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VENDREDI 9 JUIN

O8h30 Accual des participants

02h00 Bienvenue
René ADAM (Villejuif)

09h05 Quoide neufdans les turneurs primitives du foie ?
Eric VIBERT (Villejuif)

09h30 Vidéosde techniques chirurgicales
Modérateur : Daniel CHERQUI (Villejuif)
Vidéns longues d'hepatectomnies, de chirurgie bilizire et pancréatigue
Discussion interactive des détails technigues avec les participants

’

OhJ0 Nl Fause

11h00 Conférence de I'invité d’honneur
Michel RIVOIRE (Lyon)

11h30 Vidéosde techniques chirurgicales
Modérateur : Eric VIBERT (Villejuif)

Vidéos longues d'hépatectomnies, de chirurgie bilizire et pancréatigue
Discussion interactive des détails technigues avec les participants

12h15 Flash de I'Industrie

12h30 Pause déjeuner

14600 Tumeurs des voies biliaires

16h00  Modérateur : Derns CASTAING (Villejunf)

e Cholangocaranomes hilaire et péri-hilaire
14h00 Quand est-il résécable ? Quelle préparation pour 'intervention ?
Oriana CIACIO (Millejuif)

14020 Discussion

14h30 Quels sont les traitements disponibles ? Quels résultats ? Comment faire le choix?
Daniel CHERQUI (Villejuif)

14050  Discussion
s Cancers dela vesicule de découver te fortuite

15h00 Fréquence, comment les dépister avant I'histologie ?
Boris TRECHOT (Villejuif)

15h20 Discussion
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15h30 Quel traitement en fonction du stade histologique ?
Andrea LAURENZI (Villejuif)

15n50  Discussion

’

HhoD  Nel Hause

16h30 Meétastases hépatiques de cancer du sein : y a-t-il une place pour la chirurgie ?
René ADAM (Villejuif)

16050  Discussion

17h00 Quoi de neufdans les cancers du pancréas?
Antonio SA CUNHA (Villejuif)

17h20 Discussion

17h30 TIPMP : Quelles sontles indications chirurgicales ?
Gabriella PITTAU (Villejuif)

17h50  Discussion
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I8HU0 HN dela I® journée

- SAMEDI 10 JUIN
Bh00 Accusal des participants

08h30 Quoide neufdans les métastases ?
Nicolas GOLSE (Villejuif)

09h00 Vidéosde techniques chirurgicales
Modérateur : René ADAM (Villejuif)
Vidéns longues d'he8patectomnies, de chirurgie bilizire et pancréatigue
Discussion interactive des détails technigues avec les participants

7/

Oh=0 Nl Hause

11h00 Quoi de neuf en chirurgie biliaire ?
Oriana CIACIO (Millejuif)

11h30 Vidéosde techniques chirurgicales
Modérateur : Antonio SA CUNHA (Villejuif)

Vidéos longues d'heépatectomnies, de chirurgie bilizire et pancréatigue
Discussion interactive des détails technigues avec les participants

12h15 Flash de I'lndustrie

12h30 FPause déeune
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Quoi de neuf

dans les tumeurs primitives du foie ?

Professeur Eric VIBERT

Hopital Paul Brousse, Centre Hépato-Biliaire, Villejuif



Quoi de Neuf dans les
Tumeurs primitives du
foie en 2017

Eric Vibert
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Geographical variations in incidence, management and survival
of hepatocellular carcinoma in a Western country

Nathalie Goutté', Philippe Sogni”, Noelle Bendersky”, Jean Claude Barbare®, Bruno Falissard”,
Olivier Farges"*

Analyse Base PMSI de 2009 a 2012
31927 patients avec un CHC
Soit 7982 nouveaux cas par an en France

A incidence
(per 100,000 habants)

Demography N=31927
Age (years, mean SD) 68.0(£ 117) W peo204)
Male sex (N, ©) 25,580 (80.1) @ po+17g

Undertying liver disease (N. %) O 078148
Cirthoss ) 2,41 034) 0O pesi2g)
Decompensated liver disease’ 8730 (273)

Structure (for initial hospitalization) (N, %)
Type of administrative structure

District hospital 12,204(382)
University hospital 13,115 (41.1)
Charitable hospital 2202 (69)
Private clinic 4406 (13.8)
Annual hospital caseload of new patients

<25 15,671 (49.1)
25-75 6390 (200)
>75 9866 (30.9)

Unexpected high rate of early tumor recurrence in patients with =
HCV-related HCC undergoing interferon-free therapy ] JOURNAL OF
ik L & EASL | HEPATOLOGY
Maria Reig", Zoe Marifio™, Christie Perell6”, Mercedes Ifarrairaegui’, Andrea Ribeiro’,
Sabela Lens”, Alba Diaz’, Ramén Vilana", Anna Darnell’, Maria Varela’, Bruno Sangro*,
José Luis Calleja’, Xavier Forns™", Jordi Bruix"*
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Trosbuont .o Curative treatment 7283 (22.8)
EURA % poteoty) Liver transplantation 1220 (38)
Surgery 3574 (11.2)
Ablation 2489 (7.8)
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O nesary Chemotherapy 2601 (8.1)
BSC or biotherapy 18.226 (57.1)
Proy ity score ysis of ing lap i Bs
or open liver ion for hep i

C. Sposito', C. Bautiston', A. Facciorusso!, M. Mazzola', C. Muscara’, M. Scoui!, R. Romito',
L. Mariani* and V. Mazzaferro*

2006 — 2013 : Résection HCC sur Cirrhose : 266 Open vs 43 Coelio
Score de Propension : 43 Laparo vs 43 Coelio

— = -
L isation des Nodules Si e aoon o
Uniquement des Hepat. Mineures "E;
ey o =
il -
o .
3
=e = =
g
Conversion : 2/43 (5%) om -




Tatte 3 Simple and mukivarisble logix: regremion of facroms soctod with the proba
grade I acoording to the Dindo—Clavien clisssicaion

ity of developing 1 complicasion of s lesst

B [P——— -
oan 1o per.2m oma
o
om smpansag o2
s T pam i b=
o inpasn pert
oo Tepe.amn o
pase oo (@ psm o
tapmim oo (mpa s S
swrpa28q ot t=pmem ora
sapour i b
o om
a0
snpmze 11 paceam
. tpusa smpmssy
e —— \epasog o tmpiuasia oma
|:> Pecebon on paencops romes ot s pat.om b= sapamom oo

Vs i 9 e o cmidence mec, HCOC e et Oncogy G LD, Mo o s L Decase
215, indocyasne green desrumce s a1 min, BCLC. Basceloms Clisic Liver Cance

- L= g

i ' §

i o i

g ot i

iy H

L L]
"o @ @ w omom omom om @ momom o ow
@ Overst survval D Osease tee suvien

Pure Laparoscopic Versus Open Right Hepatectomy for
Hepatocellular Carcinoma in Patients With Cirrhosis
A Propensity Score Matched Analysis
Young-In Yoon, MD, PAD.} Ki-Hun Kim, D, PD," Sung-Hwa Kang, MD.t Wan-Joon Kim. MD.*
MinHo Shin, MD."§ Sang-Kyung Lee, RN, Dong-Hwan Jung. MD, PAD.* Gil.Chun Park. MD, PAD,
Chul-So0 Ahtn, MD, PAD." Deok-Bog Moon. MD, PhD.* Tae-Yong Ha, MD, PhD,
Gir-Won Son. MD. PhD. Shin Hwang. MD, PRD. and Sung-Gyu Lee. MD, PhD"

2008 — 2015 : Résection HCC sur Cirrhose : 115 Open vs 37 Coelio
Score de Propension : 33 Laparo vs 33 Coelio

TABLE 4. Operative Details of Patients Who Underwent LRH and ORH After Propensity Score Matching
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Survival benefit of liver resection for Barcelona Clinic Liver -
Cancer stage B hepatocellular carcinoma
H. Kim, S. W. Ahn, S. K. Hong, K. C. Yoon, H.-S. Kim, Y. R. Choi®®, H. W’ L N.-J. Yi, A
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This study was a nationwide multicentre registry-bascd
comparative analysis of liver rescction versus non-surgical
treatment in paticnts with BCLC-B HCC diagnosed in
Korea cither between 1 January 2003 and 31 December
2005 or between 1 January 2008 and 31 December 2010,
All cligible patients with BCLC-B HCC were assigned ©
onc of two groups (rescction or non-surgical treatment) in
a1:1 ratio using propensity scorc matching.
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Table 2 Cox proportional hazards analysis of prognostic factors for overall survival
Unwanable analysis Muttvanable analysss.
Hazard ratio = Hazard b0 P
Treatmn (ron-surpcal versus resecton) 298,192,447 <0001 335216,519) <0001
Rogiiry period (20032005 varsus 2008-2010) 1160077, 176 o4m
Age (> 00 versus <60 years) 105 (070, 1.58) 0804
Sax (M versus F) 083 (051,136 0452
Crid-Pugh grade (B versus A) 134(040,367) ose
MELD score - 10 versus < 10) 095 (055, 105) o854
HBV.rlatod 105068, 167) oa3t
HOV-rlatod 091 (047,175 ores
‘Acohok v dsaas 091059, 141) oest
Mo of tumours (> 2 sus 2 098 (062,154 o017
Largest tumour st (> 5 versus < 50m) 154 (102.232) o8 181 (120,278 000
Total biubin 1.5 vrsus < 1.5 M) 123,062,249 0550
Albumi (< 3.5 versus= 3.50/) 1.84(115, 208 oort 190(122,319) 000
PTING (212 vorses <12 056026, 121) o141
Craatinine (> 15 versus < 1.5 my/d) 131 (042, 417) 0642
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How Has Virtual Hepatectomy Changed the Practice
of Liver Surgery?
Experience of 1194 Virtual Hepatectomy Before Liver Resection
and Living Donor Liver Transplantation

Yosibi Mis, MD, Kiyosh Hasav, MO, Shwichi St MD, uici Sidoh, MD, Keni Mk MD,
obuhisa Akamatsu, MD, Juichi Arita, MD, Junichi Kaneko, MD, Yoshikiro Sakamoto, MD,
and Norihiro Kokudo, MD. PhDD
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FIGURE 1. Time trend of virtual nepnemmy Evaluation by I

virtual hepatectomy was performed in a total of 1194 patients
[

from 2004. ICC indicates intrahepatic cholangiocarcinoma.




TABLE 2. Baseline Characterstics and Surgical Outcomes of the VH and Non-VH Groups of Paients Undergoing Hepatectomy
for HCC

e o Vil (n — 505 I

Postoperative Adjuvant Transcatheter Arterial
Q b,

After RO He Improves Outcomes
of Patients Who have Hepatocellular Carcinoma with
Microvascular Invasion 2016

Jing Jian Sun, MD', Kang Wang, MD', Zhen Zhang, MD', Wei Xing Guo, MD', Jie Shi, MD',
Wen Ming Cang. MD?, Meng Chao Wa. MD', Wan Yee Lau, MD, FRACS(Hon ", and Shu Qun Cheng, MD, PhD'
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Cholangiocarciome

Cholangiocarcinome Cholangiocarcinome

Impact of major vascular resection on outcomes and
survival in patients with intrahepatic cholangiocarcinoma:

A multi-institutional analysis _

Bradiey N. Reames MD, MS' | Asam Ejaz MD, MPH' | Bas Groot Koerkamp MD* |
Sorin Alexandrescu MD? | Hugo P. Maraues MD* | "
Shishir K. Maithel MD® | Carlo Pultano MD” | Todd W. Bauer MD* |

Feng ShenMD" | George A Poultsides D™ | Gullaume Martel MO |

James Walls Marsh MO | Timothy M. Pawilk MD, MPH, PRI e o b
100 a2 2
= &

] peroperstive o oncologc cutcomes. Concurrent maor vascubr resection shoud be

Intra-Hépatique Peri-Hilaire
Role of staging laparoscopy in the stratification of patients MBS
with perihilar cholangiocarcinoma
N. Bird', M. Elmasry', R. Jones', M. Elnicl', M. Kelly', D. Palmer?, S. Fenwick!, G. Poston'
and H. Malif &
No. of patients (1= 116)
A total of 431 paticnts with perihilar cholangiocarcinoma Age tyoars)” 507 (566, 62.8) (32-83)
were referred for asscssment for rescction at a suprarc- Sax ratio(M:F) 50:58
gional referral centre, Some 116 paticnts considered to cr 108(83.1)
have potentially rescctable discase underwent_surgical MRIMACP 67 (57.8)
assessment of rescetability (Fig I; Table D] Uttrasonography a3 :,, |:
PET-CT 326
ERCP 74(638)
‘Stagng laparoscopy 1 = 114 (2654 of 431)
Py

Coelio : Exclusion de 27% des malades....
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Surgical resection for Bismuth type IV perihilar
cholangiocarcinoma

‘I Ebata®, L. Mizuno, Y. Yokoyama, T. Igami, G. Sugawara and M. Nagino

2006 — 2015 : 332 pts dont 216 pts réséqués e
112 (52%) Hep Gauche + Sect. Antérieur

P e— ey o o
e @ £y w0
Somen LI o b3 2
Sgnaeal N = i H
el VL ] v H
ety o : g
o e e mn woa

i
o

e i 7 )

Bt a8 e

e e

= oo

nea

ol i

Pk e O b

femeparts ko

== oles

e

. . for

Multivariable analysis identified PTBD, blood transfusion, el il
: O

nodal status and distant metastasis as independent prognos- Gl Do grade > wlin
Vo o

tic factors.

Verification of the oncologic

infc ty of percutaneous biliary
drainage to endoscopic drainage:
A propensity score matching
analysis of resectable perihilar
cholangiocarcinoma S 1 N 2

Study population. Between January 2003 and

Hospital.

o (4

Anatomic features of
independent right posterior

portal vein variants: Implications .
for left hepatic trisectionectomy 463 Patients

400 (86%) 22 (4.8%) 41(8.9%)
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Portal vein anatomy Portal vein anatomy Portal vein anatomy

Volume du secteur postérieur droit significativement plus important
Artére du secteur post droit toujours en position infra-portale
Canal du Segment 6 et 7 en position hypoportale dans 50% des cas

Conclusion. Independent right posterior portal vein variants exhibit anatomic features that are
advantageous for performing left hepatic trisectionectomy. (Surgery 2017;161:347-54.)

Liver Transplantation for “Very Early”
Intrahepatic Cholangiocarcinoma:
International Retrospective Study
Supporting a Prospective Assessment

G. Sapsochin,' M. Facciuo,? L. Rubbia-Brands? J. Mart? N. Mehaa F-Y. Yao,* E. Vibert? D. Cheaqui’ DR, Grane,"
R Hemander-Alkjandm,® C.H. Die? A. Cuccheti A. Pina S. Hwang?® 5.G. Lee V.G. Agopian” RW. Busacs”
S. Rioi J K Heimbach,'® M. Montenown"" . Reyes!" M. Caarets,” O. Soubrane, T. Reichaman, . Seal

PW. Kim, G. Klintmalm, ™ C. Sposio,” V. Mazzaferr " P. Dutkowski, P-A. Claven, C. Toso.” P. Moo,
N, Kancteman,* C. Sunders” and . Bris™; on behalf of the iCCA Internationsl Consortium

2000 - 2013 : 81 patients avec au moins un iocarcinome intra-hépati sur I'explant

§
H

DU CHOLANGIDCARCINOME HILAIRYE RESECABLE

TRANSPHIL

s G ateur  Pr. Eric VIBERT
ieutidique Pr. Emmanuel BOLESLAWSKI
igt DRCD Isabelle BRINDEL
URC Laina N'DIAYE

Attachée de recherche clinque  Cynthia DESPOIS

29 pts inclus sur 60 ...
Encore un peu de travail...
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Au total.. Pour 2017...

* Grosse différence de prise en charge et de survie en France de
plus de 7000 pts avec CHC par année

* La coelioscopie poursuit sa conquéte dans les hépatectomies
mineures et majeures pour CHC

* La planification 3D des hépatectomies pour CHC augmente le
npr%bre de résection anatomique et peut-étre la survie sans
récidive

La résection vasculaire dans le cholangiocarcinome intrahépatique
et péri-hilaire est justifiée au USA comme au Japon

Le drainage bjliaire per-cutanée augmente la récidive locale des
tumeurs du hile

* La transplantation des cholangiocarcinomes de moins de 2 cm sur
cirrhose est raisonnable
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NOTES
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Conférence de l'invité d’honneur

Professeur Michel RIVOIRE

Centre de Lutte Contre le Cancer Léon BERARD , Lyon



NOTES
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TUMEURS DES VOIES BILIAIRES

Cholangiocarcinomes hilaire

et péri-hilaire

Quand est-il résécable ?

Quelle préparation pour l'intervention ?

Dr Oriana CIACIO

Hopital Paul Brousse, Centre Hépato-Biliaire, Villejuif



JOURNEES <
du Centre Hépato-Biliaire

CHOLANGIOCARCINOME HILAIRE

Quand est-il résécable ?
Quelle préparation pour l'intervention?

Oriana Ciacio
Vendredi 09/06/2017

Maladie tres grave, peu chimiosensible

Sans Traitement Sous Chimiothérapie

109
—— Overall cholangiocarcinoma
0.8 ---- Intrahepatic cholangiocarcinoma
——— Hilar cholangiocarcinoma
1
PCER'S
i
044 Médiane de Survie : 4 mois
\
029 \\
00— e, TAe—SA
0 10 20 30 40 5 60 70 0 4 H 12 16 220 24 28 R

Survival (month) Months since Randomization

Park J., Gut and Liver 2009 Valle et al. NEJM April 2010

La résection hépatique et biliaire est le seul
traitement curatif des cholangiocarcinomes

\\ All patients who underwent resection
%

0 362
<40%
2
1l
o, . L
0 1 3 6 s 9 10
No. at risk
A% a0 145 7 2
8 188 131 68 2 u 2

Nagino et al. Ann Surg 2013

(711:8:—?(3)3;)5 Résection curative (595)
1an 3ans 5ans
Survie 7% 56% 45%
Patients exposés 313 181 120
Patients non réséqués (115)
Survie 51% 20% 16%
Patients exposés 29 8 4

J-M Regimbeau, F-R Pruvot, O Frages AFC 2009

Quand est-il résécable ?

- Exclure les métastases a distance (M1)
- Exclure les métastases ganglionnaires cceliaques, inter-aortico-cave
ou para-aortique (N2)

- Evaluer I'extension locale

Extension Biliaire

Extension vasculaire

Artérielle Portale

Quand est-il résécable ?

- Exclure les métastases a distance (M1)

- Hépatiques
- PuI’:no:aire Scanner TAP
- Carcinose péritonéale :l': L"/MPE_T_F’S?::YII_\Q'\:JE
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Quand est-il résécable ?

- Exclure les métastases a distance (M1)

- Hépatiques

- Pul‘:no:aire Scanner TAP
|:> IRM hépatique

+/- PET SCAN

- Carcinose péritonéale

[Diagnastic accuracy of staging laparoscopy for detecting
imetastasized or locally advanced perihilar cholangiocarcinoma:
la systematic review and meta-analysis

ot 1.5 Asthony T
e K. C. B’ T M

Moins d’un patient sur 4
béneficie d’une laparoscopie [

. 2 . "
exploratrice systématique min
Peu d’intérét de la laparoscopie .

exploratrice L

Impact majeur de I'envahissement
ganglionnaire sur la survie

— A o
— B, PN (regional nodemetastasis dlone) s
L Fr———

- - D, Unesected Jr<oon

Quand est-il résécable ?

- Exclure les métastases ganglionnaires caeliaques, inter-aortico-cave
(N2)

Tumeur Infiltrante et Lymphophile

— \ \/7 ; Classification | Incidence de
S de Bismuth I’invasion
ganglionnaire

Type 1(n=19) 21%
Type 2 (n=22) 27%
Type 3 (n=135) 41%

Glisson's sheath of ‘ Type 4 (I’l=144) 55%

precssns hilar plate {/

Aoba et al. Ann Surg 2014

Quand est-il résécable ?

- Evaluer I'extensionlocale

Extension Biliaire

Extension vasculaire

Aoba et al. Ann Surg 2014

Une résection avec des marges : RO

104
Negative resection margin (R0)
- Positive resection margin (R1/R2)

os
3
£
s
S o
3
€
H
;]
S o
£
<

02

901 p>0.001

] 3 ) » 1) @
Time (months)

de Jong M, Cancer 2012; 118: 4737-47

Résection RO: la marge biliaire

Canal Droit Canal Gauche
<1cm de2a3cm

Canaux biliaires du Seg 1 s’abouchent dans le
convergence biliaire et donc dans le cancer
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Résection RO: la marge péri-biliaire

L’anatomie du hile justifie la stratégie

Bikary confuuence

Portal vein

———— Right hepatic artery
biturcation

Contact possible avec la branche droite de I'artére hépatique et avec la
bifurcation portale. La branche gauche de I'artére est a la périphérie du hile

L’extension biliaire
La classification de Bismuth et Corlette

(Y

Bismuth, Corlette et al. Surg Gyn Obs 1975

L’extension biliaire
Le bilan pre-opératoire

Cholangio IRM avec reconstruction 3D "
Avant tout drainage biliaire . 'ﬁ

Corrélation bili IRM / Cholangiographie:

Lopera JE Radiology. 2001
Corrélation = 96 %

Vogl TJ Eur Radiol. 2006
Corrélation = 95 %

L’extension vasculaire

New S i Y and a Registry
for Perihilar Cholangiocarcinoma Hepatology 2011
Michelle L DeOliveira,' Richard D. Schulick,” Yuji Nimura,* Charles Rosen,*
Gregory Gores,* Peter Neuhaus,® and Pierre-Alain Clavien®
A =¥ ; B8 c
N = l{
" n ™
4 '4 w } 1_{ 1 \[
® ™ e o we st
) Y 4 V 1‘{
wa “ PR m woa ™

Extension Biliaire Envahissement Portal Env. Artériel

Intéréts et limites de la classification
des cholangiocarcinomes hilaires

Envahissement de la
branche gauche de
I'artére hépatique

Envahissement et non
visibilité de la branche
gauche de la veine porte

L’extension vasculaire

New and a

o4 ¥
for Perihilar Cholangiocarcinoma

Hepatology 2011

Michelle L. De0

ira,! Richard D, Schulick,” Yui Nimura,® Chasles Rosen,*
ores,* Peter Neuhaus,” and Pierre-Alain Clavien'

B2, PVO, HAO B3-R, PV3-R, HA3-R
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Evaluation de I'extension Vasculaire

Scanner coupes fines sans puis IV +: arteriel / portal

Envahissement artériel :
corrélation chirurgicale

Se 86 % Se 77 %
Spe 97 % Spe  93%
VPP 91 % VPP 90 %

93 % 82%

Envahissement portal :
corrélation chirurgicale

R
AN

{

et
~ ay\

Lee HY Radiology. 2006.

Regarder la confluence B2 — B3

Right sided Left sided
Bismuth II, llib et IV Bismuth llla, IV
AHG jamais infiltrée AHD infiltrée

Hépatectomie D élargie au S1 + S4b Hépatectomie G élargie au SAD
Reconstructions vasculaires fréquentes Reconstructions vasculaires fréquentes

Boudjema et al. J Gastrointest Surg 2013

Hépatectomie droite élargie aux segments 4 et 1

Hépatectomie gauche élargie aux
segments 1, 5et 8

Garder le secteur postérieur du foie

Atrophie et envahissement vasculaire

Atrophy of one hepatic lobe
with contralateral vascular
invasion

Atrophy of one hepatic lobe
with contralateral tumor
extension to second biliary
confluence

Invasion of second biliary
confluence on one lobe and
contralateral vascular
invasion

Atrophie du foie gauche
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Previous and Revised Criteria fGr Uni ility of Hilar i inom;

Previous Criteria Our Revised Criteria Evaluation Tool
Bismuth type IV Type IV and tumor extends Cholangiography
farther than 2 cm from
the hium
Invasion of main portal vein or Same, plus involved cT
proper hepatic artery segment is longer than
2cm
Atrophy of one hepatic lobe Same 5
with contralateral vascular
invasion
Atrophy of one hepatic lobe Same CT and cholangiography

with contralateral tumor
extension to second bilary
confluence

Invasion of second billary Same CT and cholangiography
confluence on one lobe and
contralateral vascular

invasion
TETASERS Y0 N2 Tymph node: Metastasis to celiac, cT
or paraaortic lymph nodes* portacaval, or

paraaortic lymph nodes
| Distant metastasis | e cT

* N2 lymph nodes = peripancreatic, periduodenal, celiac, superior mesenteric, and posterior pancreatiooduodenal lymph
nodes.

