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Epidemiologia

« Epatocarcinoma (HCC) 50%
« Metastasi (colorettali. - CRLM) 30%
* Colangiocarcinoma 10%
« Carcinoma colecisti 2%
 Altre lesioni 8%

Kenjo A., et al. Am Coll Surg 2014 @



Approccio multidisciplinare
Status paziente

Tipo di tumore

Funzione epatica

Numero di noduli

Epatopatia vs chemio

Localizzazione dei noduli
Fegato residuo? Trattamento




Funzione epatica

*Child-Pugh (bili, TP/INR, albumina, ascite, encefalopatia )
*MELD (bili, TP/INR, crea, Na)
*Volumetria

*Gradiente pressorio (portale/sistemico)

*Fibroscan

*|CG test




Funzione epatica

>20-30 % fegato sano

>40% fegato cirrotico/post chemio

FibroScan

Hepatitis B*
HCV-HIV co-infection*
Hepatitis C recurrence after liver transplantation :

Hepatitis C*

LIVER DISEASE

Chronic cholestatic diseases*®
Alcohol*

NAFI.D." il

1 1 1 1 1
13 14 15 16 17
LIVER STIFFNESS (kPa)

astroentérologie Cin Bio (2008} 32,

58-67

Total liver : 1350 cm3

Right liver : 1000 cm3

Volume of right/left volume — tumoral volume

Total hepatic volume — tumoral volume

F243 (17)

Makuuchi's criteria

No or iontrollable Incontrollable
Norinal 1.1-1.E|3 mg/dL 2.0 m !/dL =
[Limited resection | [No hepatectomy |
N0|lmal 10%|-19% 20%-|29% 30°/L <
Trisegmentectomy | |Lt hepatectomy Subsegmentectomy |  |Limited
Rt hepatectomy Rt segmentectomy resection

G. Morris-Stiff et al. J Gastrointest Surg 2009
Makuuchi, et al. World J Gastroenterol. 2008 %



Chirurgia vs trattamenti locali

« Terapie complementari / consecutive

» Trattamenti radiologici bridge alla chirurgia

« Trattamenti combinati con radiologia intra-operaotoria




Epatocarcinoma

Incidenza in aumento
 OH
Cirrosi HCV

Cases/100,000 persons

<25
[1<4.0
[1<6.0
B3 <9.3
[ <9.4

700’000 nuovi casi/anno

Hashem B. El-Serag NEJM 2011 @




Epatocarcinoma BCLC

Barcelona Clinic Liver Cancer

HCC

l l

!
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Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
Single< 2cm Single or 3 nodules < 3cm Multinodular Portal invasion Child-Pugh C
Child-Pugh A, PS 0 Child-Pugh A-B, PS 0 Child-Pugh A-B, PS 0 Extrahepatic spread PS 3-4
] Child-Pugh A-B, PS 1-2
Potential candidate for !
liver transplantation Single 3 nodules <3cm
No Yes , Portal pressure,
bilirubin
|
Associated
Normal Increased == jicaases
|
No Yes
‘ | | +| Radioembolzation \
Ablation || Resection || Transplant || Ablation || Chemoembolization || Sorafenib
BSC

CURATIVE TREATMENTS

PALLIATIVE TREATMENTS

Bruix J. et al. Gut. 2014 @



HCC — Termoablazioni BCLC
Barcelona Clinic Liver Cancer

HCC
Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
Single< 2cm Single or 3 nodules < 3cm Multinodular Portal invasion Child-Pugh C
Child-Pugh A, PS 0 Child-Pugh A-B, PS 0 Child-Pugh A-B, PS 0 Extrahepatic spread PS 3-4
] Child-Pugh A-B, PS 1-2
Potential candidate for |
liver transplantation Single 3 nodules <3cm
No Yes —, Portal pressure,
bilirubin
|
Associated
Normal Increased =% i ces
|
No Yes
' | | +| Radioembolzatior 4

Ablation || Resection || Transplant || Ablation || Chemoembolization || Sorafenib

BSC
CURATIVE TREATMENTS PALLIATIVE TREATMENTS

Bruix J. et al. Gut. 2014 @



Termoablazioni

« Radiofrequenza

 Microonde




19.01.2016

Situazione ideale: noduli piccoli (<3cm) e centrali

08.08.2016

11.08.17 @



R I: VS C h | ru rg | a Table 3  Adjusted 5-year overall survival rates by RFA and surgical

resection, showing increasing treatment effectiveness from 2004 to 2014

European Radiology RFA: adjusted Surgical resection:
https://doi.org/10.1007/500330-018-5902-4 .
S-year OS (%) adjusted 5-year OS (%)
INTERVENTIONAL @
CrossMark

