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I Overview of HCC
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I Overview of HCC

Half of HCC patients exceeded Milan Criteria,

leading to poorer LT outcomes. 1004
Milan Criteria [l Exceeding [ Fuitiing 0.75-
15 .
& 050-
o
0.25+
B == |n Milan
log rank p=0.035 Out Milan
0.00-
0 10 20 30 40 50
Time (months)
Number at risk
i In Milan 365 175 N 3 9 0
3 Qut Milan 224 104 52 23 9 0
§
z
0.60+
log rank p<0.001 —gumallgn
2 040 |
g 32.2%
=
& 02
8.9%
T W g 2% a0 -ﬂ"_ﬂf
0) 000 00 00) 8, %00 00 0'0 Oo’ 9‘00‘ ’Q’ 00 0‘ 0‘ %‘90) ‘0 90 00 0 00 0 0 00"_ 0 ;b,o b .l'o 2'0 3'0 4'0 5'0
Time (months)
Number at risk
Qu et al., Langenbecks Arch Surg, 2018, 403, 643 In Milan 365 ”m 89 3 9 0

Schoening et al., Am J Transplant., 2013, 13, 2384 i . B i L | 0
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I Overview of HCC

Patients also suffer from HCC recurrence and/or de novo mallgnanmes after LT

Maln causes of death and thme after LT Breast cancer Wl
[ {
Head & Neck cancer 1R
- W
! » Lung cancer N
g » Ovarian cancer N
T e Uterus cancer N
0. -~ g
3 | PUEIRLGTae |
E » D e
Kidney cancer I
» Enlfevtinon
A Prostate cancer IINEGEG_G__—__—_—_——
» Reourrent isease B Pancreas cancer N
| Tanestsn uq--'_ Calslsials N Esophago-gastric cancer _—_u
2 00as B2 e L2 . d Colorectal cancer W
.\ NI ENEE )9 43 |4y (o stz iy xslas s s lnd0ainr|1rsaen
*Dessvemdipancy 08 107114123 143343 137 .'..'.’,_‘__11?,’.’3.‘,’35‘ ILSII2 110420063 07 TIRTT (104 1209 Skin cancer I 30+
N e It Iem 12500028 08042 348 104|170 00 100 [ 06
B e R N O N R EnEnEneE 0 S 10 15 20 25 30

Standardize incidence ratio

Peri-transplant management of HCC as well as other malignancies are necessary
Colmenero et al., Transplantation., 2022, 106,30



I Systemic Treatment of HCC

Hee

Intermediate stage

(BCLC B)

* Multinodedar

* Child Pugh A-8,
CoGo

Very early stage Early stage (BCLC A)
£ BCLC o) * Single or £3 nodules <3 om
A * Single nodule £2 om * Child Pugh A-8 ECOG O
w « Chikd Pugh A
ECoGo |
Solitary -3 nodules <3 cm
'

2 Yos | Optimad surgical | No
g . candidate’ j
3
g
Z‘ Transplant candliclate
z TQsl
=
&

‘ ‘ ' Alvamohmahonr | .

Ablation | | Resection | (DOAT/LOLTY | | Ablation

@
g
§ Median OS5 10 ywans for traenplantstion;
T >6 yeans for resection/asblstion

Treatment strategy of HCC

Chemoembolization

Medsan O5:
» 2630 months

Llovet et al., Nat Rev Dis Primers, 2021, 7, 6
Sperandio et al., Annu. Rev. Med., 2022, 73, 267
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Advanced stage Terminal stage
(BCLC C) (BCLC D)
* Portal imemion, N1 M1 o Child-Pugh C*
o Chld-Pagh A-8, * ECOG »2
ECOG 12
Systemic therapy
* Fist: atezolizumab » bevacizumaly
* Finst/second: sorafenib, lenvatiniby
* Thirck: regoeafenih, cabozantinib,
ramucinumab (AFP >400 ng/mi)
{US: nivelumab, pembrokzumab, Best supportive
nivolumab + iphmumab) care
First Bine: median OS 19.2 \ Median OS:
Second-line: 13-1% mon >3 months
Third-line: 8-12 months
Atezolizumab +
Bevacaumab
Sorafenib Lenvatinib
First fine
Second line Pembrolizumab Cabozantinib
Nevolumab R‘""”“"”E"-‘[’
Regoeafenid } Nevolumab «
Ipdmumab
4 4 4 U t $ ¢ t $ ¢ fut staseccan: 1 ft $
2007 2008 2009 2010 20m 2012 2013 20104 2015 2006 2007 2018 2019 2020 201

