TRAITEMENT INSTRUMENTAL
DANS LA TUMEUR DE KLATSKIN




Traitement palliatif
dans la tumeur de Klatskin

» Cholangiocarcinome (CHK) de la région hilaire
hépatique = tumeur de Klatskin

» Traitement curatif = chirurgie

» 80 a 90% sont inopérables au moment du diagnostic
Groupe hétérogene (différentes raisons) :

* Bismuth

* Atteinte vasculaire

* Métastases

e Comorbidités




Cholangiocarcinoma
Modified Bismuth-Corlette classification
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Traitement palliatif du
cholangiocarcinome (CHK)

 Chimiothérapie systémique

- Gemcitabine + Cisplatine = survie moyenne + 3 mois
* Drainage biliaire

- Endoscopique et/ou percutané

- Stent plastique ou métallique / unilatéral ou bilatéral /
stent dans stent / stents side by side (cote a cote)

* Techniques de controle tumoral (méthodes dites ablatives)
- Thérapie photodynamique
- Radiofréequence
- Radiothérapie (Iridothérapie)




Drainage

RECOMMENDATION
ESGE recommends performing drainage of malignant

hilar strictures in high volume centers with a multidisci-
plinary hepatobiliary team.

Strong recommendation, moderate quality evidence.




Drainage biliaire
Indications

* Ne pas traiter les chiffres
* Indications :

- Angiocholite
- Prurit
- Chimiothérapie
hViser une baisse du taux de bilirubine
au-dessous de 50 mmol /| ou 2,9 mg/ dl.




Drainage biliaire

Drainage biliaire : traitement palliatif dans les CHK
non opérables;

RECOMMENDATION
ESGE recommends against routine preoperative biliary
drainage in patients with malignant extrahepatic biliary
obstruction; preoperative biliary drainage should be re-
served for patients with cholangitis, severe symptomatic
jaundice (e.g., intense pruritus), or delayed surgery, or
for before neoadjuvant chemotherapy in jaundiced pa-
tients.
Strong recommendation, moderate quality evidence.

cholangiographie; extemporane).

Nécessaire si angiocholite / délai

d’attente long.

ition




Drainage : quelle voie ?
 Une imagerie adéquate = cartographie = feuille de
route!
- une atteinte vasculaire?
- Partie atrophique?
- Comment atteindre > 50%?

- Envisager d’en référer a d’autres ?




Cartographie biliaire
IRM




Cartographie biliaire
CPRE

Réalisation d’un cytobrossage

+ biopsies







Question 1 :

Le drainage endoscopique par CPRE ne peut pas
étre réalisé dans le CHK au stade |V de Bismuth :

A. Vrai
B. Faux




Question 2 :

En cas de CHK inopérable (tumeur non résecable),
quelle serait la meilleure option permettant
d’obtenir une bonne perméabilité?

A. Stent meétalligue auto-expansible (SEMS)
completement couverte;

B. Endoprothese biliaire plastique;
C. Drainage biliaire externe per-cutané;
D. SEMS non couvert.




prainage

RECOMMENDATION

ESGE suggests, for palliative endoscopic drainage of Bis-
muth types Il -1V strictures, drainage of 250% of the liver
volume and avoidance of the opacification of biliary ducts
that will not be drained.

Weak recommendation, low quality evidence.




ERCP with Single Operator Cholangioscopy

Intéréts de la cholangioscopie:
- Biopsies orientées
- Guidage du fil-guide (guide-wire)

rlalgliemii'iing —
D | Endoscopic. management of hilar strictures | Stephen Pereira ® UEG. 2019




Stents pour CHK
Problemes posés

Stents:

- plastique vs métal

- endoscopique vs Rx
- unilatéral vs bilatéral

Cholangiocarcinome:
- repose de stent souvent

difficile

- problemes d’obstruction de
I'endoprothese, croissance et
prolifération tumorale

Déces survient svt du fait d’'une progression
locale de |la maladie plutot que des métastases




Quelle voie utiliser?