2004-2006 21.8 37.2
Radiofrequency ablation versus surgical resection of hepatocellular
carcinoma: contemporary treatment trends and outcomes 2007-2010 26.7 45.7
from the United States National Cancer Database 20112014 36.2 54.0

Johannes Uhlig"? + Cortlandt M. Sellers' - Stacey M. Stein** + Hyun S. Kim "**

1.00

18000 pazienti
HCC <3 cm (RF); <5 cm (chir)

Survival probability
o
8

Vantaggio significativo RF:

0.25

. ﬂ complicanze post-procedurali

ﬂ durata di ricovero ——

Time in months

Strata — RFA — surgical resection
Fig. 4 Overall survival in the 1:1 matched cohort showing crossing  mortality rates: 09%/0% vs. 4.6%/8%, p <0.01). Long-term overall sur-
Kaplan-Meier curves at approximately 6 months with superior post-  vival was superior for surgical resection (overall survival difference
treatment outcomes for RFA versus surgical resection (30-/90-day p<001)

European Radiology 2018 @



RF + chirurgia

77 anni, polimorbido

Cirrosi OH, consumo attivo
Child A (recente scompenso Child B)

Oncoboard: ablazione con RF
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HCC — Chirurgia BCLC

Barcelona Clinic Liver Cancer

HCC
e(A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
ules < 3cm Multinodular Portal invasion Child-Pugh C
-B, PS0 Child-Pugh A-B, PS 0 Extrahepatic spread PS 3-4
Child-Pugh A-B, PS 1-2
3 nodules <3cm I

\ Taglia!
Stadi intermedi?

- Associated
Normal Increased diseases
|
No Yes
l ‘ y| Radioembolzatio

Ablation || Resection || Transplant || Ablation || Chemoembolization || Sorafenib

CURATIVE TREATMENTS

Bruix J. et al. Gut. 2014 @



A Snapshot of the Effective Indications and Results of Surgery for ANNALS OF
: . ; SURGERY
Hepatocellular Carcinoma in Tertiary Referral Centers: Is It =

Adherent to the EASL/AASLD Recommendations?
An Observational Study of the HCC East-West Study Group

Guido Torzilli, MD, PhD,* Jacques Belghiti, MD,} Norihiro Kokudo, MD, PhD,I Tadatoshi Takayama, MD, PhD,§ Ann Surd. 2013:257(5):929-37
Lorenzo Capussotti, MD,§ Gennaro Nuzzo, MD,|| Jean-Nicolas Vauthey, MD,** Michael A. Choti, MD, Tt 9. ’ ( )
Eduardo De Santibanes, MD,1i Matteo Donadon, MD,* Emanuela Morenghi,§§
and Masatoshi Makuuchi, MD, PhDYY

Overall survival

8
TABLE 2. Pattern of Presentation According to the g R
BCLC Classification H
s 2
BCLC Class n (%) F
BCLC 0-A [n = 931]* g g
Single <2 cm 204 (22) a
Single <5 cm 604 (65) 8
ggz(():‘?:;fmorz,érgne >3 cm 123 (13) s 0 12 24 % 48 60 72 84
n= Months
Single >> cm 436 (68.5) Mmbordliase @ 257 1 108 6 30 0
Multiple 210 (51.5) B311 218 125 86 60 31 13 0
C 15 89 43 29 17 12 6 0




Taglia del tumore

Fiveyear sorvival rales
@ Soltary HCC (a=54)  79% X
<A~ Muthe HCCs (wSY) 31% 00001
—  MPVT {70} 1% }P'°°m

Jocanco

0 12 M 3% & 60 72 B 9% 108 120 months

Pasent ol Nk

Soltary HCC % 44 N B 2 n
Mutgle HCCs 53 21 % 12 ¢ €
VT R LA [ ’ e L]

Journal of Surgical Oncology
Volume 107, Issue 4, pages 408-413, March 2013
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Time after resection (mon)

Table 3

Comparison of 5-year DFS and overall DFS among different HCC
subgroups.

