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HEPATOCARCINOMA
Avanzado = estadio BLCB C

TUMORES DE LA ViA BILIAR Tumores de mal prondstico
Diagndstico en estadio avanzado
Cirugia Unica opcidn curativa
Tumores de la vesicula biliar Equipos quirurgicos especializados
Afectan mas a varones que mujeres

CARACTERISTICAS COMUNES

Colangiocarcinoma extra- e intra-hepaticos

Ampulomas
) ) Mediana edad (60-70 aios)
CANCER DE PANCREAS Afectan a organos vitales
Adenocarcinoma de pancreas FFRR relacionados con estilos de vida

Resecables/Borderline/Localmente avanzado/Metastasico

TUMORES NEUROENDOCRINOS

SEOM

Sociedad Espanola
de Oncologia Médica
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GENERALIDADES: FACTORES DE RIESGO (higado con cirrosis)

- Tumor primario hepatico mas frecuente (85-90%) - Abuso de alcohol

- Metastasis de otro origen es el tumor secundario mas frec - Etiologia viral: VHC, VHB (ADVP) = en descenso, endémico
- Importante causa de muerte por cancer en el mundo - Origen metabdlico (obesidad, DM, HTA) = en ascenso

- Opciones curativas aportan SG 50% a los 5 afios (cirugia, - Autoinmune: cirrosis biliar primaria

transplante, ablacién), con recaidas del 80% a los 5 afios.

DIAGNOSTICO

- PS y estado nutricional como factores a tener en cuenta para plantear tratamiento
- A/S con funcién hepatica (Child/ALBI), AFP es el marcador tumoral especifico

- RMN hepatica y TC tap: metastasis 6seas!!!

- EDA: varices esofagicas/gastropatia portal para plantear opciones de tratamiento

- Biopsia: tradicionalmente no se hacia, cada vez mas importante para estudio molecular o en caso con higado no cirrético




HEPATOCARCINOMA L

Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
Single nodule €2 cm Single or 3 nodules <3 cm Multinodular Portal invasion, N1, M1 Child-Pugh C,
Child-Pugh A, ECOG O Child-Pugh A-B, ECOG O Child-Pugh A-B, ECOG O || Child-Pugh A-B, ECOG 1/2 ECOG =2
¥ ¥
Solitary 2-3 nodules =3 em
+
Yes | Optimal surgical | No
candidate .
¥
Yes Transplant
candidate
‘ No
>
I 1 ¥ Transplant ¥ ¥ ¥

Ablation Resection (DDLT/LDLT) Ablation Chemoembaolization Systemic therapy Best supportive care
Median 05: 10 yr transplant; Median 05 First line: Median 0S5 19 mo Median 05 >3 mo
=6 yr for resection/ablation »21-30 mo Second line: 13-15 mo

Third line: 8-12 mo

Llovet. Hepatology. 2021;73(Suppl 1):158.




HEPATOCARCINOMA localizado
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HCC Surgical
diagnosis resection
\ = / No residual HCC
‘5@ (RO for
resection; CR
for ablation)
Ablation

L —= (RFA and MWA)

& | W

PRIMEROS ANALISIS 2023:

weeks
—_— -

12 months

-

Stratification factors:
» Geographic region
» Number of high-risk factors
e Curative treatment

Active surveillance

—o =

Optional
Crossover upon
recurrence
(IRF per
EASL criteria)

RFS por comité independiente a los 12 meses: 78% vs. 65% (HR 0.72)
SG similar (datos todavia no maduros)
2 muertes relac con tratamiento (hemorragia digestiva, ICTUS)

Patrén bifasico de recaida:

- Precoz (2 primeros afios): metastasis intrahepatica
- Tardia (>2 afos): puede ser un segundo tumor
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CRITERIOS DE ALTO RIESGO

- Para los operados: 4 6 mas tumores, >5
cms, invasion microvascular, pobre
diferenciado.

- Para los ablacionados: tumor uUnico 2-5
cms, hasta 4 tumores < 5cms.

Obj primario: Superv Libre Recaida

100 4

78% (73, 82)
80

3 i
B ||| o b T e }
2 60 65% (60, 71) _H: :k%*
-] i
£
g 12-mo IRF-RFS event-free Median FU:
40 -
& te (95% Cl), % 17.4
E rate(26% CN); % i Median IRF-RFS (95% Cl), mo:
E Atezo + bev NE (22.1, NE)
20 - Active surveillance NE (21.4, NE)
HR=0.72 (95% CI: 0.56, 0.93)
Pvalue=0.012
0 |
T T T T T T T T T T T T T
] 3 & 9 12 15 18 21 24 27 30 33 36

AACR 2023. Chow, et al.
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First-line therapies

Aee 14 (wawmew 2020 | | 2022: Durva +
g Atezolizumab +
Sorafenib Lenvatinib : Treme
approved for patients approved by the FDA apprzi::E::E:-bFDA,
with uHEC and EMA for patients
with uHCC based iﬂ::,. E::'Id qtﬂl’:er;é:::r H I MALAYA
the REFLECT ELs with u :
us:lud:resum‘r5 based on the trlal
IMbravel501
2 ) 8
@ 2 2 [ ) [ T
(i ) (o] (o
Regoratenib Accelerated Cabozantinib Ramucirumab* Mivolumakb + Camrelizumab
approved for FDA approval of granted FDA approved by both approved by both ipilimumakb received NMPA approval for
patients with HCC for accelerated approval the EMA (Mow 2018) the FDA (May 2019) and received accelerated patients with HCC previously
previously treated patients with for patients with HCC and FDA (Jan 2019) EMA (July 2019) for approval by the FDA for  treated with sorafenib and/or
with sorafenib? HCC previously previously treated with  for patients with HCC patients with HCC patients with HCC oxaliplatin systemic
treated with sorafenib based previously treated previously treated with previously treated with chemotherapies based on a
sarafenib® on KEYNOTE-224% with sorafenib based  sorafenib, with AFP levels sorafenib based on phase 2 study
on CELESTIAL™® 2400 ng/mL based on CheckMate-040 {NCToZ2989922)4
REACH-2%2
Secund-llne theraples *CheckMate-459: Mivolumab did not achieve statistical significance far the primary endpaoint of 05 vs sorafenib!®: "Patients with AFP 2400 ng/mL;

