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The 2022 updated BCLC therapeutic algorythm

HCC
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Reig M et al. ) Hepatol 2022;76: 681-93
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Intermediate HCC Advanced HCC

ITA.LI.CA stage 0 A Bl B2 | B3 C \ D
Diameter (cm) =2 =3 25 3-5 »5 =5 =5 =5 Any Ay Any
Murnber of nodules 1 2-3 1 2-3 1 =3 2-3 =3 Any Ay Any
Vascular invasion (W] Ma Mo Mo Mo Mo Ma Mo Mo Intrahepg-w1 Extrahep-V1 or Any
andfor metastates metastaces

FUMCTIONAL SCORE
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or PST > 2
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or CP5 =7 and PST1-2

Expected median survival (months)

THERAPY

Best supportive cara

Systermic therapy .
Non-curative
Intra-arterial-therapies

Abvlation
Liver resection Curative
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Therapeutic hierachy
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Vitale A et al. Hepatology 2020; 72: 2206-2218
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Stars indicate the importance
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From uni to multi-disciplinary

UNIVERSITA National, retrospective cohort study of all patients diagnosed with HCC from January 1, 2008 through December 31, 2010 (n 3988)
DEGLI STUDI and followed through December 31 2014 who received care through the Veterans Administration (128 centers).
DI PADOVA
.Multivariable Analysis of Time-varying HCC Therapy, Patient, Facility, and Provider Factors on All-Cause Mortality
Model 17 Model 2°
Variable HR as% ClI P wvalue HR 5% Cl P wvalue value
Active HCC therapy”
< 001 <001
No therapy 1.00 REF 1.00 REF
Liver transplantation 0.18 0.13-0.25 0.22 0.16-0.31
Resection 0.31 0.13-0.25 0.38 0.28-0.52
Ablative therapy 0.50 0.42-0.60 0.63 0.52-0.76
Transarteral therapy 0.72 0.65-0.80 0.83 0.74-0.92
Sorafenib 1.70 1.54-1.86 1.99 1.80-2_20
Provider factors
Specialist seen within 30 days of diagnosis”
Hepatology 0.63-0.78 =001
Medical oncology 0.74-0.91 =001
Surgery 0.71-0.89 =001
Gastroenterology o 0.93-1.13 BT3
Palliative care 210 1.87-2.36 =001
Mo specialist 0.89 0.65-1.21 447
Evaluation by =1 specialist == 0.96-1.23 187
Multidisciplinary tumor board @ 0.77-0.90 ~.001
Presenome BCT D Stape <11 =<1
] 1 Wk FEF 1.0 EEF
= 1135 D941 35 1L1= D41 384
B 171 I 43205 155 135154
i T a2 2 41—-3.54 Z250 205—3 105
D 2 HEH 2 E56—3 51 Z40 1 o253

Serper M, et al. Gastroenterology 2017; 152: 1954-1964
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3 ORIGINAL RESEARCH

Adherence to Tumor Board Recommendations in the
Treatment of Patients with Hepatocellular Carcinoma

Yueming Cao(®', Catherine Mezzacappa'?, Ariel Jaffe'?, Mario Strazzabosco'?, Tamar H Taddei'?

Dove

Confirmed HCC = 18 years old
reviewed al MDLTB
Study Period: 2/1/2013-
212016
(N=299)

Excluded (N=74)
. * Recurrent HCC (N=18)
» Transplanted Liver {(N=1)
» Received treatment before 15 tumor board (N=29)

L Lost to follow up before 15 treatment initiated (N=28)

Confirmed first time HCC
patients without treatments
prior to 1% tumor board
(N=225)




Survival Differences between Curative Treatment and Palliative UNIVERSITA
Locoregional Treatment, Transplants Excluded 7R i

G Stage A unifocal: p = 0.032 D} Stage A multifocal: p = 0.16 z__ | b, DEGLI STUDI
HR = 0.46 (p = 0.036) HR = 2.24 (p=0.17) DI PADOVA
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Palliative = Curative

Treatment adherent to MDLTB recommendations occurred in 85 3% of patients (n=192).

