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Introduction 

• In terms of HCC there is a  global variation in the  incidence , The 
complex etiology  of the disease  and its geographic distribution

• the American cancer society  estimates  for HCC cancer in the united 
states in 2023 :
• About 41,210 new cases will be diagnosed,  29380 will  loose the battle
• The incidence has Tripled  over last 4 decades
• Estimated 5 year Survival is around to 20 % ( 5% in advanced HCC)

• A wide Heterogeneity in HCC:
• Vital Hepatitis Related Ca Vs Non-Viral Cancer ( NASH, Alcoholic Cirrhosis



Introduction 



Key Events in  Molecular  Pathogenesis of 
HCC



Treatment Options for HCC 



IMbrave150: updated overall survival data from a global, randomized, open-label Phase III study of <br />atezolizumab + bevacizumab vs sorafenib in patients with unresectable 
hepatocellular carcinoma



Study design







Updated OS



China cohort updated OS



Conclusions



Combination Therapy in HCC 



Immuno-Oncology: Blocking CTLA-4 and PD-1 Pathways With Monoclonal Antibodies1



Phase 3 HIMALAYA Trial: First-Line Durvalumab Plus Tremelimumab Versus Sorafenib1







Himalaya Trial 
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Summary of IO based Rx Options for HCC

Median OS 19m Vs 13.4m 16.4m Vs 13.8 23.7m Vs 20.6m 22.8 m Vs 15.2m

ORR 30%  Vs 11% 20.1% Vs 5.1% 36% Vs 13% 26.8% Vs 5.9 %  

Median DOR 18.1 m  Vs 14.9m 22.34 m  Vs 18.43m 30.4m Vs 12.9m 17.5m Vs 9.2m

OS rate 
18- Mo

24- Mo

36-Mo

48-Mo

52% Vs 40%

-----

-----

-----

48.7% Vs 41.5%

40.5% Vs 32.6%

30.7% Vs 19.8%

25.2% Vs 15.1%

-----

49% Vs 39%

38% Vs 24%

------

-----

49.0% Vs 32.6%

37.7% Vs 24.8% 

-----



Is There Role of IO in the Adjuvant Setting in HCC



Adjuvant Therapy for  HCC







EMERALD-1: a Phase 3, randomized, placebo-controlled study of transarterial chemoembolization combined with durvalumab with or without bevacizumab in participants with 
unresectable hepatocellular carcinoma eligible for embolization 



EMERALD-1 study design



PFS with D+B + TACE versus placebos + TACE: primary endpoint



Conclusions



Adjuvant Radiotherapy After CuratIve ReSEction <br />of Hepatocellular Carcinoma with Narrow <br />Margin (<1 cm): A Phase 2, Multicenter, <br />Randomized Controlled Trial 
(RAISE)



Schematic Diagram



Survival Outcome



Future Pathways in  HCC



MORPHEUS-Liver: Phase Ib/II, Open-label, Multicenter, Randomized Trial



Investigator-assessed PFS per RECIST v1.1



Future Pathways in  HCC



New Landscape Puzzle for HCC



Conclusion

• HCC  remains challenging CA with high mortality , 5-year survival 20-25%, Heterogenous 
disease, based on  etiology and Geographic distribution.

• Management of HCC Requires Multidisciplinary approach with Hepatology, Liver Surgery, 
Radiation Oncology and Interventional Radiology teams.

• Pivotal change in the landscape making a  great impact on survival, Quality of life:

• Targeted Rx and Combination IO: Med Survival 19m- 24m and 2 year OS up to 50%

• Integrating IO with Liver Directed Rx : Emerald-1 and Emerald  Y90

• Targeting New pathways : 

• LAG-3, TIGIT 

• Bispecific AB  inhibiting PD1/CTLA4: Cadonilimab
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