" Pembrolizumiab failed to significantly improve O5 and PFS (co-primary endpoints) vs placebo in the phase 3 KEYNOTE-240 trial*1
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Level of evidence Phase 3 Phase 3

Inclusion criteria Child A cirrhosis, ECOG 0-1 Child A cirrhosis, ECOG 0-1

Excluded patients with >50% liver
involvement, main portal vein or bile
duct invasion

Estudios de
PRIMERA LINEA

Efficacy Improved survival vs placebo Non-inferior survival vs sorafenib

Improved objective responses and time to
progression compared to sorafenib

AE profile Increased hand-foot skin reaction Increased hypertension, proteinuria, anorexia
Logistics Oral, twice daily Oral, once daily

Taken 1-2 hours removed from food Can be taken with or without food
Miscellaneous Real-world effectiveness data in populations

including Child B cirrhosis

Adaptado de Prof. Galle




Overall survival (%)

HEPATOCARCINOMA avanzado
ESTUDIO IMBRAVE 150: Primera linea con ATEZO+BEVA vs. sorafenib en HCC irresecable/metastésico

-~
Key eligibility criteria:

* Locally advanced or
metastatic and/or
unresectable HCC

« Mo prior systemic therapy
for HCC

* 21 measurable untreated
lesion

- ECOGPS0or1

* Adequate hematologic and
end-organ function

* Child=Pugh class A

—

—

Aterolizumab +
bevacizumab

sorafenib
( n = 165)

atezo + bev

(n = 338)

0S events, n (%) 180 (54) 100 (61)
Median OS, mo 19.2 13.4
100 = 6o 05 {95% Cl) (17.0, 23.7) (11.4, 16.9)
Box SLatiiiec Hi 0.66 (0.52, 0.85) P = 0.0009
80 = | 12-mo 05 (95%CI)
! 67%
I 18-mo OS
50 : ' 529
|
: | i
i |
40 = i ] I
[ | 1
I | 1
| 1
20 - : | |
I | I
1 I ]
0 I : |
Illlll;lIIIIlIIIII;IIIIIIIIIII
01234567 8910111213141516171819202122 23 242526 272829
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Exclusion criteria:
Moderate-severe ascites

History of hepatic
encephalopathy
Autoimmune disease or
transplant

Incompletely treated
high-risk varices

Prior bleeding varices
within 6 months
Chronic daily treatment
with NSAIDs

Obj primarios: SG y SLP

ESTUDIO POSITIVO frente a sorafenib
Precoz separacion de curvas
Aprobado por EMA y FDA

Diferente perfil de toxicidades

*Realizar EDA previa a tto: pac con
varices esofagica no se incluyen
*Pac transplantados no se incluyen

100 =

B0 =
6-mo PF5

60 55%

409

&
e

20 o

Progression-free survival (%)

sorafenib
( n=165)

atezo + bev

(n=336)

PFS events, n (%) 257 (76) 130 (79)
Median PFS, mo 6.9 4.3
(95% CI) (5.7, 8.6) (4.0, 5.6)
Stratified HR
(95%Cl) 0.65 (0.53, 0.81) P =0.0001
12-mo PFS
35%

18-mo PF5
24%

= LI [ ———

(=0
ST
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o
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I
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Durvalumab 1500 mg Q4W + Tremelimumab 300 mg x 1 dose Obj primario: 5G -
Patients with unresectable HCC / (n=393) ESTUDIO POSITIVO frente a sorafenib

and no prior systemic therapy;

Curvas tardan en separarse, pero
BCLC stage B or C disease Durvalumab 1500 mg Q4W .
ineligible for LRT; Child-Pugh A; ' (n = 389) destacan los largos supervivientes
ECOG PS <1
(N=1171) Sorafenib 400 mg BID : : : :
(n = 389) . Obj secundarios: SLP no diferencias

Durva + Trem Sorafenib
(n=393) (n =389)
E 3 H H 1.0 0S events, n (%) 262 (66.7) 293 (75.3)
PaC|enteS pueden tener Varlces Median OS, mo (95% Cl) 16.4 (14.2-19.6) 13.8 (12.3-16.1)
esofé g | cas 0.8 HR (96.2% Cl) 0.78 (0.65-0.92)
* a8 P value (2-sided) .0035
Pac transplantados no llevan IT 5 o5 36-mo 05, % 307 202
* Tolerancia buena: 20% grado 3/4 que o
precisen esteroides £
. 7 . . 02- —_ +
* Tan solo una dosis Unica de anti CTLA-4, T guna s frem
DURVA es cada 4 semanas °0 p ) B @ 30 % ps 28
o From Randomization

Adaptado de CCO n
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Estudios de
SEGUNDA LINEA

Level of evidence

Inclusion criteria

Efficacy

AE profile

Logistics

Adaptado de Prof. Galle

Phase 3

Tolerated sorafenib but
with radiographic
progression

Improved OS

Similar to AE profile of
other TKls

Orally daily for 3 weeks
with 1-week holiday

Phase 3

Intolerant to sorafenib or with
radiographic progression
Could have received an
additional line of systemic
therapy

Improved OS

Similar to AE profile of other
TKIs

Orally once daily
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Phase 3

Intolerant to sorafenib or
with radiographic
progression

Patients with

AFP 2400 ng/mL

Improved OS

Well tolerated with low
rates of dose reductions or
discontinuations

IV infusion every 2 weeks
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10 combination therapy uHCC patient TKI monotherapy
in first-line in first-line