Conclusions 1
Quand est-il résécable ?
* Exclure la présence de métastases a distance
* Exclure la présence d’adénopathie métastatiques N2
* Regarder la convergence des canaux biliaires des segments 2-3
* Dépister un envahissement artériel ou portale
* Evaluer la présence d’une atrophie droite ou gauche

Pas de résection possible si

atrophie d’un lobe et envahissement vasculaire controlatérale

Atrophie d’un lobe et envahissement de la convergence secondaire
controlatérale

Envahissement vasculaire d’un lobe et envahissement de la
convergence secondaire controlatérale

Quelle préparation pour I'intervention?

Prise en charge de l'ictére:
— Drainage biliaire pre-opératoire

Evaluation volumétrique du FFR :
— Embolisation portale

Nutrition

¢ Nutrition

Quelle préparation pour I'intervention?

Prise en charge de l'ictére:

4Drainage biliaire pre-opératoire ‘

* Evaluation volumétrique du FFR :
— Embolisation portale

DRAINAGE BILIAIRE PRE-OPERATOIRE
Hépatectomie majeure sur foie choléstatique

- Augmentation significative du taux de morbidité
(81%) et mortalité (10%) post-opératoire!

- Complications les plus fréquentes: complications
infectieuses et insuffisance hépatique

{

DRAINAGE BILIAIRE PREOPERATOIRE

1 Nagino M et al. World Journal of Surgery 2001

DRAINAGE BILIAIRE PRE-OPERATOIRE

Bénéfices :
— Améliorer la fonction hépatique
— Réduire la morbi-mortalité post-opératoire
— Améliorer le staging de I'extension canalaire
— Préléevements cytologiques

Risques:
— Angiocholite
— Taux accru de culture de bile infectée
— Augmentation complications infectieuses
— Essaimage tumoral le long du trajet des drains
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A Meta-analysis on the Efficacy of Preoperative]
Biliary Drainage for Tumors Causing
Obstructive Jaundice ANNALS <

Meta-analysis of randomized clinical trials on safety and
efficacy of biliary drainage before surgery for obstructive

jaundice -

Y. Fang!, K. $. Gur

amyt. Q. Wang?, B R. David,

Lin®, X. Xie!

. Wang!

Augmentation de la morbidité (Complications infectieuses) post-
hépatectomie
Pas de drainage biliaire preopératoire systématique

Hatfield etal.33 (1982)

MAIS....
Lai etal.3435 (1994) - 90% DPC
McPherson etal.36-38 (1984) - 10% Klatskin
- 80% Klatskin drainés
Pitt etal.®® (1985) Procéd liati
van der Gaag etal.40-4244-46 (2010) - Procédures palliatives

Wig etal.*3 (1999)

Preoperative Biliary Drainage Before Resection for Hilar
Cholangiocarcinoma: Whether or Not? A Systematic Review

Fei Liu - Ya Li - Yonggang Wei - Bo Li

2011) 56:663-672

e

This systematic review could not provide evidence for a clinical benefit of
using PBD in jaundiced patients with HCCA planned for surgery.
Preoperative drainage should not routinely be performed in patients with
proximal bile duct cancer scheduled for surgical resection

O

PAS DE DRAINAGE SYSTEMATIQUE

Multicentre European study of preoperative biliary drainage
for hilar cholangiocarcinoma

British Journal of Surgery 2013; 100: 274-283

beau”, D. Fuks, Y. P. Le Treur
 and J. F. Gigot®

). Cherqui, P. Bachellier*, J. Y. Mabrut®,

Table 3 Postoperative moruality in patients undergoing lefi- and right-sided heparecromy with or without preoperative biliary drainage

Mortalty
Left hepatectomy Right hepatectomy
NoPBD (2 = 103) PED (- 79) e NoPBD (n - 83) PBO (- 101) 3
Liver fibre 100 10) 1.000 13010) 160 0009
= 5 : 1m 100 1000
Fasmorags e M T 2@ 20 1000
Otrer 100 1m 1000 2@ 220 1.000

PBD does not affect overall mortality in jaundiced patients with hilar
cholangiocarcinoma, but there may be a difference between patients
undergoing right-sided versus leU-sided hepatectomy

L

HEPATECTOMIE DROITE
ELARGIE

Preoperative Biliary Drainage Before Resection for Hilar
Cholangiocarcinoma: Whether or Not? A Systematic Review

Fei Liu - Ya Li - Yongg:

Wei - Bo Li Dig Dis Sci (2011) 56:663-672

20400008

Odcome 01 postoperaive nfectius compkcatars
Sty Trestrant 550 o (swen) e R (en)
g — - %o *

= - 7 zes 1os, 2.9m
Figerns2000 5.00 (0,23, 31668
pwts 2000 1147 10.30] 4,541
Coan 2007 113¢ (003, 4271
Fenerac0. 3133 12000, i
Tatw (95% € 130 12 - 100.00 2.7 (i2¢, 3.00

Tt everts 51 (Treabmert D), 28 (Coree N0 FED)
Test for neterogenety. Cn7e 250.dt 4 (P+ 054), 7+ 0%
fer cverstefect 2271 G+ 0607)

Multicentre European study of preoperative biliary drainage
for hilar cholangiocarcinoma

Bricish Journal of Surgery 2013; 100: 274-283

. M. Regimbeau’, D. Fuks’, Y. P. Le Treut?, D. Cherqui®, P. Bachellier?, J. Y. Mabrut®,
£ and J. F. Gigot*

Table 2 Variables associated with main outcome of postoperative moruality in univariable and multivariable analysis

Odds ratio I3 Adiusted odds ratio. P

tension 221(1.04,469 0033 200(096,421) oort

Disbetes 162(051, 431) 0282 1.08 (039, 3.03) 0874
‘Serum biliubin > 50 ymoll

At referral 257 (107,713 0031 087 (026,2.94) 0823

Before surgery 355(156,678) 0001 483158, 1471) 0002

286(114,7:29) 0018 279(1:11,7.08) 0029

35013.089 526 0B ©11.077)

2860 0. &8 74

176057, 450 0285 3251102, 1035 00%

245 (049, 23.70) 0345 033(001,18:10) 0582

199047, 11.80) 0372 7.15(012,399.20) 0206

360 pt 180 PBD mortality 10,7% Hep dt vs gche= 14.7 vs 6.6%

Preoperative
When and how?

World | Gastrointest Endosc 2014 March 16; 6(3): 68-

ary drai in hilar cholangi i

| Woo Hyun Paik, L than, Jin-Hyeok Hwang

Table 2 Recommended indication for preoperative biliary
drainage and total biliary drainage in hilar cholangiocarcinoma

Preoperative
biliary drainage fholangiocarcinoma

1A or IV hilar

e portal vein emboliz;

radiation therapy

ary infec

m of undrained bile duct

Severe pru
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DRAINAGE BILIAIRE PRE-OPERATOIRE

* Drainage sélectif ou total ?

Selective versus total drainage for biliz
obstruction in the hepatic hilus:
An experimental study (Surgery 2001:130:74.81.)

y

Tamah Noke, MD. YanshiberSegowara. MD. PR, Hironhi s, MD, PAD, Tadatouhd Taksyurns.
it P, sty

- Efficace comparable en termes de résolution de la choléstase et
4‘ fonction hépatique post-op
- Induction d’une hypertrophie du foie drainé et atrophie du foie
non drainé
[—e—T80
—o— SBD

Total bilirubin (mg/di)
o N » D ™
Lobes weight / body weight (%)
O = N W s O

DRAINAGE BILIAIRE PRE-OPERATOIRE

* Quel drainage ?

—

PERCUTANE ENDOSCOPIQUE

No Randomized Controlled Trial

DRAINAGE BILIAIRE PRE-OPERATOIRE

* Quel drainage ?

/\

PERCUTANE ENDOSCOPIQUE
PERCUTANE ENDOSCOPIQUE
- Invasif 8 - Bonne tolérance V/
- Parfois exclusivement externe 23 - Toujours interne V
- Techniquement plus facile , plus « - Difficile, risque d’opacification d’autres
sélectif secteurs %Z
- Risque bas d’angiocholite sur secteur - Risque élevé d’angiocholite sur secteur ég
non drainé « non drainé
- Morbidité réduite o/ | Morbidité plus élevée ‘//
- Risque de seeding et de x - Pas de seeding, pas de contreindication a /
contreindication a une TH 6% une TH Y

P vs. ic p ive biliary @ A
drainage in hilar i i -a i HPB

review and meta-analysis

Anmor H Tony Pang’, Judy Chiou”. Henry Pleass’~. Vincent Lam'". Michasl Hollands
Emma Johnston'. Arthur Richardson ~ & Lawrence Yuon

Tost of ARat: 20145, Pa0 148

o e

Pas de différence en terme d’angiocholite post-procédure

Pr—— N N F— Iupm23 2w wa  em
Wor, 2013 1snes e B we  ms
Overst (st - 0% 5 - 0376) 126086180 @@ ww 0000

[P ——
Towt of et 221,18, P02

e T T T TR PTES

Ni en termes de complications post-procédure

P eous vs. opic p ive biliary | & A |
in hilar —a HPB

review and meta-analysis

Anmor Hameed'-", Tony Pang'™, Judy Chiow”. Henry Pleass’. Vincent Lam'~. Michael Hollands
Emma Johnston'. Arthur Richardson ~ & Law ruon’

Kioex, 2010 804053, 123.19) 3080 041 2890
Kawskaml, 2011 210(045.870) 780 248 4254
Watter, 2013 — = QeEMMM T Ge  B%

—

Overall (1-squared - 61.6% p = 0.074) === - 736(086.6286) 81257 2101 10000

NOTE: Weghts ars Yom randors st aratyss

Test of AR-1: 2182, P-0.068

Favours EBD | r

T s o Favous PTED

Un trend vers plus d’echec dans le drainage endoscopique

Preoperative biliary drainage in perihilar
cholangiocarcinoma: identifying patients

who require percutaneous drainage after failed
endoscopic drainage

Karen . Brown, Mithat Conen’, Sean van Diere’, Ke P v Lenden'
Oftder &.C Bnch’ Michael L DAngebca’,|
. Thoms M. vam Coll’

Facteurs de risque d’échec du drainage endoscopique :
Bilirubine >150 et type Bismuth 3 et 4

P S v e Predctedrsk,  Observed svens,
% (95%C1) nftotal (X)

Low risk 7%(0-42) 6/42(14%)

Moderate risk 40%(23-57) 13/49(27%)

Highrisk 62% (45-79) 24/39(62%)
62%

Bamath 1 smh 30 S Risque de 62-67% d’echec en

cas de sténoses de type 3-4 et

de bilirubine pre-opératoire
>150

Bamuth2

L
¥ 9.
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P vs. ic p P ive biliary g A |
drainage in hilar i i -a i HPB

review and meta-analysis

Anmor Hameed'=, Tony Pang'™, Judy Chiou’. Henry Pleass’~. Vincent Lam'". Michasl Hollands!
Emma Johnston', Arthur Richardson * & Lawrence Yuon

Post-procedure compiications and post-cperative results by type of PEO
ot (%) 10D, ot (4)

s Pas de différence en termes
de
- complications post-

- ‘ hépatectomie
- survie a long terme
v :
‘.‘ ‘ 10 cas de seeding dans le
T —— drainage percutané

Sepsiatacesvchomnoin 7120 04
Bto ok nn

somotic ok sn

Le drainage endoscopique a un risque d’echec un peu plus élevé mais de résultats a
court et a long termes comparables au drainage percutané

Percutaneous biliary drainage is oncologically inferior
to endoscopic drainage: a propensity score matching analysis
in resectable distal cholangiocarcinoma

Gastroenterology

Kenichi Komaya' - Tomoki Ebata’
Hideo Miyake - Daisuke Takara® - K

yuki Fukami® - Eiji S:
‘Wakai® - Masato Nagino' «

A
100 0
376 pts
33 TA ] rame
%0 2E wf =—-nrmo
- 22
< P 24
g 4
7
wf  —amg
Sl
o
0 1 2 3 4 g
Years after surgery Years after surgery
No. atrisk i No. at risk
AIST 167 108 o AlST 13 9 52
BI89 158 8 st BISY 123 n 0

Survie significativement inférieure Incidence de métastases seeding

significativement plus élevée

DRAINAGE BILIAIRE PRE-OPERATOIRE

* Quel drainage ?

Catheter Tract Recurrence After Percutaneous Biliary Drainage
for Hilar Cholangiocarci

< w
El No tract sceding (n-226)
g Median 23.0m
2 o
»d

Tract seeding (n=6)
Median 17.5m

o —— 7
Follow up (months)

Fig. 2 Comparison of overall survival in patients with catheter tract
sceding and those without

DRAINAGE BILIAIRE PRE-OPERATOIRE

* Quel drainage ?

—

Liver Transplantation with Neoadjuvant Chemoradiation is
PERCUTANE More Effective than Resection for Hilar Cholangiocarcinoma

Le drainage percutané est
une contreindication a une
éventuelle TH a cause du
risque de seeding

=~ Transplartation (n=38)

2 Bl e Resecton (7=26)

TRANSPHIL - PHRC Cancer 04 . . : .

Résection vs TH pour les 1 2 3 4
h cinome hilaire résé Time (years)

DrE. Vibert FIGURE 2. Patient survival from operation.

Quelle préparation pour I'intervention?

* Prise en charge de l'ictére:
— Drainage biliaire pre-opératoire

 Evaluation volumétrique du FFR :

— Embolisation portale

* Nutrition

Embolisation portale pre-opératoire

ay A07(5)5217.

Preoperative portal embolization to increase safety of major hepatectomy for hilar bile duct carcinoma: a
preliminary report.

Makuuchi ', Thai BL Takavasu K Takaama T Kosuoe T NP Yamazah§ Has H

- Hépatectomies majeures pour cholangiocarcinomes hilaires
- Morbi-mortalité élevée

- Taux élevé d’insuffisance hépatique post-opératoire

EMBOLISATION PORTALE
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Postoperative Mortality after Liver for Perinitar Ci
Development of a Risk Score and importance of Biliary Drainage of the Future Liver

Remnant 3 CS
Jimme K. Wiggers, MD, PhD. Bas Groot Koerkamp. MD, PhD, Kasia P. Ciesiak, J

MD, Alexandre Doussot, MD, David van Kiaveren, PhD, Peter J. Allen, MD, FACS,
Marc G. Besselink, MD, PhD, Olivier R. Busch, MD. PhD, Michael I. D'Angelica, MD,
FACS, Ronald P. DeMatteo, MD, FACS, Dirk J. Gouma. MD. PhD, T Peter Kingham, 2016

MD, FACS, Thomas M. van Guilk, MD, PhD. William R. Jamagin, MD. FACS

Table 2. Multrvanable Analysis of Postoperative Mortality

Full model Selected model
Tk fucer OR [ 95%CI [pVan OR [ 9s%cI | pVan
S alue C alue X
= < '3 L = - e paoo Facteurs de risque de

Age (per 10 years) 21 1433 [ 0001 [ 21 [ 1433 1 mortalité post-
Male sex 16 0641 034 - - - opératoire
Jaundice 31 04268 | 030 - -
Preoperanve cholangins 35 1585 | 0005 | 41 | 1894 | 0001
Inconplete dranage 07 | 0136 | 064
Portal vein reconstruction 21 [ oss6 | o3 23 | 0958 | 0o
Treating hospital

14 0632 046
(MSKCC vs AMC)

Aucun déces chez les patients ayant un foie restant >50% meme en cas de drainage biliaire
incomplet (patients icteriques)

Embolisation portale pre-opératoire:
Complications

No randomized controlled clinical study (Pas evidence de niveau A)

Effets secondaires omplications:
- Fievre - 12-15%
- Nausées et vomissement - Thrombose porte compléte
- Douleur abdominale - Migration de matériel embolique
- Perturbation du bilan hépatique contro-latéral
- Hémopéritoine

- Hématome peri-hépatique

- Pneumothorax

- Hémobilie
-Di Stefano DR, De Baere T et al. Preoperati portal vein izati ion of
adverse events in 188 patients. Radiology 2005; 234:625-30.
-Kodama Y et al. C fons of pert tr ic portal vein ization. J Vasc Interv

Radiol 2002;13:1233-7.

Tecnique embolisation portale

Embolisation portale pre-opératoire: Résultats

Two Hundred Forty Consecutive Portal Vein Embolizations
Before Extended Hepatectomy for Biliary Cancer
Surgical Outcome and Long-term Follow-Up

3 240 patients
A - Amelioration de la fonction hépatique
- Pas de complications majeures de I'embolisation
- Insuffisance hépatique: 33.3% ->23.8%
- Mortalité : 21,9 -> 9,5% (ensemble série)

TABLE 4. Mortality After Extended Hepatectomy Following Portal Vein Embolization
91995 19962000 001 Toul

[Err—— e Woam  waean  weeaven]

73% 1181

Embolisation portale pre-opératoire: Résultats

Extended Hepatectomy in Patients With
Hepatobiliary Malignancies With and Without
Preoperative Portal Vein Embolization  achsug 20215767541

ik K. Abdlla MD: Carltn C. Barnet, D, Doroa Doherty PAD, Stevn A, urly, MO ean-Nicolas Vathey, MD
Pres .
» — . P=0,02
. <0001 P=0,003 5w

H - B i

Ex

» = (=] “
». - 77 ¢ 2 2

o AVE Betors PV At VE l %AR ‘

Figure 2. Standardized future lver remnant (% FLR) vokume in patients who 'j“';"ﬁ'
did and 6d not undergo portal vein embok PVE). There was 3 % FLR)

Patients who d ated lobar hypertrophy had a  Eignificantly lower operative mortality ]
SO

than those patients without hypertrophy

‘Because the benefi t of PVE is clear, and the risk for patients with a small future liver
remnant is devastating, it is unethical to conduct a randomized control study’

Embolisation portale pre-opératoire: Indications

Futur foie restant :

- <25% du foie total
(Ladurner R et al. Dig Liver Dis 2003. Hemming AW et al. Ann Surg 2003)

- <30% du foie total
(Elias D. Surgery 2002, Kubota K. Hepatology 1997)

- <40% du foie total si hépatopathie associée.
(Elias D. Surgery 2002, Belghiti J. ] Hepatobiliary Pancreat Surg 2004)

- £0.5% du poids corporel
(Truant S. J Am Col Surg 2007)

Quelle préparation pour I'intervention?

* Prise en charge de l'ictére:
— Drainage biliaire pre-opératoire

* Evaluation volumétrique du FFR :
— Embolisation portale pre-opératoire

+ utrEon ]
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DENUTRITION : Prevalence et consequences

Surgery for Hilar C] A Multi
Update on Practice and Outcome by the AFC-HC Study

Group J Gastrointest Surg (2011) 15:480-458

Jean M

Regimbeau - David ¥
it - Karion Boudjes
<Ol ier Varges

Daniel ¢

Table 1 Characteristics of e

study population n (%)
Number of patients 56
Gender (MF) 40016
Age (meaniSD) 63211
Body mass index (mean<SD, kg/m’) 2443
Inital symptoms
Symptoms present 48(91%)
Jaundice 47 (84%)

e 0 (54%) °
Pronis [LYExD)
Asticnia 13 (23%)
Right upper quadrant sbdomimal pain 1221%)
Cholangitis 4™
Non-spexific abdominal pain 4(m%)
Time between first symptoms and surgery (median) 4 months [0-62]

DENUTRITION : Prévalence et conséquences
Prévalence de la dénutrition au milieu hospitalier: 15 a 60 %
27 % chirurgie générale
31,2 % cancer colorectal
49,5 % cancer du tractus digestif supérieur

Déficit immunitaire len particulier

Diminution de la force des muscles respir

n de la sensibilité des centres Prédispose
es & loxygéne de maladic respiratoire et en retarde le sevrage

Inactivité et clinophilic pose aux B ‘

Anomalies de la thermorégulation Prédispose & I'hypothermic

Mauvaise cicatrisation des plaies A nic la duré ’ ‘

Apathie, dépression ct hy

Négligence personnelle

1 McWhirter JP, et al. Incidence and of ition in hospital. Bmj 1994;308:945-8.
2 Pressoir M, et al. Prevalence, risk factors and clinicalimplications of ion in French C ive Cancer
Centres. Br J Cancer 2010;102:966-71.

DENUTRITION : Prévalence et conséquences

Sarcopenia negatively impacts short-term outcomes in patients undergoina

hepatic for liver HPB (Oxford). Jul 2011; 13(7): 438446
Pater D Pang."" Mark G van Viedder " Susan Tsai.* Mechteld C de Jong." Martin Makary.! Julie Ng. Barish H Edil '

Chiistopher L Woligang." Richard D it Mibat Gt e et 900 Timathy M P:

Univariate

«  durée de séjour significativement plus

Ty
c longue
- W07 039 ow
B0 104 042259 094 134 052346 078
Resection (major 137 061310 044 140 060323 043
in undergoing resection of

Body and
colorectal liver metastases’

M. G.van Viedder, S.Levolger, N.Ayez, C. |

Verhoef, T.C.K. Tran and J.N. M
Uz - British Journal of Surgery
mermans BIS . 2 tasuaa
yume 99 isaue 4 nanes

Survie globale a 5 ans : 20% vs 49,9% p<0,001
Survie sans récidive: 15% contre 28,5% p = 0,002

NUTRITION préopératoire: Indications

Recommandations de \
bonnes pratiques cliniques

SENEP

sur la nutrition
périopératoire ekl

Support nutritionnel préopératoire :

Soutien des fonctions immunitaires, de cicatrisation,
musculaires et cognitives compromises par le stress chirurgical
Pas recommandé en routine.

Réservé a des groupes de patients a haut risque de morbi-
mortalité

= Dénutrition
- Acte chirurgical maj
- Age avancé, Cancer

2> KLATSKIN

NUTRITION préopératoire: Indications

* Tout patient a risque doit recevoir une assistance &
nutritionnelle préopératoire d’au moins 7 a 10 jours. SFNEP

Nourre I'Homme malade

* La nutrition entérale est a privilégier chez tout
patient dont le tube digestif est fonctionnel ; dans ce
cas, la nutrition parentérale n’est pas recommandée

Surveillance poids et
alimentation

Conseil diététiques + CNO
Conseils diététiques + CNO +/-
Nutrition artificielle entérale
Conseil diététiques + CNO +
Nutrition artificielle entérale

Patient dénutri
Et chirurgie non a risque élevé de morbidité

GN4 |- Patient dénutri
% Et chirurgie avec un risque élevé de morbidité

The Value of Bile Replacement During External
Biliary Drainage
An Analysis of Intestinal Permeability, Integrity, and Microflora
004:239: $10°517)

o,

IMPORTANCE DU DRAINAGE INTERNE !!!

R — oy — 1 —— P<0.005

00007 1
—E T |
& | 2
3| B
§ o :
i |
%
H
£ ot i
|
3 |
é‘ 8
E

o

S

Wt e et

- Augmentation significative des marqueurs d’intégrité de la muqueuse intestinale
grace a la reinstillation de la bile (rapport lactulose mannitole , DAO etc)
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Perioperative Synbiotic Treatment to Prevent Postoperative
Infectious Complications in Biliary Cancer Surgery
A Randomized Controlled Trial
s 2006344 706-714)

Gen Sugavwara, MD.> M

- i Ebatas, MD.*
Kemjs T MD.7 Takes N

4 Vaji Nimsira, MD*

SYMBIOTIQUES
POSTOP VS PRE+POSTOP

TABLE 4. _Postoperative Infectious Complications, Hospital
Stay, and Mortality

Group A Group B
(= 40) =41 »

[ : ' | Preoperative and postoperative
Bacteremia 5(12.5%) synbiotic treatment can reduce
Intra-abdominal absccss 7(17.5%) o o
Wound infection 6(150%  2(45%) infectious complications more
Pncumonia 3(7.5%) 1Q2.4%) effectively than postoperative

[ . " . g ] synbiotic treatment alone.

’ u h s ‘ ‘

Mortalty T 0 0

PRE-OPERATIVE WORK-UP

Delay in surgical treatment of patients with hilar
cholangiocarcinoma: does time impact outcomes?

Anthony T. Ruys", Simon G. Heuts", Eric A. Rauws, Ofivier R. C. Busch, Dirk J. Gouma & Thomas M. van Gulik

HPB 2014, 16, 469-474

Treatment time analysis——

[——GP tme————Referral e —- Workup time «

RH
GP
=375 jours (s6-100)

Table 4 Muttivariate analysis of survival in resected patients (1 = 56)

Pre-operative work-up: Optimisation

Embolisation portale +
Drainage biliaire +
Nutrition

DUREE RESULTATS
- Risque de progression - Morbi-mortalité post-
locale ou d’apparition opératoire

Survie globale et sans
récidive

de métastases ?

SURMORBIDITE
- Complications des
procédures réalisées?