Timeline of FDA-approved HCC systematic treatment
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I Mechanisms of ICls

Up-to-date FDA Approved ICIs in HCC

. o1\ Drug Target Apv. Dat. Usage
TCR i\ f:‘:ﬂﬁ.ﬁi.';- > Nivolulmab PD-1 2017 2nd I?ne
" : Xnti-PD-] R Pembrolizumab PD-1 2018 2nd |ine
== CTLA-4 ' \nohmmb .
/7 B piimumab ~ CTLA-4 2020 are line
Anu CTLA 4 (combo. Nivolumab)
0'?’: o
temcimmt Atezolizumab ~ PD-L1 2020 1% line
(combo. Bevacizumab)
Tremelimumab CTLA-4 _
2022 2nd [ine
Durvalumab PD-L1
Antigen
presenting
cell

Psilopatis et al., Int. J. Mol. Sci., 2023, 24, 2685.



I Combining Liver Transplant with ICls

ICIs exhibited promising prospects in the peri-transplant management of HCC

O Scheme 1:
Pre-operative use of ICls to help HCC patients meet the Milan Criteria

Brldglng Therapy Downstage Therapy

O Scheme 2:
Post-operative use of ICls to manage recurrent and/or de novo malignancies

B

HCC Recurrence De novo Malignancies




Pesos == . Immunosuppressants

BN o' . .
o _ AN { et | 0 to protect from rejection
j MAPC "X ;' ’n‘; .l-\i
=10 ' ‘ ‘ ‘ '.. m Cvorferna
T Cell &1 NG o | o
N . Y '
L X .'.:.:.::‘\ "M"W
) L3 prw
PR p——— :\,C-V‘ S - ' ‘Mt Ant-CTUA-4 antibodly ICIS
NG ™ for anti-tumor immunotherapy
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I Safety: Allograft Rejection (AR)

INAYRY)
Nt

7 out of 44 (15.9%) patients who received pre-LT ICIs had AR

2020/03~2022/12, 14 potentially indicated
papers and 4 patients in TPEVGH (n=44)

Exclude

_| 1. No definite data about WO period (n=12)

| 2. Non-Nivo/Pembro/Atezo+B ICIs (n=4)
(Nivo/Pembro/Atezo share similar t1/2, about 25~27 days)

Artezolizumab+B, n=1

No rejection, n=1

Pembrolizumab, n=2 Nivolumab, n=25

SR, n=1

No rejection, n=1 MR, n=1 SR, n=5

No rejection, n=19

Survival

0.5

Rejection-free survival

o,o:mmmmmm

0

10 20 30 40
Time after liver transplantation, day

50



I Safety: Allograft Rejection (AR)

Most of the rejection patients (6/7) can be rescued by adjusting
immunosuppressant regimens and/or re-transplantation

Stins NALCHON Regmen WO e EBPARIme Managoment Resut Redarence

1 SR MTP S00mg Nvolumab 8d 6d MTPIATG Death Am J Transplant. 202020879883

2 MR MTP S00mg Nwvolumab 224 NA Increase Alve Am J Transplant, 2021:21:1979- 1980
Tacrolimus level

3 SA «2 MTP(NA) Nwvolumab 350 1216d 1. MTPHYATG/PE/ Re-Tx alve ClinJ Gastroenterol. 2021:14:1718-1724
IVIG 2. MTP

4 SR MTP 1000 mg  Nnolumab 350 124 MTP/IATGPE/IVIG Re-Tx alve AmJ Transplam. 2022.22:1699-1704

5 SA MTP 1000 mg, Nmolumab 10d 14d MTPIATG/ Alive Am J Transplant, 202222:1699-1704

rATG 3 mgig RiluximabaVIG
6 SA MTP (NA) Nvolumab 16d 9d MTPIIATG Alive Transplant Direct, 2022 8:01304
7 SR MTP S00mg Pembrokzumab 30d 13d MTP/PE Alive TPEVGH

BPAR. Dopsy-oroven acute rejoction: IVIG, miravenows mmunogiobubn: ML mikd regaction. MTP, methyliprednisolono: PE, plasma exchange: rATG, rabbit artity:
maocyle globuln: SH. severe rejecion: TPEVGH. taper veterans goneral hospetal: T, transplant. WO, washout

Kuo et al.

