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Das Qualitatskrankenhaus

Therapie des HCC
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Villanueva et al., N Engl J Med 2019
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Die Leitlinie wurden aktualisiert und im
August 2023 verdffentlicht.

Das Qualitatskrankenhaus Aktue' Ie S3"—Eit|inie
HePUtOZEIIUIG res & DGYS;. Atezolizumab und ______________P_r_g_g_l:(_E_S_S_ ____________
Karzinom und biliare Bevacizumab (A+B)
Karzinome Durvalumab und 1x i
@ Tremelimumab (STRIDE) i

Kontraindikationen inib fenib
10-Therapie Lenvz:\tml - \q Soralenl
Progress
Onkologie IMbrave150 (A+B) :

Hepatozellulares . Ramucirumab
Karzinomn und e Erstlinie mOS 19,2 (17,0-23,7) | Bei AFP >400 ng/ml

SliTe1g-0 o ralsens -0 HIMALAYA (STRIDE) Regorafenib
v4.0 e Erstlinie mOS 16,4 (14,2-16,9) | BeiToleranz Sorafenib

Stand: 08/2023 Cabozantinib
S3-Leitlinie Auch als Drittlinie

Leitlinienprogramm Onkologie, Leitlinie (Langversion), Version 4.0 - August 2023



DKI LTa'HIfagkﬂkeEnfaSu!mgen = IMbrave 150 — Endpunkte

Atezolizumab 1200 mg + Update ASCO-GI 2021
Bevacizumab 15 mg/kg alle 3 Wochen * mOS 19,2 vs. 13,4 Monate
(HR 0,66, p<0,001)

100 - * mPFS 6,9 vs. 4,3 Monate

o (HR 0,65, p<0,001)
S * ORR (CR+PR) 30 vs. 11% RECIST
.g 60 - ‘ 18-mo OS
2 56% ; 52%
% 40 4 :
5

20 _=

O

I 1 T I 1 T l: I 1 T
01234567 8 9 1011213141516 17 18 19 2021 2223 24 25 26 27 28 29

A , Time (months)
No. of patients at risk

Atezo + Bev 336 329 320 312 302 288 276 263 252 240 233 221 214 209 202 192 186 175 164 156 134 105 80 57 42 24 12 11 2 NE
Sorafenib 165 158 144 133 128 119106 96 92 88 85 81 78 72 66 64 61 58 55 49 44 32 24 18 12 7 3 2 NE NE

Finn et al., New Engl J Med 2020; Finn et al. @ ASCO-GI 2021



DKI LTa'lilfaﬂkﬂkeEnfasu!'ngen = IMbrave 150 — Lebensqualitat

IMbrave 150 — Lebensqualitat

T 100+ Quality of Life —

Eq—; 90 Median Time

5 to Deterioration .

5 2 (95% C1) Patient Reported Outcome
= ] mo

§ 60+ Atezolizumab—bevacizumab Atezolizumab—  11.2 (6.0-NE) ° E h I : b'I L
= 50- Bevacizumab rhalt einer stabilen Qo

= 1 Sorafenib 3.6 (3.0-7.0)

g | 11,2 vs. 3,6 Monate (HR 0,63)
S 304 Hazard ratio, 0.63

2 20 Sorafenib (95% Cl, 0.46-0.85)

2

8 101

=)

= 0 T T I

[ [ [ [ [ [ [ |
0 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16
Months

No. at Risk
Atezolizumab— 336 239 208 181 157 134 121 99 78 58 40 32 20 14 7 5 NE

bevacizumab
Sorafenib 165 93 60 39 31 22 22 14 12 7 4 4 2 1 NE NE NE

Cheng et al. @ ESMO Asia 2019
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AB-Real — Real life

Available online at www.sciencedirect.com

ScienceDirect

= EIC

Reproducible safety and efficacy of atezolizumab plus L)
bevacizumab for HCC in clinical practice: Results of the
AB-real study

Journal homepage: WwWw.&]CENCEr.com

Original Research

i

Prospektive Datenbank

e 14 Zentren, 01/19-01/22

* N=296 Erstlinie, Child-Pugh A, ECOG 0/1

e Zirrhose 75%, HBV 40,6%

* 68,9% BCLC C, PVT 35%, Metastasen 51,7%

IMbrave 150
Atezo + Bev
vs. Sorafenib

AB-real

Atezo + Bev

19,2 vs. 13,4 Monate 15,7 Monate

mos HR 0,66 (0,52-0,85) (95%Cl 14,5-NE)
mPES 6,9 vs. 4,3 Monate 6,9 Monate
HR 0,65 (0,53-0,81) (95% Cl 6,1-8,3)
ORR 0 0 30,8%
(CR+PR) 30% vs. 11% (N=273)