Groups P value

5-year DFS  Overall DFS

Small HCC versus Large HCC  0.069 0.088
Small HCC versus Huge HCC 0.041 0.029
Large HCC versus Huge HCC 0.951 0.831

Q. Fang, et al. / Hepatobiliary & Pancreatic Diseases Sept 2019 @


http://onlinelibrary.wiley.com/doi/10.1002/jso.v107.4/issuetoc

Ipertensione portale

Probability (%)

—_ —_ N
o (63} o

Hepatic venous pressure gradient (mmHgQ)
(&)}

Mortalita post-operatoria > 75%

— (@]
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No Yes

Postoperative death

Llovet et al. Hepatology 1999

Boleslawski E. et al. Br J Surg. 2012 @



Ipertensione portale

Meta-analisi, sopravvivenza a 3 anni

With PH Without PH Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Capussotti 2006 55 29 45 118 15.4% 2.03[1.18, 3.49] —u—
Cucchetti 2009 33 89 41 152 15.0% 1.60[0.91, 2.79] =
Giannini 2013 15 53 19 63 10.1% 0.91 [0.41, 2.04] i
Hidaka2012 24 48 28 129 11.8% 3.61[1.78,7.29] T
Ishizawa 2008 44 136 53 250 17.3% 1.78 [1.11, 2.84] —.
Llovet 1999 24 42 5 35 6.3% 8.00 [2.59, 24 69] e
Ruzzenente2011 23 44 29 91 11.2% 2.34 [1.12, 4.90] e
Santambrogio 2013 21 63 32 160 12.9% 2.00 [1.04, 3.84] =
Total (95% Cl) 574 998 100.0% 2.09 [1.52, 2.88] L 2
Total events 239 252
Heterogeneity: Tau? = 0.10; Chi? = 13.20, df = 7 (P = 0.07); I? = 47% Io o 0’ 3 3 150 100’
Test for overall effect: Z = 4.50 (P < 0.00001) Hic_:.|her Withéut CSPH Higher With CSPH

Berzigotti A, Reig M, Abraldes JG, Bosch J, Bruix J. Hepatology. 2014



HCC - trapianto

BCLC
Barcelona Clinic Liver Cancer

HCC
Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
Single< 2cm Single or 3 nodules < 3cm Multinodular Portal invasion Child-Pugh C
Child-Pugh A, PS 0 Child-Pugh A-B, PS 0 Child-Pugh A-B, PS 0 Extrahepatic spread PS 3-4
] Child-Pugh A-B, PS 1-2
Potential candidate for :
liver transplantation Single 3 nodules <3cm
No Yes , Portal pressure,
bilirubin
|
Associated
Normal Increased = diseases
|
No Yes
| | | +| Radioembolzation \

Ablation Resection

Transplant || Ablation || Chemoembolization || Sorafenib

CURATIVE TREATMENTS PALLIATIVE TREATMENTS

BSC

Bruix J. et al. Gut. 2014 @



Criteri di Milano

LIVER TRANSPLANTATION FOR THE TREATMENT OF SMALL HEPATOCELLULAR
CARCINOMAS IN PATIENTS WITH CIRRHOSIS

VINCENZO MAZZAFTERRO, M.D., ENRICO REGALIA, M.D., ROBERTO DocCI, M.D., SALVATORE ANDREOLA, M.D.,
ANDREA PULVIRENTI, M.D., FEDERICO BOZZETTI, M.D., FABRIZIO MONTALTO, M.D., MARIO AMMATUNA, M.D.,
ALBERTO MORABITO, PH.D., AND LEANDRO GENNARI, M.D., PH.D.

Criteria
g 100-—; met I T T T
_7:55 804 1__. |
[ R I_ [ ——

* singolo HCC =5 cm B gof ol |l _
® not met
[43]

« <3 HCC =3 cm £
[&]
E 504 P = 0.002 by the log-rank test
3
m 0 I 1 1

1 1 I 1 1
0 6 12 18 24 30 36 42 48

Months after Transplantation

Mazzaferro et al. NEJM 1996 @



Number of P The longer the

. < Q’\O& & & trip, |
° the higher the [JUNERS
price
“Metroticket”

Number of
Nodules

Conventional
Milan Criteria

o 1 2 3 4 5 6 7 8 9 10
75_80 % 50_75 % 35_5' Tumor Size (cm)
5-year survival

Mazzaferro V, et al. Lancet Oncol. 2009 @
Llovet JM, et al. Semin Liver Dis. 2005