, Transplantation Proceedings, 2023, 55, 878



ll Efficacy: Response Rate and Recurrence

O 67%~71% patients had at least partial remission (PR) to neoadjuvant PD-1
blockade

O 8.3% patients had tumor recurrence after LT

On-going Trial:NCT04425226

Reference n ICIs Recurrence
Schwacha- Safety and Efficacy Study of Pembrolizumab in
Eipper et al., 2020 1 Nivolumab No Combination With LENvatinib in Participants With
. _ Title Hepatocellular Carcinoma (HCC) Before Liver
Chen et al., 2021 S Nivolumab 2/5, Yes Transplant as Neoadjuvant TherapY--PLENTY
Kang et al., 2021 1 Pembrolizumab No Randomized Clinical Trial
Recurrence-Free Survival (RFS)
Sogbe et al., 2021 1 Durvalumab No Outcome Objective Response Rate (ORR)
Tabrizian et al., 2021 9 Nivolumab No Disease Control Rate (DCR)
. Adverse Event (AE)
Lizaola- 1 Ipilimumab+ N N
Mayo et al., 2021 Nivolumab 0 Status Done Recruiting
Abdelrggizrg etal., 1 Atezolizumab NG Sponsor Reniji Hospital

Schnickel et al., 2022 5 Nivolumab No




I Efficacy: Response Rate and Recurrence
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Figure 1. Overview of the trial Figure 2. Survival and recurrence outcomes

Feb. 3rd, 2020-Sep. 5th, 2021
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I Peri-Transplantation Management ) \nng

O Prolonged interval between last ICl and LT decreased the risk of rejection

Rejection-free survival Rejection-free survival
] - Wash-out peroid < 28 days ,
1‘0': — L. Pe y 1. “** Wash-out peroid < 42 days
A e --- Wash-out peroid > 28 days _ ™~ Wash-out peroid > 42 days
2 05 € o] L—
w : w
p=0.227
p = 0.005**
0.0- T T T T 1 0.0+ T T T T 1
0 10 20 30 40 50 0 10 20 30 40 50
Time after liver transplantation, day Time after liver transplantation, day
RFS showed no difference for an interval of 28 d RFS showed significant difference for an interval of 42 d

We suggest the interval between last ICl dose and LT more than
42 days (1.5 x half-life of ICls)
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I Peri-Transplantation Management
O Early detection of allograft rejection improves treatment outcome

1
{

" 35
. . 5200 | 230
« Allograft PD-L1 expression (biopsy) g1 oe $25)
§ )‘1.‘ e|L-10 220
« CD4/CDS ratio in lymph node N 20| /. )
. IL-6 (BB e 2% citorejection

* IL-8
* IL-10

o etc.

-

»

Proportion of immune cells
X,
*
{ ,
i

e

POO13 PODM8 PODS12 POD>15 N ey ADY A9

May be the immunological biomarkers Lo P DY g
for predicting rejection o Coucon mconcosecion
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J safety: Allograft Rejection (AR)

Acute graft rejection occurred in 15 out of 52 (28.8%) patients who received
post-LT ICls, resulting in poorer OS (3.5 (1.6-17.5) mo vs 17.2 (12.1-22.2)

mo).

Rejection-f urvival '1
function P <0.001 (Log Rank Test) et rojoct
—4— Censore d o ' - "Nor

-— Rejecti
T . No rejection 17.2 (12.1-22.2) months il s
2 v Rejection 3.5(1.6-17.5) months

E

o

£ 3 ..

S 06 s 0,6 Vot

£ B

3 = 4

- A T

¢ 5

+ é

§ e e M eesdepecccsscsnes -

E4

.:" 0,2

&

0,0
0.0 0 10,0 20,0 0,0 40,0
0 10 20 30 40 Time [months)
Time (months)
Time (Month) 0 5 10 15 20 25 30 35
Time (Month) 0 5 10 15 20 25 30 35 Non-responder (n=37)
Ne atRisk 52 27 17 10 I N* at Risk 37 24 16 9 6 2 1 0

Responder (n = 15)
N* at Risk 15 3 1 0 0 0 0 0
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I Safety: Allograft Rejection (AR)