Drainage par voie percutanée
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Endoscopic versus Percutaneous Biliary Drainage in Palliation
of Advanced Malignant Hilar Obstruction: A Meta-Analysis and

Systematic Review
Harsha Moole,' Sirish Dharmapuri,” Abhiram Duvvuri,’ Sowmya Dharmapuri,”*
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Comparison of efficacy and complications
of endoscopic and percutaneous biliary
drainage in malignant obstructive jaundice:
a systematic review and meta-analysis

Feng Duan’', Li Cui', Yanhua Bai', Xiaohui Li, Jieyu Yan and Xuan Liu
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Endoscopic versus percutaneous biliary drainage in patients "k ™
with resectable perihilar cholangiocarcinoma: a multicentre, |

randomised controlled trial
Robert | S Coelen®, EvaRoos®, Jimme K Wiggers, Marc G Besselink, Carlijn | Buis, Olivier R C Busch, Conelis H C Dejong, Otto M van Delden,
Casper H J van Eijck, Paul Fockens, Dirk | Gouma, Bas Groot Koerkamp, Michiel W de Haan, Jeanin Evan Hooft, Jan N M |jzermans, G Matthijs Kater,
Jan | Koornstra, Krijn P van Lienden, Adriaan Moelker, Steven W M Olde Damink, Jan-Werner Poley, Robert | Porte, Rogier | de Ridder, Joanne Verheij
Victor van Woerden, Erik A | Rauws, Marcel G W Dijkgraaf, Thomas M van Gulikt

Lancet Gastroenterol Hepatol
2018

4 centre RCT, 261 pts screened, 54 randomised Sep 2013 — Apr 2016
Resectable hilar CHK requiring major liver resection, bili > 50 mmol/I
Endoscopic vs perc drainage

Outcome : Severe complications, mortality

Higher mortality in PTD group : 11/27 (41%) vs 3/27 (11%)

15 (56%) of endo group also required PTD vs one (4%) of PTD group mp endo
Severe pre-op complications similar

US INTERCPT study




EUS access D1
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Drainage
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RECOMMENDATION

ESGE recommends that decompression of malignant
extrahepatic biliary obstruction be performed via endo- )
scopic retrograde cholangiopancreatography (ERCP)
rather than by surgery or percutaneously.

Strong recommendation, moderate quality evidence.

hur

ESGE recommends restricting the use of EUS-guided bili-

ary drainage to cases where biliary drainage using stand-

ard ERCP techniques has failed.

Strong recommendation, low quality evidence.
Lot



Question 1 :

Le drainage endoscopique par CPRE ne peut pas
étre réalisé dans le CHK au stade |V de Bismuth :

A. Vrai
B. Faux




Quel stent utiliser ?
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Guidelines for the diagnosis and treatment of

cholangiocarcinoma: an update Gut 2012:61:1657-1669.

Shahid A Khan," Brian R Davidson, Robert D Goldin,* Nigel Heaton," John Karan,'
Stephen P Pereira,® Willam M C Rosenberg,® Paul Tait,® Simon D Taylor-Robinson,
Andrew V Thillainayagam," Howard C Thomas, Harpreet Wasan’

Guidelines for the diagnosis and management of
intrahepatic cholangiocarcinoma Joumal of Hepatology 2014 vol. 60 | 1268-1289

John Bridgewater’, Peter R. Galle?, Shahid A. Khan®, Josep M. Llovet™*, Joong-Won Park’,
Tushar Patel’, Timothy M. Pawlik®, Gregory J. Gores™

Biliary cancer: ESMO Clinical Practice Guidelines for

diagnosis, treatment and follow-up' Annals of Oncology 27 (Supplement 5): v28-37, 2016
J.W. Valle', . Borbath?, S. A. Khan?, F. Huguet?, T. Gruenberger® & D. Amold® On behalf of the % oo
ESMO Guidelines Committes® g
00
Eﬁ—sz-l: ESGE
Role of endoscopy in primary sclerosing cholangitis: European Endoscopy 2017
Society of Gastrointestinal Endoscopy (ESGE) and European Journal of Hepatology 2017

