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Επιπολασμός Ηπατοκυτταρικού καρκίνου (ΗΚΚ)





BCLC system for Hepatocellular carcinoma

All: Tyrosine Kinase Inhibitors (TKI)
(κυρίως: anti-VEGF δράση) 



HCC Treatment Landscape: First-line Systemic Therapy

Agent FDA Indication Key Trial

Sorafenib (TKI) Unresectable HCC SHARP

Lenvatinib (TKI)
First-line treatment of patients 

with unresectable HCC
REFLECT



Lenvatinib has not been studied 
in patients with liver occupation 
≥50%, clear bile duct invasion, 

main portal vein invasion 



Adverse events: Lenvatinib vs Sorafenib 



HCC Treatment Landscape: Second-Line and Beyond

Abou-Alfa. NEJM. 2018;379:54. El-Khoueiry. Lancet. 2017;389:2492. Zhu. Lancet Oncol.2018;19:940. 
Bruix. Lancet. 2017;389:56. Zhu. Lancet Oncol. 2019;20:282. Finn. ASCO 2019. Abstr 4004.

Approved for Patients Previously Treated With Sorafenib

Agent Key Trials Population

Cabozantinib (TKI) CELESTIAL Child-Pugh A

Nivolumab (anti-PD1)* CheckMate-040 Child-Pugh A/B7 

Pembrolizumab (anti-PD1)* KEYNOTE-224, -240 Child-Pugh A

Ramucirumab (TKI) REACH-2 Child-Pugh A, AFP ≥ 400 ng/mL

Regorafenib (TKI) RESORCE Child-Pugh A, tolerated first-line sorafenib 

*anti-PD1 immunotherapy: Approved by the FDA based on phase II data, not approved by the EMA



Nexavar

Stivarga

Cabometyx, Cometriq

Opdivo

Lenvima

Cyramza

i) all phase III second-line studies to date have been after prior sorafenib, not lenvatinib; 

ii) the CELESTIAL (cabozantinib) trial enrolled also third line patients

X



2nd line therapy for HCC



2nd line therapy for HCC



Το (άμεσο) μέλλον στη συστηματική θεραπεία του ΗΚΚ

• Συνδυασμός ανοσοθεραπειών με διαφορετικό μηχανισμό δράσης

• Συνδυασμός ΤΚΙ (anti-VEGF) και ανοσοθεραπείας



The future: combination of immunotherapy



CheckMate 040: Nivolumab + Ipilimumab for Advanced HCC 
as Second-Line  

• Primary endpoints: safety, tolerability (NCI CTCAE 4.0), ORR and DOR (investigator assessment)

• Secondary endpoints: DCR, PFS, OS, TTP, TTR

Patients with advanced HCC and 
prior sorafenib treatment, 

intolerance, or progression; 
uninfected or infected with HBV or 
HCV; CP score A5-A6; ECOG PS 0-1

Arm A
Nivolumab 1 mg/kg + Ipilimumab 3 mg/kg

Q3W x 4 doses

Arm C
Nivolumab 3 mg/kg Q22W +

Ipilimumab 1 mg/kg Q6W

Arm B
Nivolumab 3 mg/kg + Ipilimumab 1 mg/kg

Q3W x 4 doses

Nivolumab 
240 mg IV 

Q2W 
flat dose

Randomized 
1:1:1





CheckMate 040: Treatment-Related AEs

Although rates of any-grade TRAEs were higher in Arm A, the types of TRAEs observed were similar across arms. No new safety signals were observed, and most TRAEs were 
manageable and reversible. Serious TRAEs were reported in 11 patients (22%) in Arm A, 9 patients (18%) in Arm B, and 7 patients (15%) in Arm C. One serious hepatobiliary 
disorder reported in Arm A (drug-induced liver injury); 3 serious hepatic investigations reported (elevated AST in Arm A; elevated AST and elevated ALT in Arm B).