Atezol i_zurnal:n' Durvalumab/ Lenvatinib Sorafenib
bevacizumab tremelimumab

_ Arms Regorafenib vs placebo Cabozantinib vs placebo Ramucirumab vs placebo

Targets VEGFR 1-3, RAF, KIT, RET, VEGFR, MET, AXL VEGFR2
PDGFR, TIE 2, FGFR1

Class TKI TKI mAb
Administration Oral Oral v

Previous treatment Sorafenib Sorafenib Sorafenib
2::13?::'- dscantinuation Radiological progression Progression or intolerance Progression or intolerance
Line 2nd 2" and 3" 2

Biomarker - - AFP 2400 ng/mL

Adaptado de Prof. Galle
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PRIMER | 2021, para
(FREE PREVIEW ) '
2019, un REVIEW ARTICLE (FREE PREVIEW ) X profundizar en
primer . :
contacto | Hepatocellular Carcinoma Hepatocellular carcinoma moleculary
Jo_se_p M. Liovet® 2353, Ro._bin the Kelley*, Ayga_:sto Vi.'.lanyeva _’, Amit G. Singal®, fUtu ro
Augusto Villanueva, M.D., Ph.D. Jeseica Zueman Rossi - andt Fchard s e

BCLC strategy for prognosis prediction and treatment
recommendation: The 2022 update *

2022, Actualizacion con

Maria Reig'>*, Alejandro Forner', Jordi Rimola®, Joana Ferrer-Fibrega®, Marta Burrel®, buenos al goritmos
Angeles Garcia-Criado®, Robin K. Kelley®, Peter R. Galle’, Vincenzo Mazzaferro®, Riad Salem?,
Bruno Sangro™'", Amit G. Singal'', Arndt Vogel', Josep Fuster™*, Carmen Ayuso™,
Jordi Bruix'>*'

JAMA Surgery | Review

Management of Hepatocellular Carcinoma 2023, muy completa

A Review con generalidades y
diagndstico

Zachary J. Brown, DO; Diamantis I. Tsilimigras, MD; Samantha M. Ruff, MD; Alireza Mohseni, MD;

lhab R. Kamel, MD; Jordan M. Cloyd, MD; Timothy M. Pawlil, MD, PhD, MPH, MTS, MBA



COLANGIOCARCINOMA M

FACTORES DE RIESGO
GENERALIDADES: - Colelitiasis/colecistitis cronica

- Tumor infrecuente (<1% de tOdOS), 2do tumor primario - Hepatopatfa crdonica (a|c0h0|’ hfgado graso, Virus)

hepatico mas frecuente (10-15%) N _ _
- Colangitis esclerosante primaria

- Aumenta incidencia porgque se hacen mas biopsias (antes se

asumian HCC) - Tabaco, DM tipo 2, malformaciones anatdémicas quisticas

- Infecciones parasitarias por pescado crudo (Sur de Asia) y

- Diagnostico avanzado (70%), no hay screening. Mal prondstico. : : _
aflatoxinas del arroz (Chile, Asia)

DIAGNOSTICO

- Sintomas y signos: ictericia/coluria/acolia, dolor en hipocondrio derecho, alteraciéon de transaminasas, célicos biliares de repeticion.

Signo de Courvoisier: ictericia en cancer de vesicula biliar por compresion

Vesicula en porcelana en TC: aumenta riesgo de cancer biliar

Hallazgo quirurgico en colecistitis (50% de las tumores de vesicula)
- A/S con funcidn hepatica, Ca 19.9 y CEA son los marcadores tumorales especificos.

- ColangioRMN y TC tap para estadificacion.

- CPRE para desobstruccidn de via biliar = implantacion de una prétesis biliar puede ser necesaria al diagndstico/evolucién.

- Biopsia: diagndstico histoldgico definitivo (CK7+, CK20 +/-). ESMO recomienda hacer NGS: terapia dirigida en la segunda linea. E
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INTRAHEPATIC

et N \ PERIHILAR

w:-:‘ i
GALLELADDER CANCER

[HILAR OR KLATSKIN TUMOR)

Bismuth-Corlette dassification of biliary tract cancers

AMPULLARY CANCER

f (}gﬁé’ DISTAL
Zs

. PANCREATIC CANCE

Adaptada de Adeva. 2023

Typa 1

Type [T
Tumar reaching
the confluence

Type IIIb
Tumer scchuding

and left hapatic
ducts

Type IV

\/

=

Somatic/Germling alterations
Druggable genes

FGFR1-3 mutations, amplifications and fusions (11-45%)
TP53 (2.5-44.4%)

IDH1/2 (4.9-36%)

ARID1A (6.9-36%)

CKDNZ2A/B loss (5.6-25.9%)

BAP1 (9-25%)

KRAS (B.6-24.2%)

ERBB2 amplification (4-22%)

MCL1 amplification (16-21%)

PBRM1 (11-17%)

SMAD4 (3.9-16.7%)

MLL3 (14.8%)

EGFR mutations and amplification (1.5-12%)
PTEN mutations, loss or deletion (0.6-11%)
ARAF [(11%)

RNF43 (9.3%)

ROBO2 (9.3%)

GNAS (9.3%)

MLHT (B.6%)

NTRK & ROS fusions (1-B8%)

BRAF (3-T.1%)

PIK3ICA (3-9%)

ERBEB2? mutations and amplification (79%:)
MET mutations and amplification (2-7%:)
FBXWT (1-6%)

ATM (5%)

BRCAT/2(4%)

KRAS (B.3-47%)

TP53 (18-45%)

SMAD4 (11-25%)

CDKNZ2A/B loss (15-17%)

ERBB2/3 mutations and amplification {11-17%)
ARID1A (5-16%)

PIK3CA (T-9%)

IDH1/2 (0-T 4%)

MET mutations and amplification (1-3.79%)
BRAF (3%)

PREACA fusion

PREACBE fusion

Adaptada de Rodrigues, et al. 2021
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_ ESTUDIO BILCAP con CAPECITABINA en adyuvancia es el Unico positivo en este contexto (ASCO 2017)
P
Resection 60 to 71%
HR=0.69

Estudio BCAT con GEM monoterapia: 2111 randomization
no diferencias

8 cycles
Estudio PRODIGE 12 con GEMOX: no

diferencias

Estudio negativo en SG por ITT...positivo en analisis por
protocolo y ajustando la sensibilidad por factores...

