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Hepatocellular Carcinoma: Case Presentation

* 16 F weight loss / early satiety / elevated AST/ALT
* No history of liver disease
* FHx: MGM breast CA, MGF colon CA

* CT scan
* Large left lobe liver mass
* Portal vein thrombosis
e Bile duct collaterals / cavernous transformation
* No extrahepatic disease

* Biopsy

* Hepatocellular carcinoma (fibrolamellar subtype)
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Hepatocellular Carcinoma: Case Presentation

Surgical options: Resection or Transplant
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Hepatocellular Carcinoma: Surgical Treatment

Liver Resection

Liver Transplant

Access

Underlying liver disease
Remnant liver volume
Risk of recurrence

Long term health

Socioeconomic factors

Readily available

Limits options

Limits extent of resection (PVE)

> 50% with underlying liver disease
Minimal impact

Surveillance for recurrence

Wait time | drop out | living donor*
Liver disease treated with transplant
Not applicable

~10% all stages

Lifelong immunosuppression

Caregivers, long term management

YOchsnerHealth



Hepatocellular Carcinoma: Path to Transplant

MELD
Score
40 - Transplanted - removed
35 - New patient - added
30 === )9 Ochsner median MELD
5 == 26 HCC MELD Exception*
Longer average waiting times
Unpredictable
i .

MILAN Criteria
* 1lesion<5cms.
e <3lesions<3cms.

Evaluation for transplant

Locoregional therapy

6 months stability within Milan criteria
Listed with MELD exception MMaT-3
Wait time for transplant highly variable

* Patientsize

* Proximity to transplant center (late allocation)
* Surgical complexity

* Blood group

YOchsnerHealth



Hepatocellular Carcinoma: Path to Transplant

UCSF - UNOS criteria:

- 1 tumor <8 cm

HCC “Ablate and wait” HCC
within Milan beyond Milan
Criteria Down-staging Criteria

2-3 tumors each <4.5cm

4-5 tumors each <3 cm

Sum total <8 cm

No vascular invasion

Response to LRT
@ Alpha-fetoprotein w
Other biomarkers

Dropout Dropout

Liver Transplant

Modified from Clinical Liver Disease 2019, 1:20-25

YOchsnerHealth



Hepatocellular Carcinoma: Surgical Treatments

 Living Donor Liver Transplantation

* Control access to and timing of liver transplantation

* Allows for broader consideration of tumors outside standard criteria

e Tumors <2cm: “Ablate and wait”

Liver Resection Resection or Liver Transplant Liver Transplant
De novo tumors (single) Childs B cirrhosis Childs C cirrhosis
Childs A* Unresectable tumors
. Multifocal disease ,
Poor transplant candidate Portal hypertension
Small tumors Location of tumor
(Robotic Surgery)

Patient factors

NASH / Hepatitis C

YOchsnerHealth



HCC:

Locoregional therapies

Juan Gimenez, MD
Interventional Radiology
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BCLC Algorithm

-
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 34

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

- - { )

' ™y
Potential candidate Single =3 nodules, Extended Well defined Diffuse, infiltrative,
for liver each =3 cm | | liver transplant | |nodules, preserved extensive

transplantation criteria portal flow, bilobar liver

(size, AFP) selective access involvement

Portal pressure,
G e T N bilirubin
To decide individualized Mo Yes
treatment approach \_/
Contraindications
Normal Increased” LT

Patient characterization ] ( Prognosis]

Yes' No

. / l ‘

1%t Treatment option ] [ Ablation ][ Resection ][Ablation}[ Transplant }( TACE }[ Systemic treatment ][ BSC }
Expected survival >2 years m

¢

A, e l

= Mot feasible or failure dii:::;:sg‘;:lg i Lm:.‘_" " hR " T e e e

% Treatment stage migration l If not feasible Sorafenib or Lenvatinib or Durvalumab

E primes lower priority 2"’L|ne Regnrafenib s pocec —_—

o options due to non-liver Not (sorafenib-tolerant) L2

2 related clinical profile TACE feasible __| | - Post sorafenib g:;:z;:;:iabb Q% —_-

.§ Radioembolization (enly for single lesion s8 cm) fai(I)urre (AFP 240D ngiml) £ §

E (Age, comorbidities, patient - Post alezolizumab—beua_cizumab Clinical - 3

‘2 values and availability) - Post durvalymab—tremehmumab trials E Y

= - Post lenvatinib or Durvalumab Alternative

< *Except for those with tumor burden acceptable for transplant 3"’Llne g ssglgzls:amy

