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Original lnvestigation | Surgery

ICG-Fluorescence Imaging for Margin Assessment During Minimally Invasive
Colorectal Liver Metastasis Resection

Lancet Gastroenterol
2024;

Y0 Prophylactic abdominal drainage after distal pancreatectomy
~ (PANDORINA): an international, multicentre, open-label,
randomised controlled, non-inferiority trial

RANDOMIZED CONTROLLED TRIAL

Somatostatin Versus Octreotide for Prevention
of Postoperative Pancreatic Fistula: The PREFIPS
Randomized Clinical Trial

A FRENCH 007—ACHBT Study

Re:

JAMA Oncology | Original Investigation

First-Line Systemic Treatment for Initially Unresectable
Colorectal Liver Metastases

Post Hoc Analysis of the CAIRO5 Randomized Clinical Trial



. . Lancet 2024; 404;1107-18
Liver transplantation plus chemotherapy versus

chemotherapy alone in patients with permanently
unresectable colorectal liver metastases (TransMet): results
from a multicentre, open-label, prospective, randomised
controlled trial

René Adam, Céline Piedvache, Laurence Chiche, Jean Philippe Adam, Ephrem Salamé, Petru Bucur, Daniel Cherqui, Olivier Scatton, Victoire Granger,
Michel Ducreux, Umberto Cillo, Frangois Cauchy, Jean-Yves Mabrut, Chris Verslype, Laurent Coubeau, Jean Hardwigsen, Emmanuel Boleslawski,
Fabrice Muscari, Heithem Jeddou, Denis Pezet, Bruno Heyd, Valerio Lucidi, Karen Geboes, Jan Lerut, Pietro Majno, Lamiae Grimaldi, Francis Levi,
Maité Lewin, Maximiliano Gelli on behalf of the Collaborative TransMet group*




FOIE - TRANSMET

Premiére étude randomisée controlée sur la place de la TH pour les
métastases hépatiques non résécables d’origine colorectale (MHCCR)

Chimiothérapie + Transplantation hépatique (LT) VS- chimiothérapie seule

20 centres européens (14 francais, 4 belge, 2 italiens): 2016 — 2021

Critéres d’inclusion Critéeres d’exclusion

* Patients 18-65 ans e Pas d’autre cancer dans les 5 ans
e ECOGO-1 e Chirurgie incomplete du primitif
 CCR Braf-w * Localisation extra-hépatique

« MHCCR non résécables confirmé par un panel d’experts indépendant

* RECIST stable/réponse partielle au moins 3 mois

* < 3lignes de chimiotherapie CJP: Survie globale 3 5 ans
 ACE < 80 ou en diminution > 50% baseline

* Absence de maladie EH (TDM TAP + PET 18FDG)

* Tumeur primitive operée
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Délai diagnostique — randomisation: 16m 21 cycles CT Délai randomisation — TH: 50j (TH<2m = 79%) Reprise CT: 68%

Survie globale

A Intention de traiter 5 Per protocole
100 HR 0-37 (95% Cl 0-21-0-65); p=0-0003 100 ——— HR 0-16 (95% Cl 0-07-0-33); p<0-0001
90+ 90
80 80 73%
S 70 56% S 70+ —
3 60 3 60
% 50 S 50-
=E 40+ r=£ 40—
g 9]
& 304 S 30-
20— 204
—— Chemotherapy only
109 7 plus chemotherapy 10
0 T T T T T T T T T 1 0 T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Number at risk Number at risk
(number censored) (number censored)

Chemotherapyonly 47(0) 47(0) 41(0) 33(0) 28(0) 20(3) 16(3) 8(6) 6(6) 5(6) 2(8) Chemotherapyonly 38 (0) 38(0) 32(0) 24(0) 20(0) 15(1) 11(1) 6(2) 5(2) 4() 203)
LT plus chemotherapy 47(0) 45(0) 41(0) 38(0) 35(0) 30(2) 28(3) 23(6) 18(11) 14(14) 10(18) LT pluschemotherapy 36 (0) 35(0) 35(0) 34(0) 32(0) 28(2) 26(3) 21(6) 17(10) 14(13) 10(17)

Drop-out: 19%
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Survie sans progression