SG 53m vs. 36m (HR 0,74)

- Margen R1

- Ganglios +

Todos se benefician (guias establecen este estandar para
todos los pacientes operados)

Entraban pacientes con CCA y vesicula biliar, no los

ampulomas
Primrose, et al. Lancet 2019 E

Estudio ASCOT (Japan) con S1 4 ciclos
vs. observacion: positivo = estandar
en Japon.

Estudio ATTICA (ongoing) con
CIS+GEM vs. CAPE
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_ ESTUDIO ABC-02 con CIS+GEM en primera linea establece este esquema como estandar NEJM 2010

>400 pacientes con tumor localmente
avanzado/metastasico

Objetivo primario: SG = estudio positivo
También beneficio en SLP, TR

Beneficio clinico en 61% (RP+EE)

Buena tolerancia por la dosis de CIS 25 mg/m?

100 N
Hazard ratio for death,
\ 0.64 (9596 Cl, 0.52-0.80)
\ P<0.001

757
B3
®
2
=1 50—
b
I
s

25—

B I I 1 I I T | I
0 4 3 12 16 20 24 28 32

Months since Randomization

Progression-free Survival (%)

ArmA ArmB

Cisplatin 25 mg/m?
Gem 1000 mg/m? D1,8,15 g 28d + Gem 1000 mg/m?

D1.8q 21d

24 weeks (6 cycles) 24 weeks (8 cycles)

Upon disease progression, management will be on clinician’s
discretion (mostly best supportive care)

100+

Hazard ratio for disease progression,
0.63 (95% Cl, 0.51-0.77)

P<0.001

75—

50—

25—

0 |
Months since Randomization
Valle, et al. NEJM 2010
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Afadir INMUNOTERAPIA a CIS+GEM en primera linea: resultados 2023

Estudio TOPAZ-1: mejora SG en 1L Estudio KEYNOTE-966: mejora SG en 1L
Pembrolizumab 200 mg IV Q3W (maximum, 35 cycles)
+
Gemcitabine 1000 mg/m21V on days 1 and 8 Q3W (no maximum)
Durvalumab 1500 mg Q3W Durvalumab 1500 mg +
+ GemCis (l.lp to8 cydes) Q4W until PD Cisplatin 25 mg/m?2 IV on days 1 and 8 Q3W (maximum, 8 cycles)
R (1:1)
N=685 :
PlacebolV Q3W for (maximum, 35 cycles)
Placebo Q3W Placebo +
+ GemCis (up to B cycles) Q4w until PD Gemcitabine 1000mg/m?1V on days 1 and 8 Q3W (no maximum)
+
Cisplatin 25 mg/m?2 IV on days 1 and 8 Q3W (maximum, 8 cycles)
Median 05 Hazamtio | ) _
(es%Clhmonths | (@s%c) PV ‘ Ptswl  Median Survival
10 Durvalumab + GemCls (n=341) 128(11.0-140) 0.80 0021 Event  (95% Cl), months
a6 Placebo + GemCls (n=344) 11.5(10.1-12.5) | [D.ﬁS—Orﬂf]- | x | Pembro + Gem/Cis T8% 127 ﬁ '5—'36}
e | Statistical significance cut-off for 0S: p=0.03 - E— Placebo + GemiCis 83% 109 (9.9-11.6)
12.mo rate
3 0.7 4 12-mo 0S: 18-mo OS: 24-mo 0S: 5%
3 05- 54.1% 35.1% 249% % HR 0.83 (95% CI, 0.72-0.95)
> HR for time up to 48.0% 25.6% 10.4% ik P=0.0034
£ 059 g months (95% CI) 280 )
R 0.91 (0.66-1.26) [18% Below the signficance boundary of
3 HR for time after = P=0.0200
o 034 6 months (95% ClI)
0.74 (0.58-0.94) !
02 :
0.1 :
R
001 , - : : . . ; . . 0 3 6 9§ 12 15 # 2 24 7 N B B B
0 3 6 9 12 15 18 21 2 27 30 Months

ubjects at risk Time from randomization (months) n i ik
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_ ESTUDIO ABC-06 con FOLFOX en segunda linea establece este esquema como estandar Lancet 2021

Phase |ll, randomised, open-label P

Inclusion criteria Active Symptom Control (ASC) Follow up
. .7 = May include: billary drainage, antitiatics
=  Histoloytol ly warified Y ¥ g
PaC|enteS tras progre5|0n d ;..n!;--n--:.-.-??y analgesia, steroids, anti-emetics alc = Overall survival =
1L con CIS+GEM Eﬂﬂﬂ : I_r = " » 4oweakly clnical raview primany end-point
- pertaonmmandce seons -1 h
* Progression after 1*-line .< ! e |.'.|_'F.-.'-|1I'| s
CleGem Arm B until complatio
T 1:1 ] -~ - o 12 iths
Obj primario: SG positivo . Max & weeks progression to Active Symptom Control+ mFOLFOX
* randomisation = Chematherapy svary 14 days for up to 12 cycles

= Day 1: Ocaliplatin 85magim=, L-folinic aced 175 mg
= Adequate haematological, , :
{or folinkc acid 350 mgl. S FU 400 mg'm? {bolus),

renal & hepatic funciion
pa 5 FL 2400 mgim® 46 hours Continuous infusion

= d-weekly clinical revrew after chemotherapy
= J-monthly radiclogical assessmeant

Numéricamente ganancia escasa...6,2m vs 5,3m en SG, pero a
los 12 meses: 25% vivos en brazo FOLFOX

Recomendado por guias clinicas ante ausencia de alteracién
genética accionable...