PRE-OPERATIVE WORK-UP

Long-Term Outcome of Extended Hemihepatectomy
for Hilar Bile Duct Cancer With No Mortality and High
Survival Rate
Swbonn, D PR, Kot S

iy s s

TABLE 2. Duration of Preoperative Treatment

Tabe 3 Corelation of peatment tme in weeks and otcomes 10" SafoTe N —

v Age OR: 0.978 (0.945-1.013)  0.22

o Ratio 95% C1 - Initial jaundice symptoms OR: 1.460 (0.546-3.904) 0.45

Resectabilty OR: 1010 (0985-1.008) /0.2 — i ) -

Tumour stage BC types  OR: 1,006 0981-1031)[ 067 Gender OR: 0.950 (0.326-2.762)  0.02
Hiwua M Bismuth stage OR: 0.956 (0.273-3.352) 0.94

Sunival In esected patents  HR: 0.996 0.975-1.018) \ 0.72
95% Cl, 95% confidence Interval; OR, odds ratio; HR, hazard ratio;

GP, general practitioner.

Role of Preoperative Optimization of the Liver for Resection
lin Patients with Hilar Cholangiocarcinoma Type III

Ann Surg Oncol (2010) 17:3155-3161

IStéphane Grandadam, MD', Philippe Compagnon,
[Vannick Malledant, MDD, Bernard Meunier, MD', Bernard Launois, MD, FACS

PhD', Alexis Arnaud, MD', Damien Olivié, MD?,
and Karim Boudjema, MD|

TABLE 1 Complications following exiended hepatectomy with or
without preoperative optimization

Preoperative  Control P value
optimization  (n = 23)

(n=15)
Anastomotic leakage 1 6 007
Intra-abdominal abscesses 001
Liver failure (fatal cases)  1(0) 6(4) 0.13
Intra-abdominal bleeding 0 2 021

PEAIL DM
Preoperative Treatment " BD-PE (Days) Days) (Days) .
46 jours
No treatment 1"
0ty BD 16 2(10-55)
TABLE 3. Univariate Analysis of Chrscopathological Parameters
Parameters " Ereat Mean Median P ralec
T ™ o
Only BD 16 s v
Only PE s 2 3 NA
BD + P 3 15 4 a8
TABLE 4. Multivariate Analysis o Factors Inluencing Patient Survival
Risk Ratio o5l

[ s P Value

Lymph node statu 00004 2866
CEA 01097 238
Residual tumor 04858 1328

PRE-OPERATIVE WORK-UP

Hilar Chol
with Multidisci

ngiocarcinoma: Preoperative Liver Optimization
ary Approach. Toward a Better Outcome

Francesca Ratti + Federica € World J Surg (2013) 37:1388-1396
Fabio Ferla + Marco Ca
M. Aldrighe

Surgery with
curative intent

——
PreOp Group No PreOp
(8=57) Group (n=23)

e

12pts with 43 pts with
PTBD 4 PVE  billary drainage
1 [ Morbidity

Table 3 Morbidity according (o preoperative optimization

Optimization No optimization P
- n=51(12% n=2388%)
2 pts with PV

[Intrahepatic abscesses 3 (13 %) ).028]
Liver failure 4074 %) NS
[Feversepsis T %) 626 %) 7003]
Hemorrhage 3(53 %) 287 %) NS
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Conclusions 2
- Pas systématique : a envisager si
- angiocholite
- embolisation portale pre-opératoire
- hépatectomie droite élargie
- Drainage endoscopique de premiére intention
- Sélectif du futur foie restant

- Permet une hypertrophie du futur foie restant et donc augmente le
nombre de patients opérables

- Doit étre discutée avant toute résection hépatique majeure

Réduit significativement la mortalité post-hépatectomie

Conclusions 2
Nutrition pre-opératoire
* Tous les patients sont a risque de dénutrition et 50% sont dénutris
Nutrition pre-opératoire pour tous les patients (orale ou entérale)
* Importance de la réintroduction de bile dans le tube digestif

« L'utilisation des symbiotique en pre et post-opératoire permet de
réduire de fagon significative la morbidité.

L’optimisation pre- hépatectomie majeure:

* Durée moyenne : 35-75j

* N’est pas une perte de chance pour le patient en termes de
résécabilité ou de progression oncologique

* Permet de réduire significativement la morbidité post-opératoire

MERCI DE VOTRE
ATTENTION
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TUMEURS DES VOIES BILIAIRES

Cholangiocarcinomes hilaire

et péri-hilaire

Quand sont les traitements disponibles ?
Quels résultats ?

Comment faire le choix ?

Professeur Daniel CHERQUI

Hopital Paul Brousse, Centre Hépato-Biliaire, Villejuif



Surgical Treatment of Hilar

Cholangiocarcinoma

Daniel Cherqui M.D.
Professor of Surgery
The Hepato-Biliary Center
Paul Brousse Hopital — Université Paris Sud
Villejuif, France

>r’>}«‘r‘z|s Hopitaux
515 ke o's
Paris-Sud

Papillary Type 5%

Nodular Type 5%

Infiltrative (sclerosing) Type 90%
Klatskin Tumor

PSC 10%

PSC 10% De Novo 90%

36



Diagnosis and Staging

MDCT - Vascular reconstructions

MRI - MRCP

BISMUTH CLASSIFICATION

RESECTION TRANSPLANTATION

Bismuth and Corlette, SGO 1975

CAT Scan

MRCP

Type 1

Type | tumor with locoregional extension

MRCP CT SCAN

Locoregional extension

Lymph nodes Portal and hepatic
involvment

37



Portal Vein Extension

Hepatic Artery Extension

Deoliveira ML, Schulick RD, Nimura Y, Rosen C, Gores G,
Neuhaus P, Clavien PA. New staging system and a regis-
try for perihilar cholangiocarcinoma. Hepatology 2011; 53:

HAL

Y| Y.
Vo Y.

Deoliveira ML, Schulick RD, Nimura Y, Rosen C, Gores G,
Neuhaus P, Clavien PA. New staging system and a regis-
try for perihilar cholangiocarcinoma. Hepatology 2011; 53:

A . B
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Biliary Drainage
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Intraoperative Bile Cultures

TABLE IV
Effect of Preoperative Biliary Drainage on and Results

Hilar Cholangiocarcinoma or Klatskin Tumor

Prooperative Percutaneous No Preoperative Biliary
Transhopatic Biliary Drainage (n = 14) Drainage (n = 25) P

Positive intraoperative bile
cultures 64% 8% 0.001

Uperative blood 1688 =500
mL

79% 14% 0.007
Postoperative intervention for

bile leak 20% 0% 0.0001
Postoperative complications

total) 50% 39% NS
NS = not signficant.

Jarnagin et al. Am J Surg 1998

Major Liver Resection for Carcinoma in Jaundiced
Patients Without Preoperative Biliary Drainage

Daniel Cherqui, MD; Stépha
Roberto Humeres, MD; Virgi

oist, MD; Beno
Rodriguez, MD; Pierr

sagne, MD;
Fagniez, MD

Politically Incorrect Paper

Multicentre European study of preoperative biliary drainage
for hilar cholangiocarcinoma

O. Farges', J. M. Re; D. Fuks”, Y. P. Le Treut?, D. Cherqui’, P. Bachellier?, J. Y. Mabrut®,
M. Adham®, F. R. Pruvot® and J. F. Gigot**

British Journal of Surgery 2013; 100: 274283

b ) p0 2
[ @ NoPEO g gz’
Pl z -
§ | g 2
& 2f 2
g 150 § 15t
3 o T
s| s
[ 3 | |
w0 50100 100-200 >200 <50 50100 101200 >200
Precgerative sarum binubi (smoll) Preoparative serum birubin (uma)
a Lot hepatectomy b Right hepatectomy

Percutaneous transhepatic biliary drainage catheter tract
recurrence in cholangiocarcinoma

2010; 97: 18601866

b Journal of Surg
i' and Y

ura’

Y. Takahashi', M. Nagino', H. Nishio', T.

445 patients with extrahepatic cholangiocarcinoma and PTBD
Tract recurrence: 23 = 5.2%

Median survival 22 vs 27 months

ly

Conclusion: PTBD catheter tract recurrence is not unusual. The prognosis for these patients is generally
icati pic biliary drainage is first

poor, even after resection. To prevent this tr
recommended when drainage is

bl | 1

dicated.

“The American Jourmal o Surgery 193 (2007) 149154
Clinical surgery—International

Selective versus total biliary drainage for obstructive jaundice caused
by a hepatobiliary malignancy

Takeaki Ishizawa, M.D., Kiyoshi Hasegawa, M.D., Ph.D., Keiji Sano, M.D., Ph.D.,
Hiroshi Imamura, M.D., Ph.D., Norihiro Kokudo, M.D., Ph.D.,
Masatoshi Makuuchi, M.D., Ph.D.*
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Right trisectionectomy

Small FLR of Seg. 2/3

Right trisectionectomy

Preoperative portal vein embolisation

before PVE after 4 wks. [ after 6 wks.

1084 mI 387 ml 986 mI - 463 ml 930 mI 494 mI
26 % 32% 35%

PRINCIPLES OF SURGICAL
RESECTION

Goal : complete tumor resection with clear margins (R0)
Includes in all cases

« Resection of common bile duct and biliary confluence

« Lymphadenectomy

« Liver Resection
« Biliary-enteric anastomosis

According to individual extension

« Vascular resections and reconstructions
« Pancreaticoduodenectomy

RESECTABILITY

Literature : 10 - 80 %

Determinant factors :
- the rate of hepatectomy

- clearance required : RO ou R1
(nodes, biliary stump,vessels)

The Surgeon

Resection for hilar cholangiocarcinoma

Hilar Resection alone Additional Liver Resection

n (R0%) P year-survival n (R0%) 5 year-survival
Gazzaniga et al. 2000 20 () 0% 17 () 25%
Miyazakietal. 1998 |11 (45%) 0% 65 (75%) 27%
SG Lee et al. 2000 (17 (24%) 0% 111 (77%) 24%
Y Nimuraetal. 2000 (14 (57%) 16% 128 (78%) 26%

INVOLVMENT OF SEGMENT |
IN HILAR CHOLANGIOCARCINOMA

Caudate lobe

Nimura et al. World J Surg 1990;14:535-44
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Right Sided Resection 50-60%

MDCT - Vascular involvment
and anatomy

MRI - MRCP
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Left Sided Resection 40-50%

wa. MD. Hi

Surgical Strategy for Hilar Cholangiocarcinoma
of the Left-Side Predominance
Current Role of Left Trisectionectomy

D, Hiroyu
shitom,

Ann Surg 2014:259:1178-1185

sayuki Ohtsuka, MD, Atsushi Kato, MD,
MD

== Period 1 (2001-2007) (n=29)

Period 2 (2008-2012) (n=32)

100
*
g 4
s 80
o
= P=0098
Z 60
1
Z
40
20 7
0 L R e G SO oo (e F |
0 2 4 6 L]
Time, yr
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Evolution of Surgical Treatment for Perihilar
Cholangiocarcinoma

Ann Surg 2013:258: 129-140
A Single-Center 34-Year Review of 574 Consecutive Resections

Impact of R1 resection on long term survival

i bt D, P D, A Ty fsami D PO
D) PR T i N, 1D 104 e ek R AT
Positive resection margin (R1/R2)
oe
" All_patients who underwent resection
o o
£
L — A 2001-2010 2 06+
e :
]
© s
o H
S 04
© &
™
» 024
©
o
S H S e S S R R P
O
Lo o ° E) % 4 &
e s s » s
s - 2 B = Time (months)
de Jong M, Cancer 2012; 118: 4737-47
Long term results: the Nagoya experience High risk of R1-resection
pMo_and RO and pN1 patients . . - N
@ PMo_and Ro and_pNo_patients ) G2 intrahepatic bile duct margin
100 100
w— A: 2001~ 2010.
o0 I 2000] P <0001" 90
80 - 0 — A 2001-2010.
e <06
b 70 — B: 1977-2000.
60 €0 -
50 0 Biliary confluence
a0 e ©F @ portal bifurcation
30 30 .
20 20
. PNO 1 pN1 14.6%
0 1 L 1 1 L o L L
o 1 2 3 4 5 0 1 2 3 4 5
Years after surgery Yoars aftor surgery
No. at risk Hocpet, nek
A:164 147 93 59 A101 77 31 9
B: 79 64 45 32 B4 33 15 6

Nagino M et al., Ann Surg 2013

Courtesy of Peter Neuhaus

High risk of R1-resection

right hepatic artery

portal vein bifurcation

Courtesy of Peter Neuhaus

High risk of R1-resection
" - FE

R
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Extended Resections for Hilar
Cholangiocarcinoma

Peter Neuhaus, MD," Sven Jonas, MD,” Wolf O. Bechstein, MD, " Riidiger Lohmann, MD,” Comelia Radke, MD,
Norbert Kling, MD," Cora Wex, MD," Hartmut Lobeck, MD, t and Rainer Hintze, MD}

Ann. Surg. » December 1999

- === Portal vein resection, n=14
No, n =24

0% {

Sunvival [%)
H

Oncological Superiority of Hilar En Bloc Resection
for the Treatment of Hilar Cholangiocarcinoma

(a) Overall patient survival (b)  Patient survival of the study cohort
(n = 100, perioperative mortality excluded)
Percent Percent P=0.021
100 100
80 80
60 60
40 40 == Group A
Hilar en-bloc resection
(n = 50)
20 — Hilar en-bloc resection 20 GroupB
Major hepatectomy Major hepatectomy
1 1 1 1 1 , 550 1 L 1
0 1 2 3 4 o 1 2 3 4 5

Years after liver resection

Years after liver resection

Neuhaus P et al., Ann Sur Oncol 2011

MDCT - Vascular reconstructiong

MRI - MRCP
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Conclusions

*Although few patients qualify, RO surgery is the only
prospect of long term survival and should always be
considered

*Non invasive assessment of resectability using high quality
imaging (MDCT + MRCP) prior to any biliary intervention is
essential

*Surgery for Hilar CCA is always complex and requires
highly specialized centers

Conclusions

«Liver resection in addition to bile duct resection is required to achieve
curative treatment

« Extended right hepatectomy to S4 and S1 is the procedure of choice

«It requires preparation by preoperative biliary drainage and portal
vein embolization

« Endoscopic biliary drainage is preferable to percutaneous stenting

« Biliary drainage can be omitted in selected cases of left hepatectomy

Conclusions

*En bloc-no touch portal vein resection increases the
radicality of surgery and improves survival

*Margin status and lymph node invasion are the
main predictors of survival

*In case of RO — NO — En bloc surgery, survival of
50% or more can be achieved

Liver Transplantation for Hilar CCA

* Liver Transplantation alone
- Very poor results: 25-35% 5-y survival

» Liver Transplantation with Extended Resection
- Cluster operations
- OLT with Pancreatoduodenectomy
- Very poor results: 25-35% 5-y survival

* Liver Transplantation with Neodajuvant
Treatment

- Radiotherapy with Chemosensitization
- University of Nebraska and Mayo Clinic

Liver Transplantation for Hilar CCA

Liver Transplantation with Neoadjuvant Chemoradiation is
More Effective than Resection for Hilar Cholangiocarcinoma
David J. Rea, MD,* Julie K. Heimbach, MD,} Charles B. Rosen, ).+ Michael G. Haddock, MD., ]

Steven R. Alberts, MD.§ Walter K. Kremers, PhD,+ Gregory J. Gores, MD. %
and David M. Nagorney, MD*

Annals of Surgery  Volume 242, Number 3, September 2005
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The Mayo Clinic Protocol

Table 1. Criteria for neoadjuvant therapy and liver transplantation

Diagnosis of cholangiocarcinoma
Transcatheter biopsy or brush cytology
CA-19.9 > 100 mg/ml and/or a mass on cross-sectional imaging
with a malignant appearing stricture on cholangiography
Biliary ploidy by FISH with a malignant appearing stricture on
cholangiography

Unresectable tumor above cystic duct
Pancreatoduodenectomy for microscopic involvement of CBD
Resectable CCA arising in PSC

Radial tumor diameter <3 cm

Absence of intra- and extrahepatic metastases

Candidate for liver transplantation

CBD, common bile duct; CCA, cholangiocarcinoma; PSC, primary
sclerosing cholangitis.

The Mayo Clinic Protocol

Table 2. Exclusion criteria.

Intrahepatic cholangiocarcinoma

Uncontrolled infection

Prior radiation or chemotherapy

Prior biliary resection or attempted resection

Intrahepatic metastases

Evidence of extrahepatic disease

History of other malignancy within 5 years

Transperitoneal biopsy (including percutaneous and EUS guided FNA)

EUS, endoscopic ultrasound; FNA, fine needle aspiration.

The Mayo Clinic Protocol

Mayo clinic protocol
External beam radiation therapy (45 Gy in 30 fractions, 1.5 Gy twice daily)
and i i ion 5-FU — ini over 3 weeks
4
Brachytherapy (20 Gy at 1 cm in approximately 20-25 hours) — administered
2 weeks following completion of external beam radiation therapy
4
Capecitabine — administered until the time of transplantation, held during
perioperative period for staging
4
Abdominal exploration for staging — as time nears for deceased donor
transplantation or day prior to living donor transplantation
4
Liver transplantation

The Mayo Clinic Protocol

PSC 121 (62%)
De Novo 75

196 neoadjuvant
therapy 16 deaths, debilitation, or

disease progression
3

5 receiving neoadjuvant therapy

38 (22%) positive
3 awaiting transplantation

1 death, 1 hepatic metastasis
3

84 deceased donor
126 liver 41 living d
transplantation iving donor

1 domino donor

172 staging

operation

Rosen et al. In Blumgart

Rosen et al. In Blumgart

The Mayo Clinic Protocol

2 3
Years after transplantation

2 3
Years after start of therapy

Intent to Treat Overall
All 56% 74%
PSC 63% 80%
De Novo 44% 64%

Rosen et al. In Blumgart

46



Liver transplantation for hilar cholangiocarcinoma:
US multicenter analysis

aggressive neoadjuvant
[ 1 radio-chemotherapy !

80+ L "
g g
£ 3 5
g 60+
g
g 519 |[no PSC .
§ 40 (i.e. Klatskin tumors)
H
8
3
204
‘ P=.06
0t T T T T T 14 T T T T
1 2 3 4 6 7 8 9 10 1 12
Time from to death, or last follow-up (yr)

Darwish Murad S, Gastroenterology 2012; 143:88

Predictors of Disease Recurrence Following
Neoadjuvant Chemoradiotherapy and Liver
Transplantation for Unresectable
Perihilar Cholangiocarcinoma

Julie K. Heimbach,"
Walter Kreme

! Michael G. Haddock,” Steven R. Alberts,” Rachel Pedersen,*
\yberg," Michael B. Ishitani," and Charles B. Rosen’

v J. Gor
"4 Scort L.

TABLE 2. Risk factors associated with disease
recurrence

Risk factor Hazard ratio (95% C1)

00345

(Transplantation 200682 1703-1707)
Transplantation 2006:82: 1703170 o0ise

0042
0.10

Conclusions
* De Novo Hilar CCA (i.e. no PSC)
- Resection is preferred whenever possible
- Extensive liver resection with liberal use of vascular

resection is the procedure of choice
- Survival of 40% or more can be expected if RO NO

» PSC or non resectable lesion in a young patient

-Liver transplantation with Mayo Clinic protocol can be proposed in
highly selected patients and with strict adherence to the guidelines
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TUMEURS DES VOIES BILIAIRES

Cancers de la vésicule de découverte

fortuite

Fréquence,

Comment les dépister avant I'histologie?

Dr Boris TRECHOT

Hopital Paul Brousse, Centre Hépato-Biliaire, Villejuif
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TUMEURS DES VOIES BILIAIRES

Cancers de la vésicule de découverte

fortuite

Quel traitement en fonction du stade

histologique ?

Dr Andrea LAURENZI

Hopital Paul Brousse, Centre Hépato-Biliaire, Villejuif



S PARIS
S

Cancer de la vésicule de découverte fortuite

Quel traitement en fonction
du stade histologique

Andrea Laurenzi
Chef de Clinique Assistant
Centre Hépato-Biliaire - Hopital Paul Brousse

H

Classification histologique

T~ Primary tumor cannot be assessed
T0 No evidence of primary tumor
Tis Carcinoma in situ 1% des tumeurs
Tia Tumor invades lamina propria . .
Tib Tumorinvades muscular layer découvertes sur la piéce
T Tumorinvades perimuscular connective tissue
T Tumor perforates serosa or directly invades the liver and/or

one other adjacent organ
T4 Tumor invades main portal vein or hepatic artery o invades

multiple extrahepatic organs

NX Regional nodes cannot be assessed
NO No regional nodal metastasis
N1 is to nodes along the cystic duct, common bile duet,

rtery and/or portal vein
N2 Metastasis o periaortic, pericaval, superior mesenteric ar-
tery, and/or celiac artery lymph nodes®

Tis NO MO

TI No Mo
T2 N0 Mo
No Mo
StageIlIB T1-3 NI Mo
StageIVA T4 NO-1 MO
Stage IVB Any TN2* MO
Any TAnyN Mi

TNM 7th 2010

Bilan préopératoire

« Déroulement de la 1lere chirurgie
— Ceelioscopie
— Perforation de la vésicule (T1/T2  —5 T3)
— Extraction de la piéce avec un sac

* Anatomopathologie de la piéce
— Localisation de la tumeur (fond, collet)
-7
— Ganglion de Mascagni envahi
— Canal cystique envahi

* Scanner TAP injecté

* ACE,CA19-9

* Pet Scanner

TumeursT1

Kaplan- Meier T1a - Tumors Kaplan- Meier T1b - Tumors

2 10
9 9
8 y:
7 &
s 6 ® 6
g s Reoperation s s Reoperation
@ 4 ReOP 3 4 ReOP
3 ReOP-cansored 3 ~ ReOP-censored
2‘ "~ NoReOP 2' = NoReOP
. : o, + NoReOP-censored
00 X
o 1 3 4 5 o 1 3 4
Years Years

Pas de différence pour les T1la SG a5 ans 42% vs 79% p=0,03

Taux de récidive 24% vs 8%

Meétastase ganglionnaire 0-3% Métastase ganglionnaire 4-10%

Goetze Surg End 2008
You Ann Surg 2008
Ann Surg Oncol 2014

Quel type de résection?

Cholécystectomie radicale:

— Cholécystectomie

— Résection parenchyme hépatique

— Curage ganglionnaire

— Picking inter-aortico-cave sus et sous-
rénale

— Extension de la résection hépatique?

— Extension du curage pédiculaire ?

— Résection de la voie biliaire principale ?
— Résection des orifices des trocarts ?

Quel type de résection?

e Extension de la résection hépatique ?_

- Résection du lit vésiculaire
(2cm parenchyme hépatique périvésiculaire)

- Bisegmentectomie IVb -V

- Hépatectomie droite élargie au IVb
- Hépatectomie gauche élargie au V
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Quel type de résection?

re Extension de la résection hépatique ?

Langenbecks Arch Surg 2002 Oct;387(5-6)-222-8. Epub 2002 Oct 2.

Mode of tumor spread and surgical strategy in gallbladder carcinoma.
[Kondo S. Nimura Y. Kamiva J. Nagino M. Kanai M Uesaka K. Havakawa N.

-Wedge resection ;l::ir::l:tl::;)mle
-Bisegmentectomie rolte *

VbV -résection VBP
-Hepatectomie -résection portale
droite + IVb

Quel type de résection?

rd Extension de la résection hépatique ?

dence of Find sidual Disease for Incidental
I s for Re-resection

Table 2 Desils of

ticnts with Incidental Gallbladder Carcinoma

115) who Underwent a Repeat Surgical Procedure Prognostic Factor Maldvariste Analysls

Variable

Number of Patients (%) Hazard Ratio 95% C1 P Valuel

Second surgery (n=115)
Expl

3 Laparotomy only

-Wedge résection
-Bisegm IVb-V

“Wedge résection |

Re-Resection
ual carcinoma in liver bed 79 3
— Metastatic Disease i lymph nodes
Excision of Laparoscopic Trocar Sites 48 (41.7) RVR? surgial scction 28 051008 02
L i Major hepatic resection 128 054-292 060

Py Resection of common bile duct 091 041-196 080

Quel type de résection?
re Quel type de curage ganglionnaire ?
Du pédicule hépatique et cceliaque

Patients Undergoin

3 ion of the I
tion and Prognostic Value of the L,

Ann Surg Oncol 2014

[David Jérémic Birnhaum, MD', Luca Vigand, MD',

Alessandro Ferrern, MD', and Loronso Capusotti. MD'

ph Node Ratio

a Russolillo, MD', Serena Langella, MD'|

Curage D1 = pédicule hépatique
Curage D2 = pédicule hépatique + cceliaque et retro-pancréatique

Morbidité globale et durée d’hospitalisation comparables
Existence de skip metastases dans les ganglions retro-pancréatiques
Meilleur évaluation du parametre N et donc meilleure évaluation

pronostique

Du pédicule hépatique, cceliaque et retro-pancréatique ?

