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Outline

• Focus on major RCT 
• Early stage
• Advanced stage



Early Stage HCC 



LRT Downstaging to Transplant RCT
• Therapies could be combined, including surgical resection, 

RFA, MWA, TACE, and SIRT, repeated up to 18 months 
• Cycles where series of treatment concluded if 1: CR, 2: best 

achievable response, 3: technical infeasibility
• At the end of downstaging, tumor response assessed per 

mRECIST à downstaging failure or success 
• Downstaging success à observation phase of 3 months à after 

which randomization occurred if they sustained tumor response



Mean duration of downstaging = 6 mos.
Mean duration of observation = 3 mos.
Median time on transplant list = 3 mos.
Median time from referral to transplant = 12 
mos. 







Advanced HCC



Advanced HCC

Co-primary endpoints: Secondary endpoints:
- OS - ORR per IRF per RECIST 1.1 + mRECIST
- PFS per IRF RECIST 1.1 - TTD of QOL 

Key Eligibility
§ Locally advanced 

or metastatic 
and/or 
unresectable HCC

§ No prior systemic 
therapy 

(n = 501) 

Stratification Criteria
§ Region (Asia excluding 

Japan/ rest of world)
§ ECOG/ PS: 0/1
§ Macrovascular invasion 

and/or EHS: 
presence/absence

§ Baseline AFP: 
>/< 400ng/mL

Atezolizumab 1200 
mg IV q3w and
Bevacizumab 
15mg/kg q3w

Sorafenib 400mg 
BID

Open Label

Until loss of 
clinical benefit 
or unacceptable 
toxicity

Survival follow-up

R 
2:1









Advanced HCC

• Improved OS & PFS 
• 40% pts had MVI including portal v. 
• Increase in PFS of 2.5 mos. vs. sorafenib 
• RR of 27.3% sustained at 6 mp in 88% of those pts w/response
• CP A pts + varices **
• 15% stopped bz of AE + 7% UGI bleeds (vs. 4.5% in sorafenib) 



Advanced HCC



Advanced HCC: NEMESIS

• 3 databases: MEDLINE, Embase, & Cochrane Central 
Register of Controlled Trials (CENTRAL) & abstracts of 
EASL, ASCO, ESMO

• RCT w/ SIRT w/ w/out sorafenib vs. sorafenib control arm
• Main outcomes: OS and AE



SARAH
SIRveNIB
SORAMIC







Incidence of treatment related AE >3 grade in SIRvsNIB + SARAH was < in SIRT vs Sorafenib (30.6% vs 52.1% p=0.0002)
In SORAMIC the incidence of AE was slightly higher in SIRT+sorafenib gr vs. sorafenib alone w/out stats significance

SIRT as initial therapy is non inferior to sorafenib 
in terms of OS and has a better safety profile 



Advanced HCC



Keynote-240

• RCT double blind 119 MC 27 countries 
• Adv HCC progression or intolerance to sorafenib, BCLC stage C 

or B not amenable or refractory to LRT, ECOG 0 or 1
• Exclusion of previous systemic therapy other than sorafenib 

specifically PD-L1, PD-1... ascites, PVT, EHS, & HE
• Randomization 2:1 PD-1 Pembo (200mg) q3w vs saline q3w *35c
• Endpoints: OS, PFS 



Median PFS was 3 mos. for pembro vs 2.8 mos. for placebo (HR, 0.718; 95% CI 0.570 to 
0.904 p = 0.0022)
Median OS was 13.9 mos. for pembro vs. 10.6 mos. for placebo (HR, 0.781 95% CI 0.611 
to 0.998 p = 0.238) 



Advanced HCC



Advanced HCC

• Keynote did not meet endpoints of improving survival 
• DCR and favorable toxicity but no improvement in OS or PFS



Several exciting therapeutic options 





LEAP-012 Trial Design
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Pembro + lenva x2-4 weeks → TACE #1
Hold lenva 2 days pre and at least 7 days post TACE

Pembro + lenva x2 years**
up to 4 TACE (2 per site/lesion)

Primary Objectives:
PFS by RECIST 1.1 and OS

Combo vs. placebo

Secondary Objectives:
PFS/ORR/DOR/DCR/TTP

mRECIST
ORR/DOR/DCR/TTP by 

RECIST 1.1
Safety/AE/irAE

Placebo (PO + IV) x2-4 weeks → TACE #1
Hold placebo PO 2 days pre and at least 7 days post TACE

IV + PO placebo x2 years**
up to 4 TACE (2 per site/lesion)

Unresectable/incurable
Non-metastatic

No vascular invasion
HCC patients

ECOG PS 0-1
Child-Pugh A 

Exclude pts on transplant list

Stratification Criteria:
Study Site
AFP ≤ 400 vs. AFP >400
ECOG PS 0 vs. 1
ALBI Grade 1 vs. 2 or 3
Tumor burden (6 and 12 rule)*

*3 categories: (largest tumor size in cm) + (number of tumors)
≤ 6 versus > 6 but ≤ 12 versus > 12

**Lenvatinib/PO placebo may be continued beyond 2 years if clinical benefit
• New intrahepatic lesions must meet LI-RADS 5 criteria to be considered 

“unequivocal” by RECIST 1.1



COSMIC Trial





CONCLUSIONS

• Very busy, exciting year in HCC 
• A lot more to come in the near future
• Combination therapies is the way to go, and we need to 

deliver some of the systemic options locally 



Thank You for Your Attention


