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Curative treatments: Surgical Resection
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When to Perform Hepatic Resection for
Intermediate-Stage Hepatocellular Carcinoma

Alessandro Cucchetti,' Benjamin Djulbegovic,” Athanasios Tsalatsanis,” Alessandro Vitale,®
Iztok Hozo," Fabio Piscaglia,' Matteo Cescon,' Giorgio Ercolani,' Francesco Tuci,®
Umberto Cillo,” and Antonio Daniele Pinna'

Table 1. Baseline Characteristics of Patients With Cirrhosis
Undergoing Hepatic Resection for Intermediate HCC

Variable In Study (n = 247)
Age, years 65 (57-71)
Male gender (%) 201 (81.4)
HBsAg" (%) 57 (23.1)
Anti-HCV™ (%) 126 (51.0)
Mild ascites (%) 24 (9.7)
Presence of varices (%) 58 (23.5)
Serum albumin, g/dL 3.8 (3.4-4.0)

Total bilirubin, mg/dL
Platelet count, X 10%/mmc
INR

0.85 (0.59-1.25)
149 (105-218)
1.13 (1.07-1.21)

0s
1 year (95% Cl)
3 year (95% ClI)
5 year (95% CI)

Child-Pugh score 5 (5-6)
A5 (%) 141 (57.1)
AB (%) 86 (34.8)
B7 (%) 18 (7.3)
B8 (%) 2 (0.8)

MELD score 8 (7-9)

i ical tumar numhbear 1 (1 "J}
| Single tumor (%) 124 (50.2)|
Two or three tumors (%) 93 (37.7)
More than three tumors (%) 30 (12.1)
Radiological largest tumor size, cm 6.0 (5.0-7.7)

77.8% (72.1-82.6)
48.7% (41.4-55.5)
33.8% (26.2-41.5)

Continuous variables are reported as medians and IQRs (25th-75th

percentiles).

Abbreviations: HBsAg, hepatitis B surface antigen; HCV, hepatitis C virus.

Cucchetti A et al. Hepatology. 2015:61(3):905-914
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 The problem of selection bias

“all of these retrospective comparisons were almost certainly
associated with selection bias: the patients who were selected for
resection instead of TACE probably had clinical characteristics that
gave the surgeon confidence of a good outcome, whereas those
selected for TACE likely lacked such features, immediately
introducing a bias against TACE”

Forner A et al. Nature Reviews Clinical Oncology. 2015:12; 295.
EASL Guidelines. J Hepatol 2018;69:182-236.
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Resection in intermediate HCC: the problem of definitions

* The problem of comparator
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Partial hepatectomy vs. transcatheter arterial chemoembolization
for resectable multiple hepatocellular carcinoma beyond

Milan criteria: A RCT

Lei Yin', Hui Li”", Ai-Jun Li""", Wan Yee Lau'*’, Ze-ya Pan’, Eric C.H. Lai'*, Meng-chao Wu',

Wei-Ping Zhou'*

Results: The 1-, 2-, and 3-year OS rates were 76.1%, 63.5%, and_
51.5%, respectively, for the PH group compared with 51.8%,
34.8%, and 18.1%, respectively, for the TACE group (Log-rank test,
¥ “=24.246, p <0.001). Multivariate Cox proportional hazards

1.0 —PH
—— PH-censor
- = TACE
0.8+ 1 -a— TACE-censor
2 Y
E { 1
S 0.6+ )
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- |
w
T 0.4+
o
3 ' 4
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—200
0.0- Log-rank, )(r =24.246, p <0.001
I T I I 1
0 12 24 36 48
Time (mo)
Number at risk
PH 88 67 55 39 4
TACE 85 43 27 1" 0

Fig. 2. Overall survival curves for PH and TACE.

regression analysis revealed the type of treatment (hazard ratio,
0.434; 95% CI, 0.293 to 0.644, p <0.001), number of tumor (hazard
ratio, 1.758; 95% CI, 1.213 to 2.548, p = 0.003) and gender (hazard
ratio, 0.451; 95% (I, 0.236 to 0.862, p=0.016) were significant
independent risk factors associated with OS.