Per protocole

42% vs. 3%

sans maladie
HR 0-34 (95% Cl 0-20-0-57); p<0-0001 [

Transplantés : 36 patients en per protocole \

Récidives = 72%
v Récidive Unique (54% Poumon)

Progression-free survival (%)
w
o
1

40 o .
304 20% 46% traitement local
20 I—H-
10 0%
0 T T T T T T T T T 1 \ y,
0 6 12 18 24 30 36 42 48 54 60
Number at risk Time since randomisation (months)
(number censored)

Chemotherapyonly 38 (0) 20(0) 10(0) 6(0) 4(0) 2(1) 1(1) 0(1) - -
LT plus chemotherapy 36 (0) 32(0) 24(0) 17(0) 14(0) 13(1) 11(1) 8(2) 6(4) 4(6) 2(7)
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Research

JAMA Surgery | Original Investigation

Liver Resection vs Nonsurgical Treatments for Patients
With Early Multinodular Hepatocellular Carcinoma

Alessandro Vitale, PhD, MD; Pierluigi Romano; Umberto Cillo, MD; Writing Group for the HE.RC.O.LE.S Collaborative Group;
Writing Group for the ITA.LI.CA Collaborative Group; for the HE.RC.O.LE.S and ITA.LI.CA Collaborative Groups

BCLC A: 2-3 CHC de taille <3 cm
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BCLC strategy for prognosis prediction and treatment
recommendation: The 2022 update

Maria Reig A T

+ Alejandro Forner ™ + Jordi Rimola? « ... + Josep Fuster > + Carmen Ayuso ™3 -

Jordi Bruix & 41
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Lancet Oncol 2023; 24: e312-22

Personalised management of patients with hepatocellular
carcinoma: a multiparametric therapeutic hierarchy concept

Alessandro Vitale, Giuseppe Cabibbo, Massimo lavarone, LucaVigand, David  Pinato, Francesca Romana Ponziani, Quirino L
Andrea Casadei-Gardini, Ciro Celsa, Giovanni Galati, Martina Gambato, Laura Crocetti, Matteo Renzul Edoardo G Giannini, Fabio Farinat,
Franco Trevisani, Umberto Cil,on behalfofthe HCC Special Interest Group ofthe ftalian Assocition for the Study o the Lver*

Hiérarchie thérapeutique
ordinale

Ordinal therapeutic hierarchy

Multiparametric multidisciplinary expert decision

v

Exclude therapy if
(multifactorial weight)

Unfit

Critical tumour features

Performance
status >2

Extrahepatic*

Adverse biology or location

Liver dysfunction

Unfeasibility

Exclude liver transplant if

Comorbidities, severe
frailty, T biological age

888,

E

STOP

Extended criteria, TAFP or
PIVKA-II, stable disease
or progressive disease

&8 8 3

LDLT or DCD unavailable,
T expected waiting time,

technical constraints

88 &

.

Exclude liver resection ift

Comorbidities, severe

frailty

88

>Three nodules, critical
location

8833

MELD =10, T CRPH,

Child-Pugh class =A6,

1 liver remnant

NV

Technical constraints

8V

v

Exclude percutaneous ablation if

Severe comorbidities

e e

Size =3 ¢m, >three
nodules, critical location

Child-Pugh class =B7,
high risk of bleeding

Technical constraints

8 &3 &% sToP sToP £ &’ 8 &, 3 B RIS
Exclude videolaparascopic Severe comorbidities Size >4 cm, >five nodules, Child-Pugh class B9 Technical constraints
ablation if critical location

v

yeoidde Juean(pe 10 uoisianuo)

Exclude intra-arterial therapies if

Severe comorbidities

&8 &3 &3

&

STOP

Size =5 cm (TACE),
diffuse-infiltrative,
intrahepatic PVT (TACE)

&8 &8 &3

Child-Pugh class >B7

8RB

Technical constraints,
unavailability (high costs)

8!

