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Therapie des HCC
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Wie wird welt-weit behandelt?
BRIDGE Study: 18301 Patienten in 14 Landern
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Viel TACE, wenig Systemische Therapie!

Park et al., Liver International2015 M" H Medizinische Hochschule
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Systemische Therapie des HCC

2 Jahre

5 Substanzen!

2007 - 2017 2016 - 2018



TACENd Phase-Il Study

TACE followed by systemic therapy compared to continious TACE in
intermediate stage hepatocellular carcinoma (HCC)

Switch to
. systemic therapy

Progression
Toxicity

Inter-
mediate
HCC

Stratification: [

ORR (SD/ PR)
Tumorsize
ALBI Score

Primary Endpoint: OS
2"d EP: PFS, TTP, ORR, QoL

LKP: Arndt Vogel, (DFG proposal, 2nd review round) M'| H Medizinische Hochschule
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Fall - Herr S., 73 Jahre

09/2015 ED pulm.+ lymph. metastasiertes HCC

Keine Zirrhose, exzellenter AZ




Start Sorafenib



09/ 15 - 08/ 16

Progress unter Sorafenib



Regorafenib beim HCC, 2. Linie

RESORCE trial design

Clinicaltrials.gov NCT01774344 Regorafenib

160 mg po once daily
3 weeks on / 1 week off
(4-week cycle)
(n=379)

» HCC patients with documented
radiological progression during
sorafenib treatment

» Stratified by:
- Geographic region (Asia vs ROW)
Macrovascular invasion

Extrahepatic disease
ECOGPS (0Ovs 1)

AFP (<400 ng/mL vs 2400 ng/mL)

152 centers in 21 countries in North and South America, Europe, Australia, Asia
All patients received best supportive care

Treat until progression, unacceptable toxicity, or withdrawal

Bn |, et al. Presented at World Congress on Gastrointestinal Cancer 2016

BFUIX J, et al WCGI 2016 M-I I-I Medizinische Hochschule
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Regorafenib beim HCC, mOS

Regorafenib. Placebo
n=379 n=194

Events 232 (61%) 140 (72%)
Censored 147 (39%) 54 (28%)

Median OS 10.6 months | 7.8 months
(95% Cl) (9.1, 12.1) (6.3, 8.8)

HR 0.62 (95% CI: 0.50, 0.78)
P<0.001 (2-sided)

Regorafenib
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Placebo

9 12 15 18 21
Months from Randomization

Number at risk

Regorafenib 379 316 224 170 122 78 54 34
Placebo 194 149 95 62 37 26 16 8

BrL“X J, et a.l WCGI 2016 M-I I-I Medizinische Hochschule
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08/ 16

Start Regorafenib



11/ 16
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Response unter Regorafenib



08/ 16 - 01/ 17

Progress unter Regorafenib



Immuntherapie beim HCC

CHECKMATE-040

All Patients (N = 262) Study Endpoints

Primary

Sorafenib Sorafenib - Safety and tolerability (ESC)
Naive Experienced - ORR (EXP)z
N =80 N =182

Secondary

- ORR (ESC)e
Dose Dose Dose Dose . D ol rat
Escalation Expansion Escalation Expansion Isease control rate

Nivolumab Nivolumab Nivolumab Nivolumab * Time to response
0.1-10 mg/kg 3mg/kg 0.1-10 mg/kg 3 mg/kg * Duration of response

n=11 n=69 n=37 n=145 » Qverall survival

HCV Infected HBV Infected m

Other
* Biomarker assessments

Presented By Crocenzi at 2017 ASCO Annual Meeting M-l I-l Medizinische Hochschule

Hannover



Immuntherapie & down-staging/ neoadjuvante Therapie?

Sorafenib Naive Sorafenib Experienced Sorafenib Experienced
ESC + EXP ESC EXP
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Presented By Crocenzi @2017 ASCO Medizinische Hochschule
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Immuntherapie des HCC A!Q

IMMULAB RFA, d1 of cycle 3

I-

Frihes HCC Pembrolizumab q3w 200 mg

IMMUTACE TACE, d1 of cycle 1 and 3

1. 1

Intermediares HCC Nivolumab g2w 3 mg/kg
IMMUNIB
e ) Nivolumabaaw 3mgkg 2

Nivolumab g2w 3 mg/kg

lITs, LKP: Arndt Vogel, Hannover M-l I-l Medizinische Hochschule

Hannover




01/ 17

Start Nivolumab



03/ 17

(F]

Response unter Nivolumab



01/ 17 =09/ 17

Progress unter Nivolumab



Lenvatinib beim HCC, 1. Linie

Study Schema

Global, randomized, open-label, phase 3 noninferiority study

Patients with unresectable o Primary endpoint:
Al SR Stratification Lenvatinib T
- No prior systemic therapy S Redon (n=478) Secondary endpoints:

f>°; “resectabtile tHCCi (Asia-Pacific or 8 mg (BW < 60 kg) or =RES
= veasurap'e large Western) 12 mg (BW = 60 kg) « TTP
lesion per mRECIST « MVI and/or EHS: once daily
BCLC stage B or C G5 o1 ho) ' . ORR_ _
Child-Pugh A — . ECOG PS- C Quallty of life