Quel type de résection?

re Résection de la voie biliaire principale ?

2004 Nov;136(5}:1012-7; discussion 1018,

Should the patic bile duct be for locally

g cancer?

o Ictere

o Anomalies jonction bilio-pancréatique

o Kystes du cholédoque v

Y

o Envahissement du ligament
hépatoduodénale fréquent
o Facilite le curage

Cancers de la vésicule N2

60 patients

Curage classique vs curage étendu a ’AMS et inter-aortico-cave

Pas d’amélioration de la survie globale ou de la survie sans récidive

Quel type de résection?

e Quel type de curage ganglionnaire ?

/Am J Clin Oncol. 2015 Feb;38(1):5-10. doi: 10.1097/COC.00013e318287bb48.

Surgical treat t of ad d gallbladder cancer.
Niu GC', Shen CM, Cui W, Li Q

e Résection de la voie biliaire principale ?

Quel type de résection?

Gallbladder Cancer: The Role of Laparoscopy and
Radical Resection
(Ann Surg 2007:245: 893-901)
| Samuel P. Shih, MD,* Richard D. Schulick, MD, hn L. Cameron, MD,* Keith D. Lillemoe, MD|

Henry A. Pit, MD,} Michael A. Choti, MD,* Kurtis A. Campbell, MD,* Charles J. Yeo, MD.7
and Mark A. Talamini, MDS

o

)
Time (months)

FIGURE 8. Survival with or without resection of the biliary
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Quel type de résection? Quel type de résection?

re Résection de la voie biliaire principale ? e Résection des orifices des trocarts toujours
Incid of Finding Resi Discase for Incidental actuelle ?
()' rcinomas | for Re-r Is Port Site Resection Necessary in the Surgical Management
T : of Gallbladder Cancer?
h Amn Surg Oncol Q012) 19:409-417

an M. Butte, MI cqueline Oxenberg, DO, Deborah

Mich

Pas de différence significative :

’ a Survival of ports resected patients after RO resection
- Nombre de ganglions prélévés 2 Disease specific survival  P=03 Recurrence free survival P =002
- Survie g . 113 pts 10 —Portsite-(@=47) '° — Portsite - (n = 47)
g Port site + (n = 6) Port site + (n = 6)
- Sténoses biliaires post-squelettisation B« Maladie au niveau -
& P=056 des orifices de
2 trocarts: 19% 06
o, - - - 3 Association avec la 04
Sit of Disease Aflr 20d Surgry PVaks|  Time years) carcinose
Positive Cystic Duct  Negative Cystic Duct péritonéale L]
-19) -23)
¥ 0 2 4 6 0 10 120 140 0 2 4 6 s 100 20 140
Months Months
Quel type de résection? Découverte a I'anatomopathologie
re Résection des orifices des trocarts toujours - Facteurs pronostiques:
acw%‘%&-l Site Resection Necess: in the Surgical Management
of Gallbladder Cancer?
‘Amn Surg Oncol 2012) 19:409-417
cqueline Oxenberg, DO, Debo uk, MS*Y, \lil"-ul Gonen
3 "\ Michael L. D" Angelica, J. Allen, MD®, and > Pronostlc
b Overall survival of ports resected vs. non-resected patients in X .
Matched by T stage Matched by T and N stage SLIere a 5 ans:
10 P ted (n = 69)] 0 P S ted (n = 69)
S vt P )m) B e eopaces o o )60) »Globale < 10%
[matched by patients) (matched by patients] . . .
o8 » Apres chirurgie:
P=0307 P=0376 « -100 % pour |E Tis
0s 06 -40 2 90 % pour les T1
-20% pour les T2
04 T o“ -< 5 % pour les T3 et T4
—
02 02
Eur J Surg 1999;165:215-22.
o S0 100 150 o S0 100 150
Months Months
. N . ¢ 4 N B
Découverte a I'anatomopathologie Découverte a 'anatomopathologie
- Facteurs pronostiques: ¥ - Facteurs pronostiques:
- Meilleur pronostic du CVB découvert sur piéce 5 Findi i Discase for

for Re-r

Overall Incidental
=== Overall Non-incidental

— Incidental
= = =+ Non-Incidental o8

P<0.001

(M= 53 Madhan = 21 mo )

1., Al ity

50 0

0 1
Time (years) Time (months)

Timothy M et Al. J Gastr Surg 2007 Shih SP et Al. Ann Surg 2007




Découverte a 'anatomopathologie ' Découverte a I'anatomopathologie
=Facteurs pronostigues: 5 s

:{lcidcncc nf(l-:il:ding . '| l)i\cn\c':’:hrr Rc"' E N QU ETE AFC 2009

D7) 11:1475- 1487

Canc: le découvert sur piéce
. -Maladie résiduelle : 58%
Hépatect majeure 44%-27% 0.03
61:5% Resection VBP 58%-34% 0.01 -Augmentation significative survie: T2-T3
Récidive 78%-13% 0.001
P=0004 -TibetT4?
26.2% Delais récidive<ém  0%-14% 0.0001
‘m 100-65-24-0% 0.0001
,. @ 44%-0% 0.005
B T T 3 T d
Time (years) @ 69%-24% 0.0001
Figure 3 The finding of residual disease in the hepatic parenchyma
] S | [adversely impacted prognosis. The actuarial S-year survival of patients
with no residua liver discase was 61.5 vs 26.2% for patients who had
residual discase in the hepatic parenchyma (P=0.004)

Découverte a I'anatomopathologie " CONCLUSIONS

1. Découverte fortuite d’un cancer de la vésicule biliaire dans 0.2-2.9% des
cholécystectomies en per-op (25%) ou a I'anatomopathologie (75%).

ENQUETE AFC 2009

* Résection VBP 34%

2. Conversion en laparotomie si découverte per-op a cause du risque de
métastases pariétales

. Réintervention >= et/ou marges envahies. Cholécystectomie radicale.
- — Cancer vésicule découvert sur piéce 3 Réint 4 T1b et/ hi Cholécystect . dical
_ 0 Variables: Pas VBP |ResVBP [p= Résection RO.

Serie globale 163 109 7 31

Mortalité 7.3% 10% Tctere 2747 3761 0.009 4. Résection de la voie biliaire en cas d’envahissement du canal cystique,
Morbidité 27.6% 57.7% Drainbilaire a7 761 007 ilctere,td:ikyste dE-ChOIEtd(F?}Je et anomalie jonction bilio-pancréatique.

ugmentation morbi-mortalité

Stvie’S ans 30% 8% Hépmajeure  |2/47 18/61 0.001

CVB découvert 88 48 -

d’emblée Transfusions |7/47 23/61 46.005 i 5. Résection des orifices des trocarts ?

Mortalité 7.9% 14.5% Complic post 10/47 35/61 0.000y

Morbidit 26.1% 56% Redidive 2747 26/61 0T 6. Facteurs pronostiques: T, N+, maladie résiduelle et résection RO

Survie a 5ans 19% 7% Survie aSans ¢58%  |34%
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Métastases hépatiques de

cancer du sein:

Y a-t-il une place pour la chirurgie ?

Pr René ADAM

Hopital Paul Brousse, Centre Hépato-Biliaire, Villejuif



Prevalence of Breast Cancer

Role du Chirurgien dans la prise en Globocan 2008 — 1 380 000 cases / year

charge des métastases vicérales de
Cancer du Sein

René Adam

Paul Brousse Hospital, Université Paris- Sud, France

2 Antarctica
f 5 : BREAST LIVER METASTASES :
Cancer du Sein Métastatique A FREQUENT SITE OF RECURRENCE...
-~ Au moment du diagnostic 6 to 10 % des cancers du sein . .
sont métastatiques . Laler metastases : the 3rd most common site
after bone and lung (1)_ ) )
~ Le Risque Métastatique dépend principalement de la taille * 12-15% newly diagnosed patients with
tumorale et de I’ envahissement ganglionnaire recurrence (2)
* 50% of patients stage IV during treatment (3)
» Frequence des localisations métastatiques « only 5% of patients have isolated LM (4)
< Os 36 % + Prognosis
[x Poumons 29 % ] - Median survival : 4-6 months (3)
) - 1-yr survival : 30%
x Foie 20 % - 5-yr survival : 3% ! (5)
< Ganglions 12 %
x Peau 10 % (1) Hoe et al, JR Soc med, 1991 (4) Lee YT, Am J Clin Oncol, 1984
(2)Insa et al, Breast C Res Treat, 1999
(3)Wyld et al, Br J Cancer, 2003 (5) Sledge et al, Semin Oncol, 1999
RESECTION OF LIVER METASTASES FROM BREAST
Métastases Hépatiques de Cancer du Sein CANCER
Une entité fort peu chirurgicale ... Authors Date NoPts Op.Mort. Survival
Median 5yrs
Elias 1995 21 0 26 9%
» Concept : Métas Hépatiques = Maladie systémique Raab 1998 34 3% 27 18%
Seifert 1999 15 0 57 18%
« Plupart des patients : métastases extrahépatiques Selzner 2000 17 6% 25 22%
Yoshimoto 2000 25 - 34 -
Pocart 2001 65 0 44 38%
» Maladie hépatique le plus souvent disséminée Vlastos 2004 31 0 63 61%
Sakamoto 2005 34 0 36 21%
Pas de Place pour la Chirurgie !... Ercolani 2005 21 0 42 25%




ORIGINAL_ARTICLES

Is Liver Resection Justified for Patients With Hepatic
Metastases From Breast Cancer?

René Adam, MD, PhD,* Th
Bernand Paule. MD,* Sy

MD,* Jinane Krissat, MD,* Maric-Pierre Bralet, MD.*
4. MD.} Valerie Delvart,* Daniel Azoulay. MD. PAD,*
MD,* and Dents Castatng, MD*

Arrals of Surgery » Vokume 244, Number 6, Decermber 2006

OUR POLICY

» To offer liver surgery to all patients likely to
be completely resected, irrespective of :
- the characteristics of hepatic metastases
- the presence of limited extrahepatic disease
- the response to preoperative chemotherapy
» After a preoperative staging including:
- CT scan (Brain, Chest, Abdomen)
- Liver US, mammography
- Bone scintigraphy

Surgery of Liver Metastases from Breast Cancer
| 108 Patients (1984- 2004) |

Associated EH Isolated IH dit :
Intra-abdominal disease: S0 :gp altf;ase.
22 Pts (20%) 2%

Non Resectable Resectable

R Non R
N=8 (N=7%) N=14 \ / N=71 N= 15 (14%)

[85 Liver Resections (79%) |

Surgery of Liver Metastases from Breast Cancer

108 Patients (Pts)

Associated EH | Isolated IH di
Intra-abdominal di: H
22 Pts (20%) 86 Pts (80%)

Non Resectable Resectable

N=8 (N=7%) N=14 \ / N=71 N?l“: 15 (14%)
[85 Liver Resections (79%) |

66 R0 15R1 14R2
(65%) (18%) (17%)

Major hepatectomy : 54 (64%)
Limited resection : 31 (36%)

Adam R et al, Ann Surg 2006

| PREOPERATIVE CHEMOTHERAPY

» 71 Pts (84%) received a median of 8 cycles (2-22)
(5-Fu, doxorubicin, cyclophosphamide, paclitaxel)

 Effect of Treatment:
- 78% : Objective Response
- 14% : Stable disease
- 8% : Progression
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RESULTS OF LIVER RESECTION FOR BREAST
METASTASES

* No operative mortality (< 2 Mo)
* Postoperative complications :
- Local :22%
- General : 24%

* Median hospital stay : 9 days

RECURRENCE AFTER LIVER RESECTION
FOR BREAST METASTASES

Median Follow up : 36 months

« Liver recurrence 25 (29%)
Median time 9 months
) 2nd Hepatectomy 1
= 3rd Hepatectomy 4
« Extrahepatic Recurrence 9(11%)
 Hepatic + EH Recurrence 22 (26%)

C——>33 patients alive at last follow-up (39%)
(19 disease-free : 22%)

Overall Survival after Resection of
Liver Metastases from Breast Cancer

Median : 32 Months

Overall Survival

24 E @ 50 72
Time (months)

Disease-l-:ree Survival after Resection of
Liver Metastases from Breast Cancer
70 patients with No Residual Disease

" Median : 20 Months

0.4

Disease Free Survival

Time (months)

Survival after Resection of BLM
Paul Brousse Hospital - 139 Pts (1985-2012)

Survival after Resection of BLM
Paul Brousse Hospital - 139 Pts (1985-2012)

A. Since hepatectomy

Surviea5ans :47%
/ Eurvie a10ans :22%

Survival

Total | 3 years | 5 years

10 years | Median (months)

Number 139
exposed to risk

a6 | 30 | H | 56

B. Sﬁnce diagnosis

asf

Survie a §ans : 55%

5‘ \ — Survie 210 ans :21%

Total 3 years | 5 years 10 years Median (months)

‘Number 137 76 a3 7 79
exposed to risk.
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Overall Survival after Resection of
Breast Liver Metastases based on
the Response to Preoperative Chemotherapy

Survival after Resection of Breast Liver Metastases
based on the Status of Extrahepatic Metastases

10 Partial response

Progression

Stable
08 _|

Logrank test:
06 |
41%
04 _|
02
o
0.0 0%
T T T T T

Time (months)

No Mets Hx
1.0 = Hx after Cured Mets
Mets Present at HR
0.8 =
Logrank test: .01
0.6 =
44%
0.4 —
25%
02—
16/
0.0 T T T T T T
0 12 24 36 48 60 72

Time (months)

Survival after Resection of Breast Liver Metastases
based on the Oncological Pattern of Resection

ORIGINAL ARTICLES

Anngis of Surgery + Volume 244, Number 4, October 2006

Hepatic Resection for Noncolorectal Nonendocrine
Liver Metastases

1o RO Analysis of 1452 Patients and Development of a Prognostic Model
Rl René Adam, MD. PhD, Laurence Chiche, MD, Thomas Aloia, MD, Domini
R2 Rémy Salmon, MD, Michel Rivoire, MD, Daniel Jaeck. MD, Jean ),
0.8 Yves Patrice Le Treut, MD, Jacques Belghiti, MD, Geor fantion, MD, s Mentha, MD,
and the Association Frangaise de Chirurgie
et s f Srgry « Vohame 244, Nember 4, Cctber 2006
0.6— ~
0.4 s
0.2 . SR
00 T T T T T T : i
0 12 24 36 48 60 72 : 2
Time (months)
Chirurgie des Métastases Hépatiques de Cancers afe Chirurgie des Métastases Hépatiques de Cancers afe

du Sein

Survie globale | N=460 Pts Histoire Naturelle

00 .

- - iane 3-4 mois aprés Dg MH
of o Médiane = 45.4 mois * Médiane 15 mois si réponse Chimio

o \

n o : —

e g Facteurs de risque : Univariée /
i Multivariée

© G Délai Tt primitif - Dg méta = 12 mois
o oy « >1 métastase
2 =
0 « Métastases extra-hépatiques
. 7 3 s+ s+ 7 + 3o |° Chimio pré-hépatectomie

Progression sous chimio
*+ R2

‘ Nécrose incompléte
« Une seule hépatectomie

Nombre de patients exposés

Total flan Zans 3 dns 4 3dns 5 afs 8 arfs 10 arfs
454 (349 253 1y1 11 86| 34 20

Non Colo-Rectaux Non Endocrines

Population Globale (1452 Pts) — Analyse Multivariée (Cox)

—Facteurs Risque P Risk Ratio
Age > 60ans <.0001 2.64
Age : 30 -60ans 0.0002 242

— s— s—
Primitif Non Sein 0.0222 1.29

f— —

Melanome Choroide 0.0013 1.7
Histologie Epidermoide 0.0253 1.57
f— m—
Metastases Extrahep. Pre-hep. 0.0004 1.45
Délai Tt Primitif / Dg MH < 12 mois <.0001 1.82
Délai Tt Primitif / Dg MH 12 - 24 Mo 0.0005 1.56
Hepatectomie Majeure (> 2 segments) 0.0039 1.3
Résection R2 <.0001 1.86
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Liver Resection for Multimodal Treatment of Breast Cancer
Metastases: Identification of Prognostic Factors

b K. Hoffmann et al.  Ann Surg Oncol (2010)
Oversll

0 12 24 36 48 @ T2 84 9% 108 120
Months

FIG. 5 Kaplan-Meier estimates for ovenall survival afier resection
of breast cancer metistaes acconding to independent prognostic
factors identified by multivariate malysis

RN AR
the

Hepatic resection for metastatic breast cancer: A systematic EIC
review Terence C. Chua © 2011 Elsevier|
First author Postoperative  Postoperative Median overall 5-Year survival ~Median overall  10-Year survival
mortality (%) complication (%) surviva after after survival from  from primary (%)
hepatectomy (months) hepatectomy (%) primary (months)
Rubino® o 1 74 80 151 NR
Hoffmann*! 0 4 8 48 21 76
ORouke™ 1 2 38 40 NR
Lubrano®® 0 38 2 33 NR NR
Caralt™ o 25 36 33 NR NR
Thelen” [} 13 38 42 NR NR
Kollmar'” o 0 52 50 NR NR
Reddy” 4 39 67 NR NR NR
Lendaire® 2 NR NR 53 NR NR
Martinez'? [ NR 2 33 NR NR
Adam® o 2 % 41 NR NR
Cordera™ 2 7 39 40 NR NR
Weitz™ 0 3 15 NR NR NR
Sakamoto” o NR 36 21 NR NR
Ercolani®® o 2 40 25 NR NR
Vlastos™ [ NR (] 61 NR NR
Elias™ o 13 34 34 NR NR
Selzner® 6 6 27 22 NR NR
Pocard’® [} 12 42 NR NR NR
Range 06 044 1574 21-9f - -
Median 0 2 40 40 - -

PATTERN\OFfBREASTILIVER-METASTASES ANDTHEE
| EFFECT ON,;SURMIVAL.

Quel est le bénéfice apporté par la chirurgie ?

Pattern (Liver only)

%

Median survival (range)

Single 19 10.3 (1-51)
Multiple non-confluent 58 4.6 (0.2-30)
Diffuse 8 1.8 (0.2-31)
Multiple confluent 15 1.7 (0.2-20)

Wyld et al, Br J Cancer, 2003

RESECTION OF LIVER METASTASES FROM BREAST

CANCER
Survival
Authors Date No Pts Op. Mort. Median 5yrs
- I
Elias 1995 21 0 26 9%
Raab 1998 34 3% 27 18%
:z:ie:‘r;r 1999 15 g 57 18%
" 2000 17 6% 25 22%
Yoshimoto 2000 25 - 34 -
Pocart 2001 65 0 44 38%
Vlastos 2004 31 0 63 61%
Sakamoto 2005 34 0 36 21%
Ercolani 2005 21 0 42 25%
:d;m 2006 85 0 32 37%
offmann 2010 a1 0 58 48%
Adant 2006 460 - %
Chua 2011 553 0 40 40%

* Etude multicentrique ou métaanalyse

Liver metastases from breast cancer: Surgical resection or not? A case-matched
control study in highly selected patients
P. Mariani et al. /EJSO 39 (2013) 1377—1383

Y RR = 23240 of
™ b (p = 0.009) if the patients had bone metastases.
sT
02
L B NST
i
00 1
o 2 4w 7™ 9% 10 1 160

Time (months)

Figure 2. Comparison of survival sccording to liver surgery. A atisically
ficant d was des sted using the log-rank ©s1(p < 0.0001).

EJ5O
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Survival after Resection of Breast Liver Metastases Repeat hepateCtomy for BLM
based on the performance of Repeat Hepatectomy »
Poos02
o8
1.0 = ReHepatectomy
81% ——— No ReHepatectomy 5
0.8 £ os
5
2
06 E o
04 - 27%
02
0.2 4
" One bepatectomy
B TR I e el e o e
Time (months)
Patient growp | Total 3years Syesrs 10yesrs Median (months) P
‘One hepatectomy 120 31 16 1 £ 0.002
Repeat hepstectomy | 19 17 13 3 100

Biopsy of liver metastasis for women with breast cancer: Impact on survival 2

Whcoren wet Favorabie v Untavorsbie pvaiue: .95

oardo Botteri *®

Davide Disalvatore *€, Giuseppe Curigliano®, Brollo Janaina ¢,

cenzo Bagnardi™“*, Giuseppe Viale"#, Franco Orsi", Aron Goldhirsch 9, Nicole Rotmensz?® - Botteri E, et al., Biopsy of liver metastasis forwomen with
- <1 breast cancer: Impact on survival, The Breast (2012),

- HR Favorable vs Other": 0.55 (0.28,1.10) i ——
H HR Favorable vs Unfavorable®: 0.19 (0.06,0.62) ' ;
3 C 3 mmmn g ey —
E . . : : :
s i gy
ke 4 — o o —_
3 o i et ropaieres s s et

A positive effect of liver biopsy was observed
on survival in patients with early metastases.

0.69—1.74)]. We observed that 18 out of 100 biopsied patients (18.0%) had a conversion of predictive
factors which allowed adjusting for therapy, specifically new expression of ER (n =5), overexpression of

Botteri E, et al., Biopsy of liver metastasis forwomen with breast cancer: Impact on survival, The Breast (2012), doi:10.1016/ j.breast. HER2 (", 12) or both ("_: 1) Fourteen out of 18 (77§%) received anti-HER? treatment for»me first time
2011.12.014
Liver resection and local ablation of breast cancer liver metastases — A systematic
review
M. Bergenfeld et d./EJSO 37 (2011) 549557
Factons influencing survival afler srgical resection
Proposti factor Tnflucnce o prognosis ;
Positive Negative No influe nce Conclusions
(i Foarures o primary BC_ ] - “The present systematic review indicates that liver resec-
Surgical procedure 273135 tion may be indicated in a selected subset of patients with
. L g . Stage (TN-tage) 20-22.2421,31.35.36 BCLM, if an RO-resection is possible and the procedure
Hisblogy:grade liflerentition 27,3135 ; : .
Quels patients bénéficient au mieux TP e 1 can-be_done.with acespuble. morbidity and moraity,
5o [ation was associated wi ng-term

ures of BCLM.

. . a g
de la chiru rg ie? vl beaween 21,242627.31.3536 outcome and may be a relevant altemative for small metas-
: and BCLM tases. There is a need for RCT comparing the two modali-
Number snd size 36 20-222426273135 . ke A .
Proseonce of hormane rcopors 24 36 20263138 ties. We found a high risk of recurrent disease after liver
Invasion of liver vasculature 3s resection, and data indicate that patients should be given
. S further adjuvant chemo- and/or hormone therapy. Several
> o oF atbagats Geeits S m::\_-“ . studies analyzed different prognostic factors, such as hor-
Prosence of hilar gland metasaes 202731 mone receplor status, disease interval and objective re-
Presence of abdominal 21 sponse to preoperative chemotherapy, but further work is
dund it needed to clarify their significance. Liver resection in the
il 18313 2 presence of EHD remains controversial. Bone metastases
Type of resection (minor vs. 36 2022262131 of BC are believed to have a more indolent course, and
major) should possibly be managed differently than other EHD.
Repest hepactomy 3
Respanse to precperstive 3t 226
chemotherapy
Blood or plasma transfusion 6

Numbers comespond o reference list
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Prognostic Score of Survival after
Resection of NCRNE Liver Metastases
Multivariate Analysis

3 Factors with 2 modalities : (Yes 1/ No 0)

- Extrahepatic Metastases before hepatectomy (1)
- Major Hepatectomy (1)

- R2 Resection (1)

S-_2 Factors with 3 modalities :

- Age: <30 yrs (0), 30-60 yrs (1), 2 60 yrs (2)
- DF Interval: 2 24 Mo (0), 12-24 (1), < 12 (2)

J-_1 Eactor with 4 modalities : Site / Histology
- Breast (0), Squamous (2), Melanoma (choroid) (3),
- Other primary (1)

Low Risk (0 - 3 points)
Medium Risk (4 - 6 points)

High Risk (7- 10 points)

Yeers
v D=3 00 4

0 1 2 3 4 5 ] 2 8 9 10
8

2c0 710

Adam R et al, Ann Surg 2006

Overall Survival after Resection of
Breast Liver Metastases based on
the Response to Preoperative Chemotherapy

10 Partial response
Progression
Stable
08 _|
Logrank test: p=0.008
06 _|
41%
04 _|
02 _|
%
0.0 0 o
T T T T T T

Time (months)

Hepatic resection for metastatic breast cancer: A systematic EIC

review Terence C. Chua © 2011 Elsevier|

able 5 - Prognostic clinicopathologic factors of patients undergoing hepatectomy for breast cancer
overall survival by univariste analysis.

