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INTRODUCCION

« EIl CHC ha aumentado su Incidencia alrededor del
mundo.

« MINSAL 2015, el Cancer de higado y vias biliares,
representd la 4ta causa de muerte por cancer en
hombres.

 La obesidad y diabetes mellitus, se proyectan a futuro
como una de las principales causas de cirrosis y CHC.
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TRATAMIENTO CHC
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CRITERIOS TRASPLANTE

Tabla 1 Criterios utilizados para la seleccion de pacientes
con CHC candidatos a trasplante hepatico

Criterios de Milan Criterios de UCSF

1 Tumor <de 5c¢cm 1 Tumor < 6.5 cm

3 Tumores, ninguno > a 2-3 Tumores, ninguno > 4.5
3cm cm con diametro total

<8cm
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Safe and
feasible

~ Resection, ' TACE, P
'mgftr:nseztnignnm Transplantation TACE and RFA/PEI (if TACE is unsuitable

4 or novel | :
by novel technique mbolization techniat or has failed)

Nat. Rev. Clin. Oncol. 11, 525-535; 2014
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® Adjuvant therapy after resection/ablation Sorafenib, lenvatinib (1% line) ®

® Chemotherapy Regorafenib, cabozantinib (2 ling) e

High & Other molecular therapies® Chemoembolization e

® Hormonal compounds Radiofrequency ablation PEI (<2cm) »

® Y90-radiation (1% line) LT/LDLT-Milan »

Levels of © Niohmab Resection @

evidence & Down-staging to Milan MW ablation ®
Moderate Y90-radiation (BCLCE) ¢ ® LTLDTL validated extended

Resection in non-cirrhofic liver

Low External beam radiation Meo-adjuvant therapy on waiting list »

Weak Strong

Recommendation > Positive

@ "Other molecwlar therapies (sunitinib, linifanib, brivanib, tvantinig, erotinid, evemnimus)
]

Fig. 9. Representation of EASL recommendations for treatment according to levels of evidence and strength of recommendation (adaptation of the
GRADE system). LDLT, living donor liver transplantation; LT, orthotopic liver transplantation; MW, microwave; PEl, percutaneous ethanol injection; RF,
radiofrequency ablation.

Journal of Hepatology 2018 vol. 69 | 182-236
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TERAPIA ANTIANGIOGENICA




Bevacizumab
/ T [Codrituzumab ]
/

| VEGF . PDGF EGF IGF-1 GPC3

' Everolimus |

HIF-p

HIF-a |

Proliferation Survival
Nucleus

Fig. 3.
Pathways involved and various therapeutic agents under study for HCC treatment.
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FIGURE 2 Timeline of targeted therapies that succeeded and failed in phase Il randomised controlled trials of hepatocellular carcinoma

(years refer to date of press announcement)
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« [nhibition !oFre%anWm.o"

clones
« Upfront multitargeting:

’ FGFR, PDGFR, Tie2, etc.

Antiangiogenic Therapies: Going beyond Their Limits

» Sequencing and scheduling

S/ veness

__a *Inhibition of HIF
‘Q downstream effectors
« Inhibition of
proinvasive pathways

« Rechallenge, and g

sequential multitargeting

* Blocking of alternative
proangiogenic pathways

Stem cell selection

3

» Modulation of hypoxia signaling
» Stimulation of differentiation

JANUARY 2014 CANCER DISCOVERY
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INMUNOTERAPIA EN HCC
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Radiation
Oncaytic virus

DC vaccines

TAA vaccines

Lymph node

Fig. 3. Strategies to increase the efficacy of anti-PD-1/PD-L1 blockade based on mechanism of action. CTLA-4, cytotoxic T lymphocyte protein 4; DC,
dendritic cells; LAG-3, lymphocyte activation gene 3; PD-1, programmed cell death protein 1; PD-L1, programmed cell death ligand 1; TAA, tumour-associated
antigen; TAM, tumour associated macrophage; TIM-3, T cell immunoglobulin and mucin-domain containing: TCFR, transforming growth factor p; VECF,

vascular endothelial growth factor,

Journal of Hepatology 2018 vol. 68 | 157-166
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Table 2.Systemic Therapy in HCC

Median overall

Therapy survival (mo) HR (95% Cl)
First line
Lenvatinib vs sorafenib 13.6 vs. 12.3 0.92 (0.79-1.06)
Second line
Regorafenib vs placebo 10.6 vs. 7.8 0.63 (0.50-0.79)
Nivolumab™ 15.0/15.6 MNA
(Sor experienced:
ESC/EXP)
Ramucirumab vs. placebo 8.5 vs. 7.3 0.710 (0.531-0.949)
Cabozantinib vs. placebo 10.2 vs. 8.0 0.76 (0.63-0.92)

MNA, not applicable.
“Phase I/l trial.

Gastroenterology 2019;156:477-491
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Special aspects Treatment with survival benefit Indication BCLC stage
Liver function . . . Liver-only disease

Portal hypertension T LRI DT e e Ijrnited.’lc?.rjrrmur burden

Tumour sze Asymptomatic -
Number of nodules =
Tumour localisation -
Associated diseases

Waiting time for liver

transplantation

Liver function - Liver-only disease

Portalvein patencyor | Ccmoembolisation No vascular invasion 3
flow Preserved liver function 2
Tumour burden ECOGPSO 5
Associated diseases Selective approach E

Sorafenib®

Adv anced

End stage

Lancet Vol 391 March 31, 2018
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CONCLUSION ‘.~

* El seguimiento del paciente cirrotico y diagnostico precoz del
CHC son claves para lograr mayor sobrevida.

* Incluso en estados tempranos de la enfermedad no existe
tratamiento que asegure su curacion.

« Dada la gran heterogeneidad tumoral, Las terapias sistémicas
tienen un limitado impacto en el control de la enfermedad.

« Hacen falta mas estudios preclinicos y clinicos que nos
permitan elegir la mejor terapia sistémica para cada paciente.
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