HCC - stadi avanzati

Barcelona Clinic Liver Cancer

BCLC

HCC
I

l l

Very early stage (0) Early stage (A)

!

l

Intermediate stage (B) Advanced stage (C) Terminal stage (D)

Single< 2cm Single or 3 nodules < 3cm Multinodular Portal invasion
Child-Pugh A-B, PS 0 Extrahepatic spread
Child-Pugh A-B, PS 1-2

Child-Pugh A, PS 0 Child-Pugh A-B, PS 0

—

Potential candidate for

liver transplantation Single 3 nodules <3cm
No Yes —, Portal pressure,
bilirubin
|
Associated
Normal Increased =» dicnuns
|
No Yes

} !

l v| Radioembolzatiok

Child-Pugh C
PS 3-4

Ablation || Resection || Transplant

Ablation || Chemoembolization

Sorafenib

CURATIVE TREATMENTS

PALLIATIVE TREATMENTS

BSC

Bruix J. et al. Gut. 2014 @



Chemioembolizzazione




Chemioembolizzazione - TACE

Paziente ideale:

* non resecabile

* Senza invasione vascolare
« ChildA-B<8

Possibile indicazione «bridging»
prima di trapianto

Table 1.

TAE versus Inactive Treatments

Response and Survival Rates of HCC Patients in Past Trials of TACE alone, or Comparing TACE/

Cl assolute:
« ChildB>8

Author Year Study Treatment Arms Respons¢ Survival (%)
Design (No. of Patients) Rate (%)
1-year 2-year 3-year 5-year
Yamada [2] 1983 Ret. TAE (66) 44 29 15
Matsui [4] 1993 Ret. Subseg TACE (100) 100 73 53
Nishimine 1994 Ret. Seg TACE (98) 89 59 30
[5]
GETCH[7] 1995 RCT TACE (50) 16 62 38
Control (46) 5 43 26
Llovet[8] 2002 RCT  TAE (37) 43 75 50 29
TACE (40) 35 82 63 29 P=0.009
Control (35) 0 63 27 17
Lo [9] 2002 RCT TACE (40) 27 57 31 26 P=0.002
Control (39) 2.6 32 11 3
Takayasu 2006 Pros. <2cm(1989) 93 63 39
Survival model
100 001
— 754 Median survival
g TACE+ablation 33.3 (26.4 - 42.5) 034
e TACE+Radiotherapy 30.1 (24.6 — 37.3)
® 504 .| TARE 24.3 (16.8 - 35.3)
= DEB-TACE+adjuvant 23.1 (13.3 - 39.9)
g TAE 20.8 (16.2 - 27.1)
O 55 ——{DEB-TACE 20.6 (14.5 - 29.4)
—| TACE +adjuvant 20.0(16.4 - 24.7)
TACE 18.1 (15.6 — 21.6)
0 Control 13.9 (11.0-17.7) rial
T T T ial:
0 12 a5 48 80 (months; 95%Crl) rial;

Time (months)

« occlusione flusso portale

Masakatsu Tsurusaki Liver Cancer 2015



Radioembolizzazione

yttrium-90

Microsfere resina/vetro
Alte dosi radioterapia locale

2 sessioni (test MMA)




Radioembolizzazione - SIRT

* Indicazioni in crescita

» Possibile se trombosi VP
 Ben tollerato

* Ripetibile

« Possibile terapia «bridge»
« Downstaging

* CI: shunt polmonare > 30Gy

Time-to-Progression

100
0
& s
?
§ I Y90
g 10
a -
3 60
= L
~§ 50 p=0.0012
8 L
& 4
30
) o 1 1 1 1 1 1
0 5 10 15 20 25 30
Months since Randomization
Number at risk
Group: cTACE
21 8 3 2 0 0 0
Group: Y90
24 12 T 3 2 1 0
Overall Survival (Censored)
100
g 80
=
| 60f Treatment
2 — CTACE
= 4o} --- Y90
=
c
3 20}
(1] Y L ' L " "
0 10 20 30 40 50
Months from Randomization
Number at risk
Group: cTACE
21 10 2 1 1 0
Group: Y90
24 9 2 1 0 0

Salem Gastroenterology 2016 @



UCEP - Radiologia




Trattamento delle metastasi epatiche

metastasi ai polmoni

véna
spleniche

colon trasverso
mesentere~— & ¥




Metastasi colorettali

50-60% dei tumori colorettali primari - metastasi
sincrone/metacrone

Chirurgia gold standard

20% = 60% operabilita pazienti M1

Sopravvivenza a 5 aa fino al 50%

hirugica!