Association for the Study of the Liver (EASL) Clinical Guideline”

European Society of Gastrointestinal Endoscopy, European Association for the Study of the Liver*

@ British Society of Gastroenterology and UK-PSC -
guidelines for the diagnosis and management of }’ Zf 1"]
b

OPENACCESS 9 ; »
primary sclerosing cholangitis

Michagl Huw Chapman,” 'Y Douglas Tharburn,” Gideon M Huschfield, \
George G J Webster,' Smon M Rushbrook, Graema Alexander” lane Cotier” \ U
Jessica K Dyson,* "David £ Jones,” lavan Patz wal,t’ Cofette Than, -
Martina Waimsley, Stephen P Pecera"

| J Gut Aug 2019




Efficacy of metal and plastic stents in unresectable complex hilar
cholangiocarcinoma: a randomized controlled trial (cve
Apichat Sangchan, MD,"* Worrarat Kongkasame, MD,> Ake Pugkhem, MD,>* Kriangsak Jenwitheesuk, MD,>*

Pisaln Mairiang, MD**

KhonKaen, Ubon Ratchathani, Thailand

SEMS (%) P5 (%)
(N = 45) (N = 46)

Successful drainage 37 (82.2) 25 (54.3)
Early complications 11 (24.4) 19(41.3)

Cholangitis 5(11.1) 9 (19.6)
Pancreatitis 8 (17.7) 8 (17.4)
Sphincterotomy 0 (0) 1(2.2)
bleeding
30-day mortality 8(17.7) 16 (34.8)

Late complications® 17/37 (45.9) 12/30 (40.0)

Median survival (d) 154 43

TABLE 3. Per protocol analyses of the outcomes

P

.087
.264
.961
1.000

.066
.625

SEMS, Self-expandable metal stent; PS, plastic stent.
*Applies only to those patients surviving at least 30 days.

Conclusion:

SEMS : longue perméabilité

Gastrointest Endosc 2012:76:93-9.

1.00

Plastic stent

0.75

— Metal stent

Cumulative survival
0.50
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Figure 3. Kaplan-Meier plots of patients treated with self-expandable
metal stents and plastic stent (per protocol analysis).

Aucune différence dans la survie globale des patients et la mortalité a 30 jours
SEMS moins de complications tardives
SEMS moins de reprise




Quel stent utiliser ?

RECOMMENDATION

ESGE recommends uncovered SEMSs for palliative drain-
age of malignant hilar obstruction.
Strong recommendation, moderate quality evidence.




‘ Quel stent utiliser ? \

Cholangiocarcinoma
Modified Bismuth-Corlette classification

TYPEI TYPEII TYPE 2 TYPE b

t , , Stentoptions
" T
SEMS CC Plastic

Plastic



Question 2 :

En cas de CHK inopérable (tumeur non résecable),
quelle serait la meilleure option permettant
d’obtenir une bonne perméabilité?

A. Stent meétalligue auto-expansible (SEMS)
completement couverte;

B. Endoprothese biliaire plastique;
C. Drainage biliaire externe per-cutané;
D. SEMS non couvert.




Uni ou bilatéral ?

& | blaen
o metal stents

1 Unlaen
B metal stent

/ Mallgnant hlar

bilary stricture




Uni ou bilatéral ?

Indian J Gastroenterol (November—December 2013) 32(6):355-362

Bilateral and unilateral stenting for malignant hilar
obstruction: A systematic review and meta-analysis
Srinivas R. Puli - Nikhil Kalva « Smitha R. Pamulaparthy - Matthew L. Bechtold -

Micheal D. Cashman - Fritz-Henry Volmar « Sonu Dhillon - Michael F. Shekleton -
Norman C. Estes - David Carr-Locke

Meta of none comparative studies, 915 pts (340 vs 575)

Patients: Malignant hilar biliary obstruction
Intervention: SEMS bilateral

Conclusion:
Unilateral higher technical success rate

Comparison: SEMS unilateral
Outcome: Successful placement, decrease of bili,
complications and 30-day mortality

Bilateral faster decrease of bilirubin
Bilateral overall less complications
No difference in 30 day mortality




Uni ou bilatéral ?

