SOS1/SHP2 inh
1l 0n KRAS G12D inh
Familiares MOM2 QICRRR "5 6120 inh
MOM2/TPS8 inh ' siG12D Loder
KRAS vaccines
HDAC6 inh HER2 Ab, ADC, TKI
ATR inh
HER2/HER3 biAb, TKI
Ll L Pan-EGFR inh
ALK/ROS TKI BRAF/MEK TKI

RET TKI
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K RASwt —— Nimotuzumab-gemcitabine group
80 - —— Placebo-gemcitabine group

10% de los PDAC. Jovenes y mejor pronostico

Enriquecimiento con otras mutaciones:

I 1 1 I I I 1 1 I I I I 1

— 23% son portadores de mutaciones tratables 0 6 12 18 24 30 36 42 48 54 60 66 72 78
Time (months)

Responden mejor a erlotinib

— 2-4 m de beneficio en OS frente a KRASmt 100

—i— Nimotuzumab-gemcitabine group
—— Placebo-gemcitabine group

L]
o
[=

i

EECC NOTABLE (Fase Ill con Gemcitabina +/-Nimotuzumab

@
(=]
I

— anticuerpo antiEGFR:

PFS Rate (%)

— 480 cribados para 92 pacientes RASwt (<75 afos)

ha
=
i

— 82 enf. 0S: 10.9 vs 8.5 (HR=0.50; p=0.024)"
0 6 12 18 24 30

Time to Progression (months)

1Quin S, et al. J Clin Oncol 2023; on line
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Mutacién germinal en BRCA: Olaparib (eecc PoLo

Olaparib 300 mg /12h

PDAC con BCRA1/2 mty
EE tras 216 sem con QT
basada en platino

Placebo /12h

A Progression-free Survival B Overall Survival
1.0+ 1.0—
0.9 0.94
— 024 Progression-free Olaparib Placebo 0.8
s Survival Group Group Median, 18.9 mo vs. 18.1 mo
E 074 ma % T 074 Hazard ratio, 0.91 (95% Cl, 0.56-1.46)
wo= 6 53.0 23.0 =l = P=0.68
E 12 337 14.5 '3
T 0.6 18 276 96 = 064
S 24 22.1 96 g
a 2
& 0.5 Median, 7.4 mo vs. 3.8 mo O 0.5+
Hazard ratio, 0.53 (95% Cl, 0.35-0.82) s
o
J P=0.004 &
5 04 £ 044 Olaparib (N=92; 41 events)
ol © -
= -]
= 0.3 ° i
_E & 0.3 I—O—O—l
& i Ol ib (N=92; 60 t: e i
02 . apan (- events) 0.2+ Placebo (N=62; 30 events)
0.1+ * - 0.14
Placebo (N=62; 44 events) )
0‘0 ; : : : ! ! ! ! ! ‘ ! ! y y ! ! ! y . y ! ! y ! ‘ 00 T T T T T T T T T T T ! T T T T T T T T T T T T 1
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 30 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
Months since Randomization 5 5
Months since Randomization
No. at Risk g
Olaparib 92 69 50 41 34 24 18 17 14 10 10 8 8 7 5 3 3 3 3 2 1 1 1 0 N°~‘“_R'5k
Placebo 62 39 23 10 6 6 4 4 4 2 2 2 2 1 1 0 Olaparib 92 87 80 71 61 51 46 39 31 28 20 16 14 12 9 6 5 4 4 4 2 1 1 O
Placebo 62 60 56 50 44 32 29 27 20 18 1410 8 8 6 6 4 1 1 1 1 1 1 O

BRCA1/2mt germinal: 5-7%, sélo somdtico 2-4% Golan T et al. N EnglJ Med 2019;381(4):317-27
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BRCA 1-2, PALB2, , ATM/ATR/ATRX, BAP1,BARD1,BRIP1,CHEK1/2RAD50/51, FANCA/C/D2/E/F/G/I

HRD: 14-16% por NGS y 24-44% por secuenciacion de exoma completo?!