TRAEs, n (%)

Arm A: NIVO1/IPI3 Q3W

(n = 49)

Arm B: NIVO3/IPI1 Q3W 

(n = 49)

Arm C: NIVO3 Q2W/IPI1 Q6W 

(n = 48)

Any Grade Grade 3/4 Any Grade Grade 3/4 Any Grade Grade 3/4

Any TRAE 46 (94) 26 (53) 35 (71) 14 (29) 38 (79) 15 (31)

Skin and subcutaneous tissue 30 (61) 4 (8) 24 (49) 2 (4) 23 (48) 1 (2) 

Investigations (including liver 
laboratory abnormalities

24 (49) 16 (33) 21 (43) 11 (22) 15 (31) 7 (15) 

General and administration site 19 (39) 2 (4) 15 (31) 0 16 (33) 0 

Gastrointestinal 18 (37) 3 (6) 18 (37) 1 (2) 17 (35) 2 (4) 

Endocrine 16 (33) 1 (2) 9 (18) 1 (2) 9 (19) 1 (2) 

Metabolism and nutrition 14 (29) 7 (14) 6 (12) 2 (4) 6 (13) 1 (2) 

Respiratory, thoracic, and mediastinal 7 (14) 1 (2) 2 (4) 0 3 (6) 0

Nervous system 7 (14) 0 6 (12) 0 2 (4) 0

Musculoskeletal and connective tissue 6 (12) 0 3 (6) 0 6 (13) 0 

Hepatobiliary 3 (6) 3 (6) 1 (2) 0 1 (2) 0





CheckMate 9DW: Nivolumab + Ipilimumab for Advanced HCC
as First-Line

• Multicenter, randomized, open-label, phase III trial 

Patients with advanced HCC; 
no previous systemic therapy, 

Child-Pugh 5 or 6; 
ECOG PS ≤ 1

(Planned N = 1084)

Nivolumab* + Ipilimumab 

Sorafenib or Lenvatinib

▪ Primary endpoints: OS

▪ Secondary endpoints: ORR, DOR, TTSD

*Nivolumab as monotherapy 1st line: no efficacy



The future: combination anti-VEGF and Immunotherapy*

* Anti-VEGF agents have also immunomodulatory effects
Anti-VEGF-induced hypoxia leads to escape from immune surveillance



First line systemic therapy
Atezolimumab (Tecentriq): anti-PD-L1

Bevacizumab (Avastin): anti-VEGF







The near future for systemic therapy?



anti-VEGF anti-PD-1





TACE vs Systemic Therapy





Το (απώτερο) μέλλον στη συστηματική θεραπεία του ΗΚΚ

MET inhibitors (Tepotinib / Capmatinib) FGFR4 inhibitors
FGF19 has been correlated with early recurrence

and resistance to sorafenib



Τι επιπλέον έχουμε ανάγκη?

• CheckMate-40 trial: OS for those with PD-L1 ≥1% vs <1% were 28mo vs. 16mo (p = 0.032)

- Only aFp in ramucirumab

• (Neo)-Adjuvant therapy with nivolumab or nivolumab/ipilimumab

• Trials: very strict criteria regarding viral replication, severity of liver disease etc



Number of trials for HCC based on PD1/PDL1







Μοριακή ταξινόμηση ΗΚΚ



Στοχευμένες θεραπείες στον ΗΚΚ



Molecular pathways and treatment











Regorafenib 

(n=379)

Placebo 

(n=194)

Age 64 (54-71) 62 (55-68)

Hepatitis B 143 (38%) 73 (38%)

Number of lesions n=2 175 (46%) 88 (45%)

Child-Pugh A 373 (98%) 188 (97%)

BCLC stage C 325 (86%) 172 (89%)

Κυριότερα χαρακτηριστικά των ασθενών





Καμπύλη επιβίωσης των ασθενών



Regorafenib: Hand-Foot Syndrome & other reactions



Θέση του regorafenib στην αντιμετώπιση του ΗΚΚ



Ανοσιακό σύστημα και κακοήθεια











Nivolumab (n=214)

Age 64 (56-70)

Child-Pugh A 210 (98%)

Extra-hepatic metastases 144 (67%)

Previous therapy with sorafenib 145 (68%)

Κυριότερα χαρακτηριστικά των ασθενών