Yin L, et al. ) Hepatol. 2014 Jul;61(1):82-8.
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Survival

The 1-, 2-, and 3-year OS rates

and median survival were 76.1%,

63.5%, 51.5%, and 41 months (range 1-50 months) respectively,
in the PH group. The corresponding figures for the TACE group

were 51.8%, 34.8%, 18.1%, and
respectively. The PH group had
TACE group (log-rank test, >

( range 5-47 months),

significantly better OS than the
= 24246, p <0.001) (Fig. 2). The

Yin L, et al. J Hepatol. 2014 Jul;61(1):82-8.

@ Survival analysis according to sustained response duration
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Time After Treatment, mo
No. at risk
SRD =6 months 430 371 44 7 0
SRD <6 months 2153 600 57 7 0

. . 2 5 81 47 0 6 9 2 5
For patients with SRD o_ﬁléwmdgggmw% ﬁ\e s cflan (range) OS was

67.7 (64.8-72.1) months, which was better than that of patients with
SRD of less than 6 months (median [range] OS, 53.5 [52.5-55.4]
months) (HR, 0.132°¢5% CI, 0.112°0.168; P < .001)

Zhang Y, et al. JAMA Netw Open. 2018;1(6):e183213B8emigaid04/ Erakndiepakob 2008123713
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Table 1. Baseline Characteristics of Patients With Cirrhosis 1.0
Undergoing Hepatic Resection for Intermediate HCC _
©
Variable In Study (n = 247) > 0.8
Age, years 65 (67-71) E
Male gender (%) 201 (81.4) P 0.6
HBsAg" (%) 57 (23.1) ) ’
Anti-HCV™ (%) 126 (51.0) =
Mild ascites (%) 24 (9.7) E 0.4
Presence of varices (%) 58 (23.5) S
Serum albumin, g/dL 3.8 (3.4-4.0) E
Total bilirubin, mg/dL 0.85 (0.59-1.25) 8 0.2
Platelet count, % 10%/mmc 149 (105-218) : . 0 . _
R 113 (LO7-1.21) Median OS: 48.6 months (95% Cl: 36.9-61.2)
Child-Pugh score 5 (5-6) 0.0+ , , , , |
A5 (%) 141 (57.1)
o 5 618) 0.00 20.00 40.00 60.00 80.00 100.00
B7 (%) 18 (7.3) .
B8 (%) 2 0.8) Survival (months)
MELD score 8 (7-9)
Radiological tumor number 1(1-2)
Single tumor (%) 124 (50.2)
Two or three tumors (%) 93 31.7) Child class (n) Lyear (%) 2 year (%) 3year (%) 4 year (%) 3 year (%)
More than three tumors (%) 30 (12.1)
Radiological largest tumor size, cm 6.0 (.0-7.7) A 1 one d S " o s o o
0s 2 ne dominant < 5 cm .2 E X .
1 year (95% Cl) 77.8% (72.1-82.6) 37 One dominant > 5 cm 973 89.1 85.1 43.3 324
3 year (95% C) 48.?% {41'4_55'5\ 3l Multinodular < 5 cm  93.5 903 613 419 258
S er 854 ) 84 202419 L e e
Continuous variables are reported as medians and IQRs (25th-75th B _
percentiles). 17 One dom%nan[ <5cm 94.1 882 58.8 41.2 235
Abbreviations: HBsAg, hepatitis B surface antigen; HCV, hepatitis C virus. » One dominant > 5 cm 914 714 342 371 114
14 Multinodular < 5 cm  85.7 75 25 14.3 0
5 Multinodular > 5 em 100 60 20 0 0
ul Overall 915 75 507 352 128
. Total 9.6 838 62 41.04 25
Cucchetti A et al. Hepatology. 2015:61(3):905-914

Burrel M, Reig M, et al. J Hepatol. 2012:56(6);1330-5

Malagari K, et al. CVIR 2012; 35: 119-1128 Mean overall survival: 43.8 months
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Despite a very permissive inclusion

Patients within inclusion

criteria

(n = 2502)

criteria, only 180 out of 2502

patients (7.2%) were included!!

