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HCC projected to be 3" leading cause of death in US by 2035
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Most HCC occur In the setting of chronic liver disease, if not cirrhosis

Cirrhosis

Hepatitis B viral infection
Hepatitis C viral infection
Alcohol-associated liver disease

Nonalcoholic steatohepatitis '

Normal liver

Chronic hepatitis
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Prognosis strongly associated with tumor stage at diagnosis

Primary treatments Stages

Expected outcomes

Very early stage Early stage (BCLC A) Intermediate stage Advanced stage Terminal stage
(BCLC 0) = Single or €3 nodules €3 cm (BCLC B) (BCLC C) (BCLC D)
= Single nodule €2 ecm = Child-Pugh A-B, ECOG 0 * Multinodular * Portal invasion, N1, M1 = Child-Pugh C*
= Child-Pugh A = Child-Pugh A-B, = Child-Pugh A-B, * ECOG>2
ECOG 0 ECOGO ECOG 1-2
B (2 3 nodules =3 cmj
Yes | Optimalsurgical | No B
candidate® 1
( Systemic therapy )
( Transplant candldate = First: atezolizumab + bevacizumab®
Yes No *» First/second: sorafenib, lenvatinib®
~ = Third: regorafenib, cabozantinib,
(—j ramucirumab (AFP =400 ng/ml) )
A Transplantation [l_JS: nivolum.:ab.,.pembrolizumab. Best supportive
(Ablationj (Resection ) (DDLT/LDLT) EAblationj (Chemsembslization) 9 nivolumab + ipilimumab) ) care
Median O5: 10 years for transplantation; ) Median OS: First-line: median OS5 19.2 months Median OS:
>6 years for resection/ablation ) >26—-30 months Second-line: 13-15 months >3 months

Third-line: 8-12 months
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HCC survelllance associated with improved survival in cirrhosis

Author, Year Hazards ratio (95% C
Chaiteerakij . 0.57 (0.43, 0.76)
HCC Surveillance associated with: Chinnaratha M 0.63 (0.28, 1.42)
Choi . 0.75 (0.69, 0.82)
Costentin - 0.46 (0.24, 0.86)
Debes ¢ 0.62 (0.48, 0.78)
_ Demma e 0.45 (0.30, 0.66)
Early stage detection: Hong - 0.60 (0.38, 0.93)
OR 1.86, 95%CIl 1.73 - 1.98 Huang o 0.52 (0.35, 0.76)
Kwon . 0.76 (0.71, 0.82)
Lang - 0.90 (0.69, 1.19)
Mittal o 0.92 (0.79, 1.07)
Nusbaum + 0.66 (0.43, 0.99)
o Receipt of curative thera@ Pinero o 0.51 (0.38, 0.69)
OR 1.83, 95%CIl 1.69 - 1.97 Rich o 0.52 (0.43, 0.62)
Schauer ’ 0.70 (0.54, 0.91)
\ Shindo - 0.22 (0.06, 8.26)
Singal -* 0.59 (0.37, 0.93)
® - N Thein . 0.76 (0.64, 0.91)
Overall survival: Toyoda . 0.60 (0.55, 0.66)
HR 0.64, 95%Cl 0.59 — 0.69 Tran * 0.34(0.16,0.72)
’ Van Meer . 0.51 (0.39, 0.67)
Wu M 0.66 (0.64, 0.68)

= Overall (12=72.2%) ! HR 0.64 (95% CI 0.59 — 0.69)

Singal et al. J Hepatology 2022 UTSouthwestern NC|
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HCC can be diagnosed radiographically with need for biopsy

LI-RADS Category

Definitely
Benign

Concept and Definition
Concept: 100% certainty observation is benign.

Definition: Observation with imaging features diagnostic of a benign entity, or definite
disappearance at follow up in absence of treatment.

J Probably
Benign

Concept: High probability observation is benign.

Definition: Observation with imaging features suggestive but not diagnostic of a benign
entity.