T T T
1] 3 &8 o 12 15 18 21 24 27 30

Months from randomisation
Lamarca, et al. Lancet 2021 n
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Current and Emerging Systemic Therapies for Advanced, Unresectable
Biliary Tract Cancer in Canada

For GBC, CCA, and AC

Chemotherapy
First-line

Gemcitabine + cisplatin

Gemcitabine + cisplatin + @)

nab-paclitaxel

Subsequent-line
FOLFOX

Liposomal irinotecan +
S-fluorouracil

\\|(Immunotherapy

First-line

Durvalumab + gemcitabine + (3

cisplatin

Subsequent-line

Pembrolizumab + lenvatinib €

Nivolumab

) standardofcare €D

000

0o
(2]

2]

Liver

Gallbladder

Met primary endpoint
in phase Il trial

Ampulla
of Vater

Health Canada
indication in BTC

For CCA

@Biomarker-Driven Therapy

Biomarker: FGFR2 Fusions/
Rearrangements (10-16% CCA cases)

Subsequent-line

Pemigatinib @

Infigratinib @ &

Derazatinib @

Futibatinib @

Biomarker: IDH1/IDH2 mutations
(10-20% CCA cases)

Subsequent-line
vosidenib

For GBC, CCA, and AC

Publicly funded in some
Canadian provinces

Biomarker: NTRK fusions (<1% of BTC cases)
All treatment lines

Larotrectinib @ <@
Entrectinib @&

Biomarker: BRAFV600E (3—7% of BTC cases)
Subsequent-line

Dabrafenib + trametinib €&

Biomarker: HER2 amplification/overexpression
(10-16% of BTC cases)

Subsequent-line

Trastuzumab + pertuzumab e

Trastuzumab deruxtecan e

@ rrase i gata

FGFR2 fusiones (10-15%)

- EC FIGHT 202: fase Il con TR 35%,
SG 21 meses

- EC PROOF: fase Il con TR 23%

- EC FOENIX CCA2: fase Il con TR
43%, SG 20 meses

IDH1 R132 mutaciones (10-15%):
- EC CLARIDHY: fase Ill con SLP HR
0,37 en 2-3L (vs placebo). También
SG 10m vs 5m (FDA + EMA aprob)

BRAF V600E y NTRK: indicaciones
agnosticas

HER2 amplificado/sobreexpresado:
- EC SGNTUC con Trastuz+Tucatinib,
con TR 46,7%, SG 12m 53% n

- EC DESTINY con TR 36,4%
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Clinical Practice Guidelines JOURNAL
OF HEPATOLOGY

2023: completo
y actualizado

EASL-ILCA Clinical Practice Guidelines on the management
of intrahepatic cholangiocarcinoma”

European Association for the Study of the Liver®

CONSENSUS
OPEN
Cholangiocarcinoma 2020: the 2020: muy
next horizon in mechanisms and Efﬁnfo revisién y
management

2022: dirigida a tratamientos

| REVIEW | de forma practica, falta la

How | treat biliary tract cancer inmunoterapia. Incluye
A. Lamarca™®", J. Edeline” & L. Goyal® terapla de Soporte ﬂ




CANCER DE PANCREAS M

GENERALIDADES: FACTORES DE RIESGO

- Tumor con alta letalidad (3era causa de muerte por cancer) - Pancreatitis cronica, diabetes, obesidad

- Incidencia esta aumentando: relacidon con FFRR-estilos de vida - Tabaco, alcohol, dieta baja en fibra

- Diagnostico avanzado (80%), no hay screening. Mal prondstico. - Sd genéticos: Sd Lynch, BRCA 1/2, ATM, Sd Peutz Jeghers, PAF,
pancreatitis hereditaria, fibrosis quistica,

DIAGNOSTICO
- Sintomas y signos: ictericia/coluria/acolia, dolor abdominal, alteracién de transaminasas, pérdida de peso, diabetes descontrolada,
diarrea, desnutricion.
- A/S con funcidn hepatica , Ca 19.9 tiene valor prondstico.
- TC tap para diagnostico y estadificacion. También ECO-EDA para valoracion de afectacion de estructuras vasculares.
- CPRE para desobstruccion de via biliar =2 implantacion de una prétesis biliar puede ser necesaria al diagndstico/evolucion.
- Biopsia: diagndstico histoldgico definitivo (CK7+, CK20 +/-).
No necesario si vamos a cirugia de entrada (tumores resecables)

Obligada si comenzamos con tratamiento sistémico ( neoadyuvancia, dudas de estirpe 5-10% son neuroendocrinos)
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:!_etastatic e RESECABLES (5-10%)
g £aeaas LRI il - Cirugia: Unica opcion curativa

- QT adyuvante: disminuye recaidas

BORDERLINE (10%)

- QT neoadyuvante por consenso: no
hay fase Ill pero altas posibilidades
Overall survival ~ 5-11 mo - de cirugia R1/R2

Resectability Status Arterial Venous

SR No arteral tumour contact (celac axis [CA), superior mesenteric artery [SMAJ, or common hepatic  No tumour contact with the superior mesentefic vein (SMV) or portal vin (PV) LOCALMENTE AVANZADO (2 5%)
artery [CHA]). or=180° contact without vein conlour iregularity.
. L4 . .
Pancraticheaduncat process: - QT con intencidn paliativa
Solid tumeur contact with CHA without extension to CA or hepatic artery bifurcation allowing . .
for safe and compiete resecion and reconsiructon. - Si buena respuesta y se convierte
= Solid tumour contact with the SMA of <180°
» Solid tumour contact with variant arierial anatomy (ex: accessory right hepatic artery, replaced  +  Solid fumour contact with the SMV or PV of >180° | contact of =180° 1 7
right hepatic arlery, replaced CHA, and the origin of replaced or accessory artery) and the with contour irregularity of the vein or thrombosis of the vein but with en reseca ble 9 Cl rugla
Borderline Resectable presence and degree of tumaur contact should be noted if present, as it may affect surgical suitable vessel proximal and distal to the site of involvement allowing for . - .
planning. safe and complete resection and vein reconstruction. = M d I’gl Nna | b en eﬂ CIO d e RT
Pancreatic bodytail: +  Solid umour contact with the inferior vena cava (IVC).