ICIs-related allograft rejection can be fatal

Organ of transplant No of
Overall ICIs rejection No death Percentage
Nivolumab (n = 96) Kidney 54 20 37.74%
[ Liver 20 16 80.00%** ]
Heart 5 1 20.00%
Lung 1 1 100.00% o -
Wi e = 71.4% of patients who had ICI-related AR
" N 4770 OT patients wno na -reiate
e . were caused death, according to Cui et al.
Heart 1 0 0.00%
o 6 e through the search of FAERS database.
Total 41 9 21.95%"
Cemiplimab (n = 7) Kidney 5 2 40%
NA ) 0.004%
Toad 7 2 2857
Avelumab (n = 1) Kidney 1 0 0.00%
Kidnes 5 2 40.00%
Ipilimumab (n = 6) [[m-r 1 0 0.00% ]
Total 6 ) 33.33%
Nivolumab + Ipilimumab kidney 8 0 0.00% u ] = ngm u
= Median time from ICI initiation to AR was
Pembrolizumab + Kidney 5 1 20'% -
Ipilimumab(n = 7) 12 5_45 d d t L t I
" X § ( dys, according to LuUo et al.
Total 7 1 14.29%
Pembrolizumab + Nivolumab  Kidney 2 0 0.00%
(n=2)
Total 168 54 32.14%

p <008, the total percentage of death of Nivolumab Is higher than that of Pembrolizumab.: **p <0.05,
the percentage of death of liver transplant rejection Is higher than that of kidney transplant rejection



I Risk Factors of ICls-Related AR

O With limited evidences, PD-1 inhibitors exhibited higher rejectlons risks

Target No. of No. of Ny
Category Drug Patients Rejections Rejection Rate

Nivolumab 20 7
Pembrolizumab 6 1

PD-1 _ 8/28
Camrelizumab 1 0
Toripalimab ) 0

PD-L1 Atezolizumab 2 0 0/2

CTLA-4 Ipilimumab 5 1 1/5

Similar conclusion was drawn by Cui et al in the study of SOTRs.

Cemiplimab
N=7

Avcab
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I Risk Factors of ICIs-Related AR Qg

O Longer interval since LT is probably associated with lower risks of AR

14

12

10

”—.—.—{0 a0 .l.
1=+

A

LT-ICl interval LT-ICl interval

Ref. n (Rejection) (No Rejection) p
(yrs) (yrs)
AuKPetal 28 2.9 (1.2-3.1) 5.3 (2.7-8.0) 0.02
Luoetal 29 25+1.2 4.0+£2.5 0.191
Abboud etal 35 2 (1.4-3.2) 4.55 (2.33—-7.95) *
Jiangetal 41 2.52 4.65 *

With Rejection No Rejection

D Au KP et al 2021 Luo et al 2022
Abboud et al, 2023 D Jiang et al 2023



] Risk Factors of ICIs-Related AR ()

O Higher allograft PD-L1 expression level indicated higher risk of rejection

No Graft PD-L1 Rejection Ti_me .to
Status Rejection
1 + Yes 2.5 weeks
2 + Yes 1 week All the 4 PD-L1 (+) recipients
3 0% No - occurred ICls-related rejection,
4 0% No - while the PD-L1 (-) recipients did not.
3 30% Yes 0.9 months
6 0% No
7 25% Yes 0.7 months




I Risk Factors of ICls-Related AR

INYAYRY]
et

O Immunosuppressant regimens may affect the occurrence of AR

Baseline regimes before ICI initiation

Immunosuppre Allograft Tumor Median OS
ssant Rejection (%) Response (%) (months)
All patients 156/38 (40%) 15/32 (47%)
Prednisone (<10 o o
ma/d) 719 (78%) 5/8 (63%) 5.8 (0.75-19)
mTOR inhibitors 213 (67%) 1/2 (50%) 7.3 (1.3-10.0)
Calcineurin
inhibitors 1/9 (11%) 2/8 (25%) 3.8 (1-26.7)
Combination 0 o
therapy 5/17 (29%) 7114 (50%) 3.2 (1-17.0)

1.00 1

0.75+

Survival probability

0.00+1

0.50+

0.25+

At least one drug
other than corticosteroids

No drugs
or steroids alone
p=0.011
0 25 50 75 100

Time (weeks)

Number at risk

7 - 2 0 0

— 53 19 8 5 2
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I Safety: Other Side Events

Patients reporting at least 1 15(18.1)
itAE~n (%)
Dermatitis
Other immune-related adverse events (irAEs), such as:

Colitis

Hepatitis

Autoimmune he molytic anémia

* biliary stricture,

» grade 1/2 transaminitis,
 chills,

Thyroiditis 1 [ ] I

Frequency of irAE depending on CPI regimen—n (%) fatl g u e ’

Anti-PD-1/PD-11 10/61 (16.4) ° feve I,

Anti-CTLA-4 4/13(30.8) P= 460
e etc.