*Resection may be considered for single peripheral HCC with Cabozantinib g'ﬁ — but they have not

e % J adequate remnant liver volumea L 3 bean proved




Liver Directed Therapies

LIVER DIRECTED THERAPIES

PERCUTANEOUS
ABLATION INTRA-ARTERIAL

ETHANOL cTACE
DEB TACE
CRYOABLATION




Case Presentation

« 16 yo female w 8.9 cm fibrolamellar HCC invading entire portal vein (BCLC C)
« CP A (5 points), MELD 11 points, AFP normal
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Case Presentation

Dosimetry — Mulficompartment

Whole liver valume
Lung Shunt Fraction
Previous dose to the lungs

Residual Fraction

Perfused volume 1
Volume, cm?® 467.5
Perfused Fraction, % 19.0
Calculate

Activity, GBq
Perfused tissue
absorbed dose, Gy
Perfused tumnor
absorbed dose, Gy
Perfused viable tumor
absorbed dose, Gy

Perfused normal tissue

absorbed dose, Gy £6.9

A VOI quality check: overlaps accepted

Volume consistency check: OK

Totals

cm
%
Gy

or
o

3

Manually entered

Default

Num. Perfused Volumes

Required activity

Perfused fraction

Perfused tissue absorbed dose

Perfused tumor absorbed dose

Perfused viable tumor absorbed dose
Perfused normal tissue absorbed dose
Whole liver normal tissue absorbed dose
Current lung absorbed dose

Cumulative lung absorbed dose




Case Presentation

1 month 3 months 8 months



HCC

\

' \

£ ™ .
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 Ry tumor burden
physical status * Praserved liver function®, PS 0 | | + Preserved liver function®, PS 0 * Preserved liver function*, g5 » Preserved liver function, PS 1-2 stage liver function, PS 3-4

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

~ 1 1/

<

s ~
Potential candidate Single Extended Well defi Diffuse, infiltrative,
for fver liver transplant | | nodules, p rved extensive
transplantation criteria portal < bilobar liver
(size, AFP) selective gocess involvement
Portal pressure,
Sl z bilirubin
To decide individualized No Yes
treatment approach \/
Contraindications
Nomal Increases’ LT

Yes' No

. ! '
1* Treatment option [ Ablation ]( Resection ][Ablation]( Transplant ]( +CE ][ Systemic treatment ][ BSC ]
& ) 1

Not feasible or faklure

i ( Patient characterization J ( Prognosis )

~
-

)

1 Line
Atezolizumab-Bevacizumab/Durvalumab-Tremelimumab

Successful

o

£ downstaging

= || Treatment stage migration If not feasible Sorafenib or Lenvatinib or Durvalumab

E primes lower priority 2 Line Regorafenib

o options due to non-liver (sorafervb-tolarant) §

% related clinical profile TACE _o| | - Postsorafenib Cabozantinib 35

g Radioembolization {only for singse lasion <8 c) S Rasiciumab | f

‘5 (Age, comorbidities, patient - Post atezolizumab-bevacizumab Clinical %

=2 values and availabdity) - Post durvalumab-tremelimumab trials 2 1

= | - Post lenvatinib or Durvalumab ; Allamative

< *Except for thasa with tumor burden acceptabla for transplant 37 Line - patprdierd
“Resaction may be considanad for single penpheral HOC with Cabozantinib z bt they have not
adequate remnant lver volume bean proved
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HCC:

Systemic therapies

Jonathan Mizrahi, MD
Oncology

/ Ochsner Health
Y Ochsner-

New Orleans, LA
Health System



\/Ochsner“

Health System

Systemic treatment

>2 years

1“ Line

Atezolizumab-Bevacizumab/Durvalumab-Tremelimumab

If not feasible Sorafenib or Lenvatinib or Durvalumab

27 Line Regorafenib

(sorafenib-1clarant)
- Post sorafenib { Cabozantinib

Ramucirumab
(AFF 2400 ng'mi)

- Post atezolizumab-bevacizumab
- Post durvalumab-tremelimumab

--------------------------------

Cabozantinib

:
-

Clinical
trials

'

Not feasible

Reig et al. J of Hepatology. 2022




REFLECT — 1stline Lenvatinib

\/

100
90
80
70
60
50

40

Overall survival (%)

304
204

10+

0 | |

Median overall survival duration
(months; 95% Cl)

—— Lenvatinib 136 (12:1-14-9)
—— Sorafenib  12-3 (10-4-13-9)

HR 0-92 (95% Cl 0-79-1-06)

0 3 6

Number at risk
Lenvatinib 478 436 374
Sorafenib 476 440 348
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297
282
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253

230 192

15 18

T T
21 24

Time (months)

