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1st line setting 







Excluding: main portal vein 
invasion, bile duct invasion 
and > 50% of tumour to 
total liver volume occupancy

PFS: 7.4 s 3.7 m
ORR: 24 vs 9% 
(mRECIST)

Lenv vs soraf: hypertension (42% vs
30%), diarrhoea (39% vs 45%) and 
hand–foot skin reaction
(27% vs 52%), proteinuria (25% vs
11%), hypothyroidism (16 vs2%), 
dysphonia (24 vs 12%)

EMA



Beyond 1st line setting 



mOS: 10.6 vs 7.8 m
ORR: 11% vs 4%
DCR: 65% vs 36%
mRECIST

G3/4: HTN (15%), 
HFS (13%), fatigue 
(9%), diarrhoea 
(3%)

EMA



Allowed patients intolerant to
sorafenib and with PD on one 
(100%) or two (27%) systemic Tx.

PFS: 5.2 vs 1.9 m
ORR: 4% vs 1 % (RECIST)
DCR: 64% vs 33%

G3/4 tox: PPE (22%), diarrhoea 
(10%), fatigue & HTN (7%), AST (6%)

EMA



PD on or intolerant of 
soraf/ Initially included 
CP B patients

PFS: 2.8 vs 2.1 p sign
ORR: 7 vs < 1%
DCR: 56 vs 46%
RECIST

G3/4 tox: HTN 
(12%), asthenia 
(5%), AST (5%), PLT 
(5%), bilirubin (2%), 
GI bleed (3%), 
proteinuria (2%), 
thrombosis (2%)





REACH-2 -G3/4 TOX: 
HTN(12%), LOW Na 
(5.6%)



IMMUNOTHERAPY



CP A or B7 (dose-escalation) and 6 or 
less (CP A) (dose-expansion), ECOG 
PS 0-1

Dose escalation
ORR: 15%
DCR: 58%
mOS: 15 months
mDoR: 17 months

Dose expansion
ORR: 20%
DCR: 64%
mOS: NR (13.2 m in uninfected progr)
mDoR: 9.9 months

ORR by PDL-1: 26% (>1%) 
vs 19% (<1% TC)

G3/4 tox: AST (4%), ALT (2%)/ most 
common (all grades): fatigue (23%), 
rash (15%), pruritus (21%)

FDA





Tox G3/4: fatigue 
(4%), AST (7%), LOA 
(1%), ALT (4%) , 
adrenal (2%), T1DM 
(1%), rash (1%), 
hepatitis (3%)

FDA















Vogel, ESMO 2018



http://www.google.com.cy/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwjtxPaC1dLaAhWD1RQKHUcMC7cQjRx6BAgAEAU&url=http://www.journeysaremydiary.com/2017/12/four-ways-say-thank-2017.html&psig=AOvVaw3olz-kxFXfEEX7Qh2fi3KW&ust=1524650793815200
http://www.google.com.cy/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwjtxPaC1dLaAhWD1RQKHUcMC7cQjRx6BAgAEAU&url=http://www.journeysaremydiary.com/2017/12/four-ways-say-thank-2017.html&psig=AOvVaw3olz-kxFXfEEX7Qh2fi3KW&ust=1524650793815200