-

Exclude systemic therapy if

Severe comorbidities

8 33

&

STOP

Child-Pugh class =B7

XIS

Cost-ineffective

£ &8 €%

v

Best supportive care
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Etude rétrospective multicentrique italienne

2 registres entre Janvier 2008 et Décembre 2020:
 HE.RC.O.LE.S (Hepatocarcinoma Recurrence on the Liver Study group): 5331 patients
e ITA.LI.CA (ltalian Liver Cancer group): 7056 patients

Résection hépatique Comparaison indirecte

N =296 ajustée par appariement
720 patients ) Vf' (MAIC): —— CJP: Survie globale a 5 ans
Radiofréquence
CHC N = 240 Age, sexe, Charlson, Child-Pugh,
multinodulaire MELD, HTP, étiologie de la cirrhose
VsS. caractéristiques tumorales, alpha-

. . . . foetoprotéine
Chimioembolisation P

N =184
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Suivi moyen : 77 mois

Survie globale
Cohorte globale

1.0-

=)

£ 08-

=

a

=]

g 0.6

E

=

5 0.4

v

3 HR: 1.54 (1.21-1.96) vs. RH

[«}]

5 0.2 .

HR: 2.17 (1.68-2.81) vs. RH 20%
0 T T T T ]
0 12 2 36 48 60
Time, mo

No. at risk
IR 296 250 206 155 118 94
PRFA 240 212 162 122 81 59
TACE 184 153 101 69 2 2

Résection
hépatique

Radiofréquence

CEL

SJrVie glbbdle 7
apres MAIC

1.0

0.8

0.6

Overall survival probability

HR: 1.41 (1.07-1.86) vs. RH

HR: 1.86 (1.29-2.68) vs. RH

0.4
0.2
0
0
No. at risk

LR 296
PRFA 240
TACE 184

12 24 36
Time, mo
250 206 155
218 177 134
163 108 80

48

118
85
46

60

94
58
27
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THE JOURNAL OF NUCLEAR MEDICINE * Vol. 65 + No.2 - February 2024

Long-Term Overall Survival After Selective Internal
Radiation Therapy for Locally Advanced Hepatocellular
Carcinomas: Updated Analysis of DOSISPHERE-01 Trial

Etienne Garin'*, Lambros Tselikas®, Boris Guiu®, Julia Chalaye®, Yan Rolland'®, Thierry de Baere®, Eric Assenat®,
Vania Tacher’, Xavier Palard', Desirée Déandreis®, Denis Mariano-Goulart®, Giuliana Amaddeo®, Karim Boudjema’,
Antoine Hollebecque®, Mohamad Azhar Meerun®, Helen Regnault’, Eric Vibert®, Boris Campillo-Gimenez'-®, and
Julien Edeline'~’
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Y2°>205 Gy (si possible 250-300 Gy) Y2120 +/- 20 Gy

Lancet Gastroenterol Hepatol
2021; 6:17-29

Personalised versus standard dosimetry approach of
selective internal radiation therapy in patients with locally
advanced hepatocellular carcinoma (DOSISPHERE-01):

a randomised, multicentre, open-label phase 2 trial

Etienne Garin*, Lambros Tselikas*, Boris Guiu, Julia Chalaye, Julien Edeline, Thierry de Baere, Eric Assenat, Vania Tacher, Corentin Robert,
Marie Terroir-Cassou-Mounat, Denis Mariano-Goulart, Giuliana Amaddeo, Xavier Palard, Antoine Hollebecque, Marilyne Kafrouni,
Héléne Regnault, Karim Bouvdjema, Serena Grimaldi, Marjolaine Fourcade, Hicham Kobeiter, Eric Vibert, Samuel Le Sourd, Lauranne Piron,
Daniéle Sommacale, Sophie Laffont, Boris Campillo-Gimenez, Yan Rolland, on behalf of the DOSISPHERE-01 Study Groupt

BCLCA,BouC
CHC >=7cm
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60 patients PDA: 31 vs. 29 SDA

Overall survival (%)

Number at risk
(number censored)

Svivi: 27.2 mois

i SurVie gIObaIe ——— Standard dosimetry group

100
—— Personalised dosimetry group
75
Personalised dosimetry median
26-6 months (95% Cl 11-7-NR)
50+
Standard dosimetry median
251 10-7 months (95% Cl 6:0-16-8)
HR 0-421 (95% Cl 0-215-0-826), p=0-0096
o]
o] 5 10 15 20 2'5 3'0 3'5 4'0
29 (0) 23(0) 17 (0) 9(1) 3(4) 3(4) 3(4) 2(4) 1(5)