Conclusion: Most forms of non-adherence to MDLTB recommendations were unavoidable: however, treatment discordance in the
management of patients with BCLC Stage A unifocal disease mav present an opportunity for climcally significant gquality
improvement.
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(M) Check for updates

OPEN ACCESS

Ying Tang.
Guangzhou University of Chinese
Medicine, China

Tiangi Gao,

Original Research
21 December 2023
10.3389/fonc 20231251571

Effect of multidisciplinary team
care on patient survival in
chronic hepatitis B or C
hepatocellular carcinoma
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ORIGINAL ARTICLE

Multidisciplinary Management of Hepatocellular Carcinoma UNIVERSITA

Improves Access to Therapy and Patient Survival

DEGLI STUDI
DI PADOVA

Parul D. Agarwal, MD* Paulina Phillips, MD* Luke Hillman, MD,7
Michael R. Lucey, MD* Fred Lee, MD,} Josh D. Mezrich, MD,§
and Adnan Said MD#*

Unadjusted Survival Analysis

1030
80 = MDTB =~ Non-MDTE TABLE 5. Multivariate Survival Analysis of HCC T1 or T2 Stage
) (From Presentation)
= en Hazard Ratio
z Variables™* for Mortality 95% (1 P
A 40 PN Sex 1.17 0.693-1976 0.558
Age 1.0 0.989-1.012 0201
21 sl Presence of cirrhosis 2.156 0.727-6.396 0.166
- e MELD score at presentation 1.024 0.963-1.088 0.452
AFP at presentation 1.000 1.000-1.000 0.002
0 = _ = = = = HCC specific treatment 0.247 0.098-0.627 0.003
0 6 12 18 24 30 36 42 48 54 60 66 7: Tumor board 0.58 0.367-0.918 0.02
Manths Ablation 1.44 0.743-2.791 028
, , , , Resection 0.52 0.229-1.184 0.119
FIGURE 1. Kaplan-Meier survival analysis (unadjusted) of MDTBE Liver transplantation 0.005 0.047-0.193  0.0001

and non-MDTB cohorts. MDTB indicates multidisciplinary tumor
board.
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Figure 4. Median survival of patients with liver cancer in VISN 2 before and after implementation
of MDTB.
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® ot oo Effect of multi-disciplinary team DI PADOVA
care program on quality of life, AR ' '
S anxiety, and depression in
:"J: - hepatocellular carcinoma

Nesander Rensch,

e mnen s patients after surgery: A

e randomized, controlled study
A B
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Association of Provider Specialty and Multidisciplinary Care
With Hepatocellular Carcinoma Treatment and Mortality

Marina Serper!-2’. Tamar H. Taddei*", Rajni Mehta?, Kathryn D’Addeo?, Feng Dai?, Ayse
Aytaman®, Michelle Baytarian®, Rena Fox®, Kristel Hunt”, David S. Goldberg?, Adriana
Valderrama®, and David E. Kaplan- for the VOCAL Study Group

Specinhst seen within 30 doys of diagnos is
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Digestive and Liver Disease jooc (30o0c) jooc
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Contents lists available at ScienceDirect

Digestive and Liver Disease

journal homepage: www.elsevier.com/locate/dld

Cuidelines

Multidisciplinary treatment of hepatocellular carcinoma in 2023:
Italian practice Treatment Guidelines of the Italian Association for the
Study of the Liver (AISF), Italian Association of Medical Oncology
(AIOM), Italian Association of Hepato-Bilio-Pancreatic Surgery (AICEP),
Italian Association of Hospital Gastroenterologists (AIGO), Italian
Association of Radiology and Clinical Oncology (AIRO), Italian Society
of Pathological Anatomy and Diagnostic Cytology (SIAPeC-1AP), Italian
Society of Surgery (SIC), Italian Society of Gastroenterology (SIGE),
Italian Society of Medical and Interventional Radiology (SIRM), Italian
Organ Transplant Society (SITO), and Association of Patients with
Hepatitis and Liver Disease (EpaC) — Part Il — Non-surgical treatments