- O
< St
% i ‘v Intermediate
\ "o probability

for HCC

Concept: Both HCC and benign entity have moderate probability.
Definition: Observation that does not meet criteria for other LI-RADS categories.

Arterial enhancement T Provebly

HCC

Concept: High probability observation is HCC but there is not 100% certainty.
Definition: Observation with imaging features suggestive but not diagnostic of HCC.

Definitely
HCC

Concept: 100% certainty observation is HCC.

Definition: Observation with imaging features diagnostic of HCC or proven to be HCC
at histology.

Definitely HCC with
Tumor in Vein

Concept: 100% certainty that observation is HCC invading vein.
Definition: Observation with imaging features diagnostic of HCC invading vein.

Probable
malignancy, not

specific for HCC

Concept: High probability that observation is a malignancy, but imaging features are
not specific for HCC.

Definition: Observation with one or more imaging features that favor non-HCC
malignancy.

LR-Treated  [ohuli®
DEIayEd WaShout - Observation

Concept: Loco-regionally treated observation.
Definition: Observation that has undergone loco-regional treatment
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BCLC Stage A (early-stage HCC)

X X 1

i 2 ' ' . )
Based on tumor burden, liver Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
function and « Single <2 cm « Single, or <3 nodules each <3 cm ultinodular « Portal invasion and/or extrahepatic spread * Any tumor burden
physical status * Preserved liver function*, PS 0 * Preserved liver function*, PS 0 reserved liver function*, PS 0 * Preserved liver function, PS 1-2 | | ¢ End stage liver function, PS 3-4

Refined by AFP, ALBI score,
Child-Pugh, MELD

\& J
\ \

( N\ w
Potential candidate Slngle <3 nodules, Extended Well defined Diffuse, infiltrative,
for liver each <3 cm | | liver transpl@ht | [ nodules, preserved extensive
transplantatlon criteria portal flow, bilobar liver

selective access involvement

Portal pressure,
bilirubin

To decide individualized Yes
treatment approach \_/‘
Contraindications

Normal Increased" tolT

Yes' No

N\ J l $
\ Y Y Y Y

-
Ablation J[ Resection J[Ablationj[ Transplant ' TACE J[ Systemic treatment [ BSC j
4

9 ( Patient characterization ) ( PrOg“OSis]

1st Treatment option

Y

Expected survival

Reig et al J Hepatology 2022 UTSouthwestern NC|
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Surgical therapy affords excellent long-term survival for early-stage
HCC

Resection Liver Transplantation
100 T
100 4=+ » N
H ... No portal HTN and bili< 1 20 H 75%
ST |
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Laparoscopic techniques allow resection to be used in patients with
unifocal BCLC stage A and mild portal HTN

Portal hypertension

No Yes ' 1
/ N Complications
Extension of Extension of
Laparoscopic hepatectomy  Open hepatectomy Odds Ratio Odds Ratio
hepatectomy hepatectomy Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI|
I I Shimada 2001 1 17 4 38 3.8% 0.53 [0.05, 5.14] 2001 -
* \ ( '} Laurent 2003 4 13 7 14  7.8% 0.44 [0.09, 2.15] 2003 —_— T
Minor Major Minor Major Kaneko 2005 3 30 5 28 8.2‘3’5 0.51 [01 1, 237] 2005 e
Gasemen)  (<Sseament) (3 seomeny Crdo 200 A NI .l S e J—
el 0% g .19, 0.
| Lai 2009 4 25 5 33 9.5% 1.07 [0.25, 4.46] 2009 I
Sarpel 2009 1 20 4 56 3.8% 0.68 [0.07, 6.51] 2009 D
Aldrighetti 2010 4 16 7 16 B.6% 0.43[0.10, 1.92] 2010 L
MELD score Tranchart 2010 9 42 17 42 21.0% 0.40 [0.15, 1.05] 2010 -
|
| N Total (85% Cl) 277 363 100.0% 0.50 [0.32, 0.77] <>
<9 >9 Total events 39 97 ) . . .
Heterogeneity: Tau® = 0.00; Chi® = 2.44, df = 8 (P = 0.96); I = 0% 0 65 0 '2 1 é 2‘0
* + Y A J L\ J Test for overall effect: Z = 3.11 (P = 0.002) Favors. Iaparolscopic Favors open
Low risk Intermediate risk High risk
5% risk of liver <30% risk of liver >30% of liver
decompensation decompensation decompensation