— rk-'

Cook EJ, et al. Col Dis 2012
Adam R, LiverMetSurvey 2019



Strategia terapeutica

Metastasi sincrone:
» Operabili d'emblée
» Potenzialmente operabili
* Non operabili

« Tumore primario sintomatico
« Tumore primario asintomatico

Metastasi metacrone
» Operabili (potenzialmente) d’emblée

» Non operabili

Malattia metastatica extra-epatica




Carcinoma Colorettale Stadio 1V

/ TTT neoadiuvante \

(2°non sintomatico)

[ Resecabili ]7 Resezione chirurgica (a

Meta tappe o combinata)
ullidtrisge (0 TTT adiuvante
limitato K /

— [Potenz. res./non

ili . .

| resecabili Chemio di
Stadio citoriduzione -
IV _ - Resecabili

(resezione primario
e se sintomatico)
Meta pulm/hep

multiple non
Meta non
Chemio resecabili
palliativa

resecabili
National Comprehensive Cancer Network Guidelines for CRC Lung metastasis 18.6.2015



Metastasi resecabili d’emblée

* 20% dei pazienti

* Obiettivo: RO + >30% fegato restante
* R1 vascolare di necessita accettato

« Studio imaging pre-op e funzione ++

« No malattia extra-epatica non resecabile

« Chemioterapia peri-op vs resezione up-front

De Haas et al. Ann Surg 2008 4
ESMO 2016



Metastasi potenzialmente resecabili

Nuovi schemi chemioterapia (+/- terapie target)

Strategie chirurgiche: OSH vs TSH

Embolizzazione portale/ALPPS

Approcci combinati RF/chir




Chemioterapia per-op
FOLFOXIRI +/- anti-EGFR/VEGF

\ epatotossicita!

Oxaliplatino:

.'."":' VA

SOS/«blue liver»

Aumento della morbidita intra e post-operatoria

Rischio di insufficienza epatica post-op
Almeno 4 settimane intervallo

IRInotecan: CASH/ «yellow liver»

Zorzi et al. BJS 2007
Vautey et al. JCO 2006 %



Considerazioni chirurgiche

« Parenchima Sparing Hepatectomies (re-epatectomie possibili)
« ONE stage vs TWO stage

* Trattamento «Reverse»

1-0
0-8 -—\—|—|\

©
2
>
5 06
w
o
2
S 04
3
E
=]
o
02
1 1 | | 1 1
0 12 24 36 48 60 72
Time after start of treatment (months)
No. at risk 16 15 8 5 3 1

b Patients who had resection

Mentha BJS 2009
Mentha BJS 2006



Considerazioni chirurgiche

« Parenchima Sparing Hepatectomies (re-epatectomie possibili)
« ONE stage vs TWO stage

 Trattamento «Reverse»

* Margini 1cm — 1mm

—ee RO (N=234)
— RI(N=202)

« Dangerous Halo

Overall survival

* R1 vascolare possibile

0d P=027

T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 Years

Mentha BJS 2009 @




Embolizazione portale

First-stage hepatectomy Second-stage hepatectomy

MBCLM patients —_— — .
(non anatomical resection Right or extended right hepatectomy
+ radiofrequency ablation)
N

> 85% di resecabillita

Jaeck Ann Surg 2004 4
Abulkhir Ann Surg 2008







By courtesy of Dr. Balzarotti, Digestive Surgery Departement, EOC Lugano




ALPPS - Associating Liver Partition and Portal Vein Ligation for Staged Hepatectomy

Removal of the

Schnitzbauer Ann Surg 2007 @



ALPPS - Associating Liver Partition and Portal Vein Ligation for Staged Hepatectomy

European Journal of Surgical Oncology xxx (2018) 14

Contents lists available at ScienceDirect

European Journal of Surgical Oncology
journal homepage: www.ejso.com

e Single-center
Short Report
The HPB controversy of the decade: 2007—2017 — Ten years of ALPPS
Pim B. Olthof ™", Andreas A. Schnitzbauer €, Erik Schadde -