Fulgenzi et al., Euro J Cancer 2022
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Das Qualitatskrankenhaus

Atezo/Bev — Real life

Received: 27 January 2022
DOl 10.1002/hep.32468

Revised: 25 February 2022 Accepted: 10 March 2022

EZAASLD
ORIGINAL ARTICLE T

Preliminary evidence of safety and tolerability of
atezolizumab plus bevacizumab in patients with
hepatocellular carcinoma and Child-Pugh A and B
cirrhosis: A real-world study

Overall Survival
100

o0}
8o}
70k
60 |-
50 |-
a0}
30}
20
10}

Child-Pugh A
CPA CPB

mos 16.8 6.7
(95%Cl)  (14.1-23.9)  (4.3-15.6)

p value
0.0003
Child-Pugh B

Survival probability (%)

Number at risk
Group: Child-Pugh A

154 97 47 13 4 3 2 0
Group: Child-Pugh B

48 20 10 4 0 0 0 0

Retrospektive Analyse

» 216 Patienten, 11 Zentren
* mOS Child-Pugh A 16,8 (14,1-23,9) Monate
* G3 trAEs 26%, G4 trAE 2%

Atezolizumab
plus
Bevacizumab

ORR", %
DCR, %
CR
PR
SD

Progressive
disease

Overall Population
(n=174%)

25%

73%

1%

24%

48%

27%

CP-A (n
= 140)
26%
74%

1%

25%
48%
26%

D*Allesio et al., Hepatology 2022

CP-B
(n=34)
21%
68%

21%
47%
32%
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Atezo/Bev — Real life

cancers MoPI|

Article
Equal Efficacy and Safety Profile in Elderly Patients with
Hepatocellular Carcinoma Receiving Palliative Treatment

Thorben W. Friindt 1*#, Christian Casar " Johann von Felden !, Ulrike Schéler !, Maximilian Priebe ?,
Jenny Kraczyk ?, Hannes Ahrend 3, Johannes Salamon ¢, Gerhard Adam ¢, Samuel Huber !, Ansgar W. Lohse 1,
Henning Wege 17 and Kornelius Schulze !

100% -
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w33
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Retrospektive Analyse
* 656 Patienten UKE, 105 mit Systemtherapie
* 3 Altersgruppen

* AEs ohne Unterschied

* Multivariate Analyse BCLC, AFP (nicht Alter)
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(0.23- 1.0)

0.49
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Frindt et al., Cancers 2022
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HIMALAYA - Design

Randomized

Stratification

* Macrovascular invasion (yes vs. no)

» Aetiology of liver disease (HBV vs.
HCV vs. other)

« ECOGPS(0vs.1)

Arm 1 (N=385)
Durvalumab 1500 mg Q4W IV

Arm 3 (N=385)

Tremelimumab 300 mg IV x 1 dose
+ Durvalumab 1500 mg IV Q4W

Active Comparator
Arm 4 (N=385)
Sorafenib 400 mg BID, as per SOC

Primary Endpoint?
OS: Arm 1 vs Arm 4 and Arm 3 vs. Arm 4

Secondary Endpoints
Key Endpoint
* OS: Arm 3 and Arm 1 vs Arm 4
Other Endpoints

* PFS « Efficacy by PD-L1 expression
* ORR » Time to Progression

* DCR + Safety and tolerability

* DoR » Disease related symptoms

* HRQoL + Pharmacokinetics
* Immunogenicity

Key Exploratory Endpoints

» Changes in alpha-fetoprotein level

« Efficacy of immunotherapy arms versus SOC

» Association of candidate biomarker with
efficacy 75mg
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Probability of overall survival

No.at risk
T300+D

Sorafenib

HIMALAYA - Endpunkte

Tremelimumab 300 mg 1x +
Durvalumab 1500 mg alle 4 Wochen

ASCO-GI 2022
* mOS 16,4 vs. 13,8 Monate
(HR 0,78, p<0,0035)

109 * mPFS 3,8 vs. 4,1 Monate
0.9+
0s - * ORR (CR+PR) 20 vs. 5% RECIST
074 18-mo OS:
48 7%
0.6 4 41 5% 24-mo OS: 36-mo OS:
0.5 40.5% 30.7%
] 32.6% 20.2%
0.4 -
0.3 5
0.2 5
014 — T300+D
00d — Sorafenib !
’ I I T i i I 1 I |
0 6 12 18 24 30 36 42 48
Time from randomization (months)
393 308 235 190 158 98 32 1 0
389 283 211 155 121 62 21 1 0