Standard
dosimetry group
Personalised
dosimetry group

1

Progression-free survival (%)

Number at risk
(number censored)
Standard

dosimetry group
Personalised
dosimetry group

31(0)  29(0) 21(2) 16(4)  14(6) 10(8) 6(11)  2(15  0(17)

B
00 Survie sans progression
757 Personalised dosimetry median
6-0 months (95% Cl 3-5-11-6)
50
Standard dosimetry median
25 3-4 months (95% CI 2-9-8.5)
HR 0-71 (95% Cl 0-39-1-30), p=0-26
0
0 é AII- é é 1I0 1I2
29(0) 22 (0) 13(0) 10 10 (0) 9(9) 1(6)
31(0) 27 (0) 17 (0) 15(1) 9(4) 7(6) 2(9)

Suivi: 66 mois
A

0.75

Overall suvival (%)
o
8

0.25

S

HR 0.51 (95% C10.290.9). & = 002

tanderd Gosimetry medean
10.7 mo (95% CI 6-14.9)

Peor ¥
24 8 mo (95% C1 11-36 5)

PDA: 24.8 m
| SDA:10.7m

Standard .45, 16 (0)

Personalized 28 (0) 22 (O)

S0 60 70 80
Follow-up (mo)

7 ©) 4 (1) 2 2 2 12 o @

16 (O) 13 (0) 8 (o) 6 3@ 2@ o)

- == 4 chirurgie (downstage): 11 (35%)
o.7s
=
'g — NIR mo (95% C1 21 2-NR) N R
2 - chirurgie
o.2s
NO resection median 108 mo (95% C1 7.9-14.9)
. 10.8 m
o 10 20 30 G) so 60 70 80
Follow-up (mo)
No resection 45 (0) 27 o) 13 (0) sq() 34" 2 T4 T o
Yes.secondary ,,.0), 11¢0) 10©) ° ©) 7 ©) & <@ 2 ) © )

resecton
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Randomized Controlled Trial > J Clin Oncol. 2024 May 20;42(15):1799-1809.
doi: 10.1200/JC0.23.01019. Epub 2024 Apr 19.

Laparoscopic Versus Open Hemihepatectomy: The
ORANGE II PLUS Multicenter Randomized Controlled
Trial

Robert S Fichtinger ' 2, Luca A Aldrighetti 3, Mohammed Abu Hilal 4 ®, Roberto | Troisi © 7,
Robert P Sutcliffe &, Marc G Besselink ® 10, Somaiah Aroori ', Krishna V Menon 2,

Bjern Edwin '3, Mathieu D'Hondt '#, Valerio Lucidi ', Tom F Ulmer 1 2, Rafael Diaz-Nieto ¢,
Zahir Soonawalla V7, Steve White '8, Gregory Sergeant 12, Bram Olij ! 2 20 Francesca Ratti 2,
Christoph Kuemmerli 4, Vincenzo Scuderi 7, Frederik Berrevoet 7, Aude Vanlander 2,

Ravi Marudanayagam 8, Pieter Tanis ® 0, Maxime J L Dewulf ', Cornelis H C Dejong ' 2 22,
Zina Eminton 23, Merel L Kimman 24, Lloyd Brandts 24, Ulf P Neumann 1 2 25

Asmund A Fretland '3, Sian A Pugh 28, Gerard J P van Breukelen 27, John N Primrose 4,
Ronald M van Dam ' 2 20. ORANGE Il PLUS Collaborative

Collaborators, Affiliations + expand
PMID: 38640453 PMCID: PMC11107897 DOI: 10.1200/JC0.23.01019

RCT phase 3, patient-blinded
2013 - 2018

N= 166 vs. 166

16 centres européens
Inclusion: Hep Dte/Gche
Exclusion: prox. Vx ou bile

CJP=récup. fonctionnelle

1. Douleur contrélée par antalgiques oraux,

2. Mobilisation autonome

3. Alimentation orale tolérée > 24h

4. Amélioration/normalisation enzymes hépatiques
5. Déperfusion
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86% cancers: 50% CRLMs