Signibcant
(Positive association)
Younger age Lubrano,* Martinez
2 studies
Advanced primary tumour
Node positive primary Pocard'®

Poorly differentisted

<1 year 10 lver metastases
Siyear months), Carale® (<24/>24 months), Adam.”
Pocard™® (€24/>24 months)

Previous metastases

Major hepatectomy
Major
Multiple liver metastases

Larger tumour size  Adam.* Viastos, ™ Elins, ™ Selzner*

Fositive ¢

Extrahepatic disease Hoffmann* Sakamoto,” Selzner*
dica

Eyes

Tormons seraitie dmean
Hormone refractory discase

2 Thelen™ Adam® Sakamcta’ Viastas™
4 smdies

HER2 positive disease Thelen,” Adam®
2 stdies

Prognostic Factors of Survival
Paul Brousse -139 Pts (1985-2012) - Multivariate

and Her2/Neu receptors)
No microscopic vascular invasion
Postoperative hormonal or targeted therapy

Repeat hepatectomy in case of recurrence

‘Liver surgery is beneficial for selected patients

1. Young(er) patients
2. Low operation risk

3. Lon%; intervalémore than 1 yr) between breast cancer surgery
and Tiver metastases

4. Positive hormone receptor status of primary tumour no
extrahepatic disease (except bone metastases)

5. Less than 4 metastases

6. Disease regression or stability with systemic therapy
chemotherapy or hormonal tréatmenf) before resection

7. Normal liver function tests

8. Resection with intent of a complete (RO) resection of liver
metastases

Ruiterkamp J, Emst MF. The role of surgery in metastatic breast cancer. Eur J
Cancer. 2011 Sep:47 Suppl 3:56-22. Review.
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CONCLUSION

1- La Résection des MH de cancer du sein comporte un risque faible

2- Elle permet une survie a 5 ans de 40% avec une médiane de 40-45
mois supérieure a celle de la chimiothérapie seule, avec une
amélioration des résultats plus récents (Médiane 56-79 Mois)

3- Elle parait justifiée chez les patients avec MH peu nombreuses
bien controlées par le traitement systémique

4- Les meilleures indications concernent les patients jeunes, sans
localisation extrahepatique, qui récidivent aprés un long intervalle
libre (> 1 voire 2 ans), et réséqués par une résection RO ...

En Synthése

*« Le dogme de la « maladie systémique » interdisant
toute résection hépatique a donc vécu... comme pour
les métastases de tumeurs colo-rectales ou de tumeurs

endocrines »
Ph Rougier

* La Chirurgie par son effet local peut etre un excellent
traitement complémentaire du traitement systémique,
offrant aux patientes un bénéfice de survie et un espoir
de rémission prolongée voire de guérison...

International Guidelines for Management of
Metastatic Breast Cancer: Can Metastatic Breast
Cancer Be Cured?

~ Based on the available data, the ESO-MBC Task Force
retains its original recommendation statement:

+ “A small but very important subset of MBC patients, for
example, those with a solitary metastatic lesion, can
achieve complete remission and a long survival.

~ A more aggressive and multidisciplinary approach should
be considered for these selected patients.

Pagani O et al, J Natl Cancer Inst (JNCI) 2010

Treatment of Metastatic Breast
Cancer with Liver Transplantation
J. M. Wilson, MD,* P. Carder, MD, S. Downey, MD,* M. H. Davies, MD,

J. I. Wyatt, MD," and T. G. Brennan, MD’

* Academic Unit of Surgery, Department Histopa gy and *Hepatology, and S Breast Unit,
St. James’s University Teaching Hospital, Leeds, West Yorkshire, United Kingdom

« Single case report m

* 28 yo, bilateral BC stage IV and
bilobar irresectable metasasis

* Disease free after 33 months

[ .
The Breast Journal, Volume 9, Number 2, 2003 126128
w.n.p.
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Quoi de neuf dans les

cancers du pancréas ?

Pr Antonio SA CUNHA

Hopital Paul Brousse, Centre Hépato-Biliaire, Villejuif
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TIPMP :

Quelles sont les indications

chirurgicales ?

Dr Gabriella PITTAU

Hopital Paul Brousse, Centre Hépato-Biliaire, Villejuif
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TIPMP : Quelles sont les indications chirurgicales ?

G. Pittau
9/10 juin 2017

IIPMP- définition

_ K Hepat
= |

Prolifération anormale de I” épithélium d’ un canal pancréatique

Architecture papillaire

Hyper-sécrétion du mucus qui conduit a une dilatation canalaire en amont et an aval de la
lésion

Formation de kystes

Lésion bénigne — lésion borderline —lésion maligne

TIPMP — lésion précancéreuse

Ohashi et al Prog Dig Endoscopy

1982 Kloppel et al Beriin Springer
1996 Tanaka et al Pancreatology
2000,

TIPMP- S gie

« Incidence inconnue

* Incidence augmente avec la meilleur détection a I' imagerie
« En Japon : 30 cas décrits avant le 1991, 260 en 1996, >1350 in 2004
+ Age moyen 60-65 ans

« Sex ratio: USA 1.1 Europe 1.5 M>F

*20-40% multifocal

Canal principal 40-50%
Canaux secondaires 30-40%

Mixte 15-20%

Susuki Y Pancreas. 2004 Apr;28(3):241-6
Tanaka et | Pancreatolog 2006.

IIPMP- définitions

and MONof

the pancreas
Matao Tk, o Ferninges-de Caste", Vol Aday”,Suesh Cha . Maio T,
o Noung Jang ' Watar Kimur . Pilppe Lvy . Martha Bahop Peman'.C. M Schmir
Michio Shira, hrsopher L Wollgng . Kj Vamaguchi, Keey Yamao'

/],E,MHuauaLug\cipal — dilatation segmental ou diffuse du canal
principal> 5 mm en absence d’ autres cause d’ obstruction
# « worrisome features » diamétre du canal principal > 5<9 mm

# «high risk stigmata » diametre >10 mm

P ires kyste pancreatique> 5 mm qui
communique avec le canal principal

IIPMP- histologie

4 types différentes

intesti Forme pancréatobilaire Forme oncocitaire
similaire 4 la mugueuse Similaire adénome colique cis fréquent Mitochondries +++
gastrique MUC2+, CDX2+ muc Papille fines
Fréquente dans le BD Fréquente dans les MD MUC2-, CDX2- Proliferation+++
Dégénérescence rare Dégénérescence fréquente ADK tubulaire Carcinome in situ
ADK: tubulaire MUC2 - g ic N

ADK: colloide agressive |nvasive rare

Moins agressive

SHBAA Fo KBNS oo S 65 Anterotogy 201

‘Main duct combined
PN

6§32 el Gastilo Gastroonterology

74



IIPMP- objectifs de la chirurgie

1) Enlever les symptdmes

2) Exérese des lésions a forte risque de transformation

(dysplasie modérée ou sévere)

| Eviter la résection inutile
| Peu de séquelles

IIPMP- symptémes

Auteurs Kimura 1996 | Partensky AFC | Sohn 2001 | Sugivama 2003 | Pelletier 2010
N° cas. 22 54 60 62 185
Pancréatite aigué 15% 24% 14% 4% 34.6%

3<Rythme trés variable

3<CT- Baltazhar > 5— 20%
3<Défaillance viscérale— < 5%

KX Main duct +++

3<Peu prédictif de dégénérescence

Sugiyama BrJ Surg 2003
Salvia Ann Surg 2004
Pelletier Pancreas 2010

Pancréatite aigué et cancer

ORIGNAL ARTICLE

Frequency, Severty, and Clinicopathologic Correlations

Acute Pancreatitis in Patients Operated on for Intraductal
Papillary Mucinous Neoplasms of the Pancreas

Balhazar 1 +++
20% > 2-5 épisodes
2% > -106 épisodes

Dysplasie sévere
-PA45.3%
- Non PA 56.2%

p=NS

Pancréatite: pas indication

Pelletier et ol Pancreas 2010

Pancréatite aigué et cancer

S=TIPMP canal principal
S—TIPMP canaux secondaires

S TIPMP mixte— canal
principal

Facteurs de risque de malignité
Indication opératoire

TIPMP- risque de transformation

Canal principal

Canaux secondaires

TIPMP- Canal principal

e Beanch duct &
avave mher | Malignant vasive mber | Malignane | tavasive
n s B alx al x nx n(x
000n [ DT | RGN 1 esn T(ar
wesoos | weoon | wean] swooon | oo
83 (3837 41.4%
10 (sa7m) [ 1205873 150(205%)
12 (4448 a(nax
30 (6155 7 70125
wesn | 15 14(136%)
16(11.08)
(6457
a7 | 2oesy 3(63%
1som | 1087
nossn | spas
w000n | 21 sosy
2o | 17em
uwzm | 19
nsoosm  siaos | osesm | wasn  |sssosn| e 70
11003088 883247 | o549 o62zm] 388 (axsw oz sesw | oasao2eax] 337 066w

Tanaka et al Poncreatology 2012

factors for in
papillary of the

M. Sugiyama, Y. Irumisato, N. Abe, T. Masaki, T. Mori and Y. Atomi i
=

1984-2002 62 TIPMP

| ultivariate analysis of potential predictive factors for variate analysis of potential predictive factors for
= e
0as rato » Odds ratio P
Wora rodde 680 @23.6774 <0007
MPD diameter > 7 mm 468 (113 1850) 0020 St poiS 3488 63,01, 000 90y o0
Symotoms. RG] 581 (173, 1951) 0004
pan oar Jancice 6955 (192,252008) 0021
0270 S T
Man dctor combined ype 0663 Tumour location head) 0760
Tumour location (hesd) 0104 MPD Gameter >7 mm 0057
peclla o Patutous papiia 0290
Main duct —2_Nodules muraux OR 21.00 p=0.003
2003

75



IIPMP- Canal principal

c of surgically proven
papillary of the p: in SNUH:
a 15-year at a single

187 patients tous TIPMP

sig Exp (B) 95% confidence i}
Malignancy predicting factors
[ CA 199, clevated 0033 3206 1.099-9.355
Mural nodule <0.001 7.764 3.041-19.819
Msin duct type 0013 1383 1.516-6.935
Invasiveness predicting factors
1 3, clovan 0035 4480 111118065
Mural nodule <0.001 16.480 3.950-68.766
Main duet type 0022 23493 1.575-350.52
Wall thickening. 0.028 4801 1.159-14.361

Main duct >5 mm

Hwang et ol Langenbeks Arch Surg 2012

) of

ly proven intr

i
y of the p:
a 15-year at a single

in SNUH:

Overall survival

133 (Main vs. Branch)

Main duct type
A Branch duct type
Mixed type ?,;2
» p=0.033

IR L]
Follow up(months)

Disease-specific survival

= 0.006 (Main vs. Branch)
Main duet ty
A Branch duct type
ixed type

Follow up(emantin)

Huwang et al Langenbeks Arch Surg 2012

IIPMP- Canal principal

c of surgically proven
papillary of the p: in SNUH:
a 15-year at a single

Disease-specific survival

Survie a 5 ans

033 (Adenoma v, Invasive)
001 (Borderline vs. Invasive)
042 (CIS vs. Invasive)

Survivak®e)

Carcinome invasif = 59%

Adenoma
A Borderline atypia
Carcinoma in situ
* Invasive

Hwang et ol Langenbeks Arch Surg 2012

IIPMP- Canal principal

Likelihood of Malignancy

A Natural Course of Main Duct Intraductal Papillary
Mucinous Neoplasm of the Pancreas With Lower

20 patients
TIPMP du canal principal a faible malignité

—> Nodules muraux: absents or < 10 mm
— Cytologie négative a la CPRE

Surveillance Echo/3 mois puis TDM/IRM/CPRE
Suivi moyen 70 mois
Kinvasif 10%

TABLE 3. Progression of Main Duct IPMNs With Lower Likelihood of Malignancy in their Size Groups

Size Groups of Main Duct IPMN _ No Progression _ Progression Within LLM
Main duct
<10 mm 5 1%) 2.@9%)
210 mm 7 (54%) 201%)
Mural nodule
Not detected 9 (69%) 3@3%)
<10 mm 3 (a3%) 3 @3%)
Total 12 3

Progression Beyond LLM Totat
0©%) 7 (100%)
2a5%) 13 (100%)

13 (100%)
7 (100%)

20

LLM indicates lower likelihood of malignancy, which means a mural nodule of less than 10 mm or no visuslized mursl nodule, and negative

pancreatic juice cylology.

Uehara et al Pancréas 2010

IIPMP- phénotype

Omicot Awrcis

ive Histologi sorsof
Papillary Mucinous Neoplasms (IPMN) by Pancreatic Juice
ytology With MUC Stain

2007-2011 &~ 36 patients opérés
-CP8

- Mixte 13

- Canaux secondaires 15

Analyse immunoistochimique
MuUC2

TABLE 2. Histological and Cytological Subtyping Based on Cytomorphology Without MUC
Staining

Cytological Subtyping Diagnosis
Nondiagnostic  Gastric Intestinal Pancreatobiliary/Oncocytic

Histologieal Diagnosis

Gastric subtype 12 3 1 0
Intestinal subtype 2 3 7 2
Pancreatobiliary/Oncocytic subtype 0 1 0 5

[[Accuracy: 1536 (41.6%). |

Hora et al Ann Surg 2013

IIPMP- phénotype

Concordance

- Gastrique 100%
- Intestinale 86%

- Pancreato-

oncocytaire 67%

Forme intestinale
MUC2+, CDX2+

TABLE 3. Histological and Cytological Subtyping Based on Immunocytochemistry of MUC

Expression
Cytological Subtyping Diagnosis
Histological Diagnosis Nondiagnostic  Gastric  Intestinal  Pancreatobiliary/Oncocytic p<0.01
Gastric subtype [) 16 0 0
Intestinal subtype 1 1 12 0
Pancreatobiliary/Oncocytic subtype 0 2 0 4

Accuracy: 32/36 (89%).

Conclusions: Preoperative PJC with MUC stain proved to be highly reliable
for identifying the histological subtype of IPMN and may provide usefull

information for deciding surgical indication.

Hara et al Ann Surg 2013
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TIPMP- Conclusion TIPMP- canaux secondaires
— - — - reome—
TIPMP du canal principal/mixte TIPMP du canal principal/mixte y delines 2012 for the O IPMN and MCN of|
the pancress
SeLésion malines 62% B B
4= « worrisome features » a2
Frequences of maligaancy in PMNs acconding to the morphological types. Canal principal Canaux secondaires
S-Tumeur invasif 42% " X Teca s Vo gt Seanch duct
Sdilatation CP 5-9 mm T g aie . Namber | Mag e | Mamber | Mgt o
. T S 0N 0 w36
SeSurvie 5 an 50% Soaweniz Roem (e . wwin| >woam oo
Savia 13 Saen 1wooon | 8830
Sena 14 oo 0 (| 1007 s | s1s0005m 1500950
tee 15 Ay ;o] 12k sz oassn 4c
v amm ouwsm| 0w Siaan| nosen 7
S 3 Bosen  oam| 008ss weson| 20040 140
R (1108 Wwiom | 2w 16
Sehnchctr (16 @00 mpasm| e i) B
Xen 17 Bam mowm| Bosm  nows]  wdem| sem s
Nga 14 wm  o@m sgom| 1soom  joean| eem| seim  wesm
g 21 eossn 1020 weioon) | (s 10230
Onna 18 Som  wam  woew| noww  sase] atsam| B sosm
N 19 neam e maum| woom  amos|  weson| swam @
Sorne 7 Gon o (0 T 4ase
rosiot Sowm  o@m wosm| wewn  ven] nsem| waem i
Mea 6 Hww  mosen m@em| Mwmm  wen| osen| oesn @
Surveillance Ko ) o@m W woioom | so@zm  wiiem
Crom (10 wieesn  eoosn moom| sem e | sedeem| M@m o
o 3O MO0 1100008 883 QA7 20 sa0 | ama oy a3 geey
Tanaka et al poncreatology 2012

IIPMP- canagux secondaires IIPMP- canaux secondaires

factors for in i oot
ORIGINAL ARTICLI
papillary

M. Sugiyama, Y. Izumisats

C of g ly proven
papillary of the p: in SNUF
a 15-year experience at a single academic institution

Taille tumeurs

Nodules muraux Nodules muraux

Analvse univariée Analvse univariée

Tumos ocston Vas W B oo 3 o

ooy «Ca19-91
Tumcus dameter 230 oo b 2 oo H oon7

o 1 1 ° *Nodules muraux

Yo 0 . oo 2 ous A

o 2 5 1 *Taille du kyste> 30 mm

o ~ = o = o

by 2 H H

Yo W ? o0ss 2 o

by 2 s '

Table 8 analysis of

an
predicting factors in branch duct type IPMN (n=118)
Analvse Multivariée

sig Exp(B)  95% confidence interval
. Nodules muraux OR 12.35 p=0.045 Malignancy prodicting factors
Mural nodule  0.005 6200 1.727-22.260
. Diamétre de la tumeur > 30 mm OR 31.15 p=0.009

Invasiveness prodicting factors
Mural nodule __ 0.002 __ 20.069

3.115-129.308

Sugiyama et al BJS
2003

Hwang et al Lang Arch Surg 2012

IIPMP- canaux secondaires IIPMP- canaux secondaires

Natural History of Branch Duct Intraductal Papillary
Mucinous Neoplasms of the Pancreas
A Multicenter Study in Japan

‘Taille du kyste n’ est pas suffisante!

Suivi canaux secondaires TABLE 4. Comparison of BD-IPMN in Patients With Progression Between Patients With and Without Surgical Resection

Taille du kyste

Progression:

1 taille du kyste > 10 mm
* nodules muraux >5 mm
*+ CP>2mm

TABLE 1. Cinical Characteristics of the 349 Patients With BD-PMNs

sppernce of M

Proreion of EDIPNNG JRp—
Progresion® (1-61) e Change @34 Mo Cotngey
oo ey 138 ) oo |
o o
Unioal 200 ‘0 600 o
[ ) Py 200 oot
e cy e arg 5055 e oson
Nedan M e (gt Y ey pred
Medan o1 peiod (g s Privec 210 oess

“Progrssion based ce imaging findings duing the o -up perod was defind s folows: <yt sz changen 210 T, MPD chasges 22 mim, o

Maguchi et l Pancréas 2011

BD-IPMN With Progression (n = 64) P Value
(Resection
Imaging Findings at the Time Resection Follow-Up Without Surgery vs. No
of Resection (n=22) =40 Resection)
Median cyst size (range), mm 325 (6-65) 8.5 (60-500) 0190
Median MPD diameter (range), mm 5.5(2-13.0) 3.0(1.0-10.0) 0.003
MNs
Absent 7 2 0002
Present 15 1
Median follow-up period (range), yrs 27(1.0-153) 46(1.1-163) 0043

Main duct >5 mm
Nodules muraux
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IIPMP- canaux secondaires

Growth Rate Predicts Malignancy in Patients With Branch Duct
Intraductal Papillary Mucinous Neoplasms

Progression en taille du kyste

Table 3. Overall Growths of Cystic Mass (Size, Mean = SD)

Al patients (n = 201) Malignant (n = 8) Benign (n = 193) P value
147-62 139-86 147+61 789
161(80.1) 5(625) 156 (80.8) 197

401190, s 70102
172-69 244=-19 169+68 003

3375

Kang Clin Gastroenterol Hepatol 2011

IIPMP- canaux secondaires

Cyst Growth Rate Predicts Malignancy in Patients With Branch Duct
Intraductal Papillary Mucinous Neoplasms

Croissance annuelle >2 mm

Risque cumulé de malignité
6.4% a 3ans
45%a5ans

Progression en taille du kyste

Cyst growth (mm)
PO
e~

(%) ompou jesnw moN

[T
Initial cyst size (mm)

Kong Cln Gastroenterol Hepatol 2011

IIPMP- canaux secondaires

Imaging Features to Distinguish Malignant and Benign
Branch-Duct Type Intraductal Papillary Mucinous Neoplasms off

AMeta-analysis
1373 patients

Thick septumiwall
Ak o f

Sava o
Pooled (Fe21.1%) -

Cyst size >3 cm

Kim et ol An Surg 2013

IIPMP- canaux secondaires

Imaging Features to Distinguish Malignant and Benign
Branch-Duct Type Intraductal Papillary Mucinous Neoplasms of
he

A Meto-anaysis

TABLE 3. Summary of the Pooled Indices of Diagnostic Accuracy for the Imaging Findings

Pooled Sensitivity %  Pooled Specificity % L] Negative LR
Imaging Findings No. Studies  AUC (95% C1) (95% CT) (95% CT) (95% C1)
Cyst size > 3 cm 16 0.637 59 (53-64) 1.5(1.3-18) 07(0609) |
Mural nodule 16 0.787 59 (53-64) 83 (80-85) 29(23-36) 0.6 (0.5-0.7)
MPD dilatation (overall) 10 0.683 56 (49-62) 67 (62-72) 19(1.4-26) 0.7 (0.6-0.8)
Thics n s s e 6o Y, 20230 070609

j P dul Sod hi -
C P of mural should be reg; highly suspiciou:

for malignancy warranting a surgical excision whereas cyst size greater than
3 cm, MPD dilatation (5-9 mm), or thick septum/wall may better be managed
by careful observation and/or further evaluation.

Kim et al An Surg 2013

TIIPMP- canaux secondaires

alignant Transformation of Branch Duct-Type

Intraductal Papillary Mucinous Neoplasms of the

Pancreas Based on Contrast-Enhanced Endoscopic
Ultrasonography Morphological Changes

Focus on Malignant Transformation of Intraductal
Papillary Mucinous Neoplasm Itself

BD-IPMN
6

resacted o he il cagronis esactabie casen
Follow-up >6M |

n=5
o

n=3 (2.1%)

=30 (21%) ] n=110 (76.9%) ]

Ohno et al Ann Surg 2012

IIPMP- canaux secondaires

Malignant Transformation of Branch Duct-Type
Intraductal Papillary Mucinous Neoplasms of the
Pancreas Based on Contrast-Enhanced Endoscopic
Ultrasonography Morphological Changes
Focus on Malignant Transformation of Intraductal
Papillary Mucinous Neoplasm Itself

TABLE 3. Analysis of Predictive Factors of Malignant Transformation of BD-IPMNs

Univariate Analysis Multivariate Analysis
Factors HR 95% C1 P HR 95% C1 r
Male 132 03-54 06740
Age (65 y) 108 0339 09097
High-risk group 661 17315 00058 125 01207 08689
Cyst size (>30 mam) 164 3.0-304 0.0004 28 0.5-15602 01137
Cyst enlargement 478 12229 00227 700 02-1147 02834
MPD enlargement 762 20366 00034 955 03-1383 01927
Mural nodule enlargement n2 26767 00012 264 02442 04775
Development of symproms. 596 Lag3 0004 156 02216 07241
[[MPD involvement 203 47-138 <0.0001 6.19 1.0-652 0039 |
Tabeies melis TO¥ TT0F T
Multiple cyst 271 18-52.5 00050 186 02253
[ Munal nodule (=) (at initial diagnosis) 6.10 1.5-30.5 00122 742 1.3-803

Ohno et al Ann Surg 2012
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IIPMP- canaux secondaires

ORIGINAL ARTICLE

Cytology Adds Value to Imaging Studies for Risk Assessment
of Malignancy in Pancreatic Mucinous Cysts

TIPMP non dilatées sans nodules muraux TIPMP< 30 mm <~ Sensibilité ]
Dysplasie haute —50% des cancers 67%

TABLE 5. Performance Characteristics of Significant

TABLE 4. Significant Imaging and Cytology Risk
High Risk Stigmata in Predicting Malignancy (CIS or

Stigmata in 43 Small Branch-Duct Intraductal Papilary

Mucinous Neoplasms invasion) in Small Branch-duct Intraductal Papillary
High Riok Stgmata Mucinous Neoplasms
Dilated MPD - + Specificity PPV NPV
Murai Nodule - : = -
Mural Nodsi HGA 8 © 91
{:w\ + MN 94 50 82
crsen ¥
LGD M 2 1 0 0 0 0 o Dilated MPD L] 3 L
o B a. e T MGA indicate high-grade atypia [high-grade dysplasia and malignart]
g % 5 . g 3 PPV, posiive predicive value: NPV, negative precictive value
NV i 1 0 0 0 0 o

Genevay Ann Surg 2011

IIPMP- canaux secondaires

The Carcinoembryonic Antigen Level in Pancreatic Juice and
Mural Nodule Size Are Predictors of Malignancy for Branch Duct
Type Intraductal Papillary Mucinous Neoplasms of the Pancreas

[Association taille et ACE intrakysti |

134 TIPMP CS 4.~ 41 malin

TABLE 2. The Diagnostic Cutoff Levels of the Tumor Size, TABLE 4. The Results of the Multivariate Analysis of the
Main Duct Size, Mural Nodule Size, and CEA Levels in the Malignant Predictive Factors for Branch Duct Type IPMN
Pancreatic Juice for Differentiating Between Benign and -

Malignant IPMN Based on the Receiver Operating Odds
Characteristic Curves ? Ratie

Cutoff A

Value am
Tumor size 30mm 0wy 139 33won
Main pencrestic duct size S mm oty
Mural nodule size 5mm o
‘CEA levels in the pancreatic juice”™ 30 ng/mL. o % e

*The CEA in the pancrestc jice could be mesmred in 91 patients who reveived
orecoerative ERE.