Abou-Alfa et al. @ ASCO-GI 2022



5!LTallil’éigkt21keEnhsasu!Ingen = IO-Therapie bei HCC

[ PD-1/PD-L1 J
inhibition

Atezolizumab und Durvalumab und 1x

Bevacizumab (A+B) [ L ] Tremelimumab (STRIDE)

activation and proliferation

Increased
« T-cell trafficking

+ DCs antigen-presenting

Enhanced helper T-cell

function - activity
+ T-cell cytotoxic activity
==
inhibition inhibition
L Reducod firation by J L Recuosd Treg achvly
IMbravel50 (A+B) ( Immune tumour rejection J
e Erstlinie mOS 19,2 (17,0-23,7)

HIMALAYA (STRIDE)
e Erstlinie mOS 16,4 (14,2-16,9)

Rimassa et al., J Hepatol 2023
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Das Qualitatskrankenhaus

Erstlinientherapie HCC

Substanzen

Endpunkte

Atezolizumab + Cabozantinib COSMIC-312 ESMO 2021 mOS 15,4 vs. 15,5 Monate Keine Verbesserung OS
vs. Sorafenib (HR 0,90, p=0,438) Verbesserung PFS
mPFS 6,8 vs. 4,2 Monate
(HR 0,63, p=0,0012)
Durvalumab + Tremelimumab HIMALAYA ASCO-GI 2022 mOS 16,4 vs. 13,8 Monate Leitlinienempfehlung
vs. Sorafenib (HR 0,78, p=0,0035)
Pembrolizumab + Lenvatinib  LEAP-002 ESMO 2022 mOS 21,2 vs. 19,0 Monate Endpunkte nicht erreicht
vs. Lenvatinib (HR 0,84, p=0,00227)
mPFS 8,2 vs. 8,0 Monate
(HR 0,87, p=0,0466)
Camrelizumab + Rivoceranib NCT03764293 ESMO 2022 mOS 22,1 vs. 15,5 Monate Endpunkte erreicht

vs. Sorafenib

(HR 0,62, p<0,0001)
mPFS 5,6 vs. 3,7 Monate
(HR 0,52, p<0,0001)

82,7% Asiaten, 76,5% HBV
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Das Qualitatskrankenhaus

Lenvatinib
8 mg (BW <60 kg) or

Patients 12 mg (BW 2{15_0 kg) oral QD

. , , . :

; onfimed diagnosis of HCL? Pembrolizumab Treatment until

aden cedyHCC - 200 mg IV Q3W » Disease progression, intolerable

- Not amenable to curative therapy Iﬂxicf‘ittgainvestigatﬂr!patient decision

e Child- o withdraw

. EEIIC?GP;%h[}CiSf A Lenvatinib » Maximum 35 cycles for

« EGD within 3 mo of randomization 8 mg (BW <60 kg) or pembrolizumab or placebo

: . . . 12 mg (BW 260 kg) oral QD
* No main portal vein invasion (Vp4) +
Placebo (saline)
IV Q3W
Stratification Factors Dual primary endpoints: Post-treatment follow-up to assess
+ Geographic region (Asia vs Japan and rest of world) « OS « Safety
* Macroscopic portal vein invasion/extrahepatic spread « PFSP per RECIST v1.1 by BICR « Disease status
) E’If; TE "F}Smﬂ 400 na/mL. Secondary endpoints included: * Survival status
evel (<400 vs ng/mL) - ORR and DOR per RECIST v1.1 and mRECIST by BICR

* ECOGPS (0vs 1) + Safety/tolerability

Finn et al. @ ESMO 2022



Klinikum Esslingen <= LEAP-002 — OS

Events, n HR (95% ClI)

100- Len + pembro 252 0.840 (0.708-0.997)
Len + placebo 282 P=0.0227*
90 -
804 Superiority threshold,
one-sided a = 0.0185
70— 24-mo rate
43.7%
o 60= 40.0%
s~ - Median (95% Cl)
0 S0f---mmm e e AT Ao - e it 21.2 mo (19.0-23.6)
o 19.0 mo (17.2-21.7)
40-
I
30 :
20- : —~
1 v
10 :
I
0 | I 1 1 I | 1 I 1 1 | | 1 | I 1

| B B
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Time, months
No. at risk

395 382 365 357 337 313 284 257 238 225 204 190 171 165 142 108 74 51 29 10 O
399 389 378 349 330 308 282 261 234 215 191 173 158 142 1189 82 53 35 17 6 1

Finn et al. @ ESMO 2022
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Lenvatinib vs. Atezo/Bev

Gesamte Kohorte

100 -

80 -
60 -
40 4

20 -

Survival probability (%)

0 -

Median OS (95% CI), months

Lenvatinib  17.8 (15.8-43.8)

Atezo + bev 12.1 (11.1-16.8)