Patients enrolled in

study
(n=180)

|

Randomized to PH
(n=190)
Violation of study
protocol \
(n=2)
Received PH
(n = 88)

A

Lost to follow-up
(n=15)

L

Intention-to-treat
analysis (n = 88)

Did not meet the inclusion
criteria (n = 2296)
Decline to participate (n = 26)

Randomized to TACE
(n=90)

Received TACE

Allergic to iohexol
(n=35)

(n=85)

L

Intention-to-treat
analysis (n = 85)

Lost to follow-up
(n352)

Yin L, et al. J Hepatol. 2014 Jul;61(1):82-8.
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Best candidates: - Solitary HCC

- Child-Pugh A: No portal hypertension (HVPG < 10 mmHg)
Normal Bilirubin (< 1 mg/dl)

100
= 74%

80

u 0,
< >0% Log Rank 0.00001
= 40 25%
(,3) 20]

0

0 12 24 36 48 60 72 84 96 months

— No portal hypertension and normal bilirubin (n=35)
——— Portal hypertension and normal bilirubin (n=15)
—  Portal hypertension and Bilirubin >1 mg/dL (n=27)

Llovet JM, et al. Hepatology. 1999;30:1434-40.
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0 pu_ ol T T T GPB.' T ’  oar afiar hapatic ':"Bﬁ'ﬂ" i ’ 0 12 24 36 48 €0
0 20 40 60 80 100 120 140(mo) Patiens at risk (ra.) 340 164 88 43 12 3
30 0 20 135 7 OFr 5% 45 23 19 17 174 B8O 55 23 12 3

5-years survival:

CP A, No PHT: 71%

CP A, PHT: 56%

5-years survival:
Overall: 57.7%

CP A, No PHT: 63.8%

Ishizawa T, et al. Gastroenterology. 2008;134:1908-16.

Cucchetti A, et al. Clin Cancer Res. 2012:18(16);4397-4405.

Roayaie S et al. Hepatology. 2015;62:440-451.



-
= JARCELONA

(3 Sercetona Curative treatments: Surgical Resection S
Meta-analysis of the impact of CSPH on postoperative outcomes

Panel A: 3-year mortality Panel B: 5-year mortality

WRRPH. . SO Vi Rallo S Rato B WithPH  Without PH Odds Ratio 0dds Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Capussolti 2006 5 00 45 118 154% 203 [118.349) e Capussoti 2006 0% M 18 142% 160090, 282] [
Cucchetti 2009 388 41 152 150% 1.60 [0.91,2.79) il Cucchetti 2009 489 58 152 152% 151(089, 2.57) o
Giannini 2013 158 19 6 101% 001[041,2.04] =i Glannini 2013 A M8 5Am% 0.90(040,2,02) e
Hidaka2012 PL 28 129 118% 361[1.78,7.29) —— Hidaka2012 33 48 a7 129 114% 3,84 (189, 7.79) ——
Ishizawa 2008 4 136 53 250 17.3% 1.78[1.11,2.84) [ Ishizawa 2008 65 136 82 250 17.8% 1.88(1.22,2.88) -
Liovet 1999 % 42 5 35 B63% 800259, 2469) —x - Llovet 1999 7 42 9 35 T4%  520(1.94,13.94) i
Ruzzenente2011 2 4 29 9 N2 23411.12,4.90) i Ruzzenente2011 4 4 25 91 108% 3.17[1.49,6.71) =
Santambrogio 2013 21 63 32 160 129% 2.00[1.04,3.84] [ Santambrogio 2013 363 6 160 13.7% 2041443, 3,60} i
Total (95% CI) 574 998 100.0% 2.09[1.52,2.68) L J Total (95% CI) 565 986 100.0% 207(1.51, 2.84) ¢
Total evenls 239 252 Tolal events 318 378
Heterogeneity: Tau? = 0.10; Chi? = 13.20, df = 7 (P = 0.07), I*= 47% 0 o 091 ) 1¢0 m ol Heterogenelty: Tau® = 0.10; Chi* = 13.80, df = 7 (P = 0.05); I* = 49% ’0 01 0’ 1 i 1’0 100’
Test for overall effect: Z = 4.50 (P < 0.00001) Hiéher Without CSPH igher With CSPH Test for overall effect: Z = 4.51 (P < 0.00001) Higher Without CSPH _ Higher With CSPH