Hirono et ol Ann Surg 2012

IIPMP- canaux secondaires

The Carcinoembryonic Antigen Level in Pancreatic Juice and
Mural Nodule Size Are Predictors of Malignancy for Branch Duct
Type Intraductal Papillary Mucinous Neoplasms of the Pancreas

‘Assodaﬁon taille et ACE intrakystique

s

o Yo *" 150 ™ 15000 100,000

TABLE 5. Correlation Between Findings of EUS and CEA in the
Pancreatic Juice Obtained by ERP for the Patients With Branch

Duct Type IPMN

EUS Findings CEA Levels in the P-ne;:;l(c Juice

(Maral Nodule

Stze) 30ngmL(n=36) >30ngmL(n=55 P
27 18 <0.001
9 37

Hirono et of Ann Surg 2012

IIPMP- canaux secondaires

Management Strategy for Multifocal Branch Duct Intraductal
Papillary Mucinous Neoplasms of the Pancreas

20-40% des TIPMP secondaires

AIBD-IPMNs  Solitary BD-IPMN  Multifocal BD-IPMNs

TIIPMP- canaux secondaires

Multfocs! 80-PA
ned2 (126 lesions)

| rw— I | P—
-

ne2? (4 osions)

N
.

0 \asttocal BO-PAN s

Rermsnt ewon air operston
a1 (13 lomione)

p=NS

o8 Saitary BO-PAN (169)

Hirono et ol Ann Surg 2012

Time (monthe)

Clinical Characteristics (n=211) (n=169) (n = 42, 126 lesions) 14
Age, mean (SD), y 68 (11) 67(11) 0(7) NS
Sex (MF) 100:111 83:86 NS
Tumor location (head body-tail) 160:135 NS
Cyst size, mean (SD), mm 22(15) 0.0001
Presence of mural nodule, n (%) 26(12) NS
MPD diameter, mean (SD), mm 4024 NS
Cytolog; n (%) 12(6) NS
Presence of symptom, n (%) 137 (64) 00001
Presence of distinct PDAC, n (%) 1709 NS
Operation, n (%) 69 (33) NS
Conclusions

TIPMP des canaux secondaires TIPMP des canaux secondaires

SLésion malines 25% —Nodules muraux

SeTumeur invasif 17% S-Cytologie positive

S—Croissance rapide

SPatients agés

surveillance

Tanako et al Pancreatology 2012
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Quoi de neuf dans les métastases ?

Dr Nicolas GOLSE

Hopital Paul Brousse, Centre Hépato-Biliaire, Villejuif
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TRAITEMENT
CHIRURGICAL

ORIGINAL ARTICLE

Feasibility, safety and efficacy of two-stage hepatectomy
for bilobar liver metastases of colorectal cancer: a
LiverMetSurvey analysis

Jean Marc Regimbeau'*, Cyril Cosse ', Gernot Kaiser, Catherine Hubert”, Christophe Laurent”,
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Table 1 Characteristics of the study population

HPB

TSH growp n = 869 Hepatoctomy group n = 5766 P Valuo
Age, median range) 60 23-96) 59 29-4) o6s
Male gender, n (%) 535 (62) 3529 61) 084
T3-T4,0 06) 684 76) 451308) 031
N0, n %) 218 25) 1388 24) 030
Synchvonous LM n (%) 709 (82) 4687 1) o7a
Tumor site, n (%) 012

Foctum 28309 2083.(96)

Lot colon 18 m) 2604 (45)

Transverse 06 me

Rigt coion 138 (16) 926 16)
Number of LM, medsan (range) 7@-41) 6-37) 0z
S20 0f LM, mean + SO 5228 s 041
Chemotherapy before hepatectomy, n (%) 54 84) 3761 (85) 053
Number of chemotherapy cycles, median (range) 601-65) 6012 ot
CEA lovel 904-10271) 9003-2810) 0B

[[epest nepatectomy. n %) 499 57) 1099 19) 0|
Caproscopy. n (%) ) i) oot
Peroperative tanstusion, (%) 18014 694 (12) 056
Anatomical resecton. n (%) w40 9) 2256 (39) 033
Pringle maneuver, n (%) 124 14) 752013 080
Pumonary metastasis, n (%) 209 26) 187 20) [
‘Cancer-iree margin, n (%) 505 (58) 3126 (50) (X3
One or mor positve ymph nodes, n (%) EX) 2140 074

82
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‘Table 2 Postoperative morbidity and short-term mortality”
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TSH (2/2) n = 625 TSH (1/2)n = 244 p Value TSHn = 869 Hepatectomy n = 5786 p Value

Postoperative adverse events, n (%) 157 25.1) 7@ 010 228062 1395 @4 012
Biliary fistulae, n (%) 2743 10 (4) 057 3763 24242 048
Hepatocellular insufficiency, n (%) 16 (2.6) 5@ 046 2124 201 35) o1
Puimonary events, n (%) 3148) 6(25) 0.02 3743 27247 036
Trromboemboic events, n (%) 609 ) 005 607 808 061
‘Wound-related events, n (%) 207 8(33) 078 3106 118 2.0) 039

[_Postoperative radiological arainage, n (%) 7 (13.9) 37 (152) 054 120(143) 238 (4) 0007 _|
Repeat surgery, n (%) 45072 1467 053 59(6.8) 513 (8.9) 0.40
30-day mortalty, n (%) 208 204 0001 4764 31364 084
60-day moralty. n (%) 4502 35049 00w 8002 72 031

[[s0-cay mortainy. n %) 5803 40 (16.4) 0013 98(113) 526 0.1) 016 |
Length of stay, days, median (range) 13 (0-130) 13 (2-106) 031 13 (0-130) 110-71) 003

* For all events, the data for the TSH (2/2) group.

and included events after both stages of hepatectomy.
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Drop-out between the two liver resections of two-stage
hepatectomy. Patient selection or loss of chance?
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* Department of Surgery, Division of Hepatobiliary & General Surgery. Humanitas Research Hospital,

Humanitas Univers ino, Milano, lialy
®AP-HP Hopital Paul Brousse, Centre Hépato-Biliaire, University of Paris, Villejuif, France

* Rétrospectif

* Bicentrique
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Drop-out between the two liver resections of two-stage
hepatectomy. Patient selection or loss of chance?

PBH HRH
63 TSH 63 OSH

& 40% RO
d 60%R1
%
E

( Overall )

19% RO resection
81% R1 resection
0% Drop-out

46% R1 resection
38% Drop-out

Drop-out between the two liver resections of two-stage
hepatectomy. Patient selection or loss of chance?

Patients’ characteristies and chemotherapy details.

Onestage  Twostage P
hepatectomy

y  hepatectomy
0=63)  (n=63) Chemotherapy details
— — Preoperative chemotherapy 54(857)  59(937) 0.143
) p prvia:
:‘M:ﬂmmkm 0061 12090 0102 S 369 2E7. 907
se >65 years 3 . i
Male sex 34(539)  36(57.0) 0720 ﬂ::z‘l‘:‘" ::; S: ;; ;2 tﬁz;
Primary tumor > .
Roctsl eamoar 12 (190) 18.286) 0210 Oxaliplatin + Irinotecan 00 5(8.5)
= TR TR0GE0 D Targeted therapies
N+ 38 (60.3) 38 (603) 1 matched Bevacizumab 21 (38.9) 20 (339) 0.582
Liver metastases Cetuximab/Panitumumab 593) 17 (28.8) 0.009
Synchronous 53(840)  S3(84.1) Imached  Number of patients 10 (185) 21 (356) 0042
Bilobar metastases 63(100) 63 (100) 1 matched ‘with >1 lines
Number of nodules, median 7649 7@-2 0286
<8 36571 36(57.0) 1 matched Number patients 34 (63.0) 44 (746) 0.182
8-10 827 8027 wth 56 cycles
>10 1902 19(02) Radiological response
Major vascular contact 55 (87.3) 47 (746) 0.070 CR 237 0 CR/PR vs,
with hepatic veins. 49 (77.8) 39(619) 0.052 PR 31(574) 42(712) SD/PD
with 1*72* order 33 (524) 23 (365) 0073 SD 14 (25.9) 14(237) 0258
portal pedicles PD. 7030 36.0)
Bilteral major n@y @y om Cheoirary T e T v = HOD -
Lage damer 350 sa2n  toase) ogn  Adiwenchemotenpy 2563 Go7) 2539 64D 0017
CEA>200 ng/mL" 4(63) 202) 0403 CEA: Carcinoembryonic antigen; S-FU: S-fluorouracil; CR: complete
Fong et al. score, median 3(1-5) 3(1-5) 0177 response; PR: partial response; SD: stable discase; PD: disease
3 41(65.1) 42(66.7) 0851

2 progression.
Nordlinger et al, score’, median 4 (3—6)  4(3-6) 0091
25 2951 (45.1) 1850 (36.0) 0352

Drop-out between the two liver resections of two-stage
hepatectomy. Patient selection or loss of chance?

aqo

p=0.53
donc pas sélection !

% Overall Survival
o
o
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Months
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—— Completed Two-stage Hepatectomy
* Non-completed Two-stage Hepatectomy
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Drop-out between the two liver resections of two-stage
hepatectomy. Patient selection or loss of chance?

Intention de traiter, p=0.35
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Drop-out between the two liver resections of two-stage
hepatectomy. Patient selection or loss of chance?

Intention de traiter, p=0.04

b 1=
09t H
o8l B
Bo7f &
s |z
gu‘s o
Fos| 8
H S
gut Lo =
-4 B,
*® 03 1-"1 -
—l T fepee b
o b | %tV scaadjaaaaagay
o1
00
[ 6 12 18 2 E) 3
Months.
= - One-stage Hepatectomy

= Two-stage Hepatectomy

Drop-out between the two liver resections of two-stage
hepatectomy. Patient selection or loss of chance?

Intention de traiter, p=0.04

Recurrence rate and sites.

One-stage Two-stage P
hep. hep.
(n = 63) (n = 39)
n (%) n (%)
Recurrence
Overall recurrence rate 50 (79.4) 29 (74.4) 0.557
Hepatic only 22 (44.0) 12 (41.4) 0.821
Hepatic + extra-hepatic 21 (42.0) 10 (34.5) 0.510
Extra-hepatic only 7 (14.0) 7(24.1) 0.255
Cut surface recurrence 7/50 (14.0) 3/29 (10.3)  0.738
Liver only recurrences resection 18/43 (41.9) 8/22 (36.4)  0.669

Drop-out between the two liver resections of two-stage
hepatectomy. Patient selection or loss of chance?

* R1>>Ro
* Groupes non 100% comparables (primitif, lignes/type

de chimio, progression...)
* Un temps: Hx mineures uniquement !

» Technique en deux temps plus « reproductible »

* Seul objectif = résection compleéte !
* Sipossible: en un temps

* Drop-out = perte de chance !

Factors influencing recurrence
for colorectal liver metastases

ing initial h

J. Hallet' 1%, A, Sa Cunha®, R. Adam®, D. Goéré®, P. Bachellier’, D. Azoulay’, A. Ayav®,
E. Grégoire?, F. Navarro'® and P. Pessaux'?#, on behalf of the French Colorectal Liver Metastases
Working Group, Association Frangaise de Chirurgie (AFC)*

* 2006-2013
* N=2320
* 39 établissements

* Suivi médian 27 mois

* Récidive chez 47% patients

BJS

Factors influencing recurrence
for colorectal liver metastases

ing initial h

% of patients with recurrence

Hepatic Lung Peritoneal Adrenal Bone Brain Other
Site of recurrence

Distribution of site of recurrence in 998 patients with available data on exact site

BJS
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Factors influencing recurrence ing initial tomy BJ S
for colorectal liver metastases -

Table 2 Results of Cox regression to identify factors associated
with colorectal cancer recurrence at any site following initial
hepatectomy for liver metastases

Factors influencing recurrence ing initial h tectomy BJ S
for col tal liver
160}
§
3
g
s
*
e g R . 4
Distrib ‘Time ater initial hepatectomy (months)
Distribution of time to 1
Factors influencing recurrence ing initial h tectomy BJ S
for col tal liver
* Récidive = FdR mortalité
* Survie médiane non atteinte
*+ DFS médiane 22 mois
* OS5 ans: 64% (74% vs 57% selon
récidive)
‘Combined ntra/extrahepatic
% Cohorte récente
Effectif +++
T S Chimio moderne
0 12 2 %
Time after initial hepateciomy (months)
No.atrisk Récidive+++
Intahepatc 473 430 208 197 Mais survie satisfaisante
Extrahepatic 230 140 103
Inia/extrahopatic 225 218 150 %

@ Survival after initial hepatectomy

How Has Virtual Hepatectomy Changed the Practice ANNALS OF
of Liver Surgery? SURGER

Experience of 1194 Virtual Hepatectomy Before Liver Resection
and Living Donor Liver Transplantation

TABLE 1. Baseline Ct and Surgical Outcomes of the VH and Non-VH Groups of Patients Who Underwent LDLT

VH (0 = 248) Non-VH (n = 185) r
Recipient
Age.yn 54.(18-66) 50 (18-67) P
Sex, male, n (%) 137 (55) 9451 036
Disgnosis, n (%) <001
Hepatocellular carcinoms 8063 aey
HBV/HCV.related LC %6@3) 34 (18)
PBC 10(16) a0
Fulminant hepatis 24 (10) 2001
Biliay atresia 76) 130)
Otber 38 (15) 28(15)
Operaton tim, min 771 (461-2408) 925 (650-1990) <00
Blood loss, mL. 4985 (580-81545) 4658 (830-53835) o071
Major complication (), n (%) 203 o) <001
Leagh o hospial say, d 45 (10-581) 42 (6-655) 030
Inbospital mertality, n (%) 1466) 9(5) o
Donor
Age.yns 36 (18-65) 35 (18-66) 053
Sex, male, 0 (%) 129 (52) 108 (58) 019
Operation time, min 455 (315-780) 485 (225-780) <0
Blood loss, mL. 390 (50-1330) 490 (110-2000) <00
Complication (), (%) 2902) 28015 029
Major complication (s), n (%) [19) 116 017
Length of hospial stay, d 14.(8-36) 15 (5-56) <00
Graf selction
Rightefuposterionateral, n (%) isanvwi[faaos S68U16/1 46744911 <001

Hazard ratio
Disease-free interval < 12 months to inital liver 1-18 (0-93, 1-49)
metastases

Extrahepatic disease 0-82 (0-62, 1-10)
Node-positive primary 1.27 (1-09, 1-49)
No. of lesions >3 1-27 (1-06, 1-52)
Size of largest lesion >4 cm 1-19 (1-01, 1-43)
Prehepatectomy CEA > 10 ng/ml 0-86 (0-73, 1-01)

How Has Virtual Hepatectomy Changed the Practice ANNALS OF

of Liver Surgery?
Experience of 1194 Virtual Hepatectomy Before Liver Resection
and Living Donor Liver Transplantation

Yoshihiro Mise, MD, Kiyoshi Hasegawa, MD, Shouichi Satou, MD, Junichi Shindoh, MD, Kenji Miki, MD,

Nobuhisa Akamatsu, MD, Junichi Arita, MD, Junichi Kaneko, MD, Yoshihiro Sakamoto, MD,

«and Norihiro Kokudo, MD,

® 2004-2013
* 433LDLT
* 248 hépatectomies

How Has Virtual Hepatectomy Changed the Practice ANNALS OF

of Liver Surgery?

Experience of 1194 Virtual Hepatectomy Before Liver Resection
and Living Donor Liver Transplantation

Hx virtuelle

*  Plus de greffons droits
Plus de reconstructions vasculaires (82%)
* Moins de congestion veineuse
¢  Méme morbi-mortalité (D+R)

Complication (s), n (%)
Major complication (s), n (%)
Length of hospital stay, d

selection
RightlefVposterior/teral, a (%)
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How Has Virtual Hepatectomy Changed the Practice ANNALS OF
of Liver Surgery?
Experience of 1194 Virtual Hepatectomy Before Liver Resection
and Living Donor Liver Transplantation
ICGR15<10% 10%SICGR15<20%  20%<ICGR15<30% ICGR15>30%
pe0.001 P00 p-0002 P<0.001

80
: Il Il I
. . .
VH non-VH VH  non-VH VH non-VH VH  non-VH

I Anatomic resection non-anatomic resection

FIGURE 3. Anatomic resection rates in patients who under-
went liver resection for hepatocellular carcinoma stratified by
the indocyanine green retention rate at 15 minutes (ICGR15).

How Has Virtual Hepatectomy Changed the Practice ANNALS OF
of Liver Surgery?
Experience of 1194 Virtual Hepatectomy Before Liver Resection
and Living Donor Liver Transplantation
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| liver

K. Imai'?*, M.-A. Allard'?#, C. Castro Benitez'?#, E. Vibert'’#, A. Sa Cunha'?#, D. Cherqui'**,
D. Castaing'*#, H. Bismuth', H. Baba® and R. Adam'?*

* Monocentrique, rétrospective

Overall Survival Recurrence-free Survival
S TR— b b VH (ne74)
- N —— nonVH (ne178)
Pp=0037
B [ ——
e T Recurrence-free Survival
Flus de Iesnoqs (T,vnombre, - N VH (ne137)
bilat...) et Hx élargies dans le | 2 = e nON-VH (n2303)
groupe VH ( \
< -]
FIGURE 4. Survival curves of i =
patients with impaired liver func- ces | S——
tion (ICGR1S >10%) who under- | =
went liver resection for localized :
HCC (n<3, size <3cm) (A, B), p=0057 A ) p-0768
and patients who underwent liver o TEENET TR L3 . ® = %
resection for CRLM (C, D). c Mot from hepsectomy D Month rom hepatectommy
N gram for prediction of pr is in with initially BJ S
unresectable colorectal liver metastases

K. Imai'?$, M.-A. Allard'2*, C. Castro Benitez'2*, E. Vibert'*#, A. Sa Cunha'2#, D. Cherqui'**,
D. Castaing!*4, H. Bismuth, H. Baba® and R. Adam!24

£

3

H

3

Time atter surgery (years)

No.atrisk
os 439 7 2 6 129 94
OFS 439 R 3 £ 28

Fig. 1 Overall (OS) and disease-free (DFS) survival in patients
who underwent hepatectomy for initially unresectable colorectal
liver metastases

* 1990-2012
* MHnon résécables
* n=439
[orignatarese
N am for prediction of pr is in pati with initially BJ S
bl I | liver =
Globally completed = Liver completed
————— Globally not completed ~ ===~ Liver not completed

Survival probabilty
Survival probabilty
°
s

04
02
0 12 3 4
Time ater surgery (years) Time afer surgery (years)
No.at risk No.atrisk
Gioballycompleted 335 203 228 158 121 @ Lvercompleted 45 33 23 15 6 1
Glovallynotcompleted 104 62 31 18 8 2 Uvernotcompleted 59 29 8 3 2 1

@ Survival according to global curabilty b survival in patients without global completion

Nomogram for prediction of prognosis in
unresectable colorectal liver metastases

Table 4 Multivariable cox regression analysis of factors associated
with overall survival after hepatectomy

Hazard ratio (2
Primary N category (N1-2) 1-51 (1-11, 2.10) 0-004
Response to first-line 2.11(1.28, 3:27) 0-004
chemotherapy (progression)
Tumour no. at hepatectomy (> 6) 1.76 (1-30, 2-36) <0-001
CA19-9 at hepatectomy 2-36 (1-73, 3-18) <0-001
(> 37 units/ml)

Concomitant extrahepatic disease
(present)

1.42 (106, 1-89) 0.019
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Outcome after associating liver partition and portal vein ligation
for staged hep y and i two-stage

h for col | liver

R. Adam'24, K. Imai' 5, C. Castro Benitez' 34, M.-A. Allard!24, E. Vibert'?4, A. Sa Cunha'24,
D. Cherqui'™*, H. Baba’ and D. Castaing"**

* Monocentrique
* Rétrospectif
* 2010-2014
— ALPPS n=17
— TSH n=41 (dont 15 sans 2" temps)

* Groupes comparables (préop)

BJS

N am for predi of pr is in with initially
bl I | liver
Total points Syoan
Factor Score o Sy -0
Primary tumour N category 08
1year 06
NO 0 sf 1
N1-2 5 (24 08
“Tumour no. at hepatectomy 10 04
<6 o 2
N 090 fos
15- 05
>6 L4 L 02
CA19-9 level at hepatectomy (units/mi) % oss 04 [
<37 0 . 03 L
>37 10 25+ 075 02
Response to first-ine chemotherapy o7
Responselstabilzaton o s L o1
Progression 9 - 060
Concomitant extrahepatic disease s L oso
No o Cow
Yes 4
‘Survival provability
Outcome after associating liver partition and portal vein ligation BJ S
for staged hep y and i two-stage
h for col | liver

R. Adam'?#, K. Imai'?5, C. Castro Benitez'##, M.-A. Allard'2#, E. Vibert'*#, A. Sa Cunha'?4,
D. Cherqui'™*, H. Baba® and D. Castaing"**

* Complications mineures
— ALPPS 59% vs TSH 15%
— P=0.001
— Complications majeures

* ALPPS 41% vs TSH 39%

[ongnaiaice |

Outcome after associating liver partition and portal vein ligation
for staged h and | two-stage

h for col | liver

Survival probabilty
Survival probabilty

No. at risk No. at risk
ALPPS 17 5 2 0 ALPPS 17 0
TSH 41 31 16 5 Completed TSH 26 2
Faled TSH 15 9

@ ALPPS versus TSH

Overall survival

BJS

2 3
Time after firt-stage hepatectomy (years)

2 0
12 4
4 1

b ALPPS versus completed TSH versus failed TSH

* P=0.99
[ongnaanae |
Outcome after associating liver partition and portal vein ligation BJ S
for staged h and | two-stage
h for col | liver

z g
3 z
g é & ——— ALPPS
g E“ ————— Completed TSH
@ @
2 3
‘Time after last hepatectomy (years)
No. at risk No.atrisk
ALPPS 17 0 0 0 ALPPS 1 o 0 0
TSH 41 3 3 1 Completed TSH 26 3 3 1

a ALPPS versus TSH b ALPPS versus completed TSH

DFS

ORIGINAL ARTICLE
P hymal-sparing h (PSH) for bilobar

! | liver are iated with a lower
morbidity and similar results: a p

score matching analysis

Riccardo Memeo'~, Vito de Blasi'~*, René Adam", Diane Goéré", Daniel Azoulay”, Ahmet Ayav’,
Emilie Gregoire”, Reza Kianmanesh”, Francis Navarro'®, Antonio Sa Cunha’, Patrick Pessaux -’ &

on behalf of the French Colorectal Liver Metastases Working Group, Association Francaise de Chirurgie
(AFC)

* Préservation du parenchyme

- risque d'insuffisance
hépatique

- marges

— ¥ risque récidive ?
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paring hep
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(PSH) for bilobar

morbidity and similar

d with a lower

score matching analysis

* 2006-2013

results: a pi

HPB

* MH bilobaires, >3 lésions

* PSH: <1segment

* Non-PSDH: = 3 segments adjacents

* Score propension
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paring hep
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d with a lower

results: a pi
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Table 3 PSM patients’ preoperative and intraoperative data