' » PK lenvatinib

ECOGPS <1
Adequate organ function (Qor1)

q g « Body weight: exposure parameters
Tumor assessments

. y e
Patients with 2 50% liver (=60 kg or
Sorafenib were performed

Randomization 1:1

occupation, clear bile duct > 60 kg)
invasion, or portal vein =
invasion at the main portal " (n = 476) —» according to

vein were excluded 400 mg twice daily MRECIST by the

investigator

BCLC, Barcelona Clinic Liver Cancer; BW; body weight; ECOG PS, Eastern Cooperative Oncology Group Performance Status; EHS, extrahepatic spread; MVI, macroscopic portal vein invasion;
mRECIST, modified Response Evaluation Criteria In Solid Tumors; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PK, pharmacokinetic; RECIST, Response
Evaluation Criteria in Solid Tumors; TTP, time to progression.

rresenteos. ASCO ANNUAL MEETING 17 | #ASCO17

Slides are the property of the author. Permission required for reuse.
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REFLECT Studie: Gesamtluberleben und Ansprechen
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Number of patients at risk: Time (Month)

Lenvatinib 478 436 374 297 253 207 178 140 102 67 40 21 8 2 O
Sorafenib 476 440 348 282 230 192 156 116 83 K7 33 16 8 4 0

Median (month) (95% CI)

Sorafenib: 12.3 (10.4-13.9)

Probability

DISEASE CONTROL (75.5%)
1

Lenvatinib: 13.6 (12.1-14.9)

Non-inferiority margin

HR (95% CI): 0.92 (0.79—1.06) assumption: 1.08

Upper HR limit, 95% CI

Actual result;

1.06

Upper HR limit, 95% CI

Maximum tumor shrinkage (%)

TUMOR SHRINKAGE

I Medizinische Hochschule

Cheng AL et al. J Clin Oncol 35, 2017 (suppl; abstr 4001); oral presentation

Hannover



09/ 17

Start Lenvatinib



01/ 18

SD unter Lenvatinib



Carbozantinib beim HCC, 2. und 3. Linie

CELESTIAL Study Design

Cabozantinib

60 mg PO qd
Tumor assessment
Randomized double-blind design every 8 weeks
(RECIST 1.1)

Stratification

* Disease etiology (HBV, HCV, other)
* Region (Asia, other)

« Presence of macrovascular
invasion and/or extrahepatic spread
of disease (yes, no)

Advanced HCC
Child-Pugh A
(N=760)

Treatment until loss
of clinical benefit or
intolerable toxicity

No crossover
allowed

Placebo

PO qd

resenten ar 2018 Gastrointestinal Cancers Symposium | #GI18
Slides are the property of the author. Permission required for reuse.
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Carbozantinib beim HCC, 2. Linie

Overall Survival

Median OS No. of
mo (95% Cl) Deaths

1.0
o + Cabozantinib (N=470) 10.2(9.1-12.0) 317
© 0.8 ~ Placebo (N=237) 8.0(6.8-9.4) 167
5
> 0.6- Hazard ratio 0.76 (95% Cl 0.63-0.92), P=0.0049"
3
© i
8 04
o
o 0.2-
0.0 1 1 | 1 | | 1 1 | | | | || 1
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at Risk Months
Cabozantinib 470 382 281 206 159 116 93 63 44 3 22 12 4 1 0
Placebo 237 190 117 82 57 37 25 20 15 10 7 5 3 0 0

*Critical p-value < 0.021 for second interim analysis

resentep ar 2018 Gastrointestinal Cancers Symposium | #GI18
Slides are the property of the author. Permission required for reuse.
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Fall - Herr S., 73 Jahre

09/2015 ED pulm.+ lymph. metastasiertes HCC

Keine Zirrhose, exzellenter AZ

PR PR ?.... Carbozantinib
| Sora | | Nivo ” Rego | |Lenva>

T I
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Take Home HCC......

Frihes Intermediares Fortgeschrittenes
Stadium Stadium Stadium

ChildA-C Child A Child A
1 Knoten < 5 cm oder : Pfortaderhauptstamme-

< 3 Knoten < 3 cm, S LATOUSTE S LoND: Infiltration, N1, M1

PS 0-2 PS 0-2 PS 0-2
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Take Home HCC......

Frihes Intermediares Fortgeschrittenes
Stadium Stadium Stadium

Child A
Pfortaderhauptstamm-
Infilt- n, N1, M°

o\ O,
5\\)6\6 3 S d\e(\

: : Sorafenib/
Transplantation Lenvatinib*

Regorafenib/
Carbozantinib*/
Nivo/ Pembro*

ChildA-C

1 Knoten £ 5 cm oder Child A

> 3 Knoten >3 cm,

< 3 Knoten £3 cm,
PS 0-2

Vogel und Manns, Dtsch Arztebl 2014 M-| H Vedininische Hochschule

*noch nicht zugelassen
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HCC Phase-Ill Studien: 2011 - 2017

SPACE 20,4

BRISK 26,4 vs. 264 TACE
ORIENTAL 31,1 vs. 32.2 =~ 26 Monate
SUN 7,9 VS. 10,3

BRISK-FL 9,5 VS. 9,9

SEARCH 85 vs. 95 _
LIGHT 91 vs. 9,8 1stline
Nintendanib 11,9  vs. 11,5

Dovitinib 8,6 VS. 9,2

AXxitinib 12,7 vs. 9,7 ~ 12 Monate
Sarah 9,9 VS. 9,9

Sirvenib 11,3  vs. 10,4

EVOLVE-1 7,6 VS. 7,3

BRISK-SL 8,2 VS. 9,4 2nd line
REACH 7,5 VS. 9,2

METIV 8,4 VS. 9,1

~ 8 Monate
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