Liver-related mortality: 0.5% Liver-related mortality: 9% Liver-related mortality: 25%
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SBRT has increasing data supporting role in HCC treatment

1.0 -a Table 3. Multrvanate Cox Proportional Hazards Analysis of Factors Associated
by : — sgAT With Local Progression
H_
+ il HR 95% CI F
*
091 Treatment
= *b‘”!r RFA v SBRT 3.84 1.62 t0 9.09 002
= Sinay, H Age 1.01 0.97 to 1.06 514
2 84 %-IH-HH- Tumor size 1.36 0.99 to 1.84 {055
o o Child-Pugh score 0.95 0.74 to 1.22 703
T - AFP 1.12 0.97 to 1.30 130
| Mo. prior treatments 1.25 1.00 to 1.56 055
0.7 4 A H +  + o+
NOTE. Age (per year), tumor size (per cm), Child-Pugh score (per point), AFP (per
,/fﬁ doubling} and Mo. pnor treatments (per treatment] were treated as continuous
vanables.
0.0 - ' ' ' ' - ' Abbreviations: AFP, alpha-fetoprotein; HR, hazard ratio; RFA, radiofrequency
0 12 24 36 43 60 72 84 i
_ ablation; SBRT, stereotactic body radiation therapy.
Mo. at risk TlmE [mD]
SBRT &0 36 15 8 a4 3 1
RFA 240 133 76 50 16 6 3 . .
SBRT associated with better outcomes than RFA for HCC

>2cm in propensity matched analyses

Wahl et al JCO 2016 UTSouthwestern NC|

Harold C.Simmons
Comprehensive Cancer Center




BCLC Stage B (intermediate-stage HCC)

X X 1

i 2 ' ' . )
Based on tumor burden, liver Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
function and « Single <2 cm « Single, or <3 nodules each <3 cm » Multinodular « Portal invasion and/or extrahepatic spread * Any tumor burden
physical status * Preserved liver function*, PS 0 * Preserved liver function*, PS 0 * Preserved liver function*, PS 0 * Preserved liver function, PS 1-2 | | ¢ End stage liver function, PS 3-4

Refined by AFP, ALBI score,
Child-Pugh, MELD

‘ ’ ‘ (1 { V

( N\
Potential candidate Single <3 nodules, Extended Well defined Diffuse, infiltrative,
for liver each <3 cm | | liver transplant | [ nodules, preserved extensive
transplantatlon criteria portal flow, bilobar liver

(size, AFP) selective access involvement

Portal pressure,

o : bilirubin
To decide individualized No Ves
treatment approach \_/‘
Contraindications
Normal Increased" tolT

Yes' No

\§ 7

Y Y Y \

i b
1t Treatment option L Ablation J[ Resection J[Ablationj[ Transplant JL TACE J[ Systemic treatment J[ BSC j
\ 4

9 ( Patient characterization ) ( PrOg“OSis]
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TACE provides high response rate and improves survival

dioafds  Estmaie  GEWT  gERer
| Median, mo
81% <2002 19 18.5 14.6 22.4
>2002 44 19.8 15.5 24.1
9 1-year, %
= <2002 19 70.7 63.2 78.3
2 >2002 71 70.4 652 755
? 2-year, %
<2002 21 51.1 37.1 65.1
>2002 50 52.0 43.9 60.2
3-year, %
—_— <2002 13 27.8 18.3 37.4
>2002 53 43.4 34.9 51.8