ORIGINAL ARTICLE (T 3 N
: ps NokPSH P . %
Parenchymal-sparing =30 =30 vake ¥) mnam
Age. y [medan, rangel]  61.7(40-81) 6127-82) 035
colorectal liver metag) 7.y e e (T O
morbidity and similar| asascoe 34,16 4019 s18) 080
score matching analy| Comovdy.yes o o | reos (1]
Body mass incex (@/m’)  24.8(17.6-35) 25.3(17.7-408) 028
mecan. (anael
Primary rescted,yeo n0%) 20488 3@ 0821
Primary recum. yos,00%) 8029 8726) '
> P A T
Positive, yes, (%)
Uver motatasia s s ose
synenvonous, yos, %)
Uver motasasis ACE () 2601-3270)  61(1-8091) 020
Imedian. (rangel}
Uver motastasis oy sen ooe
necadont
G
>6,you, %)
Uvermomusao.  40-19 5814 0001
o osion
Imedian, (rangel]
Uver motmsasa sgeof  004-160)  386-299 0007
=
Imedian, (rangel}
Nomberotrosacted 107 40-6 00001
Imecian. (rangel}
Liver resection + 0en 8022) 027
dorecuancy
Laparoscopy. yes,n0%) 1169 300
Operstvo timo, (i), 27060-060)_ 2400115507 076
Imedian,
Pocclecianging, yes, W) 21469 2572 od4
Poccleclamping duraton, 300-95 390240 011
min, [median, irangel]
Tanstuson, yes, o) 52018 7521) o000
Transtusion, [ ) on
medan. (angel
ORIGINAL ARTICLE
by L i h i IDSHN far hilahar 2
Table 4 PSM patients’ intraoperative and postoperative data
PSH (n = 266) NON-PSH (n = 266) P Vaiue ;
Morbidity>1 6825) 2134) 0.04
Morbidity >Dindo lIlA, (%) 27010) 45(16) 0.03
‘Non-surgical morbidity, n(%) 37013 42015) 062
Pumonary 2610) a3 07
Cardiac “2) 52 1
Sepsis. %) 1) 011
Vascular 3 “ 026
Acute renal failure o 201 049
‘Surgical morbidity, n(%) 4918) 5022) 033
Deep collection 4707 57@21) 033
‘Wound infection ) k) 034
Liver failure 52) 197) 0.006
Bllary fistua 10() 176 023
Reoperation, n(%) 166) 135) 074
Mortality (90 days). n(%) 2m V) 1
Intensive care unt stay, cays, [median, (range)] o0-1) 00-8 0004
Total hospitalization, days, [median, (range)] 107-39 1@7-4n 085
R1 liver metastasis resection, (%) 8532) 75(28) 057
Adjuvant chemotherapy 175(66) 33(50) 0.001
Recurrence, n(%) 166(52) 160(60) 068
Liver-only recurrence, n(%) 79(30) 50(22) 0.08
Liverrecurence treatment
Re-hepatectomy, (%) 25@2) 1729) 086
Radofrequency, ni%) ) ED) ost
Other, n(%) 47(59) 39(66) 074

PSH (n = 266) NON-PSH (n = 266) P Value
Age, yr [median, (range)] 62.4(40-80) 6129-82) 098
Gender, male, n{%) 146(55) 145(55) 1
ASA score 3-4, n(%) 45(17) 46017) 1
Co-morticity, yes, n(%) 125(47) 13149) 068
Body mass index (kg/m?) [median, {range)] 25(17-33) 25(17-36) 020
Primary resected, yes, n(%) 255(96) 256099) 1
Primary rectum, yes, n(%) 727 7729) 070
Primary nodes status positive, yes, n(%) 12045) 125(47) 077
Liver metastasis synchronous, yes, n(%) 134(50) 127048) 062
Liver metastasis ACE (ug/L) [median, (range)] 20(1-3727) 61(1-8091) 039
Liver metastasis necadjuvant chemotherapy >6, yes, n(%) 92005) 84032) 051
Liver metastasis number of lesion, [median, (range)] 43-9) 43-15) 053
Liver metastasis size of lesion, mm, [median, (range)) 35(6-110) 338-200) 015
Number of resected segments, (median, (range)] 10-2) 43-6) 0.0001
Liver resection + radiofrequency 7en 5022) 027
Laparoscopy, yes, n(%) 1@ 3202) 0.001
Operative time, (min), (median, (range)] 250(120-660) 240(120-420) 096
Pedicle clamping, yes, n{%) 130073) 21009) 0.16
Podicle ciamping duration, min, [median, (range)] 3012-95) 3812-240) 039
Transfusion, yes, (%) 48(18) 6123 020
Transfusion, [median, (range)] 00-8) 00-7) 037
ORIGINAL ARTICLE
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Figure & Disease-free survival piot (matched patient)

results: a p

Figure 4 Overall survival plot (matched patieny)

Parenchymal-sparing

hepatectomy for deep-placed

colorectal liver metastases

Ryota Matsuki, MD, Yoshihiro Mise, MD, PhD, Akio Saiura, MD, PhD, Yosuke Inoue, MD, PhD,

‘Takeald Ishizawa, MD, PhD, and Yu Takahashi, MD, PhD, Tokyo, Japan
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Neoadjuvant Chemotherapy Does Not Impair Liver Regeneration
Following Hepatectomy or Portal Vein Embolization for Colorectal Cancer
Liver Metastases
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Neoadjuvant Chemotherapy Does Not Impair Liver Regeneration
Following Hepatectomy or Portal Vein Embolization for Colorectal Cancer
Liver Metastases

EVE SIMONEAU, w0, REEMA ALANAZI, vass,” JUMANAH ALSHENAIFI, mass,” NOURAN MOLLA, o,
MURAD ALJIFFRY, w0, wsc,* AHMAD MEDKHALL, v, LOUIS-MARTIN BOUCHER, v,
JAMIL ASSELAH, w0, PETER METRAKOS, wo,
" Depurtment of Surgery, McGill onireal, Canada
“Department of Surgey, Collge of Medicine, King Saud Universy, Riyadh, Saucd Arabia
Depurtment of Radiology, McGill University, Monireal, Canada
ing Abutaziz University, Jdkdah, Saudi Avabia
il University, Montral, Canaca

“Department of Surgery, College of Medi
“Depuriment of Oncology,

* 2003-2013
* n=226

* 85 Hx majeure sans PVE

* 141 PVE
* Nombre médian de cures: 6 [4-8]

Neoadjuvant Chemotherapy Does Not Impair Liver Regeneration
Following Hepatectomy or Portal Vein Embolization for Colorectal Cancer
Liver Metastases

Pas d'impact de la chimio sur régénération
(nombre de cures typede molécules, délai...)
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(n=85) (n=141)
RESEARCH ARTICLE WILEY _
Infl of dj h h y on resection of
primary colorectal liver metastases: A propensity score
analysis

Moritz J. Strowitzki MD: | Thomas Schmidt PhD, MD | Ulrich Keppler MD |
Alina S. Ritter cand. med. | Sarah Mahmoud cand. med. | Johannes Klose MD |
André L. Mihaljevic MD | Martin Schneider MD | Markus W. Biichler MD |
Alexis B. Ulrich MD
Department of General, Visceral, and Transplant

Surgery, University of Heidelberg, Heidelberg.
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RESEARCH ARTICLE WILEY _
Infl of djt h herapy on r ion of
primary colorectal liver metastases: A propensity score
analysis

Moritz J. Strowitzki MD . | Thomas Schmidt PhD, MD | Ulrich Keppler MD |
Alina S. Ritter cand. med. | Sarah Mahmoud cand. med. | Johannes Klose MD |
André L. Mihaljevic MD | Martin Schneider MD | Markus W. Biichler MD |
Alexis B. Ulrich MD

Department of General, Visceral, and Transplant
Surgery, University of Heidelberg, Heidelberg.

Perioperative FOLFOX4 chemotherapy and surgery versus
surgery alone for resectable liver metastases from colorectal
cancer (EORTC 40983): long-term results of a randomised,
controlled, phase 3 trial
[Berard Nordlinger, Halfdan Sorbye, Bengt Glimelius, Graeme | Poston, Peter M Schlag, Philippe Rougier, Wolf O Bechstein, John N Primrose,
|Evan T Walpole, Meg Finch-Jones, Daniel Jaeck, Darius Mirza, Rowan W Parks, Murielle Maver, Erik Tanis, Eric Van Cutsem, Werner Scheithaver,

" for the EORTC I Tract Cancer Group, Cancer Research UK, Arbeitsgruppe Lebermetastasen und-tumoren in

der Chirurgischen M-CAO), Australasi Intestinal Trials Group (AGITG), opl
de Cancérologie Digestive (FFCD)

Lancet Oncol 2013; 14: 1208-15

89



RESEARCH ARTI A Allrandomly assigned patients
1007 —— Surgery only
Influence ol — Perioperative chemotherapy
primary cc o
analysis
vs - 70
z
Moritz J.Strov & 607
Alina s. Ritter 5 50
André L Mihal F 40
Alexis 8. Urd & 304
204 Land Transplant
8 He
197 overalllog-rank test: p-0:34
. all log-ranktest: p=0: 5
Periope . : : . : . : , US
1 2 3 4 5 6 7 8

SUIgEry aiuiic 1ul 1€3cLLarIc HVEL 11ISLadLascd 1uill wuiurectal
cancer (EORTC 40983): long-term results of arandomised,
controlled, phase 3 trial

Berard Nordlinger, Halfdan Sorbye, Bengt Glimelius, Graeme | Poston, Peter M Schlag,
Euan T Walpole, Meg Finch-Jones, Daniel Jaeck, Darius Mirza, Rowan W Parks, Murielle Mauer, Erik Tanis, EricVan Cotsem, Werner Schmhauu

. forthe EORTC Intestinal Tract Cancer Group, Cancer
der Chirurgische M-CAO), Jasi B I Tria AGITG), op
de Cancérologie Digestive (FFCD)

Lancet Oncol 2013; 14: 1208-15

Infl of dj h h Y on re ion of
primary colorectal liver metastases: A propensity score
analysis

* MHCCR résecables d'emblée
* n=468
* Score de propension: 125 paires

p=0.37

wie [ |

Infl of dj h py on ion of
primary colorectal liver metastases: A propensity score
analysis
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KRAS ion Is P
Ct herapy Before

Only Among Patients Who Receive
of Colorectal Liver Metastases

¥ >

GEORGIOS ANTONIOS MARGONIS, M0, 70, YUHREE KIM, 0, wevt, KAZUNARI SASAKI, 30,
MARIO SAMAHA, o, STEFAN BUETTNER, s, NEDA AMINI, s,
AND TIMOTHY M. PAWLIK, wo, wri, 10, FAcs™
Department of Surgery, The Johns Hopkins Hospital, Baltimore, Maryland

Perioperative chemotherapy with FOLFOX4 and surgery
versus surgery alone for resectable liver metastases from
colorectal cancer (EORTC Intergroup trial 40983):
arandomised controlled trial

Euan T Walpole, Meg Finch-Jones, Danielaeck, Daris Mirza, Rowan WPuvb Lourence Caltte, iche Praet Ullich Bethe, EricnCutsen,
f P * Arbeitsgruppe
hi che L CAD),". i Trials Group
(AGITG),* and Fédération Francophone de Cancérologie Digestive (FFCD)*

Lancet 2008; 371:1007-16

ith FOLFOX4 is compatible with major liver surgery and reduces the
risk of events of pmgrdslon -free survival in eligible and resected patients.

2
® .
= Facteurs
2 . p=0.37
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A ing KRAS ion Is P Only Among Patients Who Receive
Preoperative Ch herapy Before ion of Col | Liver
‘GEORGIOS ANTONIOS MARGONIS, mo, 0, YUHREE KIM, so, e, KAZUNARI SASAKI, o,
MARIO SAMAHA, mo, STEFAN BUETTNER, ssc, NEDA AMINI, wo,
AN TIMOTHY M. PAWLIK, M, e, 0, fACS®
OepartmentofSugery, e Johns Hopins Hospital,Batimre, Marylnd
. . . . . +
Systemic chemotherapy with or without cetuximab in 2%®

patients with resectable colorectal liver metastasis: the
New EPOC randomised controlled trial

John Prirrase, Stephen Falk, Meg Finch-Jones Juan Vall,Derek O'Reily, Ajith Sihwardena Joanne Hombuckle, Mark Peterson, Myyddin Rees,
Tim eson, Tamas Hickish, Rachel Butle,Louise Stanton, Elzabeth Dixon, Lovisa Litle, Megan Bowers, Sidn Pugh, 0 James Garden,
David Cunningharm, Tim Maughan, John Brdgewater

Lancet Oncol 2014; 15: 601-11

Addition of cetuximab d for operable colorectallver 2

wild-type patients results in shorter jon-free survival. to explore the molecu.lzr basis|
for this unexpected interaction are needed but at present the use of cetuximab in this setting cannot be recommended.
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Only Among Patients Who Receive

Activating KRAS ion Is F
P ion of Colorectal Liver Metastases

ive Ch herapy Before

GEORGIOS ANTONIOS MARGONIS, M0, 70, YUHREE KIM, 0, wevt, KAZUNARI SASAKI, 30,
MARIO SAMAHA, o, STEFAN BUETTNER, s, NEDA AMINI, s,
AND TIMOTHY M. PAWLIK, wo, wri, 10, FAcs™
Department of Surgery, The Johns Hopkins Hospital, Baltimore, Maryland

* Monocentrique

* Rétrospectif

* 2000-2015

* n=430, non sélectionnés

* 80% colon, 20% rectum

¢ MH synchrones 56%

* Chimio néo-adjuvante 60%, dont 60% bevacizumab

¢ Cetuximab = critére d’exclusion

Only Among Patients Who Receive

Activating KRAS ion Is P
P ion of Colorectal Liver Metastases

ive Ch herapy Before

TABLE 11, Univariate and Multivariate Analysis of Factors Associated With OS Among Patients Receiving Upfront Surgery

Univasiable analysis Multivariable analysis
Prognostic factor HR 95%C1 Pevalue HR 95%CI Pvalve
KRAS
Wild-type Ref
Mutants 036 049152 0597
L3
60 years Ref
>60 years 139 081-240 023
Sex
Female Ref
Male 120 068211 0525
T stage
1-2 Ref
34 035 043-1.69 0650
Location of tumor
Colon tumor Ref
Rectal tmor 087 043178 0704
Disease-free interval
>12 months Ref
<12 months 092 0.54-1.58 o
Regional lymph node status
Negative Ref
Positive 097 057-167 0923
Tumor size
063 025-1.59 o031
Single.
Multple 071 042122 0217
Ablation 178 089-3.54 0102
fargin
RO Margin Ref
RI Margin 194 100-379 0052

Activating KRAS ion Is P Only Among Patients Who Receive

perative Ck herapy Before of Colorectal Liver Metastases
R 05 amongpatientswho ecehed preopeate chametherapy: Wi s Wit KBS
——— wiKRAS 100 .
oA o
o \H
om0

0204 log-tank: P=0.567 020 oganic P=0.005

% % % 3 ) )
Tena{monthe) Timemontts)

Fig. 2. Overall survival after hepatic surgery for colorectal liver  Fig. 3. Overall survival afier hepatic surgery for colorectal liver
metastasis among patients who reccived upfront surgery stratified by  metastasis among patients who received preoperative che: Py
KRAS mutation status. stratified by KRAS mutation status.

* KRAS déterminé sur primitif ou MH. Discordance ?
* Mécanismes ???

* Chimio +/- beva

* Groupes trés hétérogénes

Activating KRAS ion Is Prog; Only Among Patients Who Receive
P ive Ch herapy Before ion of Col | Liver

TABLE IL. Univariate and Multivariate Analysis of Factors Associated With S Among Entire Study Cobort
Univariable analysis Muldvariable analysis
Prognostic factor HR 95%CI Pvalue HR 955C1 Paale
KRAS
Wild-type Ref Ref
Mutants 131 095-1.80 0094 141 101-195 0082
T
<60 years Ref
>60 years 096 071-1.30 0782
x
Female Ref
Male 123 090-1.67 0199
T stage
12 Ref
34 101 067-1.55 0948
Location of tumor
Colon twmor Ref
tal tumor 091 061-1.34 0626
Discase-free interval
>12 months Ref
<12 months 091 067-1.24 0567
Regional Iymph
node status
Negative Ref
Positive 161 114227 0006 162 L14-229 0.007
Tumor size
<Sem
>Sem 09 057149 0753
Number of lesions
Single
Multiple 092 068-1.27 0613
Preop 162 117-224 0.004 142 101-198 0041
chemotherapy
Ablation 159 11228 o011 153 105221 0025
Margin
RO Margin Ref Ref
RI Margin 188 132267 <0001 185 129266 0001

Only Among Patients Who Receive

Activating KRAS ion Is Progs
Pi i of Colorectal Liver Metastases

Ch herapy Before

TABLE IV. Univariate and Multivariate Analysis of Factors Associated With OS Among Patients Receiving Preoperative Chemotherapy
Univariable analysis Mulivariable analysis

Progaostic factor HR 95%CI Paaloe HR 95%C1 Pvalue
KRAS

Wild-type Ref Ref

Matants 172 118254 0.005 167 112248 0012
B

<60 years Ref

>60 years 083 057-1.21 0322
Sex

Female. Ref

Male L4 079-1.66 0479
Tsuage

12 Ref

34 108 063-1.85 0786
Location of tumor

oloa tumor Ref

Rectal wmor 092 057-1.47 0729

sease-free interval

>12 moa Ref

<12 moaths 079 054116 0226
Regional lymph node status

Negative Ref Ref

Positive 210 132333 0002 206 129328 0002
Tumor size

<Sem Ref

>Sem L4 065-201 0639
Number of lesions

Single Ref

Muliple 098 067-1.44 0921
Ablation 143 094219 0.097
Margin

RO Margin Ref Ref

RI Margin 178 L1727 0007 201 131309 0001

Activating KRAS ion Is Prog; Only Among Patients Who Receive
P ive Ch herapy Before ion of Col | Liver

(05 among patients who did't receie preoperative chematherapy: WT v Mt KAAS 05 among patients who recelved preoperative chemotherapy: WT vs Mut KRAS

100 S—— WIKRAS. 140
mKRAS

v

Si statut KRAS mut

Bevacizumab
préopératoire= Inutile !
et néfaste (?)
Fig. 2. Overall survival after gery for colorectal liver
4 cher py

metastasis among patients who & preoperative
KRAS mutation status.

* KRAS déterminé sur primitif ou MH. Discordance ?
* Mécanismes ???

* Chimio +/- beva

* Groupes trés hétérogénes
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Dynamic Assessment of Carcinoembryonic Antigen in the First Month After
Liver ion for Col | Liver as a Rapid-Recurrence Predictor

TAKESHI TAKAMOTO, w0, 1o TAKUYA mo,
MO, AND MASATOSHI MAKUUCHI, v, mo.
and Uver T Japancse R ros Medical Cene, Tokyo opan
* 2007-2014
* N=240
* Dosage ACE J7 et J14-21 post Hx pour MHCCR
* 2groupes

* L: Y4 vie > 10j ou élévation taux
* S:Y4vie < 10j ou normalisation taux

Dynamic Assessment of Carcinoembryonic Antigen in the First Month After
Liver ion for Col | Liver as a Rapid-Recurrence Predictor

TAKESHI TAKAMOTO, v, 0, TAKUYA o,
o, x> MASATOSHI MAKUUCHI, v, 0.
and Liver T Japanese Red Cross Medical Conte, Tokyo, Japan

\
Group L Group L.

A

Proportion of overall survival

Proportion of disease free survival

Log-rank test P=0.0079
o 02 Logrrank test P=0.0008
Time (months) Time (monthe)

Dynamic Assessment of Carcinoembryonic Antigen in the First Month After
Liver Resection for Colorectal Liver Metastases as a Rapid-Recurrence Predictor

TAKESHI TAKAMOTO, o, 1 0, TAKUYA o,
Kel 0, YOSHIKAZU MARU MAKUUCHI, v, 0
Divisions of and Liver Transpis . Tokyo, Japan
Group S (a=156) Group L (n=84) Povalue
Age (year) 63 (29-89) 63 (30-85) 07152
Gender, male 91 (58%) 61 (73%) 0028
ASA score, 3 or more 13 (8%) 9 (11%) 0542
Primary sie, rectum 51 (33%) 38 (45%) 0055
Positive nodal status at primary 110 71%) 64 (76%) 0347
Synchronous liver metastases. 110 (71%) 52 (62%) 0174
ICGRIS (%) 104 22-30.6) 105 (3.1-38.4) 0411
ive CEA (ng/dl) 18.1 (0:6-2,690) 275 (12-5,190) 0764

Number of hepatic lesions 3 (1-77) 45 (1-56) 0338

1 51 (33%) 32 (38%) 0336

2 21 (13%) 9 (11%)

3 22 (18%) 14.(17%)

4 or more 62 (40%) 29 (35%)
Maximum tumor diameter (cm) 35 07-19) 34 (©7-16) 0398
Major bepatectomy 52 (33%) 21 @5%) 0181
Repeat liver resection 53 (34%) 38 (85%) 0074

oss ( 7825 (55-4,175) 8725 (50-4,095) 0973
Submillimeter margin 45 Q9%) 33 (39%) 0100
ed extraepatic lesion 31 20%) 16 (19%) 0878

Preopecative chemotherapy 71 (46%) 38 (45%) 0967
Postoperative CEA, (ng/dl) 44 (05-120) 72 (06-1950) 0703
Date of measuring CEAq (POD) 7(-19) 7 (@-17) 0974
Postoperative CEA (ng/dl) 28 (05-334) 58 (09-2,010) <0001
Date of measuring CEA (POD) 14 (10-33) 14 (12-35) 0676
Recurrence within 100 POD 53 (34%) 44 (52%) 0.004

Data are expressed as n (%) o median (range). ASA, American Society of Anesthesiologist; ICGRIS, indocyanine green reiention rate at 1S min; CEA,
carcinoembeyonic antigen; CEA,1, CEA d around 7 POD, 14 POD.

Intra-patient Inter-metastatic Genetic
Heterogeneity in Colorectal Cancer as a Key
Determinant of Survival after Curative Liver
Resection

) -PLOS | GENETICS

Anita Sveen' %, inger Marle Loes"*!, Sharmini Alagaratnam **, Gro Nilsen™,

Graue Berg'**, Arild

Horn’, Jon-Helge. isen’*, Stian Knappskog**, Per
Eystein Lonning**, Ragnhild A. Lothe'

1 Osio, Norway,
2KG. Oslo, Norway, 3 Centra for
Osio, Nowey, 4

Borgen, Norway, §
Bergen, Norway, 8 Department of Computer Science, Uriversity of Osko, Osio, Norway, 7 Department of
Bargen, Norway, 8

University of Bergen, Bergen, Notway

Intra-patient Inter-metastatic Genetic
Heterogeneity in Colorectal Cancer as a Key
Determinant of Survival after Curative Liver
Resection

Anita Sveen'?%, Inger Marie Loes"*", Sharmini Alagaratnam’ **, Gro Nilsen™",

PLOS | GENETICS

Graue Berg'*, Arild Hor’, Js

jon-Heige Angelsen’, Stian Knappskog**, Per
Eystein Lonning**", Ragnhild A. Lothe' 3+

A B
Intra-patient heterogeneity Intra-patient heterogeneity
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No. of yzed Patient-wise average genomic
per patient complexity (%)
Fig3. I the i

g geneity is g
complexity of liver metastases. For the 41 patients with multiple metastases from the first liver resection

Intra-patient Inter-metastatic Genetic
Heterogeneity in Colorectal Cancer as a Key
Determinant of Survival after Curative Liver
Resection

'PLOS | GENETICS
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Intra-patient Inter-metastatic Genetic
Heterogeneity in Colorectal Cancer as a Key
Determinant of Survival after Curative Liver
Resection

@ PLOS | GENETICS
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Intra-patient heterogeneity
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www.impactjou «com/oncotarget/ Oncotarget, Vol. 7, No. 16

Evidence of intermetastatic heterogeneity for pathological
response and genetic mutations within colorectal liver
metastases following preoperative chemotherapy

* Hétérogénéité histologique: 20% des patients,
associée a
— PVE

— >3 métastases

* Hétérogénéité mutationnelle: 28% des patients

‘www.impactjournals.com/oncotarget/ Oncotarget, Vol. 7, No. 16

Evidence of intermetastatic heterogeneity for pathological
response and genetic mutations within colorectal liver
metastases following preoperative chemotherapy

Myléne Sebagh'** Marc-Antoine Allard®**, Nelly Bosselut*®, Myriam Dao’,
Eric Vibert?3, Maité Lewin®, Antoinette Lemoine?*, Daniel Cherqui*?, René Adam?*,

Antonio Sa Cunha**
* n=157
* Hétérogénéité histologique: > 50% difference nbre cellules
tumorales restantes
* Hétérogénéité mutationnelle: KRAS, NRAS, BRAF and
PIK3CA

* odonnée sur primitif

‘www.impactjournals.com/oncotarget/ Oncotarget, Vol. 7, No. 16

Evidence of intermetastatic heterogeneity for pathological
response and genetic mutations within colorectal liver
metastases following preoperative chemotherapy

Overall population
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—— Pathological heterogeneity of 50 %
—— Pathological heterogeneity of > 50 %
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Evidence of intermetastatic heterogeneity for pathological
response and genetic mutations within colorectal liver
metastases following preoperative chemotherapy
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ORIGINAL ARTICLE

Colorectal liver
era of Eovist h biliary gnetic r

di ing lesil in the

Joseph W. Owen', Kathryn J. Fowler”, Maria B. Doyle’, Nael E. Saad”, David C. Linehan®
& William C. Chapman®

HPB

"University of Kentucky, “Washington Universty, Department of Radiology, Washington Uriversty, and “Universty of Rochester,
Department of Surgery, United States

* Acide gadoxetique

* Meilleures sensibilité détection/charactérisation des

tumeurs

ORIGINAL ARTICLE

Colorectal liver disappearing lesions in the HPB
era of Eovist h biliary ic r i i

Disappearing L 7

Resected = 36
a7%

Indeterminate = 5 Indeterminate =0
6% o%

Lesion Variables (median; range) N = 200
Number of disappearing lesions 77 (38.5%)
Baseline average size in mm
All lesions 13 (3-151)
Disappearing lesions 8(3-32)
Disappearing lesions
With complete response 32 (39%)
With persistent disease 40 (55%) |
Indeterminate 5 (6%)

METASTASES NON
COLORECTALES

ORIGINAL ARTICLE
Colorectal liver metastases: disappearing lesions in the
era of Eovist h biliary gnetic r i i

* 2008-2014
* Réponse compleéte si

— réséquée et pas de cellule viable / anatomopathologie

— non réséquée et pas de récidive locale a 1an

HPB

ORIGINAL ARTICLE
Colorectal liver metastases: disappearing lesions in the
era of Eovist h biliary gnetic r i i

Kaplan-Meier Survival Curves
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Influence of Surgical Resection of Hepatic Metastases

Systematic Review and Pooled Analysis

Sheraz R. Markar, MRCS, MSc, MA,* Sameh Mikhail, FRCS,"t George Malietzis, MRCS,"
Thanos Athanasiou, PhD, FRCS,* Christophe Mariette, PhD, MD,} Mitsuru Sasako, PhD, MD,§
and George B. Hanna, PhD, FRCS*

Studies identified from initial

search
(n=15112)

Duplicate records and records excluded after

review of titles and/or abstracts
(n= 15034)
Full-text articles assessed
for eligibility

(n=78)

Records excluded;
Studies describing non-gastric related liver
metastases.