2 Department of Surgery, Reinier de Graaf Gasthuis, Delft, The Netherlands

b Department of Experimental Surgery, Academic Medical Center, Amsterdam, The Netherlands

© Frankfurt University Hospital, Goethe-University Frankfurt/Main, Clinic for General and Visceral Surgery, Frankfurt/Main, Germany
9 Institute of Physiology, Center for Integrative Human Physiology, University of Zurich, Zurich, Switzerland

© Department of Surgery, Cantonal Hospital Winterthur, Winterthur, Switzerland

" Department of Surgery, Rush University Medical Center, Chicago, IL, United States

@
5

®  Multicenter

Eey
o
1

Mortality rate (%)
@
]

Mortalita fino al 50%! s

0 160 260 3;}0 460 560
Procedura limitata a centri esperti Number of inclusions




Missing metastases

* Fino al 6% delle metastasi

 Risposta radiologica X Risposta istologica : residui microscopici 80%!

» Da evitare e resecare se possibile

« Trattamento conservativo: recidiva locale 19-77%

« Considerare interruzione chemio/anticipazione chirurgia/marcaggio

Benoist S, J Clin Oncol 2006

Kuhlmann K Eur J Surg Oncol 2016 <



Trattamenti locali

« RF/MWA

* Lesioni<3cm

« Meno complicanze

« Alto tasso recidiva locale! (60%)
« Pazienti ad alto rischio chirurgico

« Combinata alla resezione (TSH)

van Amerongen HPB (Oxford) 2017 @



Trattamenti locali

Resection
Study or St Events Total _Events  Total
Abdalla et al. 2004 2 57 99 190 186%
Gleisner ot al. 2008 7 " 16 192 69%
Hur ot al. 2009 8 2% 0 2 9%
Koetal 2014 "o 9 12 3%
Lee et al. 2008 2 w7 69 116 144%
Lee et al 2012 2 8 " 2% 75%
Otio et al. 2010 20 28 £ 82 110%
Park ot al. 2007 8 % 3 59 118%
Router ot al. 2009 a7 58 126 173%
Total (95% C1) 209 844 100.0%
Total events 197 as7

Heterogeneity. Tau’ = 0.10; Chi* = 11.86, of = 8 (P = 0.16); I = 33%
Test for overall eflect: 2 = 2.68 (P = 0.007)

c RFA Resection
or Evonts Totsl Events  Total

‘Agcaogly et al. 2013 180 3 o T
Alyov ot al. 2013 5 e 1 60 95%
Aloia et al. 2006 5 3 150 78%
Berber et al. 2008 % e 2 %0 119%
Hur ot al. 2000 8 25 ) 2 68%
Jasarovic ot al. 2014 16 46 2 ™ 97%
Loe ot al. 2012 7 2 9 2% 67%
Otio et al. 2010 “ 2 E] 82 96%
Park et al. 2007 6 3 9 59 70%
Reuter et al. 2009 2 & ” 126 11.3%
White ot al. 2007 3 2 9 0 5%
Total (95%Cl) w82 852 100.0%
Total events. 315 189

Hetorogeneity: Tau* = 0.20; Chi* = 2061, of = 10 (P = 0.02). P = 51%
Test for overall effect: Z = 3.46 (P = 0.0005)

Figure 2 Recurrence rates. a: Any recurrence, b: Local recurrence, c:

a RFA

Odds Ratio Odds Ratio
M-H,Random, 95% C1 M-H, Random, 95% C1
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118 [0.48, 289) S v
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0102 05 2 510
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252(1.56. 4.08) o=
170[0.72,4.03] =
091(032.259| —r—
416(211,820] S—
282(085,9.43| | [
364155, 8.59] —
0590.18, 193] =
193[0.81, 4.60] —
139 [0.44, 43| i [
321(1.56,6.61] —_—
0371009, 167) ¢
1.96[1.34, 287) ->
0102 05 2 510
Favours [RFA] Favours [HR]

Ratio
om, 95% C1

IV

Hepatic Resection Odds Ratio Odds
StudyorSubgroup _ Events Totsl Events  Total Weight M-HRandom,95%Cl MH, Rand
Ageaogly et al. 2013 245 295 40 94 98% 662397, 11.01]

Alyev et al. 2013 % . 2 60 84% 157(0.72,343] -1
Aoia et al. 2006 2 %2 44 15 78% 663 [2.74, 16.01]