Pooled ORR was 52% and median survival ~19 months

Lencioni et al. Hepatology 2016 UTSouthwestern NC|
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TARE likely has role in treatment of BCLC stage B HCC

1004 ---rr'1l’- 100+ T
o0 ""'r"“""""""’"i . Treatment
£ m | < 80 — cTACE
5 i Y90 g --=- Y90
E 70- memm——— pe———————— § 60-
3 60 o
£ 2 0.
= % P = 0012 S %
% inl IS
g w0 3 20 .
0, cTACE
2[]- 0- 1 1 1] 1 ] ]
0 5 10 15 20 25 0 10 20 30 40 50
Woniive snGe Handamadtion Months from randomization
TTP: >26 vs.6.8 months Median survival: 17.7 vs. 18.6 mo
(HR 0.12, 95%CI 0.03-0.56) (p=0.99)

Salem et al Gastro 2016 UT Southwestern
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BCLC stage B

HCC has heterogeneous prognosis

HCC

|

Very early stage (0)

'

Early stage (A)

Single or < 3 nodules, each <3 cm
Preserved liver function*, PS 0

Single < 2cm
Preserved liver function*, PS 0

'

Intermediate stage (B)

!

Advanced stage (C)

'

Terminal stage (D)

Portal invasion and/or Extrahepatic spread
Preserved liver function, PS 1-2

multinodular
Preserved liver function*, PS 0

Any tumor burden
End stage liver function, PS 3-4

Potential candidate for Single <3 nodules, Extended Well defined nodules, Diffuse, infiltrative,
liver transplantation each<3cm liver transplant ~ preserved portal flow, extensive bilobar
l criteria selective access liver involvement
‘;* (size, AFP)
X Portal pressure
N 7
° Yes  —p  bilirubin
Contraindications
Normal Increased™ =% o 1T
YesN No
1 v A L # v v
Ablation Resection Ablation Transplant* TACE Systemic Treatment BSC
| | | I A I I I 1
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Patients within UNOS-DS can achieve good survival with transplant

Downstaged patients (n=422) vs. within Milan (n=3276) vs. beyond Milan (n=121) post LT from 2012-2015

UNOS-DS: One HCC >5 and <8 cm, two to three HCC >3 cm and <5 cm and diameter <8 cm,
or four to five lesions each <3 cm and diameter <8 cm

A 104 \w |
Og -1 .
L
0 8 _ Tew= %‘-ﬂ T — §
----------- ® 034
£ 074 E
= Milan vs UNOS-DS: p=0.17 b4 p<0.001
_§ 0.6 4 Milan vs AC-DS: p=0.04 8
5. 05+ ¥+ 02+
® S
Ha z
@ 03- z
=
0.2 4 a
0.1+
00 - T T L L}
0 | 2 3 g ’ : !
. ’ . - Time since transplant (years)
ime since transplant (years
P y ) Milan e= UNOS-D§ cecsas AC-DS
Milan === == UNOS-DS =====-= AC-DS

Those beyond UNOS-DS do not get exception points but can undergo LT via living donor (or natural MELD)

Mehta et al. Hepatology 2020 UTSouthwestern NC|

Harold C.Simmons CEC
Comprehensive Cancer Center e



Benefits of downstaging: The XXL Trial

Open-label, multicenter phase 2/3 RCT among patients with liver-localized HCC beyond Milan Criteria
Patients with response after downstaging therapies were randomized to liver transplant or non-transplant therapy
After 29 patients failed downstaging, 45 patients randomized to transplant vs. non-transplant therapy

5 HCC-f val: 76.8% 18.3% 5-year overall survival: 77.5% vs. 31.2%
-year -free survival: 76.8% vs. 18.3%

100 —— Transplantation group 100
—— Control group

80 80+
g
T“ —
2 s
= = 60
2 60+ 2
g g
L= =
) =
S § 40 !
g 40 S
5
5]
S
=
= 20

20+

HR 032 (95% Cl 0-11-0-92); p=0-035
HR 0-20 (95% Cl 0-07-0.57); p=0-003 0 T T T 1
0 : : , | 0 12 24 36 48
0 12 24 36 48