Solid tumour contact with the CA of <180°
»  Saolid tumour contact with the CA of >180°  without involvement of the aorta and with intact

and uninvelved gastroduodenal artery thereby permitting a modified Appleby procedure [some A (o)
panel members prefer these criteria to be in the unresectable category]. M ETASTAS I CO (60 A))
Dist;::_;ngnstasis{i::;dig Sm;ﬁ:gfl lymph node melastasis) Head/uncinate process: f'“ﬂ:;::‘;fx;hvw due o tamour volverentor csumlon ean be - Se man €jan con QT, mal pronostico
. id tumour contact w =18
. ; ; - due to tumour or bland thrombus) _ 1 1
Unresectable L + Contact with most proximal draining jejunal branch into SMV Muchas com pl ICaClones,
clody and tal: Body and tail

= Solid tumour contact of >180°  with the SMA or CA
= Solid tumour contact with the CA and aortic involvermnent

- Unrecansirucible SMVIPV due to mour invoement orocciusion canbe | | SitU@CIiONES complejas: via biliar,
due to tumour or bland thrombus) . ., .
dolor, desnutricion, trombosis (SO%E

Tempero MA, et alJ Natl Compr Canc Netw. 2019 Mar

PR Nl a AW aYatal al FaY
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CANCER DE PANCREAS localizado
_ Tumor de pancreas operado - valoracidn para adyuvancia todos (excepto pT1la...)

The NEW ENOLAND JOURNAL of MEDICINE
Studies: ESPAC-1': CONKO-0012 ESPAC-3*: ESPAC-44:
5FU > observation Gemcitabine > obs Gemcitabine = 5FU Gem+Capecitabine > Gem | ORIGINAL ARTICLE
’ | . ] i FOLFIRINOX versus Gemcitabine
MRS for Metastatic Pancreatic Cancer
o 0S
1 z _\k\'\ sy dnbre Capasiahine.
Er N g A sk
g ] - E : \ LI 100+ Stratified hazard ratio for cancer-related event,
E Tl 7 % &l \:_‘-»\_ - = ;e’c;giunur, or death, 0.58 [95% CI, 0.46-0.73)
l; ] - 3 5 i Wellun B = 2R rnatn (651 s::z:er‘—": % g No.of events, 314
- N o e 2t : mDFS: 21,6 vs. 12,8 months
1 P chermathersm — " n hm;i:m uwi:-nwn:?mn | ) g 50
i — 7 — i . [— 3 Medified FOLFIRINGNX
o 12 i 3t 43 & wnWG W O 108 i ) e n
Vanths Canlun -3 o 138 2 i 1 I§ 24

st pancrestica exocrin Adyuvancia con:
panere - GEMCITABINA monoterapia

- Malas digestiones o

- Fistula pancreatica (20-50%) - GEM + CAPE: modesto beneficio

- Diabetes (insulina) - mFOLFIRINOX 12 ciclos: el que mejores

- Infecciones, dolor postQx resultados aporta, pero toxicidad alta

Patsertts Who Were Aliwe [3)

Stratified harard ratio for death, 0.64 [35% €I, D43-0.25)
P 0,003
Ho. of deaths, 192

Months

- Rotura esplénica, trombosis Estandar para pacientes FIT. L I I T I

Conroy, et al. NEJM 2011
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CANCER DE PANCREAS localizado
_ Tumor de pancreas borderline = valoracidn para neoadyuvancia y posterior
reevaluacion para cirugia

Ausencia de estudios fase Ill que dicten actuacion,
pero se acuerda que en aquellos tumores bordeline:

comenzar con QT y reevaluar
Borderline resectable pancreatic cancer - FOLFIRINOX
- GEM+NabPACLITAXEL

Clinical trials or CT adapted to the patients condition
(FOLFIRINOX, Gem+ Nab-pacli or Gem)

RO resectable pancreatic cancer

Papel de la RDT en tumores que tras QT sigan siendo

no resecables, pero no hayan progresado a otros
Clinical trials . niveles = posibilidad de RDT con QT
Assessing necadjuvant reatments Tumour response Tumour progression Alta toxicidad

- Uso de GEM o CAPE con la RDT

Adjuvant chemotherapy Switch chemotherapy
Start: maximum 3 mo after surgery Discuss Radiotherapy . ) ‘
Duration: 6 mo Estudios PREOPANC son los que mas estudian esta

Modified FOLFIRINOX in fit patients ., : :
Gem or Gem/Cap In the others poblacidn. Pocos pacientes, varios esquemas de QT,

asociado o no a RDT...

Adaptado de ESMO. J Taieb. 2023



CANCER DE PANCREAS avanzado OEOM

_ Tumor metastasico (o localmente avanzado/irresecable) = QT SISTEMICA

The NEW ENGLAND JOURNAL of MEDICINE The NEW ENGLAND JOURNAL of MEDICINE
‘ ORIGINAL ARTICLE ‘ ‘ ORIGINAL ARTICLE
FOLFIRINOX versus Gemcitabine Increased Survival in Pancreatic Cancer
for Metastatic Pancreatic Cancer with nab-Paclitaxel plus Gemcitabine

Gem+Nab-paclitaxel

mFOLFIRINOX
12 wk, 12 cycles

3wl4 , 6 cycles

N=342

11 GEMCITABINE
1000 mg/m?

n=842
1A
GEMCITABINE
|—> 1000 mg/m?