Panel C: clinical decompensation

C With PH Without PH Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 85% CI M-H, Random, 95% CI
Boleslawski 2012 13 18 T2 1% 557 [1.42, 21.86] _—
Bruix 1096 1 15 0 14 18%  T411[361,1522.44] I
Capussotti 2006 P 18 18 221% 2.08[1.07,4.07 =
Cucchetfi 2009 1 89 6 152 122% 343122, 963 .
Hidaka2012 15 40 20 128 104% 240 [1.14, 5.37] ——
Llop 2012 K ] 0 36 1.7%  34.07[1.59, 730.64] —s
Ruzzenente2011 4 M 12 91 15.5% 3.071.28,7.39) ==
Santambrogio 2013 18 &3 22 160 206% 251(1.24,5.09 —
Total {95% CI) 386 722 100.0% 3.04 [2.02,4.59] L 3
Tolal evenls 12 B85

. - . . — . . - ! } ' |
Heterogeneily: Tau? = 0.08; Chi* = 9.29, df =7 (P =0.23); ' = 25% TR ] P

Test for overall effect 2 = 5.31 (P < 0.00001) Higher Without CSPH  Higher With CSPH

Berzigotti A, Reig M, et al, Hepatology. 2015 Feb;61(2):526-36.
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Redefinition of CSPH as a contraindication for surgical resection

Barcelona
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v v
Minor Major
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Extension of hepatectomy

M‘nr Minor
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Yes
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Citterio D, et al. JAMA Surg. 2016 Sep 1;151(9):846-53.
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Table S Postoperative data

Variable Non-CSPH CSPH p value

N=30 N=15
Mortality (90 days) O 0
Clavien—Dindo classification
| 6 (27%) -

2 ileus

4 fever unknown

origin

| 3 (10%) 2 (14%)

2 ascites 1 ascites

1 heart failure 1 haemorrhage
Illa 1 (3%) -

1 wound infection
IIb 1 (3%) 1 (7%)

1 haemorrhage 1 evisceration
Reintervention rate 1 (3%) 1 (7%) ns
Hospital stay (days, 4 (2-11) 3 (2-20) ns

median, range)

Survival
L0 : GPVH
. - 1<10 mmHg
A L-I i -_;_‘_->10 mmHg
s
E-Q 0,6
©
Ia
"
S 0,44
v (P=0.8)
0.2
0.0+
.00 10,00 20,00 30,00 40,00 50,00 60,00
Follow up
Patients at risk(months): 29(12) 17(36) 10(60) <10mmHg
13 (12) 9(36) 5(60) >10mmHg

Molina V, et al Surg Endosc. 2018;32(5):2345-2354. doi:10.1007/s00464-017-5930-1
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e Solitary HCC in patients without CSPH are the best
candidates for resection

* Portal hypertension and multifocality are robust
predictors of worse outcome but are not absolute
contraindications

* According to the current scientific evidence, TACE should
be considered the first treatment option for
intermediate HCC. The role of resection should be
evaluated in RCTs
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- Liver transplantation: Where are the limits?
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Authors, year n Selection criteria Recurrence  Survival at 5y
Mazzaferro, 1996 48 Milan 8% 75%%*
Jonas, 2001 120 Milan -- 71%
Cillo, 2004 30 Milan 6.7% 72%
Herrero, 2008 47 Milan 8.5% 70%
Mazzaferro, 2009 444 Milan -- 73.3%

* Survival at 4 years
~ 5-y recurrence rate
~ 100-(5-y RFS)