207 178
156

140 102
116 83

27 30 33 36 39 42
67 40 21 8 2 0
57 33 16 8 4 0

Kudo et al. Lancet. 2018



IMBravel50 — 1st line Atezolizumab + Bevacizumab

A Overall Survival

80+ Atezolizumab-bevacizumab

704
R 604
W il e ——— e e e No. of Events/ Median Overall Overall
% No. of Patients Survival Survival
a Sorafenib (%) (95%Cl)  at6 Mo

304 mo %

20 Atezolizumab- 96/336 (28.6) NE 848

104 Bevacizumab

Sorafenib 65/165 (39.4)  13.2 (10.4—NE) 72.2
0 I ] | 1] | 1 ] I 1 | ] || || 1 | 1 1
01 2 3 45 67 % 9 1010 L2BKDBL IV Stratified hazard ratio for death, 0.58
Months (95% Cl, 0.42-0.79)
P<0.001

No. at Risk
Atezolizumab~ 336 329 320 312 302 288 275 255 222 165 118 87 64 40 20 11 3 NE

bevacizumab
Sorafenib 165 157 143 132 127 118 105 94 86 60 45 33 24 16 7 3 1 NE

\/Ochsner“

Health System Finn et al. New Engl J Med. 2020.




HIMALAYA — 15t line Durvalumab + Tremelimumab

\/

Primary objective: overall survival for T300+D vs

sorafenib

T300+D (n=393) Sorafenib (n=389)

0OS events, n (%) 262 (66.7) 293 (75.3)
1.0 - Median OS (95% Cl), months 16.4 (14.2-196) 13.8 (12.3-16.1)
09 4 HR (96.02% CI) 0.78 (0.65-0.92)
- value (2-sided) 0.0035
3 08- <
€ 074
2 18-mo OS: 24-mo OS: 36-mo OS:
= 0.6 4 48.7% 40.5% 30.7%
g 41.5% 32.6%
2 054
von 1]
2 0.4 4 v H
= 1]
£ 024 : i 1
0.14 = T300+D i 5 i
w— Sorafenib H i ;
0.0 + 1 : :
L | L L L L L] L) L}
0 6 12 18 24 30 36 42 48
No. at risk Time from randomization (months)
T300+4D 393 308 235 190 158 98 32 1 0
Sorafenib 389 283 211 155 121 62 21 1 0
Data cut-off: August 27, 2021. Median duration of follow-up was 33.18 (95% Cl. 31,74-34.53) months for T300+0 and 32.23 (95% ClL, 30.42-33.71) months for sorafenid
Cl, conficence intervai; HR, hazard ratic; OS, ovecall survivel; T300+0, tremelimumab 300 mg = 1 dose + durvalumad 1500 mg Q4W
ASCO Gastrointestinal - smsentio ev Ghassan K Abou-Alfa, MD, MBA ASCO susrsessy

Content of s présentaton & B proparty of T mvr. SCemed by ASTO Parmsadn requred & reves

Cancers Symposium
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KNOWLIDOE CONQUERS CANCER

Abou-Alfa et al. J Clin Oncol. 2022.



Potential benefits for combination locoregional +
systemic therapy

Increasing immunogenicity of tumors
Release of neoantigens, priming immune activation

Earlier treatment of micro-metastatic disease

Downstaging tumors to curative therapy
Ablation
Surgical resection
? Transplant

\/Ochsner“'

Health System



Potential disadvantages for combination locoregional +
systemic therapy

Increased toxicity with combination is possible
Safety of VEGF inhibition with locoregional therapies

Potential to overtreat patients with earlier stage (BCLC B) disease who may
yet (ever?) need systemic therapy
Earlier exposure to irAEs

Financial toxicity

\/Ochsner“'

Health System



HCC:

Liver Transplantation

John Seal, MD
Transplantation Surgery
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Hepatocellular Carcinoma: Case Presentation

* Neo-adjuvant treatment
* Yttrium 90 x 2
e 5-FU — nivolumab — interferon systemic therapy
e Tumor regression, persistent PV thrombosis
* Re-staging without evidence of extrahepatic disease

* Approved for liver transplant
» Sister approved as living donor
* Nivolumab held 60 days prior to LDLT

* Living Donor Liver Transplant
* Uneventful recovery
* NED with 1 year follow up

YOchsnerHealth



Hepatocellular Carcinoma: Summary

Multi-disciplinary treatment team is critical to management of HCC

Liver transplantation is an essential standard of care for treatment of HCC

Rapid evolution of new systemic agents allows for personalized treatment plans

Living donor liver transplant broadens the scope of treatment options especially for advanced disease
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