100 -

EORTC QLQ-C30

90

Primary End Point Laparoscopic (n = 162) Open (n = 160) P
Functional recovery, median, 4 (3-5; 1-30) 5 (4-6; 1-33) <.007 80 -
days? (IQR; range) o
o
o 704
Secondary End Point—Surgical® Laparoscopic (n = 166) Open (n = 166) P c::)
Hospital stay, median, days (IQR; range) 5 (4-7; 1-43) 6 (5-7; 2-50) .002 é 601
Blood loss, median, mL (IQR; range) 450 (300-775; 0-5,000) 450 (300-785; 50-16,000) .79¢ 50
. ... 40 X\ -~ Laparoscopic hemihepatectomy
Major complications (zgrade 3A) 24 (14.5) 28 (16.9) .58 +- Open hemihepatectomy
Prolonged admission (>10 days) 16 (9.6) 24 (14.5) .29 0 T T T T T T
30-day readmission 13 (7.8) 12 (7.2) ~9 Baseline  Discharge ~ 10Days ~ 3Months  6Months 12 Months
90-day mortality 5 (3) 5 (3) 97 Moment of Follow-Up
Coelioscopie = approche slre
l 7 récup. fonctionnelle/ QolL/ temps a la chimio plus court

Ampleur des effets coelioscopie?
@ stratification/ajustement sur I'étiologie

e
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Journal of Clinical Oncology*

Original Reports | Gastrointestinal Cancer 2025

Neoadjuvant FOLF(IRIN)OX Chemotherapy for Resectable
Pancreatic Adenocarcinoma: A Multicenter Randomized
Noncomparative Phase Il Trial (PANACHEO1 FRENCHO08
PRODIGE48 study)

Lilian Schwarz, PhD'2(%); Jean-Baptiste Bachet, PhD*(); Aurelia Meurisse, PhD*5; Olivier Bouche, MD®(%); Eric Assenat, PhD” (5);

Guillaume Piessen, PhD?; Pascal Hammel, PhD?; Nicolas Regenet, MD'®; Julien Taieb, PhD"' (©); Olivier Turrini, PhD'?; Francois Paye, PhD'*'%;
Anthony Turpin, MD'®(%); Francois-Regis Souche, MD'®; Christophe Laurent, PhD'"; Reza Kianmanesh, PhD'é; Pierre Michel, PhD>'?,

Dewi Vernerey, PhD*®; Jean-Yves Mabrut, PhD?**#'; Celia Turco, MD?; Stephanie Truant, PhD?("); and Antonio Sa Cunha, PhD**(?); on behalf of
PANACHEO1-FRENCHO08-PRODIGEA48 Investigators
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Patients included
(N =170)

Not randomly assigned (n=17)
Screening failure (n=13)
Progressive disease (n=1) H
. d| | . o ressve cl ) 28 centres francais (2017-2020)
atients randomly assigne s s
(n = 153) ADK résécable
| Excluded (surgery)  (n=3)

Consent not found (n=1) H H .M.
Consent withdrawn (n=1) Randomlsatlon 221

B S e A Neoadjuvant FOLFIRINOX Neoadjuvant FOLFOX Up-front surgery Patlent's decislon  (n=1)

e (n=72) (n = 50) n=28) ] ]
| Lato soreening failre negr . © MFOLFIRINOX néoadjuvant (4 cycles)
Folfirinox (n=3)
Folfox (n=2)
Surgery (n=3) ’ .
ITT population with * FOLFOX néoadjuvant (4 cycles)
eligible patients, Neoadjuvant FOLFIRINOX Neoadjuvant FOLFOX Up-front surgery
after exclusion of (n=69) (n =48) (n=25)
late screening failure | . . .
(n=142) . . e chirurgie + CT adjuvante (12 cycles)
Inte lysis
Neoadjuvant FOLFIRINOX N (0)4 Up-front surgery
with at least 1 cycle wi cycle with surgical exploration CJ P .
(n = 66) (n=21) )

| 1. % protocole complet
I 2. 0S 12 mois (%Ntotal)

Per-protocol—Eligible patients with at least 1 cycle
(neoadjuvant arms) or surgical exploration (standard arm)
(n=132)
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Protocole complet:
oS « 71% mFOLFIRINOX EFS
A *  68% FOLFOX B