3 wki 4, 6 cycles TwiB then 3 wid, 6 cycles
PFS 0s ORR= 29% vs. 8%; DCR= 48% vs. 33%
ORR = 31% vs. 9%; DCR = 70% vs. 51% PFS ' 0s
10 4 1.0
100+
Hazard ratic, 0.47 (95% CI, 0.37-0.55) 100 Hazard ratio, 0.57 (95% Cl, 0.45-0.73) 02 4 09
P<0.001 P<0.001 by stratified log-rank test 08
08 e 2P + Gom
75 —
& P 07 HR =0.69 o7 Gamn HR =072
% g 95Y% CI: 0.581, 0.821 06 959% CI: 0.617; 0.835)
g 50 £ FOLFIRINGX o P=0.000024 " Pei.000018
3 FOLFIRINDX F S0 0 o o
3 a2 S 04
= E 0.4
25 25+ 03 b IO
0.2
Gemcitabine 02 "
x T T T U 0 ’ y T ! 1 Y T T T T T T T T T T T T T T 01
6 3 6 9 12 15 18 21 24 27 30 33 3% O 3 6 9 12 15 1% 21 24 27 30 33 36 39 42 00 T T T T T T T T T 1
Months 0.0 T T T T T T T J o 3 6 8 12 15 18 21 24 2r 3 33 36 3
) Months o 3 6 9 12 15 18 2 24
it Tk 171 8 26 8 5 2 0 0 © 0 0 0 O o, AL Riek Ak Months -
Gemcitahine Gemcitabine 171134 89 48 28 14 7 6 3 3 2 2 2 2 1
FOLFIRINOX 171 121 85 42 17 7 4 1 1 0 0 ¢ 0D RN T s s Bl sn il b = 5 5 5 5 3 be s Gam: 41 m n 2 u . . 2 O bpegem W - “
Gem: 430 209 Gem: 430 340 220 & 40 15 T
6.4mo vs. 3.3 mo 11.1 mo vs. 6.8 mo 5.5mo vs. 3.7 mo 8.5 mo vs. 6.7 mo

Conroy, et al. NEJM 2011 Von Hoff, et al. NEJM 2013
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PRIMERA LINEA -

N=T7T70
Key inclusion criteria
« Confirmed PDAC not previously

FOLFIRINOX con IRINOTECAN LIPOSOMAL > NALIRIFOX (Estudio NAPOLI-3) 2023

NALIRIFOX
Liposomal irinotecan 50 mg/m?*
+ 5-FU 2400 mg/m?

EE e e + LV 400 mg/m* o .
treated in ther static setting = uxallplatﬁiﬁﬂ Fﬂgl'l'ﬂa UnICO eStUdIO fase III que Compara

sl et FR L s triplete con GEM+NabPaclitaxel

: atic lesions Gem+NabP
measurable by CT/MREI e

« ECOG PS 011
according to RECIST v1.1 « Region

+ECOGPS of0Dor 1 + Liver metastases . . .
. e Obj primario: SG que favorece al
triplete
el e e ) NALIRIFOX mejor tolerancia que la

Gam+NMNabP 9.2 (8.3, 10.6)

registrada con mFOLFIRINOX:

- Efecto del Irinotecan liposomal
- Menor dosis de OXALI en este
esquema

- Misma eficacia

+ = censoned

e —

0 2 4 G B 0 12 14 16
Tume {rmanths)




CANCER DE PANCREAS avanzado OEOM

The NEW ENGLAND JOURNAL of MEDICINE

Maintenance Olaparib for Germline
BRCA-Mutated Metastatic Pancreatic Cancer

Estudio POLO con OLAPARIB en
mUtaCién gBRCA 1/2 (3-7% pac) «+ Pancreatic adenocarcinoma
. . . s « Germline Mutated BRCA 1/2 Primary obiective:
tras 8 CICIOS QT sin progresion a » Treated with a first line platinum N=145 Prognlassirgn frtjae sl:rvival
pl atinO como 1L . Without disease progression 32
PFS 0Ss
Beneficio en No beneficio en SG
SLP (obj o i ooty 189 vs. 181 mo —> motivo por el
primario) con RS - 1 o] \ HR =0.91 que no tenemos
t | E g e o _; (95% CI: 0.56, 1.46; p=0.68) t

retraso a ila : " - N e o 5 dCCeso a este

2 1 4 121 a6 B
progresion t i 74vs.38 mo P farmaco

- 1 - N HR=°.53 %:‘ 14 1 + Olaparib (N=82: 4] events

£ \ s T (95% CI: 0.35, 0.82; p=0.004) ﬂ . [

= -—

f | Olaparib (N=9Z &0 events) 6 3= Placebo (N=62 10 events]

L T T T T T T T T 1 Wt """ 77777 T rr
O & 4 & & 10 12 14 16 18 20 22 24 26 28 30 32 3 36 M 40 47 44 46 4 W0 O 3 4 & & 10 12 14 16 1% 20 32 M4 36 28 MO BR 34 06 3B 0 42 44 46 48 %0
Months since Randomization Months since Randomization 27
Golan, et al. NEJM 2019



CAMPUS

; ‘ SEC»
CANCER DE PANCREAS avanzado
_ NALIRI como esquema estandar tras progresion a un tratamiento basado en GEMCITABINA

Paost-
Initial design  armendmaent Total

v | Unico tratamiento con fase Il positivo de

metasiatic

pancreesc 4 NALIRI (FU + Irinotecan liposomal) con
progroased afler b | beneficio en SG y SLP

pm-ﬂ;;s aW x 4, QEW)
gemcitabine-

based treatment
(n=417)

Otras opciones:

- Regimenes con OXALIPLATINO: resultados
controvertidos (CONKO-003 con OFF positivo,
PANCREOX con FOLFOX negativo)

d —

- \ St .: - Terapias dirigidas (sobre todo KRAS wt)
g ™ . Dot and v — Tumores MSI (<1%): Inmunoterapia
E - £ A Mutacion KRAS G12C: Inhib selectivos
£ 1\ S NRG1/FGFR2 fusiones

0| oG aosgom A | 34 I BRAF/NTRK: Indicacién agndstica

T T f 5 & & ” B

Mumber at risk a 3 T 5 ! 1’5. 18
""""""""" D . - ° - - R e Wang-Guilliam, et al. Lancet 2016
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2018: Educational Book ASCO
Revision sobre criterios de
resecabilidad y opciones

What Makes a Pancreatic Cancer Resectable?