Mazzaferro V et al. N Engl J Med. 1996;334:693-9
Jonas S et al. Hepatology. 2001;33:1080-6

Cillo U et al. Ann Surg. 2004;239:150-9

Herrero JI et al. Liver Transpl. 2008;14:272-8
Mazzaferro V et al. Lancet Oncol. 2009;10:35-43
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5-year survival
Author (year) Criteria Patients Survival
Yao, 2001 POSt-LT, explant 70 75%
Solitary tumor < 6.5 cm or
<3 tumors<4.5cm
Duffy, 2007 Post-LT, radiology/explant 208 64-81%
Solitary tumor < 6.5 cm or
<3 tumors<4.5cm
Onaca 2007 Post-LT, explant 659 55.63%
! Solitary tumor <6 cm or
<4 tumors<5cm
Lee, 2008 Pre-LT, radiology 186 76%
Larger tumor<5cm
< 6 nodules
Toso, 2008 Post-LT, explant 251 80%
Total tumor volume < 115 cm3
Herrero, 2008 Pre-LT, radiology 85 70%
One tumor <6 cm or 3 nodules< 5 cm

Yao F et al. Hepatology. 2001:33(6);1394-1403.
Duffy JA et al. Ann Surg. 2007:246(3):502-511.
Onaca N et al. Liver Transpl. 2007:13(3):391-399.
Lee S et al. Liver Transpl. 2008:14(7):935-945.
Toso C. et al. Liver Transpl. 2008:14(8):1107-1115.
Herrero Jl et al. Liver Transpl. 2008:14(3):272-278.
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Nodules

0 1 2 3 4 5 6 7 8 9 10
Milan criteria Size (cm)

Majno P, Mazzaferro V. Liver Transpl. 2006;12:896-8.
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Retrospective analysis of 479 HCC patients:

- 279 patients Milan in

- 44 patients Milan out but UCSF in (10% of total cohort)
- 145 patients Milan and UCSF out

Cumulative survival

1 -+
0.8 1 -
1 60.1 + 3.0%
0.6 1 N
Tene, %, 456+7.8%
-~ c‘v.....‘ “ - _}P:O_‘]
I e -
) sl P .= = Milan+ (n=279)
P <0.0001 34.7£40% 7
0.2 ==+ » UCSF+ but Milan-(n = 44)
01 L wessas UCSF-and Milan-(n = 145)
0 20 40 60 80 100

Time post-listing for OLT (months)

Decaens T et al. Liver Transpl. 2006:12:1761-1769.
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Patien

Within Kil

Beyond Milan within ups
Bxceeding Milan and up;

Milan (within)*

Milan (outside)t

Within up-to-seven
criteria

Exceeding up-to-seven
criteria

Microvascular invasion absent

Number of patients 361

Overall survivalt (95% CI), %
3years 81-8 (77-1-857)
5 years 76-1(70-6-80-7)

Crude cumulative incidence of
recurrence (95% Cl), %

3years 3-3(1-8-6-0)

5 years 3-3(1-8-6-0)
Microvascular invasion present 10.9%
Number of patients 44
Overall survivalt (95% CI), %

3years 77-1(60-2-87-5)

5 years 71:6 (51-8-84-4)
Crude cumulative incidence of
recurrence (95% (1), %

3 years 12-8 (5-6-29-6)

5 years 12-8 (5-6-29-6)

283

777 (72:0-825)
712 (64-3-77-0)

4-8 {2'?—$

9-1(5-6-145)

116
602 (497-49-2)
474 364-477)

313 (233-419)
39-9(30-8-517)

333

71-8 (66:2-767)
64-0 (577-69:5)

17-4 (13-5-22.5)
22:3(17.7-28-0)
50.4%
338

417 (35-8-475)
33-0(27-2-38-9)

313 (23-3-41.9)
51-5 (45-8-57-8)

*Data missing for 39 patients. tData missing for 42 patients. $According to Kaplan-Meier analysis.