1.00 ==

* DDR aumenta la inestabilidad genomica y los
neoantigenos

= HDRy Rta a platino > 6m : EECC Polar: Mantenimiento con
Olaparib-Pembrolizumab tras respuesta a platino

= HDR: SWOG2001: Mantenimiento con Olaparib- Niapa - plmumat 22

Pembrolizumab vs Olaparib

=  Sensibles a platino: Mantenimiento con Niraparib mas
Ipilimumab es superior a Niraparib —Nivolumab: PFS 59%
vs 20%?

ICasolino R et al. JCO 2021;39:2617-2631
2Reiss KA et al. Lancet Oncol 2022; 23:1009-1020

ession-free Survival

Probability of Progr
o

0

5 —

sion-free Survival
o

Probability of Progres:
o o =)

75"

0 =

5 w—

Progression-free
survival
mo %
6 59.6

10
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1-2% de los Ca. Pancreas
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IKEYNOTE-158 (Pembrolizumab) 22 PDAC: ORR 18%, PFS 2m. 0S4 m

’Clinica Mayo: 18 PDAC: ORR: 75% (20% R.C). PFS 4m

26% de discrepancia en funcion del método utilizado para estudiar el MMR y el MSI

status (NGS vs IHQ)

Discrepancy in MMR/MSI results®

Discrepancy rate of total cases

Total discrepant cases 6
Deficient IHC expression/normal NGS 3
Proficient IHC expression/abnormal NGS 3

Evaluable cases for discrepancy 23

Discrepancy rate in MMR/MSI testing®, %
Discrepancy rate of evaluable cases 26
19

IMarabelle A, et al. JCO 2020:38:1-10
2Costin T, et al. JCO Precis Oncol 2023;
7:€2200706
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Dianas Infrecuentes: Terapias Dirigidas

Mutacion /Fusion Frecuencia Tratamiento N2 enf Resultados

/ Sobre-expresion

BRAF 2% Dabraf/Trametenib - 33-100% ORR

RET 1% Selpercatinib 11 55% ORR
Prlasetinib 4 100% ORR

ALK < 1% Inhibidores ALK 5 60% EE

NTRK <1% Inhibidores de NTRK 61-79% ORR, PFS 13.8 m

ErbB2/HER2 2-3% Trastuzumab- 10 ORR (23%) 33% si KRASwt
pertuzumab

Neuroregulina 1 0.5% Zenocutuzumab 19 42% ORR




o 2023

Sobre-expresion Frecuencia Tratamiento Resultados
MET 20% Flicatuzumab 25 29% ORR, 11m PFSy 16 m OS
FGFR 8% Pemigatinib 4 25% ORR
Erdafitinib 13 31% ORR, 52% EE
CTGF * Pamrevlumab-Gem-NaPt | 24 31% ORR, PFS 18.4
Gem-NaPt 13 23% ORR, PFS 10.4 m
Claudina 18.2 16% Zolbetuximab NCT03816163
CAR-T cells
ARID1A 2-8% Inhibidores EZH2
Inhibidores ATR (M1774)
MDM?2 10% Antagonista MDM?2 (B
907828)

* Picozzi V et al. ESMO Open 2020;5: e000668
OO
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* AtiPDL1 y antiCTLA4: inefectivos.

KRASwt presenta mas linfocitos T activos y podrian ser mas sensibles
Pembrolizumab + FOLFIRINOX + ciprofloxacino + metronidazol (NCT05462496)

* AntiCD40: activa cels. Dendriticas, convierte los M2 en M1

Sotigalimab
Mirtazalimab

* Terapias contra el estroma

PEGPH20
Losartan reduce el colageno del estromay la produccion de Ac. Hialurdnico

Defactinib (inhibidor de la adhesion celular), Pamrevlumab (bloqueador del Factor de
crecimiento del tejido conectivo...)