4
i
3
3
Constitutional symptoms 2
1
Arthralgia 1
Diarrhea 1
Infusion reaction 1
Pruritus 1

Combination 1/9{11.1)

Frequency of irAE depending on immunosuppression—n (%)

Corticosterouds 10/50(20.0) P=772 - R -

wums  r-2e  May occur, but are neither ICI-specific nor immunosu-
S wmwo o1 PPressant-specific.

At least 1 drug other than 12/64 (18.8) P=1

mmunosuppressive regimen

betore CPl use
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Responsa to IC
= INon-sesponder
-+ '"Responder
-------- ™5 —4— Censored

®
>
S 0cBl | 0 1l | ‘e¢cccquiscccssssssssssd
-~
>
-
®
.
o
>
(o]

RMST Non-responder Responder

2.7(2:35) 59 ) 1
1 (2.1.4.6) 11.1(101 1
1 21 ) 15901 1 1
18 24 30 36 P <0001 (Log Rank Test

Time [months]

Nontesoonder 34(2 1«4 7)monehs
Responder 26 4 (20 8«32 0) months

Time (Month) 0 5 10 15 20 25 30
Non-responder (n = 29)

N* at Risk 29 6 2 0 0 0 0 0
Responder (n = 23)

N* at Risk 23 21 15 10 6 2 1 0

Non- Responders
Outcome responders (5_23)
(n=29) B
OS  50(1.0-4.0) 14.0(8.0-21.0) <0.0001
(months) 20 (1:0-4. .0 (8. . .
PFS
months) 0(0-0)  11.0 (4.0-18.0) <0.0001
Early
vortayy 9 (31:0%) 0 0.006
Death 28 (96.6%)  6(26.1%)  <0.0001
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I Influence Factors of ICI Efficacy Py

O The efficacy of ICls showed no significant difference between the treatment
of recurrent HCC and de novo/other malignancies

1.0 —
' —THCC/Responder Non-responders Responders
' =" 'HCC/Non Responder
Other malignancy/Responder
Othe gnancy/Resp Parameters n=29 n=23 p
08 . resp Gander( Jol v [ o 178
! 4=~ Censored »eier imale; 221759  18{78
.' Age lyears) 63 (53-66) 59 (54-45) 599
= "
'g 0, : Therapeutic appeoach (n) j(2-1 §{2-4)
] - P ‘ g
- ' [ LY to IC] treatment {years) ] 3011-% 6i4-11) 003
3
s I‘ Time from Cancer danosss to ICI imonths) 15.0(15.0-20.0) 8.504.0-18.0} 584
S o4 A P < 0.0001 (Log Rank T
- 0.0001 (Log Kank Test) Death 28 (96.6) 6126.1) <0001
‘. HCC/Responder17.3 (12.2 - 22.4) months Early mortality 2(31.00 0 004
) sp HCC/Non Responder 3.3 (1.8 -4.8) m mrh ' g
02 | Other malignancy/Responder 32.6 (28.0- ] ) months Overall survival {months) 20010.0-4.00 14.0{8.0-21.00 <. 0001
Other malignancy/Non Responder 3.6 (1.3 9) months Progression-free survival (months) O 10-0) 11.048.0-18.0) <.0001
Graft rejection (present) 14 (48.3) 1{4.3) oM

Time [months]|

O Longer interval between LT and ICl initiation resulted in higher response rate



I Influence Factors of ICI Efficacy

A ‘i
Ly ) (imamy

Nt
O The efficacy showed no difference between 3 types of ICls
PD-L1 CTLA-4 L
inhibitors | inhibitors PD-1 inhibitors P
gtezoli;umab/ Ipilimumab Cemiplimab  Pembrolizumab  Nivolumab p
evacizumab
n 1 5 2 15 29
Response 1 (100%) 4 (80%) 1(50%) 9 (60%) 8(28%)  18(39%) 0.070 0.114
0S B ~ - 4.3 (1.5—
(months) 10.0 13.0 (9.0-14.0) 5.0 (2.0-8.0) 8.0 (3.0-19.2) 3.4 (1.3-7.3) 0.214 0.216
PFS 6.0 4.0 (3.0-5.0) 0 (0-0) 7.2 (0-12.4) 0(0-3.0) 0(0-9.2) 0.207 0.475
(months)
Death 1 (100%) 1 (20%) 2 (100%) 7 (47%) 23 (79%) 32 (70%) 0.027 0.066