Table 3: Outcome of liver transplantation for hepatocellular carcinoma according to Milan criteria and
up-to-seven criteria, in relation to microvascular invasion

69 6%
..................... -
127%
— T
108 120
v 71
iz 32
66 48

Median follow-up: 53 months

Mazzaferro V, et al. Lancet Oncol. 2009;10:35-43.
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e Exclusion criteria for LT: Vascular invasion, extrahepatic spread

and/or poor differentiated tumors
 During 11 years 133 HCC patients were evaluated: 93 excluded, 10
due to poor differentiated HCC (5 of them within Milan)

Limitations:

-Tumor heterogeneity

-No specific information regarding
the survival in those outside Milan
-Retrospective: Only those
transplanted are analyzed

0,0 T T T T I T :
0 12 24 36 48 60 72 84 5:

Months after transplantation

Cillo U et al. Ann Surg. 2004;239(2):150-159.
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Survival rate (%)

4

§

§

i

AFP<100 ng/mL

G675+ 2.4%

30.126.3%

P < 001

=1

0 12 M % @ @ T M
Months after liver transplantation

3BT 325 297 281 253 182 119 62 44
00 &1 71 65 &1 4 30 8 15
B1 46 35 32 M W@ % 11 W

Table 2. Simplified, UserFriendly Version of the AFF Model

Variables A coefficient Hazard ratio Points

Largest diameter, cm

=3 Q 1 0

3-6 0.272 1.31 1

=8 1.347 3.84 4
Mumber of nodules

1-3 a 1 0

=4 0.896 2.01 2
AFP level, ng/mL

=100 a 1 0

100-1000 0.668 1.95 2

=1000 0.945 2.57 3

Duvoux C et al. Gastroenterology. 2012:143:986-994.
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1.0 FRENCH model at Listing
™ AFP 2 poir\ts
:: 22:;23"' B 10 — p <0.001 ﬂiP ssczore pre-LT
0.8 4 - »2
0, —_ 0.8 ]
;\: 66.1 £ 1.6% g 71 -7 + 2-2%
~ 0.6 =
g S 06
= e 485 = 3.1% @
2 * T
g 04 o 04 - 42.2 +8.3%
a 3
0.2 —
027 p - 0.03 Log-Rank test (Mantel-Cox)
0.0 —
20 0 12 24 _36 48 60 72 84
(') 1'0 2l0 3l0 4'0 5l0 6'0 At l'ISk Tlme (monthS)
it aftar Rver transplantation Scores2 512 431 365 298 239 179 141 105
_ _ Score 23 62 43 36 24 15 9 7 4
Eafomw okl 2 2 “
French <2 (n = 257) 192 114 49
French >2 (1 = 68) 50 30 21

Pifiero F et al. Liver Int. 2016 Nov;36(11):1657-1667. Notarpaolo A, et al. ) Hepatol. 2017;66:552-9.
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Metroticket 2.0: The value of AFP

5
0

05 1 15 2 25 3 35 4 45 5 55 6 65 7
Number of tumor nodules summed to the size (in cm) of the largest nodule

B
AFP>1000

75 8 85 9 95 10

AFP 400-1000

AFP 200-400

AFP<200

0 1 2 3 4 5 6 7
Number of tumor nodules summed to the size (in cm) of the largest nodule

Mazzaferro V, et al . Gastroenterology 2018;154:128-39.
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Progression beyond Milan criteria during waiting list

At inclusion While waiting Follow-up
495 patients within Ninety patients progressed Milan-infout, UCSF-infout Up-to-7-in/out
Milan Criteria No downstaging protocol applied l I
| Survival |
| |
Milan-in UCSF-in Up-to-7-in  75% vs. 65.5%'75.3% vs. 51.2% 74.8% vs. 54.2%
=07 : p <0.01 : p <0.05
» P '9 P e
| l
n =434 n =471 | |
5.5% vs. 23%  6.4% vs. 29.6% : 7.2% vs. 19%
p <0.01 - <0.001 5 0.02
| [
Based on radiological assessment Median follow-up of
before liver trasplant 82.3 [IQR 42.7-145.4] months

Ferrer-Fabrega J, et al. J Hepatol. 2021;75:1154-1163.
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- Downstaging: Facts and hopes
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 There is not an homogeneous defintion of succesful downstaging
 Downstaging might allow to select tumors biologically less aggressive

 Up to now, there is not any RCT or controlled cohort study that has
demonstrated its efficay

Majno P et al. Ann Surg. 1997:226(6):688-701.
Clavien PA et al. Lancet Oncol. 2012:Jan;13(1):e11-22. Yao FY et al. Liver Transpl. 2005:11(12):1505-1514.