Giuseppe Cabibbo®*, Bruno Daniele® Mauro Borzio®, Andrea Casadei-Gardini®,

Umberto Cillo®, Agostino Collif, Massimiliano Conforti¢, Vincenzo Dadduzio”,

Francesco Dionisi’, Fabio Farinati'¥ Ivan GardiniZ, Edoardo Giovanni Giannini',

Rita Golfieri™", Maria Guido®, Andrea MegaF, Michela Cinquinid, Fabio Piscaglia®s,
Lorenza Rimassa®®, Laura Romanini¥, Anna Pecorelli, Rodolfo Sacco*, Marta Scorsetti¥~,
Luca Vigand®32°, Alessandro Vitale®, Franco Trevisani -
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Multiparametric multidisciplinary expert
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Perspective

Development and Implementation of Multidisciplinary Liver
Tumor Boards in the Veterans Affairs Health Care System:

A 10-Year Experience

Atoosa Rabiee *, Tamar Taddei 2, Ayse Aytaman 2, Shari S. Rogal *, David E. Kaplan >° and Timothy R. Morgan?

S , : Build Infrastructure for
Gain leadership buy-in consultation, evaluation

Develop standard

Specialty care availabilty processes and quality

and engagement

controis (e.g., URADS
standard criteria in
repcrting)

Needs assessment (present data, buisiness and treatment (e.2., note
case) templates; imaging
capacity)
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Using Telemedicine to Facilitate Patient Communication / | % DECLI STUDI
and Treatment Decision-Making Following Multidisciplinary Tumor AR S5l
Board Review for Patients with Hepatocellular Carcinoma N7 DI PADOVA

Debra T. Chol™? - Yvonne H. S5ada’*? - Shubhada Sansgiry'®= . David E. Kaplan®” - Tamar H. Taddel®* -
Jason K. Aguilar' « Michael Strayhorn™ - Ruben Hernaez* - Jessica A. Davila'?

Patient Telemedicine Preferences

Accapted: 18 Jume 2022
This Is a U5 Government woak and not under copyright protection in the US; forelgn copyright protection may apply 2022
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Domain
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Theme Ilustrative quote

Patients’ confidence in MTB

Patient understanding of MTB recommendations

Communication of MTB recommendations to patien

Patient concerns about receiving healthcare

1. Patients said they felt comfortable and confident and hopeful 1. “It made me comfortable that they came up with three choices
with the treatment plan when their case was discussed by a group@ and that it was discussed by more than one doctor.”
of physicians

2. Patients said they felt they were receiving better care because of 2. “T feel that a group of doctors is the way to go because they
a multidisciplinary viewpoint when their case was discussed by afl bring everything to the table, they can see what is the best for the
group of physicians Veteran to get back to health, and they can discuss my how my
other problems may affect which treatment plan.”

1. Patients felt MTB recommendations were very clear 1. “They told me what to expect, what was going to happen, how
the procedure was going to work, how the radiation was going to
get administered and how it was going to affect the tumor.”

2. Patients found MTB recommendations helpful 2. “The information they gave me was about the treatment and
about having cancer of the liver, and I found it useful.”

3. Patients liked that they were able to ask a lot of questions about §3. “If the doctors have the possibility of different options, they
the different treatment options following MTB recommendations f§ should explain to you all the different options...”

4. Patients wanted to be included in the treatment decision-making 4. “I definitely felt I was part of the decision-making process for my
process treatment. If I had any questions or concerns, I would address it
prior to the treatment.”

1. There is variation in the method of communication of MTB 1. “During the course of my treatments they have delivered the
recommendations results in different various ways by either telling me verbally, in
written form, or a phone call. They have also shown me images on

the computer.”

2. Patients expressed they would have liked to receive MTB 2. “I think MTB recommendations should at least have a face-to-
recommendations in person and face-to-face face consultation.”