Borbeor of al. 2008 o e % 0 91% 145(077,2.75) -
Gloisner ot al. 2008 9 1 8 192 48% 566 [1.19, 26.91]

Hur et al. 2000 18 2 2 42 69% 257 [0.89, 7 44 1
Kim et at. 2011 9 % o 121 er% 093 (0.5, 1.58]

Koetal 2014 "o 4 12 48% 367 (0.7, 17.43)

Loo ot al. 2008 » ¥ [ 16 81% 244[1.06,563]

McKay et al. 2009 3 4 3 58 79% 250(1.04, 601

Nishiwada et al. 2014 ® 2 3 60 79% 091(0.38,2.18]

Park ot al. 2007 % % ] 50 64% 4.46(1.38, 14.47]
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Figure 3 Survival rates. a: 5-year overall survival, b: 5-year disease free-survival
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Metastasi non resecabili

References Median 1-Year Median
Survival, Survival Follow-Up,
months (%) months
(95% CI) (Range)
. . cTACE
° Chem|oterap|a Popov 2002 9 (4-16)° - -
Salman 2002 10 (8-11) 54 -
—_ Vogl 2009 14 62 -
Vogl 2012 23 88 11
L4 R FA Nishiofuku 2013 21 (8-34) 67 17"
DEB-TACE
Aliberti 2011 25 (6-34)" 83 29 (7-48)
Martin 2011 19 75 18 (12-40)
hd TAC E Fiorentini 2012 22 (21-23) 81 50
Huppert 2014 8 (2-38) - 8 (1-54)
Risposte RECIST ’ - e
° Dab'TACE — flno al 35% Lim 2005 7 27 18
Sato 2008 15 54 -
Van Hazel 2009 12 (3-60)" - -
Cosimelli 2010 13 (7-18) 50 117 (2-29)
¢ S I RT Hendlisz 2010 10 - 25 (2-41)
Seidensticker 2012 8 24 -
Benson 2013 9 (7-12) - 30
hd I Cohen 2014 8 (4-43)° _ _
RT StereOtaSSICa_/ Lewandowski 2014 11 (9-15) - -
Sofocleous 2014 15 (6-26) 52 31 (19-41)
Golfieri 2015 11 (8-14) - 7(1-72)
Edalat 2016 9 (2-16) - 14° (3-35)

Van den Hoven 2016 9 (5-12) -

Levy J HPB (Oxford) 2018 @



Trapianto

Liver Transplantation for Nonresectable Liver Metastases From

Colorectal Cancer
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Metastasi extra-epatiche

Probability of Survival

0.8

0.6

04

0.2

Non CI se tutta la malattia & resecabile/controllabile

Aumento della OS 0>28% (31m media)

Study %
[} SMD (95% CI) Weight
]
Elias —_ 0.03(-0.27,021) 828
Rees _.é_ -0.14 (0.40, 0.13) 674
Ferrero [N W— 0.12 (-0.49, 0.25) 354
Tanaka —o—;— 0.22(-0.79,0.34) 150
Komprat —l—_o_ 039(-0.12,089) 189
Saiura —_—— -0.12(0.33,0.10) 10.75
Zacharias —%—v— 0.02(-0.52, 0.55) mn
Tanaka e -0.23(:0.70,0.23) 222
Figueras _,'.,,__ -0.04(-0.28,0.21) 8.00
van der Pool —.. -0.07 (0.51,0.38) 245
Adam —_— -0.09(0.41,0.23) a7
Beppu —o—— -0.11(0.35,0.12) 9.04
Niu _ -0.26 (-0.52. 0.01) 693
—i 0.05(-0.22,0.13) 16.29
de Haas —— 0.05(-0.23,0.13) 14.36
—_— 0.03(-0.53,0.58) 156
Overall (-squared = 0.0%, p = 0.960) O -0.08 (-0.15,-0.01) 100.00
2 4 6 8 10 S % o2 0 2 4 s
Years Favors Hepatic Resection without EHD Favors Hepatic Resection with EHD
—Liver only —Extrahepatic Disease -=-Lung
—Lymph Node - - Peritoneum Multiple

Hwang M, Eur J Cancer 2014



Conclusioni

 Chirurgia offre migliori possibilita lungo termine
» Studio accurato della funzione epatica e dell’anatomia

« Multiple opzioni di trattamento, «a la carte»
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