I Decision on Post-LT Use of ICIs

Immunological risk

High

LT performed <12 months ago
Young women, auloimmune
disease, preformed or de novo DSA,
previous episodes of rejection,
baselne allered transaminases,
clevaled transsent elastograptty or
subchnical rejection in the liver
bopsy

Low

LT performed >12 months ago.
Oider patients without DSA
and persistently normal
ransaminases, Absence of Abross in
trasient elastrography and/or kver
biopsy

Oncological benefit

High

Agvanced stage unresectable tumours in which ICIs

are the first-line systemic agents showing a
meaningful benefit in survival and quality of ife in

well-designed RCT. Absence of a second therapeutic

kne with acceptable efficacy and safety

Low

ICis have not demostrated superionty in lerms of
survivad and qualty of e compared with other

therapeutic options n well-designed RCT

Second line tharapy available with comparable efficacy
Patients with poor performance status (ECOG 22) or

severe comortxites

Prescription of ICI with
extreme caution

Strict surveilance of kver tests
and eary withdrawal of IC] even
with mild aherations, followed by

fiver biopsy and steroids.

Decision table suggested by Montano-Loza et

al.

Jaixy

Risks and benefits of ICls should be carefully evaluated for post-LT patients

We suggest:

> Assessment of allograft biopsy
> Longer interval since LT is favored
> A rational and dynamic combination

of ICls and immunosuppressants

Montano-Loza et al., J Hepatol., 2023, 78, 1199



I Management of Post-LT Use of ICls

Diagnosis and treatment algorithm for liver toxicity secondary to ICls, suggested by Montano-Loza et al.

| Check lver lost every IC! administraion |

7

Elevaton of amnotransierases andior billruben

" it . e b s Despite most of the ICl-related AR
L swetesiCinerony - were cellular mediated,
& & s | : :
=~ =L I e > High dose of steroids

(ASTIALY <3x or bilrutin £1 5x) (ASTIALT »3-5x or bilruten »1.5-3x) (ASTIALT »5-20x o tillnuin »3-10x) (ASTIALY »20x or bileutes »10x)

' 1 * l > Plasmapheresis

C Continus 1C1 B 8 Fiokd 1C1 )
I —_— n.,miw,_..,n w.,..,,.»iw,z.,.,, —— > Antithymocyte globulin
! ' !
Cons s vy b s gre ot e > Infliximab

and rule out other eticlogies of elevation aminotransferases and'or bilirubin

|
: : may also help the treatment.

Contimue baseine "Rogection actvity index =4 "Rejection actvity index 25
Ak regection MOdorade-severs rejecton

' '

Methylpredninoions followed
by prodnisono taper

| ]
'

[ improvement of tver tests |

Predeiscne 0.5-1 mg/kg'daly

+ Consider ATG

Consder swiich from CTLA4 e No |+ Consider re-transplantation in case of

© PDAPD-LY aliogradt tadure and no contraindication
rolated 10 underying malgnancy




I On-going Clinical Trials

Further research are in urgent need for the better evaluation and guidance of
the use of ICls for malignancies after LT.

NCT03966209

NCT04564313

s

NCT04425226

Evaluation of PD-1 Inhibition
in Patients With Recurrent

Title Hepatocellular Carcinoma
After Liver Transplantations
Design  Single Group Assignment
Status Recruiting
Sponsor Shanghai Zhongshan

Hospital

Clinical Study of Anti-PD-1
Antibody Camrelizumab in the

Title Treatment of Recurrent Title
Hepatocellular Carcinoma
After Liver Transplantation
Design  Single Group Assignment  Design
Status Recruiting Status
Third Affiliated Hospital,
Sponsor Sponsor

Sun Yat-Sen University

Pembrolizumab and
LENvatinib in Participants
With Hepatocellular
Carcinoma (HCC) Before
Liver Transplant

Parallel Assignment
Done Recruiting

RendJi Hospital
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I Sum-Up ) oy,

n ICls are promising neoadjuvant therapy in patients undergo LT.

2 Safety and efficacy of ICl should be carefully evaluated in LT
patients, balancing tumor response and allograft rejection.

Larger scale of clinical trials are in urgent need for better explicit
of risk factors, predictive biomarkers and management strategies
for the ICl use in peri-LT patients.
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