3. Patients reported mixed feelings about using the patient portal 3. “I don’t think MTB recommendations should be on my [patient
to communicate MTB recommendations portal]; they should be kept in person with the doctor.”

1. Patients emphasized concerns about adverse side effects from 1. “I was concerned about how sick the procedure would make
treatment recommended by MTB me...

2. Patients reported spending a significant time on transportation §2. “I live in Port Arthur and now I’ve been to Houston about 10
for in-person visits times, hey, I would just rather [have] that information, instead of
go all the way back to my doctor.”

3. Patients expressed concerns about wait-times for scheduling an 3. “Every time I made an appointment to see somebody it was like a
in person appointment two month wait.”

MTB multidisciplinary tumor board
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All cases of HCC should be discuss?
By whom? Who is mandatory, who is not

1
2
3. What is the medical-legal impact of the indications
4. Is teleconsulting a viable option?
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Guidelines for the diagnosis and management of
intrahepatic cholangiocarcinoma

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

Guidelines

Intrahepatic cholangiocarcinoma (iCCA)
I

\] | Y L4
TNM stage | TNM stage Il TNM stage lll TNM stage IV

Single tumor

'

Single or multinodular
vascular invasion (V1)

Visceral peritoneum perforation, Periductal invasion,
local hepatic invasion N1, M1

Resectable (30-40%)

Unresectable (60-70%)

.

Intrahepatic
disease only

'

Extrahepatic
disease

| b

Curative Non-curative Local-regional Gemcitabin and
resection resection therapy*® cisplatin®
Ob ti Enroll in studies of
servation adjuvant therapy

5-yr survival RO: 40%
5-yr survival N1 and VI: 20%

RF/TACE: median survival 15 mo
Chemotherapy: median survival 12 mo
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Biliary Tract Cancers, Version 2.2023
Featured Updates to the NCCN Guidelines

PRINCIPLES OF SYSTEMIC THERAPY
Primary Treatment for Unresectable and Metastatic Disease

* Durvallumab + gemcitabine + + Gemcitabine + cisplatin (category 1)° = Targetad therapy (BIL=C 3 of 5)
clsplatin (categorny 1)2e0* « FOLFOX

= Capecitabine + oxaliplatin
» Gemcitabine + albumin-bound paclitaxel
+ Gamcitabine + capecitabina
+ Gemecitabine + oxaliplatin
+ Gemeltabing + clsplatin + albuminsbound paclitaxe] (category 28)7
= Single agents:
¥ S=fluarcuracil
v Capacitabine
v Gameitabine

Subsequent-Line Therapy for Billary Tract Cancers if Disease Progression®

Ereferrad Ragimens Other Recommended Regimens Usefid in Certain Cirgumstances

s FOLFOXE * FOLFIRI (category 2B} * Targeted therapy (BIL=C 3 of 5)
= Regorafenib (category EE]“ . hll\lnlu:_m_a.h {category _EEj'-'-‘“ »
» Liposomal irinotecan + Ausrouracil + leucovorin (category 28)° * Lenvatinib + pembrelizumab (category 2B)"

= Sea also: Preferred and Other Recommended Regimens for Unresectablle
and Matastatic Disease above
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OPEN _'l: Chack for updates

Cholangiocarcinoma 2020: the
next horizon in mechanisms and
management
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Category Priority Timescale
Basic ortransiatonal research

Bpertise Diedic ated centees with mad 4 disciplinary Lowreg-tbenm
o pertse are urgpenty reguined
Bpertise Diedic ated s pecial topic conferences Sheort-benm

beringjing toge ther basic and dinical
reseanchers, industry and also stabeholders
and govermmental countenparts maust be
implemented

Cost-benefit ratio

Progper teans Lation of basic

inwve stigation to dinical practice
and ameliorationof CCA
managemeent wi ll e boosted

This constitubes a great opportunity
to share fund.amental ressanch
finclings. develop multi-te.am
inbemn.ational collaborations.and
abso engage podibcal instibutions o
speped wp the ranslation ofresearch
b i