100 Arm Median (95% Cl) 1-year EFS rate (95%Cl) Events/Total
100 ° [o) H H _ H mFOLFIRINOX  12.4 (9.1-15.6) 51.4 (41.0-64.3%) 54/72
50% chirurgie + CT-ad] L MTOLPoX . Tr0(40s00)  451(3asesd) 4z
90 - _ Surgery 6.8 (1.6-16.1) 38.7 (24.1-62.0%) 23/28
90 - + Censored
80 -
80 -
70
70 - |
|
60 -
60 - | —
= =
= 1 < 50~ — — —
~— 50 - | w
) I v A i
e ' T
40 -~ 5
|
30 - | 30 - |
| |
20 - | 20 - | I—LI_—L.L
Arm Mediian (90%CIl) 1-year OS rate (90%CIl) Events/Total |
10 mFOLFIRINOX ~ 31.3,(21.5-NE)  84.3 (77.4-91.8%) 37/72 10 - I
———  FOLFOX 31.8'(23.8-NE)  71.4 (61.6-82.9%) 29/50
———  Surgery NE [18.5-NE) 82.1 (71.1-95.0%) 14/28 |
0 - | + Censored 0 - |
T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 38 0 6 12 18 24 30 36 38
Time Since Random Assignment (months) Time Since Random Assignment (months)
Number at risk Number at risk
mFOLFIRINOX 72 67 59 a5 40 35 26 mFOLFIRINOX 72 49 36 25 22 16 1
FOLFOX 50 42 35 32 29 27 21 FOLFOX 50 30 21 19 14 1 7
Surgery 28 27 23 18 15 14 12 Surgery 28 14 10 6 6 6 5

Suivi median : 37.7 m
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Journal of Clinical Oncology*

2024

M) Check for upt
Original Reports | Gastrointestinal Cancer ..

Improved Clinical Staging System for Localized Pancreatic
Cancer Using the ABC Factors: A TAPS Consortium Study

Esther N. Dekker, MD' (3); Jacob L. van Dam, MD' (); Quisette P. Janssen, MD, PhD'; Marc G. Besselink, MD, PhD** () ; Annissa DeSilva, MD*;
Deesje Doppenberg, MD?*; Casper H.J. van Eijck, MD, PhD' () ; Naaz Nasar, MD®; Eileen M. O'Reilly, MD® () ; Alessandro Paniccia, MD*;

Laura R. Prakash, MD’ (3); Ching-Wei D. Tzeng, MD’ (); Eva M.M. Verkolf, MD'; Alice C. Wei, MD®(); Amer H. Zureikat, MD*,

Matthew H.G. Katz, MD’; and Bas Groot Koerkamp, MD, PhD' (®); for the Trans-Atlantic Pancreatic Surgery (TAPS) Consortium

DOI https://doi.org/10.1200/JC0.23.01311

Stadification technique Stadification multiparamétrique



PANCREAS - ABC

Criteres ABC

(A) Anatomy (resectable, borderline resectable, or locally advanced) 1835 patients (2012 — 2019)

(B) tumor Biology (baseline CA.19-9 >500)

(C) Comorbidities and patient Condition (WHO performance status 1) ADK pancreas localisé + mFOLFIRINOX néoad;j

Multivariable Analysis

1.00 - Risk Factor® HR (95% CI) P
Strata Sex = =
X ~+— Points =0 Male
\ ‘j"t_ —+— Points = 1 Female
_ 0.75 A —— Points = 2 Age _ _
= ~+— Points =3 =65
% —+— Points =4 65-75
g =75
S 0.50 47% T
= <25 1 (reference) NA
8 25-30 0.92 (0.81 to 1.04) s
0.25 =30 1.00 (0.86 to 1.16) .96
Performance status
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FIG 1. Kaplan-Meier OS of 1,720 patients with localized PDAC treated with initial (m)FOLFIRINOX on =40
the basis of the ABC score at baseline. (m)FOLFIRINOX, (modified) fluorouracil with leucovorin, iri- Baseline CA 19-9
notecan, and oxaliplatin; OS, overall survival, PDAC, pancreatic ductal adenocarcinoma. =500 1 (reference) NA
~500 1.36 (1.21 to 1.52) <.001
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