Time since randomisation (months)

Mazzaferro et al. Lancet Oncology 2020 UTSouthwestern NC|
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Patients with large BCLC B HCC may be achieve better outcomes
with systemic than locoregional therapy

Median OS (month: 95% CI) E
100% — Lenvatinib 379 (23.1-NR)
L_‘-L—A-‘ — TACE 213 (15.7-284) # # "
80% - HR 0.48 (0.16-0.79), p <0.01 [ S
T ....... } e SIS S
= 1
g -
% 60% - 2
3
(%]
§ 0 th onth End Of Treatment
9 40% - Lenvatinit 55 249 261
(o] TACE ! 15
tinit I .\l E
200/0 - # p <0. l,li \\\ I\’LL‘ at ln\ic‘h‘nlt‘fv
% ABC-HCC Trial: Randomized, multi-center open-label, phase 3 study
(1] T T T T T T T
0 6 12 18 24 30 36 42 [ \
Time (months) +  Multifocal HCC beyond Milan Atezolizumab and
Number atrisk *  No massive multinodular pattern bevacizumab q3
— 30 30 19 12 9 8 4 3 precluding Tf\CE (e.g., lhﬁltratlve HCC) weeks
*  No portal vein thrombosis or metastases (n= 217)
TACE 60 52 44 31 20 16 13 7 * 21 measurable target lesion per mRECIST
*  Child-Pugh A
+ ECOGPSO
+  EGD within 6 months and varices treated ¢TACE or DEB-TACE
per local standard of care (n =217)

+  Adequate organ function

S

Kudo et al Cancers 2019 UTSouthwestern N(C|
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Asia-Pacific Expert Consensus Statement for TACE unsuitability

A. Conditions that easily become refractory to TACE:
- Beyond up-to-seven criteria

B. Conditions in which TACE causes deterioration of liver function to Child-Pugh class B:

- Beyond up-to-seven criteria
- ALBI grade 2

C. Conditions that are unlikely to respond to TACE [TACE-resistant tumor):
- Simple nodular type tumor with extranodular growth
- Confluent multinodular type tumor

- Massive type tumor
- Poorly differentiated HCC

- Intrahepatic multifocal metastasis
- Sarcomatous change caused by TACE

Kudo et al Liver Cancer 2020 UT Southwestern NCI
Harold C.Simmons G

Comprehensive Cancer Center



BCLC Stage C (advanced-stage HCC)

X X 1

i 2 ' ' . )
Based on tumor burden, liver Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
function and « Single <2 cm « Single, or <3 nodules each <3 cm » Multinodular « Portal invasion and/or extrahepatic spread * Any tumor burden
physical status * Preserved liver function*, PS 0 * Preserved liver function*, PS 0 * Preserved liver function*, PS 0 * Preserved liver function, PS 1-2 | | ¢ End stage liver function, PS 3-4

Refined by AFP, ALBI score,
Child-Pugh, MELD

‘ ’ ‘ (1 { V

( N\
Potential candidate Single <3 nodules, Extended Well defined Diffuse, infiltrative,
for liver each <3 cm | | liver transplant | [ nodules, preserved extensive
transplantatlon criteria portal flow, bilobar liver

(size, AFP) selective access involvement

Portal pressure,

o : bilirubin
To decide individualized No Ves
treatment approach \_/‘
Contraindications
Normal Increased" tolT

Yes' No

\§ 7

Y Y Y \

i b
1t Treatment option L Ablation J[ Resection J[Ablationj[ Transplant JL TACE J[ Systemic treatment J[ BSC j
\ 4

9 ( Patient characterization ) ( PrOg“OSis]
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Notable advances In treatment options for advanced stage HCC