ENS-{CA has established
a biannasal mee ting; TCF
and AMMEF have anmual
meetings EASL hasan
amnaeal meeeting on iner
Canoer

1= endorsed by the European Network for the Study of
Cholanglocarcinoma (EXNS-CCA), we provide a com-
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prehensive and critical overview of current knowledge



Clinical Practice Guidelines

JOURNAL
OF HEPATOLOGY

EASL-ILCA Clinical Practice Guidelines on the management
of intrahepatic cholangiocarcinoma™

European Association for the Study of the Liver

[ Suspected iCCA |

Diagnosis

- Biopsy™
= IHC evaluation

( Diagnosed iCCA |

Staging

= MRI

= PET scan
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= CT chest and abdomen

Adjuvant
capecitabine

Unresectahle

A

[ Systemic disease ]

tiary centres, a multidisciplinary discussion on the best treat-
ment option is the norm for most patients with iICCA. The first

resection occur in a minonty of patients and therefore, in ter- [

!

ECOG=2andlor | [ ECOG <2,
decompensated presenved
liver function liver function
Best First-line
supportive care y systemic therapy
Gemcitabine/cisplatin/
dundalumakb:

L

L 1
Liver limited disease Single lesion =2 cm
Single lesion =2 cm or multinedular in a patient with cirrhosis

L

J L
Consider Consider trans-

Evidence is lacking
Consider locoregional [iver transplant arterial procedures
or systemic therapy by protocol or thermal ablation
Progression rSemnd—I ine systemic therapy

* FGFR inhibition™
* |DH inhibition*

Genetic sequencing | = FOLFGX
= Immune checkpoint blockade for MSI-H/AMMR




British Society of Gastroenterology guidelines for the
diagnosis and management of cholangiocarcinoma a3\ UNIVERSITA
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Simon M Rushbrook, ' Timothy James Kendall ® ,2* Yoh Zen,* Raneem Albazaz,’
Prakash Manoharan,® Stephen P Pereira,” Richard Sturgess,® Brian R Davidson,”
Hassan Z Malik,'® Derek Manas,'" Nigel Heaton,'? K Raj Prasad,* John Bridgewater, ™
Juan W Valle, ™ Rebecca Goody,"® Maria Hawkins,"” Wendy Prentice, "®

Helen Morement, ' Martine Walmsley,?® Shahid A Khan @ 22

Recommendation 1: All patients with CCA
discussed at multdisciplinary team (MDT) meet-
mgs should be classified as best as possible mto
either intrahepatic, perihilar or distal CCA. Tlus
should be clearly recorded m the MDT outcome
discussion.

Strength of recommendaton: STRONG

Quality of evidence: MODERATE
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Setup of multidisciplinary team discussions for patients with
cholangiocarcinoma: current practice and recommendations from the

European Network for the Study of Cholangiocarcinoma (ENS-CCA) | MDT setup
L
Current Ideal
N % N % WA
MDT coordinator
22 Ed.62 Mandatory (11); Mandatory [42.31); 331/4
important (12} important (46.15)
No 4 15.38 Mot important (3); Mot important (11.54);
unnecessary (0} unnecessary (0)
Yes 24 9231 Mandatory [15); Mandatory (57 .69); 354/4
important (10} important (38.46)
Mo 2 1.69 Mot important (1); Mot important [3.85);
unnecessary [0) unnecessary (0}
Week 17 B5.38 X T6.92 nfa
WIFWEE 4 15.38 5 19.23
i onthhy 2 1.68 0 1]
(it e
Criteria for patient referral
All new patients and discussion of every new treatment 12 46.15 17 7308 nfa
" R p— 10 3846 ) 2692
All new patients only, with no discussion after first 2 1.68 a 0
treatment decision is made
- — ipmead e G S 2 7.689 L 1]
IO
Mumber of total CCAs discussed per week, mean [r=nge) 3.27 (1-10) na nfa nfa
" S ) _ 172 (0.5-44) nfa nfa nfa
DEGLI STUDI Concer type discussed in MOT
7 Only CCA 0 0 n'a nfa nfa
DI PAI)( VA Liver cancer 17 65.38 n/a na
i L] 30.76 n'a n'a