Studies including patients with peritoneal

Studies included in disease
quantitative synthesis (n=39)
(n=39)

ANNALS OF
From Gastric Adenocarcinoma on Long-term Survival: ~ SY

RGERY

94



Influence of Surgical Resection of Hepatic Metastases

Influence of Surgical Resection of Hepatic Metastases
From Gastric Adenocarcinoma on Long-term Survival:
Systematic Review and Pooled Analysis

Surgical Resection vs. No Resection of Hepatic Metastases

ANNALS OF
URGERY|

oy Metachronous Vs synchronous metastases
o

Sty
Chonetal [ OR (95% C1)
Cheon etal
- Amein ot o 638 (060, 58.95)
‘Makino et al
Mk etal Makino et al 080 (0.09, 6.85)
TvetostalA s b 009 (0.00,192)
Tiverio et al B Sakamoto et al ** 0.74 0.0, 589)
Usdaetal Schidberg ot al 15.00 (0.73, 307 45)
Wang etal Takemuta 064 (0.14,296)
Overall (--squi Tsupmoto et al 240029, 19.78)
NOTE Weght  Overal (hsuased = 336%,0-01720 <[> 128/046,357)

NOTE. Weights are from random effects analysis{

T )

ANNALS OF
From Gastric Adenocarcinoma on Long-term Survival: ~ SURCERY]
Systematic Review and Pooled Analysis
Surgical Resection vs. No Resection of Hepatic Metastases
Study Hazard -
L] Ratio (95% CI)  Weight
Chenetal e 048 (0.26,088) 895
Cheonetal ——— 038 (0.23,0.62) 11.80
Dittmar et al S—— 050 (025, 1.02) 697
Makino et al ——r 0.34(0.17,0.69) 697
M et al —_— 032(0.15,067) 635
Twverio et alA —_— 063(031,127) 697
Tiverio et al B 064 (050, 0.81) 29.10
Usdaetal 027 (0.11,065) 4.70
Wang etal —:—l— 061 (042,089) 1821
Overall (ksquared = 24.4%,p =022 > 050 (0.41,061) 100.00
NOTE w.ynmnommmn:nm
12 895
Influence of Surgical Resection of Hepatic Metastases ANNALS OF
From Gastric Adenocarcinoma on Long-term Survival: ~ SURCERY]
Systematic Review and Pooled Analysis
Surgical Resection vs. No Resection of Hepatic Metastases
oy Metachronous Vs synchronous metastases
L]
Sudy Multiple Vs Solitary metastases
Chenetal o
Cheon etal e =
Dittmar et al o OR@S%CYH  Weight
Amouy et al
Makino et al N
- Makino et al. Ambiru etal —_— 029(005,1.75) 2018
Tiverio et al A Sakamoto et Azawa ot . —_— 014(002,1.19) 1486
Tiverio et al 8 Sakamoto et Makino et al — 004 (0.00,083) 753
Uedaetal Schidderg ot Sakamoto et al 2003 ———p 0,06 (0.00, 1.26) 805
Wang et al [ o— ‘Sakamoto et al 2007 —_— 086(0.13,585) 1784
Overall (-squi 7 = Takeemura ot al —— 103(021,504) 2408
Toupmoto et al ———— 0.17 (0.01,386) 767
NOTE: Weight Overall (159
S Oveat (Loquared = 147%,p=0318) <> 031(013,076) 10000
NOTE: Weig NOTE: Weigh 5
7 i
ELSEVIER 50 42 O01 ‘—
Factors influencing survival after hepatectomy for ®.m\.,‘
metastases from gastric cancer
* DFS 10 mois
¢ 0OS 14.6 mois
¢ Survie1- 3-5ans: 58% - 20% - 13%
Svar  Medan
Survival Survival
Study Population No. %) (mo)
N pats % 3
Group 1 Sr srvival >30%
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Liver Metastases Testicular " st 2
Analysis of 1452 Patients and Development of @ Prognostic Model ~ Ovarian 65 S0 "
Sl bowel x w »
o e e “ &
e Unknown % kL 30
(Ann Surg 2006;244: 524-535) (o s 2 :
Group 2 Syr suvival 15%6-30%
Gastric adenocarcinoma 64 n 15
Exocrine puncrstic w s »
Ctaneous mekenowa w x n
Charoid melinoma w2 19
Duodenal ” 21 34
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Factors influencing survival after hepatectomy for
metastases from gastric cancer

@

G.AM. Tiberio “*, S. Ministrini *, A. Gardini °, D. Marrelli ,
A. Marchet , C. Cipollari *, L. Graziosi ', razzani *,
G.L. Baiocchi %, G. La Barba °, F. Roviello *, A. Donini ',

G. de Manzoni ¢,
on behalf of the Italian Research Group for Gastric Cancer

* Multicentrique, rétrospectif

* n=105
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A Novel Nomogram to Predict the Prognosis of Patients
Undergoing Liver Resection for Neuroendocrine Liver
Metastasis: an Analysis of the Italian Neuroendocrine Liver
Metastasis Database

Andrea Ruzzenente’ « Fabio Bagante' © - Francesca Bertuzzo' - Luca AMrighett’ -
. i o R Rorrese?: GLide e

Gian Luca Grazi” - Francesca Rati’®
Nadia Russolillo® - Matteo Cirmino®
Aldo Scarpa™® - Alfredo Guglicimi" - Calogero Iacano

Table 3 Multivariable analysis for overall survival

Variables HR 95 % CI p-value
Number of tumors 1.05 1.01-1.10 0.029
Tumor size 1.01 1.00-1.01 0.001
Ki-67 1.07 1.04-1.09 <0.001

A Novel Nomogram to Predict the Prognosis of Patients
Undergoing Liver Resection for Neuroendocrine Liver
Metastasis: an Analysis of the Italian Neuroendocrine Liver
Metastasis Database

* Nomogram c-index > 0.70 %

Points *

Number of NELM 1234567895 10N1R21B31>18

Tumor Size, mm -

» % & ® w w w W
Ki-67, %
0 N w P P =
Total Points
. P “ @ ® 00 » o o w
Overall Survival at 5 years
oo son % % s% A% 0% 2% o

Overall Survival at 10 years
son

A Novel Nomogram to Predict the Prognosis of Patients
Undergoing Liver R for Neur ine Liver
Metastasis: an Analysis of the Italian Neuroendocrine Liver
Metastasis Database

3 groupes en fonction de la prédiction du nomogramme

(survie 5 ans <40%, 40-80%, >80%)

Overall Survival, %
0% 25% 50% 75% 100%

——— LowRiskClass
= Medium Risk Class
— = == HighRisk Class

Time, years
Number at risk
LowRisk Class 46 38 32 27 23 18 17 16 12 10
Medium Risk Class 132 122 101 83 65 49 38 35 31 28
HighRisk Class 60 53 44 30 20 14 9 7 6 5

A Novel Nomogram to Predict the Prognosis of Patients
Undergoing Liver Resection for Neuroendocrine Liver
Metastasis: an Analysis of the Italian Neuroendocrine Liver
Metastasis Database

Litérature trés limitée, peu de grandes séries (3 séries n>100)

Facteurs pronostiques simples, classiques

Synchro/métachro, Hx mineure/majeure, tous primitifs, fonctionnelles ou non

+sensible classification Frilling

~ Frilling A et al. BJS 2009, Cancer 2015

*  18% G3 ! (résultats identiques si G1-G2)
*  Rétrospectif (mais multicentrique)
* Impact clinique ?

* Anapathrelve?
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Quoi de neuf en chirurgie biliaire?

Dr Oriana CIACIO

Hopital Paul Brousse, Centre Hépato-Biliaire, Villejuif
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Quoi de neuf en chirurgie biliaire

Dr Oriana Ciacio
Samedi 10/06/2017

Quoi de neuf en chirurgie biliaire

* Cholangiocarcinomes hilaires
* Cancer de la vésicule biliaire

* Pathologie biliaire non tumorale

Role of staging laparoscopy in the stratification of patients
with perihilar cholangiocarcinoma

BJS 2017;

N. Bird', M. Flmasry', R. Jones', M. Elniel', M. Kelly', D. Palmer?, S. Fenwick!, G. Poston'
and H. Malik'

Table 8 All-cause distribution of patients precluded from
undergoing rescction

Open/ Sensitivity
Laparoscopy  close of laparoscopy e . .
nsibilité de | li i
o Total > Sensibi té de la coelioscopie
exploratrice pour la carcinose
Peritoneal metastases 15 s 21 n PR
Locally advanced 8 s 14 P péritonéale : 71%
disease
'"':Ma:,;” & & U & Accuracy pour toutes les causes de
Other non-surgical 4 0 s - non résection 66%
Intranepatic " 2 13 8s
cholangiocarcinoma
Hilar cholangio- 2 “ u £
carcinoma

In the present cohort, staging laparoscopy proved useful in determining the presence of
radiologically occult metastatic disease in perihilar cholangiocarcinoma

Surgical treatment of perihilar cholangiocarcinoma: early results
of en bloc portal vein resection
Langenbecks Arch Surg (2017)

Victor Malina « Jaime Sa
Santiago Sanchez-Cabis ' + Josep Fuster

ba Diaz’ + Juan Ramon Ayuso® -
Juan Carlos Gareia-Valdecasas

a SURVIVAL

DISEASE FREE SURVIVAL

SURVIVAL %

‘ 252 05 e

s xSy

P P=0.001

&
s
DISEASE FREE SURVIVAY

TIME TO RECURRENCE

Defining the Chance of Statistical Cure Among Patients
with Extrahepatic Biliary Tract Cancer

Gaya Spolverato® - Fabio Bagante' - Cecilia G. Ethun® - George Poulisides” +
Thuy Tran® - Kamran ldrees* - Chelsea A. Isom* « Ryan € as® +
Bradley Krasnick® - Emily Winslow® - Clifford Cho® + Robert

Charles R. Scog A arl Sci
Eliza Beal” - . E ™ - Shishir K. Maithel® -

Table 3 Multivariate cure model in relation to clinical and tmor

features

g Variable Coefficient (95 % C1) P

i Constant 30.0 % 28.2-4958)

i CA 199, >50 -231 32)  <0.001
Lymph node status, positive =147 % (=247-=0.5) 0003

Cl confidence interval

} o "
Tine from surgey, yoars L
The chance of statistical cure among

2 Cum mode rouls. Relive suniva of e grop of patients with both versus neither
patients and uncured paticats. In the catire group, from sixth year
after surgery lv"\unl.' survival curve ,-l..m'...\n at about 145 % adverse factor was 5.1 versus 30.1 %

which represents the cure fraction

Less than the 15 % of patients with PHCC can be considered cured aAer surgery.
CA 19.9 level and lymph node is it I I te outcome.

p g

Preoperative biliary drainage in hilar cholangiocarcinoma:
Systematic review and meta-analysis

A. Celotti “*, L. Solaini *, G. Montori °, F. Coccolini *, D. Tognali *,
G. Baiocchi

PBD NO-PBD
Study Events Total Events Total P
Farges etal 123 180 128 186 0.993 (0.864-1.141) -
Hochwald et al 2 @ 23 22 1260082157 El
Ferrero et al 21 30 19 30 1105(07721.583) .-
Xiong et al 17 32 27 4% 0.905 (0,603-1.358) -
Figueras etal 1 i 9 1474009222359 -
El-Hanafi et al 27 % n 54 2881 (1.613-5.148) o
Ercolani et al 25 4“4 2 7 1.989 (0599-6.598) 77T Sy
Suetal 17 33 6 16 1374 (0.673-2.085) 77
Dinant et al 56 8 6 " 1574 (0.844-2.935) i
Total random effect 339 501 1266 (1.039-1.543) 0.020 > A
Heterogeneity: Q=17.741, F=59.48%, df-8; 1 1 10
Postoperative mortality

Farges et al 7 w0 2 186 0798 (0439-1453) -
Hochwald et al 2 42 4 29 0345 (0.068-1.762) —_—
Ferrero et al 1 30 3 30 0333 (0.037-3.026) —_—

3 n 2 6 2156(038212.18 sl %
Figueras et al [T 2 ) (0044-3516) [ —
El-Hanafi et al 5 4% 3 54 1.957 (0494-7.748) L gt
Suetal 503 0 16 5500(032393.76) uadCuse LU
Dinant et ol “ & 2 " 1.181 (0.300-4.643; .
Total fixed effect a8 as7 384 0935(0612-1429)  0.756 - B
Heterogeneity: Q=6.68, F=0.00%, df=7; p=0.463 oo 01
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Preoperative biliary d

nage in hilar cholar

iocarcinoma:

Systematic review and meta-analysis

A. Celotti

G. Baiocchi

Solaini *, G. Montori °,

Hochwald et al 12 4 4 2
Ferrero et al 130 130
Xiong etal a2 4 a6
Figueras et al 2 n 0o 9

El-Hanafi et al 5 46 2 54
Total fixed effect 2% 161 1n 168

Heterogeneity: Q=0.967, I’=0.00%, df=4; p=0.915

. Coccolini °, D. Tognali *,

0.789 (0.460-1.353)
1.00 (0.655-15.261)
1.437 (0.388-5.330)
4167 (0225-77.11)
2.935(0.597-14.42)

2.035(1.041-3977)

biliary di
risk of infective complications.

ge may be

0.038

with higher overall morbidity, due to the

Quoi de neuf en

* Cholangiocarcinomes hilaires

* Cancer de la vésicule biliaire

* Pathologie biliaire non tumorale

chirurgie biliaire

Management and follow-up of gallbladder polyps

Joint guidelines between the European Society of Gastroi
3 s Association for Endoscopic Surgery

ol
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Eur Radiol

Ooesth patient heve symptoms
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Fig. 1 Management algorithm
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Management and follow-up of gallbladder polyps

Gallbladder polyp
o
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Management algeethm

Predictors of incidental

undergoing cholecystector
benign IIbladder discase
Re

llstone surgery registry
Carolina Muszynska, M MD.* Gert Lindell, MD, Ph

Roland Andersson, MD, PhD ilsson, MD, PhD," Per Sandstri
Bodil Andersson, MD, PhD,* Lund and Linksping, Sweden

Nationwide Swedish Register for Gallstone Surgery
36,355 patients

allbladder cancer in patients
y for

ults from a population-based

0. MD, PhD.* and

(Sungery 201 71

2007-2014

215 cancers de la vésicule découverts a I'anapath (0.59%)

Table IV. Multivariable risk factors for IGBC, preoperative factors, and intraoperative evaluation of the

gallbladder

Variable

o P value

perative risk variables

No Jaundice and No AC

nd 1 No AC

ative risk variables
ormal gallbladder with gallswones
Acute cholecysiitis with gallsiones

1.06-1.09 001
001

o1l

033
001
001
001
001

Predictors of incidental
gallbladder cancer in patients

2017}

undergoing cholecystectomy for
benign gallbladder discase:
Results from a population-based
gallstone surgery registry

Bodil Andersson, MD, PhD," Lund and Linksping, Sweden

0,87
Attention aux cholécystites aigues ou a
l'ictére chez la femme > 60 ans

Importance de I'analyse de la piece
opératoire par le chirurgien !

o5
Vapechony

Fig 1. and intraoperative predictive

models, « aeristic (ROC) curves

Asea under the ROC curve (AUROC)
ative model, solid line) and 0.87 (p
and inwaoperative model, dashed line), respectively;
P<.001

was 0.82 (preop
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Tiand T2

Relapse-free suvival rate
e © o 9o =
N 2 @ ® o

I3
o

Time after surgery (mo)

D2 lymphadenectomy for suspected T2
GBC : removal of

the lymph nodes in hepatoduodenal
ligament, around the common hepatic
artery, and around the posterosuperior
region of the pancreas head.

D1 lymphadenectomy for suspected T1
and others lesions:

removal of the lymph nodes around
the cystic duct and the common bile
duct.

Figure 4 Relapse-free survival rate after laparoscopic surgery for patho- ?

logically diagnosed T1a and T2 galibladder carcinoma

Chimiothérapie neo-adjuvante

Increases Survival After Bil

1 Gastrointest Surq, 2012 Sep;16(9):1666-71

Neither Neoadjuvant nor Adjuvant Therapy

Resection with Wide Negative Margins

ary Tract Cancer|

- 63 pts

- Neoadjuvant therapy delayed surgical resection of 6.8 months (p < 0.0001).
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Carcinoma: Surgical and Survival Outcomes
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Carcinoma: Surgical and Survival Outcomes

. ms. Vil

Cemmored
sk p-0

on)

w
Compee [10 9 6 5 4 4 3 2 2 1 0
mcompiee 128 5 3 10
R EEEEEEE]
Months from Resection

Sabjects Event Censored Survival  95% CL
c Complts 10 5 5 5092 1171 5.3
Incomplete 1210 21075 4077 2361

in a subset of well-selected patients
with favorable response to
chemotherapy, definitive resection is
possible and is associated with long-
term survival.

Neoadjuvant chemotherapy for locally
advanced or lymph node-positive
gallbladder cancer

should be evaluated in prospective
trials.
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Incid I Gallbladder Cancer: R | Cancer Discovered
at Oncologic Extended Resection Determines Outcome: A Report
from High- and Low-Incidence Countries

Arn
SURGICAL ONCOLOG

hita, MD, PhD*. Marcel Sanhueza, MD'=,
MD”, Yun Shin Chua, MD', Jeffres E. Lee, MD'.

Eduardo Vinuela, MD'2,
Rosemarie Mege, MD'?,
Jean-Nicolas Vauthey, MU

rdo A. Vega, MD', Suguru ¥
hriel Cavada, PhD*, T A. Alola,
and Claudius Conra s

N0 and RO (n=121)

A —

02 = nay
R

Disease-specific surs val
Disesseapocific sensival

Time (months)

In case of suspected gallbladder cancer in a patient  rue:

with cholecystectomy indicated for o N & ¥ 2 2
benign disease, the patient should be referred to YAty o o s H

an experienced hepatobiliary center

if gallbladder cancer is suspected at visual inspection
during attempted laparoscopic cholecystectomy, either a
definitive oncologic procedure should be performed or the
operation should be terminated and the

patient referred for definitive oncologic resection.

Disease in Incidental Gallbladder Cancer:
Risk Stratification for Modified Treatment Strategies

J Gastrointest Surg

John M. Creasy' - Debra A. Goldman® - Mithat Gonen® + Vikas Dudcja'
Gokee Askan’ - Oka Basturk” « Vinod P. Balachandran' - Peter J. Allen
Ronald P. DeMatico' - Michadl 1. D"Angelica’ - William R. Jarnagin' -
1. Peter Kingham'
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Fig. 3 Kaplan-Meier plot of overall survival (0S) straificd by residual
disease

Predicting Residual Disease in Incidental Gallbladder Cancer:

Risk Stratification for Modified Treatment Strategies J Gastrointest Surg
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A Novel Pathology-Based Preoperative Risk Score to Pre
Locoregional Residual and Distant Disease and Survival
for Incidental Gallbladder Cancer: A 10-Institution Study ==+
from the U.S. Extrak ic Biliary Mali y Consortium

Cecilia G. Ethun, MD', Lauren M. Postlewait, MD', Nina Le, BS', Tim M. Pawlik, MD, MPH, PhD,

Gallbladder Cancer 0 T B
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& ) Losoregional

:n:.r‘,.‘.:;« 7 This novel predictive risk-score may help to guide treatment

Hgh (-10) strategy ing patient selection for reoperation, staging
and jie or adj therapy
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Predictors of curative resection and long term survival of gallbladder
cancer — A retrospective analysis

Pramod Kumar Mishra, Sundeep Singh Saluja’, Nabi Prithiviraj, Vaibhav Varshney,
Neeraj Goel, Nilesh Patil
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L'ictére augmente la morbi-mortalité post-opératoire et est un facteur prédictif de maladie
tumorale avancée et de non résécabilité

Predictors of curative resection and long term survival of gallbladder
cancer — A retrospective analysis

Pramod Kumar Mishra, Sundeep Singh Saluja’, Nabi Prithit
Neeraj Goel, Nilesh Patil

raj, Vaibhav Varshney,

Table 3
Predictors of curative resection in entire cohort and subgroups non-S0J and SOJ.
Parameter Entire Cohort NON SOJ
Uni Mutl HR Uni Multi HR
Pain 0028 097(093-1.0) 0048 0054 095 (091-1.0)
Anorexia <0001 0825  092(045-1.87) 0008 0103  044(0.17-1.17)

[ ] 489 (186-12.8)
Gastric oulet obstruction 0001 0024 462(121-175) 0003 0088 28 (0.76-51.9)
Jaundice <0001 019  048(0.16-1.45) 0138 0966  096(021-437)
Cholangitis 0218 079(028-2.2)

[ ] 273014-532)
Hepatome galy <0001 o 092(052-1.6) 0070 0628 120 (057-254)
Bilirubin <0001 0581 1.01(095-1.1) 0.108 0781 094 (063-1.42)
SO status <0001 0003 653(191-222)

Les autres facteurs prédictifs : N+, stade TNM, Envahi: des organes adj

Chez les patients non ictériques, la perte de poids et la masse abdominale
palpable sont des facteurs prédictifs de non résécabilité
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bladder Cancer Pres ing with Uniformly Fatal

or Still Potentially Curable?

!+ Cecilia G. Ethun? - Timothy M. Pawlik™ -
- Eliza W. Beal®
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The presence of jaundice in GBC was strongly associated
with inoperability and advanced disease. H i
A small subset of patients can still achieve long-term

survival after surgery. s - P
Serum CA19-9 levels and preoperative biopsy looking for ‘ e
lymphovascular invasion may be helpful in this direction.

Résection des orifices des trocarts?

Is Port Site Resection Necessary in the Surgical Management
of Gallbladder Cancer?

Ann Surg Oncol (2012) 19:409-417
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Résection des orifices des trocarts?

) Surm Oncol, 2017 Fe 23, do.10.100280 24591, [Epub ahead of print]
Routine port-site in cancer is not

with imp survival: A multi from the US
Extrahepatic Biliary Malignancy Consortium.

jolds RC, Krasnick BA®, Weber SM',
oy R, Cardona K', Maithel SK'

all LM, Lo N, Pawlk TM?>, Poultsides G, Tran T4, ldre
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266 cancer de la vésicule de découverte fortuite
193(73%) re-resequés

47 pts(24%) résection orifices trocarts
146(76%) pas de résection.

Pas de différence en termes de survie a 3 ans (65 vs. 43%; P = 0.07) ou de récidive a
distance (80 vs. 81%; P = 1.0).

Port-site excision during re-resection for IGBC is not associated with improved
overall survival and has the same distant disease recurrence compared to no port-
site excision. Routine port-site excision is not recommended.

Quoi de neuf en chirurgie biliaire

* Cholangiocarcinomes hilaires
* Cancer de la vésicule biliaire

* Chirurgie biliaire
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Portoenterostomy as a Salvage Procedure for Major Biliary
o Following Hepaticojej

J Gastrointest Surg (2017) 21:1086-1092
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Nouvelle technologie quitransmet
de l'information en temps réel,
dotée d'une articulation, d'une
rotation et d'un agrafage totalement
electronigues.
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