HR 0.72 (95% CI 0.50-1.06)
P=0.1028

LS BT B

Number at risk
— Group: atezo +bev 190 95 26 2

0 5 10 15 20 25 30 35 40 45

0

=l e =il

Time

0O 0 0 0 O

— Group: lenvatinib 569 429 273 149 74 42 18 3 1 O

50

NAFLD/NASH
Median OS (95% CIl), months
100 A Lenvatinib  21.2 (18.4-30.6)
3 I Atezo + bev 12.2 (10.0-16.8)
> 901 HR 0.46 (95% Cl 0.25-0.88)
% 1 P=0.0181
g 60 4
o
E -
2 40 -
L
= 1
S 20 4
=
) J
0 4

Time
Number at risk
— Group: atezo+bev 82 43 11 1 0 0 0 0 0
— Group: lenvatinib 254 203 135 80 41 29 12 2 0

» Retrospektive Auswertung (Propensity Score Match) an 36 Zentren
* Nicht-virales HCC, Erstlinientherapie mit Atezo/Bev oder TKI

Rimini et al., ESMO Open 2022



Klinikum Esslingen <= .
Das Qualitatskrankenhaus g FaZIt Hcc

Aktueller Stand der Systemtherapie beim fortgeschrittenen HCC (10/2023)

 Atezolizumab + Bevacizumab (IMbrave 150) ist die empfohlene Erstlinientherapie
fur alle Patienten mit fortgeschrittenem HCC

* Tremelimumab + Durvalumab (HIMALAYA) stellt eine mogliche Alternative bei
Kontraindikationen fiir Bevacizumab dar

* Lenvatinib steht als TKI bei Kontraindikationen fiir eine immunonkologische
Therapie zur Verfligung



DKI LTa'”'féﬂk'EkeEnfj!'”ge“ = IMbrave 150 — Beyond PD

100
g &0
w©
=
£ 60
w
=
o 40
8
20
0 I
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
No. at risk Time (Months)

AtezoxBev 130 129 124 114 108 98 92 88 83 76 69 o7 54 486 41 31 27 23 19 117 16 11 10 4 1 NE
Other therapies 60 60 54 45 42 35 31 27/ 22 19 18 17/ 14 11 11 9 8 ¢ 5 4 3 3 1 1 NE NE
Notreatment 46 35 19 13 9 &8 7 6 4 4 2 1 1 1 1 1 1 1 1 1 1 1 NE NE NE NE

Atezolizumab beyod PD
* IMbrave 150 mQOS nach PD 14,5 vs. 6,8 Monate, mOS ab Studienbeginn 24 Monate
* Phase 3 randomisiert Atezo/TKI vs. TKI IMbrave 251 mit deutschen Zentren

Toh et al. @ ASCO-GI 2022
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% Change in SLD

100

50

Atezolizumab + bevacizumab (n=18)

Median follow-up, months (range) 12.1 (1.0, 24.7)
1.6(1.4,1.9)

2/2 (100)

Median time to first response, months (range)

Patients with ongoing response at data cut-off, n/N (%)

PR+CR (mRECIST) 17%

Time (months)

MORPHEUS-Liver
* Phase 1b/2 mit 18 vs. 40 Patienten, Erweiterung |O-Therapie durch Hemmung TIGIT
* Phase 3 IMbrave 152/SKYSCRAPER-14 mit deutschen Zentren

Erstlinientherapie HCC

% Change in SLD

100 4

50 -

Tiragolumab + atezolizumab + bevacizumab (n=40)

Median follow-up, months (range)
Median time to first response, months (range)

Patients with ongoing response at data cut-off, n/N (%)

14.3 (1.5, 24.9)
2.6(1.2,9.7)
13/17 (76.5)

PR+CR (mRECIST) 55%

Time (months)

Finn @ ASCO 2023
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Hepatozellulares &™°

Karzinom und bilidre
Karzinome

@

Die Leitlinie wurden aktualisiert und im
August 2023 verdffentlicht.

Onkologie

Hepatozellulares
Karzinom und

bilicire Karzinome
v4.0

Stand: 08/2023
S3-Leitlinie

Aktuelle S3-Leitlinie

Atezolizumab und
Bevacizumab (A+B)

Durvalumab und 1x
Tremelimumab (STRIDE)

Progress

Kontraindikationen
I0-Therapie

Lenvatinib DR >

IMbravel50 (A+B)

e Erstlinie mOS 19,2 (17,0-23,7)
HIMALAYA (STRIDE)

e Erstlinie mOS 16,4 (14,2-16,9)
LEAP-002 (Lenvatinib)

e Erstlinie mOS 19,0 (17.2-21,7)

Leitlinienprogramm Onkologie, Leitlinie (Langversion), Version 4.0 - August 2023

Sorafenib

_________________.'. _________________

Ramucirumab

Bei AFP >400 ng/ml

Regorafenib

Bei Toleranz Sorafenib

Cabozantinib
Auch als Drittlinie
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