SHARP: Sorafenib vs. IMbrave150: Atezolizumab +
Placebo Bevacizumab vs. Sorafenib
0S: 10.7mo (HR=0.69; OS*: 42% increased survival after
Cl: 0.5-0.87) Oongoi . median follow-up of 8.6mo

going studies:
TTP: 5.5mo (HR=0.58; . . (HR=0.58; CI: 0.42-0.79)
CI: 0.4-0.74) 1. HIMALAYA: Sorafenib vs. Durvalumab + PFS: 6.8m0 (HR=0.59; CI: 0.47-

Tremelimumab vs. Durvalumab

0.76
2. Rationale-301: Sorafenib vs Tislelizumab )
" - 3. LEAP_002: Lenvatinib vs. Lenvatinib + REFLECT: Lenvatinib vs.
0 Asia-Pacific: Sorafenib Pembrolizumab Sorafenib. Noninferiority
8 vs. Placebo 4. COSMIC-312: Cabozantinib + study.
%) OS: 6.5mo (HR=0.68; CI: Atezolizumab vs. Sorafenib 0S: 13.6mo (HR=0.92; CI:
o 0.5-0.93) _ 0.79-1.06)
2 TTP: 2.8mo (HR=0.57; TTP: 8.9mo (HR=0.63; ClI:
8 Cl: 0.4-0.79) 0_53_0_73)
ol
2008-2009 2011 - 2016 2017 2018-2020 >
0
o) |
7 Sunitinib vs. + Erlotinib vs. Sorafenib + Sorafenib + Y90 Sorafenib vs.
g Sorafenib Sorafenib Doxorublcm_ vs. Sorafenib Nivolumab
= vs. Sorafenib
S
g BRISK-FL: LiGHT: Linifanib SILIUS: Sorafenib + SIRveNIB:
Brivanib vs. vs. Sorafenib HAIC vs. Sorafenib Sorafenib + Y90
Sorafenib vs. Sorafenib

Ferrante et al. Gastro Hep 2020 UTSouthwestern NC|
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IMBravel50: Atezolizumab/Bevacizumab vs. Sorafenib

Key eligibility criteria

: Atezolizumab + bevacizumab
Locally advanced or metastatic

and/or unresectable HCC

No prior systemic therapy for HCC

=1 measurable untreated lesion
ECOG PSOor1l

Adequate hematologic and end-organ
function

Child—Pugh class A Sorafenib

Primary endpoints: PFS and OS

All patients were required to have recent EGD to risk stratify risk of bleeding

UT Southwestern

Harold C.Simmons

Finn et al New Eng J Med 2020

Comprehensive Cancer Center




Atezolizumab and bevacizumab improves survival for patients with
advanced-stage HCC

Atezo + Bev Sorafenib Atezo + Bev Sorafenib
(n=336) (n=165) (n=336) (n=165)
Median OS, mos 19.2 13.4 Median PFS, mos 6.9 4.3
Stratified HR (95% Cl) 0.66 (0.52-0.85) Stratified HR (95% Cl) 0.65 (0.53-0.81)
100 100

12-mo OS

80 80
- . 52% < 55%
o 60 60
S % 12-mo PFS
v
O 40 Iﬁ.l- 40 . 35% 18-mo PFS
: : ; 38% : ; 24%
20 : e 20 : E : '
: : E : 21% : :
: : : : : 1h
0 0 : :
0 2 4 6 8 10 12 14 16 18 20 22 24 26 2829 0 2 4 6 8 10 12 14 16 18 20 22 24 2627