Anticuerpos frente a la proteina activadora del Fibroblasto + Isdtopos: *°Y-FAPI y [Lu-
177]-PNT655,

Nintedanib: inhibe VEGFR1/2, FGFR1/2/3 y PDFFRa/3 . Activo en PDAC en
monoterapiay con GEM. EECC con Gem-Abrax
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Virus Onco

//'

| —

Oncolytic No or ébortive Healthyicell is

Helie infection of undamaged
healthy cells Virus
- 8 progeny

Se

Amplification of
oncolysis

Davola, Oncoimmunol 2019

Antitumor
immune
response
induction

OV replication in Oncolysis/ICD
tumor cells
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Virus Oncoliticos oncotocicos: 14 U
Autor (afio) Virus Ruta Quimioterapia N° enf S. Global
Movihill (2001) ONYX-015 Intratumoral No 23 <6m
Hecht (2003) ONYX-015 Intratumoral Gemcitabina 21 7.5m
Lee (2020) Ad5-yCD/mutTRSr  Intratumoral Gem-5FU-RT- 9 NR
-39rep-ADP Valganciclovir
Barton (2021) Ad5-yCD/mut TRSr  Intratumoral Gem-NabP o 12 3.5-18 m
-39rep-ADP FOLFIRINOX
Bazan-Peregrino VCNO1 Intratumoral Gem-Nab-Paclitaxel 8 NR
(2021)
Garcia Carbonero VCNO1 Intravenosa Gem-Nab-Paclitaxel 22 13.35m
(2022)

Taylor IP. Lopez JA. J. Cancer Res and Clin Oncol 2023;149:8117-28
Garcia-Carbonero R. et al. ] Immunother Cancer. 2022; 10(3): e003255.



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8961117/

Vacuna RNA y PDA

Sequence

Process and
transport
tissues
13

IO
>_. TN N

Resectior/t_,__, & . Tumour RNA

nNneocantigens

Predict and select
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Custom manufacture
aut ene cevurmeran
{(individualized
nNneocantigen-encoding
mRNAlipopliex)

: Key inclusion criterna E
: = Al surgically resectable PDAC
: - No borderline resectable -
: - No locally advanced E
- or metastatic disease .

S Custom manufacture — No necadjuvant therapy
autogene cevumeran = =5 necantigens
Autogene cevurneran MFOLFIRINOX
Week O s S S R s 21 43 46
____________ |8 1 - —_— = | 1 1 ,H. e
Screen T T T | T I | T | T Folow-up
for eligibility Surgery Atezolizumab Priming doses 1-8 12 cycles Booster
1 dose {(biweekly) dose 9
b —*— Responders (n = 8) —*— Responders (n = 8)
—*— Non-responders (n = 8) —*— Non-responders (n = 7)
P = CGOOS 7 = 0.008
HR: 0.08 (0.01—0.13) HR: 0.06 (0.008—0.9)
Median follow-up: 18.0 months Median follow-up: 18.0 months
100 e as_s = . = 100 42 g = »
Median RFS: not reached = Median RFS: not reached
= =S
= =
= =
= 50— = SO —
|
= =
. — =
T = -
o M Ras S 994 srsor it @ Medianmn RFS: 11.0 months
o L ] 1 ] L ] L) )} - 0 L ] L] L] L] ]
o s 12 18 24 30 S 12 18 24 30
Al risk Months Al risk Months
Responders 8 8 7 s 2 o Responders 7 S 2 o o
Non-responders 8 S S 2 O o Non-responders 7 S 1 O o O

Rojas LA et al. Nature 2023;618:144-150




w Conclusiones

" La quimioterapia continua siendo la base del tratamiento del PDAC metastasico
= NABIRIFOX parece superior a Gemcitabina- Nab-Paclitaxel
" Lainmunoterapia continua siendo experimental
" La NGS permite identificar
= Pacientes que pueden beneficiarse de una terapia dirigida
= Especialmente RAS wt, menores de 50 afios y con A. Familiares de PDAC

= Estan en investigacion nuevas terapias prometedoras como farmacos anti-KRAS,
inhibidores de CTGF y las vacunas oncoliticas y de RNA

= Valorar siempre la opcion del ensayo clinico
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Muchas Gracias
Por Vuestra Atencion
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