Vibert E, et al. ) Hepatol. 2020 Feb;72(2):262-76. Otto G et al. Liver Transpl. 2006:12(8):1260-1267.
Yao FY et al. Hepatology. 2015:61(6):1968-77.
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l 74 patients enrolled |
1 B
74 received tumour downstaging 100
through locoregional treatments
2 13 downstaging failures (tumour progression
-
= > during treatment) 80 I—
.‘%
2
Z 7 excluded —_
e Ly 3 developed contraindications to transplantation ?_Q, 60—
2 withdrew consent E
2 died 2
£
2
L h 4 A
w©
54 successfully downstaged § 404
o
:
= 9 dropped out before randomisation
% —»{ 1 progression of the downstaged tumour
g 8 new lesions 20
A
© v
| 45 randomly assigned | HR 0-32 (95% Cl 0-11-0-92); p=0-035
0 T T T 1
v v 0 12 24 36 48
’ 23 assigned to the liver transplantation group ‘ ’ 22 assigned to the control group (no transplantation) Time since randomisation (months)
Number at risk
N — (number censored)
refused transplantation  f------------o-. .
_’| P } : Transplantation group 23 (0) 20(0) 18(1) 18 (1) 16 (2)
v ' Control group 22 (0) 21(0) 15 (0) 9(0) 9(0)
| 21 underwent liver transplantation l
v v
’ 23 included in primary analyses ]1 | 22 included in primary analyses

Mazzaferro V et al. Lancet Oncol. 2020 Jul;21(7):947-956.
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d b [H cc Milan-in\ 4 HCC Milan-out b
HCC Milan-in BCLC extended-in
AFP < 1000 ng/mL 1<7; 5<3cm ; 3<5cm

AFP > 1000 AEP < 1000
s ~ | Downstaging (no radioembolitzacid)

altres criteris de tx amb
resposta a tractament
locorregional: NO LLISTA.
Si recidiva o nou HCC < 2
anys post tract. ablatiu=>
avaluacié => llista amb la
prioritat que correspongui
amb la data d’entrada en
llista del primer
tractament ablatiu.
Recidiva hepatica > 2 anys:
nou tumor.

TAC abd / RM abd +AFP /3 m
TAC torax cada 6 mesos

AVALUACIO ALS 6 MESOS + CADA 3M

si

Progressio > Milan amb
increment > 20% suma
diametre lesions actives
(dins de BCLC extended)

v v
Milan IN BCLC extended
AFP <400 => Milan - IN
(diametre tumors viables)

|

!

Llista espera - trasplantable

HCC > BCLC extended

HCC < BCLC extended
+ AFP > 1000

Source: OCATT. http://trasplantaments.gencat.cat
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- Expansion of LT criteria for HCC
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(€)  Mazafero (1296}, Mian
Kowan (2007), Seoul

Sihva (2008), Valencia

Toso (2009), TTVW/AFP

Yao (2001), UCSF

Herrerc (2001), CUM

Sugawara (2007), Tokyo

Le= (2008), Asan

Takada (2007), o (2007), Kyoto
Mazzaferro (2009), Up-to-ssven
Onaca (2007), Dallas

Toso (2008), TTV

Zheng (2008), Hangzhou

4]

B 10 15 20 25

a0

35 40

Increase in number of HCC transplant candidates compared to Milan,

allowing for down-staging (%)

