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Brave New World: IMBRAVE150 changed the paradigm. 

Cheng A et al. J. Hepatol. 2022, 76, 862–873



In defense of IO +IO in HCC



Marching forward with STRIDE



STRIDE regimen improves survival in HCC

Abou-Alfa GK et al NEJM Evid 2022; 1 (8)



Marching forward with STRIDE: the tale of the tail

Abou-Alfa GK et al NEJM Evid 2022; 1 (8)



Marching forward with STRIDE: Response Matters



In defense of IO +IO in HCC



CheckMate with Ipi(3) and Nivo (1)





CheckMate 9DW: Again, response matters



Trial & Regimen ORR (%) DOR(months) PFS (mo) [HR, 
95% CI]

OS (mo) [HR, 
95% CI]

REFLECT
Lenvatinib vs 
Sorafenib

24.1% vs 
9.2%

18.1 7.4 vs 3.7 mo 
(0.66 [0.57–
0.77])

13.6 vs 12.3 mo 
(0.92 [0.79–
1.06]

IMbrave150
Atezo+ Bev vs 
Sorafenib

30% vs 11% 18.1 vs 14.9 6.9 vs 4.3 mo 
(0.65 [0.53–
0.81])

19.2 vs 13.4 mo 
(0.66 [0.52–
0.85])

HIMALAYA
Trem + Durv vs 
Sorafenib

20.1% vs 
5.1%

22.3 mo vs
18.4 mo

3.78 vs 4.07 mo 
(0.90 [0.77–
1.05])

16.4 vs 13.8 mo 
(0.78 [0.65–
0.93])

CheckMate-9DW
Nivo + Ipil vs 
Sor/Len

36% (7% 
CR)

30.4 mo
9.1 vs 9.2 mo 
(0.87)

23.7 vs 20.6 mo 
(0.79)



How do we make sense of these?





CTLA4 status and response to atezo + bev in HCC

Gramantieri, L. et al. ESMO Open, Volume 10, Issue 3, 104289



Increase in CTLA4 predicts resistance to atezo+ bev in HCC

Gramantieri, L. et al. ESMO Open, Volume 10, Issue 3, 104289



Summary

• Abrogating VEGF activity may be important for early response
• Elevated CTLA4+ve cells may suggest resistance to atezo+bev
• Abrogating CTLA4 activity may improve survival further
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VEGF+ IO vs IO +IO- It’s all IO!

The Treaty of Versailles the Golden Isles. 

Lee WS, et al. Exp Mol Med 52, 1475–1485 (2020)