Mos Mos

Finn et al New Eng J Med 2020 UTSouthwestern NC|
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Durvalumab + Tremelimumab improves survival in front-line setting for

advanced stage HCC

Stromal Environment Nivolumab

Pembrolizumab
Tislelizumab
Camrelizumab
Sintilamab

Ipilimumab

Median survival 16.4vs. 13.8 months

* BCLC stage BorC

Durvalumab 1,500 mg Q4W +
Tremelimumab 75 mg x 4 dose
Child-Pugh A e

1049
Tremelimumab 09 HR 078 (95%C| 065 - 092)
§ 08
§ 071
T 061
$ o051
3 04
§ 0.3
E 024
014 = T300+D
w— Sorafenib
| b 001, T T T T T T
A[::::i:tr::ab 0 6 12 18 24 30 36 42
No. at risk Time from randomization (months)
Ayrstomeb T300+D 393 308 235 190 158 98 32 1
Sorafenib 389 283 21 155 121 62 21 1
4 ™ Durvalumab 1,500 mg Q4W Tremelimumab plus
* Unresectable HCC not eligible durvalumab burvalumab alone
for LRTs Sorafenib

' -
* No prior systemic therapy Tremelimumab 300 mg x 4 dose
% %
N =~1,200 o o
: 30.7" 24.71

20.2*%

Abou-Alfa et al ASCO GI 2022 UT Southwestern

Harold C.Simmons

Comprehensive Cancer Center



LEAP-002 Trial Evaluating Lenvatinib + Pembrolizumab

mRECIST
RECIST v1.1 per
per lIR Investigator
Review

mRECIST
per lIR

Endpoint/

Outcome

Lenvatinib
ORR, n (%) 46 (46) 36 (36) 41 (41) / \ 12 mg or 8 mga ora"y
« BCLCstageCorB once daily + / \
. disease not amenable to pembrolizumab
Median DOR, 8.6 12.6 Treatment
mo (95% Cl) (6.9-NE) 12.6 (6.9-NE) (6.2-18.7) LRT or refractory to LRT | N =750 200 mg IV every 3 until disease
and not amenable to a weeks .
. progression
. curative treatment
Median time to or
response, mo 19 28 2.7 approach - intolerable
(range) (1.2-5.5) (1.2-7.7) (1.2-11.8) . Child—Pugh A Lenvatinib tolera
ECOG P 1 12 mg or 8 mg? orally oxicity
Dis&iss \ CEl SO ) once daily + -
control rate, n 88 (88) 88 (88) 86 (86) placebo
(%)
95% CI 80.0-93.6 80.0-93.6 77.6-92.1 * Primary endpoints: OS and PFS
+ Secondary endpoints: ORR, DOR, DCR, and safety

Most common grade 23 TRAE was hypertension (17% of pts)

Median PFS 9 months and OS 22 months

UT Southwestern

NCI
Harold C.Simmons Sea
Comprehensive Cancer Center A Commpeboe o

Zhu et al. ASCO 2020




There are sequential systemic therapy options available

f |
I |

| |
y y A4

|

Regorafenib Cabozantinib
— Based on RCTs Pembrolizumab Nivolumab

— - Based on non-randomized trials or + ipilimumab
lacking prospective trial data

UTSouthwestern NC|
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Multidisciplinary care improves HCC outcomes

Medical

oncologist Interventional

radiologist

Patient
with
HCC

Li Surgical
ver oncologist

Pathologist Oncology Palliative
nurse care

Transplant
Surgeon

research
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Serper et al. Gastro 2017; Yopp et al Ann Surg Onc. 2014; Chang et al HPB 2008; Zhang et al Curr Oncol 2013
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Summary

e Best survival observed in patients with early-stage HCC given curative options
including surgical resection, liver transplantation, and local ablation

— Highlights importance of surveillance and early referral
 TACE and TARE are primary therapies for intermediate stage HCC
— Important to consider downstaging for patients with extended criteria

 Thereare a growing number of systemic treatment options for advanced HCC
— 15tline: Atezolizumab/bevacizumab, Durvalumab/tremelimumab, Sorafenib, or Levantinib
— 2" line: Regorafenib, Cabozantinib, Ramucirumab, Pembrolizumab, Ipilimumab/Nivolumab

* Multidisciplinary care improves outcomes for patients with HCC, particularly as
treatment landscape evolves
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