Other Gl and not canoers also 1 31.85 n'a n/a




A

NCCN
ASCO
ILCA

International guidelines:

European guidelines
EASL
ESMO

o Mational mEurcpean

o Interniational

-3

MNational guidelines:

DGVS
AIOM
AISF
TNCD
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Unnecessary Mot important

Important

Mandatory

H International (WA 3.44,/4)
W Mational (WA 3.62/4)
M Local (WA 3.32/4)



Surgeon 0 0.08

Clinical responsible A O.08
Diagnostic radiologist A 0LOB
W Current

Endoscopist 00.65

MNurse O 0.65

Basic researcher AO0TF3

Psychologist AOD.7T

Social worker

|
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Dietitian Al.46

|

A1.50

Palliative care

|

=
[y
Ln
%]
M
193]
W
[#5]
L
=y




Table 2. ENS-CCA recommendations for CCA MDT

Recommendations

MDT coordinator Presence of MDT coordinator should be mandatory
for a well-functioning MDT

Frequency The MDT should meet weekly. In escenarios of

worsening obstructive jaundice or hospitalization in
need of urgent review and discussion, an Ad

hoc same-day multidisciplinary discussion should
be considered for staging, determining resectability
and the corresponding segments that reguire
urgent drainage.

Referral Patients should be referred online to the MDT
discussion via standard platform or email

Patient information Information should be provided before the
discussion in order to allow radiologists to prepare
properly the case and the images

Discussion criteria Each new patient and each new treatment should
be discussed
Type of MDOT Patients with CCA should be discussed in MDTs

dedicated to liver cancers only. Whenever possible,
centralisation of care/MDTs within a region is
recomended to secure adeguate experienzed
decision making.

Guidelines should be used for diagnosis and
treatment decision making. Our preference is to
use national guidelines, more aware of locally
accessible treatment options

Mandatory aspects to J| Collective discussion of diagnostic decision and

be discussed treatment, patients’ preferences and supportive
care needs should be mandatory

Mandatory spedalists J| Presence of the oncologist, clinician responsible for
the patient's care, surgeon, diagnostic and
interventional radiologist, hepatologist,
pathologist, endoscopist and gastroenterologist
should be mandatory in a well-functioning MDT
Desirable specialists Presence of palliative, nurse and dietitian, basic
researcher, psychologist and sodal worker should
be recommended
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25 59-
SURVEY :
European _ questions
countries ‘/\ = online survey
on
pCCA
Preoperative

Management
61 Centers, highly experienced in HPB surgery

UNIVERSITA *
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DI PADOVA 6333 pCCA cases

Preoperative Presen Centers

Institutional
Protocol Absence centers E

Multidisciplinary pCCA case discussion

Application of an established preoperative = Preir e it \_ e Liver function evaluation
management protocol P ‘NP / mainstay of preoperative work

Management
PTBD procedure of choice for biliary drainage L @ ; J Management within tertiary referral centers




GUIDELINES

-Guidelines should be used
for decision making

- Preference for national
guidelines, but awareness
for international

needs

COLLECTIVE DISCUSSION

- Diagnosis and every new
treatment decision

- Patients’ supportive care

- Patients’ preferences

SETUP

- Presence of MDT
coordinator

- Minimum information
submitted before MDT
discussion

- Only liver cancer MDT

WEIE
functioning
MDT

SPECIALTIES

Surgeon, oncologist,
radiologist hepatologist,
gastroenterologist,
pathologist

Endoscopist, nurse,
psychologist, basic
researcher

Dietitian, palliative care,
social worker

FREQUENCY AND
REFERRAL

- Weekly
- Online platform/email

- Discussion of every new
patient and every new
treatment
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The cases of CholangioCarcinoma should be discuss?
By whom? Who is mandatory, who is not

What is the medical-legal impact of the indications
Is teleconsulting a viable option?

R WNR
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