Douglas B. Evans, MD

REVIEWS IN BASIC AND CLINICAL GASTROENTEROLOGY

2022: Revision muy completa
AND HEPATOLOGY y comp

sobre todos los aspectos del
Pancreatic Cancer: Pathogenesis, Screening, Diagnnsis, and @ cancer de péncreas
Treatment

Laura D. Wood,' Marcia Irene Canto,” Elizabeth M. Jaffee,” and Diane M. Simeone*

| GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY | 2021 Educational BOOk ASCO
Personalizing Medicine With Germline and Revision sobre biologia
Somatic Sequencing in Advanced Pancreatic molecular y terapias dirigidas

Cancer: Current Treatments and
Novel Opportunities

Michael S. Lee, MD' and Shubham Pant, MD*-2
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TUMORES NEUROENDOCRINOS OEOM

GENERALIDADES:

- Tumores infrecuentes, incidencia en alza (hallazgo incidental)
- Origen entero — pancreatico — pulmonar

- Grupo heterogéneo de neoplasias — dificil diagndstico

- Prondstico depende de grado de agresividad (Ki67)

FACTORES DE RIESGO - Sindromes hereditarios /predisposicion
familiar

- Sindromes MEN-1
- Enfermedad VHL
- Neurofibromatosis tipo 1

- Esclerosis tuberosa

FUNCIONANTES - Sindrome carcinoide (5-HT) y derivado de hormonas liberadas (gastrinoma, VIPoma, insulinoma)

NO FUNCIONANTES

Tumores indolentes de lento crecimiento = diagndstico tardio, con metdstasis...supervivencia afios.

Tumores agresivos de rapida duplicacion = sintomas derivados de ocupacion, efecto masa

- A/S con funcidn hepatica , Cromogranina A (bien diferenciados) y Enolasa (alto grado). Determinacién hormonal en sangre y orina (5-HIAA)

- TC TAP, ECO-EDA, RMN para estadificacion y localizacion del tumor primario.

- Estudios metabdlicos: PET Galio/Octroscan para bien diferenciados y PET glucosa para alto grado.

- Biopsia: Cromogranina y Sinaptofisina especificos, Ki67 como marcador de agresividad.




TUMORES NEUROENDOCRINOS

TERAPIAS LOCORREGIONALES

- Cirugia (de eleccion)

- Metastasis: cirugia / ablacién /embolizacién
- Transplante hepatico: se contempla en casos
seleccionados.

CAMPUS
SEC »

Area de formacién virtual SEOM

TERAPIAS SISTEMICAS
- Hormonoterapia (ASS) si PET Ga/octreoscan
positivo (SSTR+)
- LUTECIO como radionuclido (EC NETTER-1)
- Quimioterapia:
G2-3: CAP-TEM > FOLFOX/FOLFIRI
CNE = PLATINO + ETOPOSIDO

Grade (ENETS)

Ki-67 index (%)
Anatomic imaging

Functional imaging

Prognosis
Treatment options

Well-differentiated ‘

Low (G1) Intermediate
(G2)
<2 3-20

Poorly
differentiated

High (G3)

>20
more rapid growth on serial imaging

Indolent (sllig.rowing)

Surgery for localised +/- resectable metastatic

disease

Observation
Somatostatin analogues
Radionuclide therapy

Everolimus, sunitnib, a-interferon
Liver metastases: radiofrequency ablation, hepatic
embolisation, TACE, SIR-Spheres

Aggressive

Chemotherapy




C AEl\ﬁ.\/P. Uus
TNEs avanzados LOHIM

1982 1986 1988 2005 201 2014 2016 2017 2018

& thoracic NETs)
Octreotide Sunitinib for pNETs
Lanreotide for Telotristat

GEP-NETs

Everolimus for pNETs (Tumour control) Y
LJ
Octrectide for EC NETTER-1

mid-gut NETs

NO OLVIDAR: (Tumour control)
- 25% cardiopatia carcinoide (insuf tricuspidea) (EROMD)
asociado a Sd carcinoide y metdstasis hepaticas

(insuf cardiaca derecha)

- Feocromocitomas y paragangliomas (subtipo

especial)

- MINEN: tumores mixtos (adeno + TNEs)

inferon
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TUMORES NEUROENDCRINOS bibliografia ..o-2M...

EEEE s ,

CLINICAL GUIDELINE WILEY Gufas ENETS 2023 para
manejo de TNEs digestivos y

European Neuroendocrine Tumor Society (ENETS) 2023 mas...

guidance paper for digestive neuroendocrine carcinoma

Guias SEOM 2021 para
feocromocitomas y
paragangliomas

Multidisciplinary practice guidelines for the diagnosis,
genetic counseling and treatment of pheochromocytomas
and paragangliomas

M) NECK TOr Upo
ASCO Special Articles

Systemic Therapy for Tumor Control in Metastatic 2023: Guias ASCO recientes

Well-Differentiated Gastroenteropancreatic Neuroendocrine
Tumors: ASCO Guideline

2022: Clasificacion de los
NETs, con biologia molecular

Overview of the 2022 WHO Classification of Neuroendocrine
Neoplasms




Muchas gracias
por vuestra atencion

SEOM

Sociedad Esparols
logia
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