Bilateral versus unilateral placement of metal stents for inoperable high-grade

malignant hilar biliary strictures: a multicenter, prospective, randomized study

Tae Hoon Lee, Tae Hyeon Kim, Jong Ho Moon, Sang Hyub Lee, Hyun Jong Choi,
Young Hwangbo, Jong Jin Hyun, Jun-Ho Choi, Seok Jeong, Jong Hyeok Kim, Do
Hyun Park, Joung-Ho Han, Sang-Heum Park

Gastrointestinal Endoscopy November 2017; 86: 817-27
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Bilateral drainage resulted in fewer interventions and more durable stent patency
in patients with inoperable malignant hilar stricture




Endoscopic stenting for hilar cholangiocarcinoma:
efficacy of unilateral and bilateral placement of
plastic and metal stents in a retrospective review
of 480 patients

Manuel Joseé Antunes Liberato” and Jorge Manuel Tavares Canena

Liberato and Canena BMC Gastroenterology 2012, 12:103 G'\;C

Gastroenterology
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Figure 5 Cumulative Stent Patency curves by Kaplan-Meier
analysis in patients treated using unilateral (Uni) and bilateral
(Bil) plastic stents (PS) and self-expandable metal stents (SEMS).
Uni PS versus Bil PS (p=0.0004). Uni versus Bil SEMS (p < 0.0001).




Side-by-side (cote a cote) ?




Side-by-side (cote a cote) ?

CLINICS 2014;69(9):647-652

Bilateral stentinome

Wandong Hong,' Shanxi C
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Procédures de controle tumoral = ablation locale

» Thérapie photodynamique:
* Photosensibilisation préalable 48h avant

* CPRE + Laser
* 3-4 jours chambre noire




Procédures de controle tumoral = ablation locale

»Thérapie photodynamique :

- 2 études

- 2003 et 2005

Successful Photodynamic Therapy for Nonresectable
Cholangiocarcinoma: A Randomized Prospective Study

OACTRAFAMTERNMAI AN ASAND . AN ADEE A0

Palliation of Nonresectable Bile Duct Cancer: Improved
Survival After Photodynamic Therapy Am J Gastroenterol 2005; [~

Thomas Zoepf, M.D.,"? Ralf Jakobs, M.D..? Joachim C. Arnold, M.D..? Darius Apel, M.D..}
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Procédures de controle tumoral = ablation locale

» Radiofréquence
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Stent patency period

T RIAstent grovp
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- Bénéfice significatif sur la survie
- Plus longue perméabilité du stent
- Pas de différence dans les complications

- Plus de chgie dans le groupe RFA 4.7 vs 3.8 par patient
- Exclusion Bismuth lll et IV (ex majorité des pts)
- pas de chimiothérapie




CONCLUSION

* Un drainage biliaire adéquat est la clé
essentielle dans le traitement palliatif du
CHK ;

Learning
Points

 Pour cela, une équipe multidisciplinaire constituée d'au moins
un oncologue, un endoscopiste et un radiologue
(interventionnel) (RCP) est souhaitable voire nécessaire ;

* Une cartographie biliaire, (par IRM et/ou TDM), est nécessaire
avant tout (optimisation) drainage biliaire ;

 Le drainage biliaire doit se faire préférentiellement avec SEMS.







Which route?

Patient K, 70 year old male

Lab/ ASAT 143 U/L; ALAT 257 U/L ; Alk.fosf. 510 U/L; Gamma-GT 949
U/L; Bilirubin 83 pmol/L




Which route?

Patient K, 70 year old male




Which route?

Patient K, 70 year old male




Which route?

Patient K, 70 year old male




Which route?

Patient K, 70 year old male