Toso C, et al. Clin Transplant. 2010; 24:695-700.
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K2out Drop-out (toxic clearance)
- NON-MELD DISEASE /
S (HCC) (2)
E .
@ K2in
g LIVER
< K-in TRANSPLANTATION K-out
-8 5-year survival >50%
o K1in
3 R
MELD DISEASE (1)
Drop-out (toxic clearance)
Klout

Navasa M and Bruix J. Hepatology. 2010;51;12-15.
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Selection-enlistment

R

K-in

K2out / Drop-out (toxic clearance)

MELD DISEASE (1)

K2in
LIVER
TRANSPLANTATION K-out
5-year survival >50%
K1in
Drop-out (toxic clearance)
Klout

Navasa M and Bruix J. Hepatology. 2010;51;12-15.
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Cost-efficacy study using a Markov model for evaluating the benefit in
survival of transplanting patients using expanded criteria compared
with the harm caused to the other patients in the waiting list

32%
Table 3: Harm caused to individual patients on the waiting list & Net harm

when the patient with Milan-UCSF+ HCC receives an organ’ o t_g L] Net benefit
Increase in Quality-adjusted o2 45%
Patient mortality risk days of life lost :E a
subgroup (per patient) (per patient) w
—— N = 58%
HCC within Milan 0.4% 10 O Q
MELD 11-20 0.1% 3 - ‘g
MELD 21-30 1.1% 27 S a 71%-
MELD >30 4.2% 108 E =
'Based on national averages for organ arrival rate. o
84% | |

| |
15% 19% 22% 26% 30%
% waiting list with MELD>20

Volk ML et al. Am J Transplant 2008;8:839-846.
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Selection-enlistment
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K-in

Ml

- LDDISEASE (

1)

DAA era

K2out Drop-out (toxic clearance)
K2in
LIVER

TRANSPLANTATION K-out
5-year survival >50%

K1in
Drop-out (toxic clearance)

Klout

Navasa M and Bruix J. Hepatology. 2010;51;12-15.
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* There is life beyond “Milan”.....
* A discreet expansion will allow an acceptable results

* Thereis a need of surpassing the criteria based
exclusively on size and number of nodules

* The application of expanded criteria should be done if
the local dynamics of the waiting list does not harm the
other included patients (both the HCC patients and
those with advanced liver disease)



.
= )ARCELONA

The BCLC group Bt

@Alexfornergon
aforner@clinic.cat

Clinic UNIVERSITATb: PP ° eooe e n BAES :o:.‘.}'.\ European MINISTERIO @ E U CAN
Barcelona | ti® BARCELONA Ciberehd 1isciii £ ST Networle S Enomcon oS IMAGE
August Pi | Sunyer Carloslll



MASTER EN
HEPATOLOGIA

P
U AM % Universidad

Universidad Autonoma ":::::‘-‘:::::‘- de Alcald
de Madrid




	Diapositiva 1
	Diapositiva 2
	Diapositiva 3
	Diapositiva 4
	Diapositiva 5
	Diapositiva 6
	Diapositiva 7
	Diapositiva 8
	Diapositiva 9
	Diapositiva 10
	Diapositiva 11
	Diapositiva 12
	Diapositiva 13
	Diapositiva 14
	Diapositiva 15
	Diapositiva 16
	Diapositiva 17
	Diapositiva 18
	Diapositiva 19
	Diapositiva 20
	Diapositiva 21
	Diapositiva 22
	Diapositiva 23
	Diapositiva 24
	Diapositiva 25
	Diapositiva 26
	Diapositiva 27
	Diapositiva 28
	Diapositiva 29
	Diapositiva 30
	Diapositiva 32
	Diapositiva 33
	Diapositiva 34
	Diapositiva 35
	Diapositiva 36
	Diapositiva 41
	Diapositiva 42
	Diapositiva 43
	Diapositiva 44
	Diapositiva 45
	Diapositiva 46
	Diapositiva 47
	Diapositiva 48
	Diapositiva 49
	Diapositiva 50
	Diapositiva 51
	Diapositiva 52
	Diapositiva 53
	Diapositiva 54

