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HOW DO WE TREAT LIVER ONLY MCRC? 
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ESMO GUIDELINES: 
CLINICAL GROUPS AND TREATMENT AIMS 



MCRC: GROUP 0 & 1 MANAGEMENT 
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OS 5 year 55% vs 19.5%  

Kopetz, S. et al. J Clin Oncol 2009; 27:3677-3683  



MCRC: GROUP 0 & 1 MANAGEMENT 
 Survival after liver mets resection 
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Adam R, et al. Ann Surg 2004;240:644–658 



MCRC: GROUP 0 & 1 MANAGEMENT 
 

Response Rate ! Resection Rate 
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MCRC: GROUP 0 & 1 MANAGEMENT 
RESECTABILITY 

� New Criteria: 
¡  R0 resection  
¡  >30% parenchyma 
¡  Extrahepatic Disease (?) 

 

� Old Criteria: 
¡  Size <5 cm 
¡  >1 cm margins 
¡  Extrahepatic Disease 
¡  < 3 lesions 

 



Nordlinger, Ann Oncol, 2009 

RESECTABLE  (ESMO Group 0)  

Prognostic Factors (PF) 
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Nordlinger, Ann Oncol, 2009 

NON RESECTABLE 

Conversion feasible? 

No R0  
<30% liver remnant 

&/or 
Technically Difficult 

Palliative Systemic 
Therapy 

Conversion  
Systemic Therapy   

POTENTIALLY  
RESECTABLE  
(ESMO Group 1) 

Possibly NEVER 
RESECTABLE  
(ESMO Group 2,3) 

Most efective Treatment 

The less cycles the better  

Survival / Toxicity /QoL 

Duration of Treatment? 



LONG-TERM LIVER-ONLY MCRC 
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Long term liver-only mCRC 

? 



SALVAGE THERAPY FOR LIVER-ONLY MCRC 

•  Cryotherapy 

•  Radiofrequency ablation 

•  Microwave ablation 

•  Hepatic arterial infusion (HAI) 

•  Transarterial chemoembolization (TACE, DEBIRI) 

•  Ethanol injection 

•  Chemosaturation (percutaneous hepatic perfusion) 

•  Radioembolization 90Y 
 



DEBIRI 
 

* Morise Z, Sugioka A, Kato R, Fujita J, Hoshimoto S, Kato T. Transarterial chemoembolization with degradable starch 
microspheres, irinotecan, and mitomycin-C in patients with liver metastases. J Gastrointest Surg 2006; 10: 249–258. 



DEBIRI 
 

Normal hepatic blood supply 
•  >80% portal circulation 
•  <20% arterial circulation 



DEBIRI 

Forni et al. Can.Res. 54, 4347-4354 



RANDOMIZED CLINICAL TRIAL (RCT) - FIORENTINI 

•  74 patients with refractory liver-only mCRC were randomized to: 
 

•  2 cycles of DEBIRI (n=36) 

•  8 cycles of systemic 5-FU/leucovorin/irinotecan (FOLFIRI) (n=38) 

•  Primary endpoint: OS 
•  Secondary endpoints: response, recurrence, toxicity, quality of life, cost 

and influence of molecular markers  
 

Fiorentini, Anticancer Res, 2012 



RANDOMIZED CLINICAL TRIAL (RCT) - FIORENTINI 
 

Fiorentini, Anticancer Res, 2012 



RANDOMIZED CLINICAL TRIAL (RCT) - FIORENTINI 

A multivariate analysis based on the proportional hazards
model was used to determinate the impact of variables
associated with survival. Significant associations were
apparent between the percent of liver involvement and
albumin, alkaline phosphatase and lactate dehydrogenase
(LDH) levels.

Overall treatment with DEBIRI remained significantly
related to survival when each of these variables is considered
separately with treatment arm. Specifically, treatment with
DEBIRI remained significantly associated with survival when
post-progression therapy is considered as a co-variate. There
was an interaction between KRAS wild-type with the median
survival of 26 months for patients receiving DEBIRI and 16
for those receiving FOLFIRI respect 19 months and 14
months for KRAS mutated-type, respectively.

Response. Among the 74 registered patients, 70 were included
in response assessment, 35 in each arm. Overall response rate
(CR+PR) in the liver in the DEBIRI group included 24
patients out of 35 eligible patients (68.6%) compared with 7
(20%) responses (CR+PR) in the systemic treatment group.
SD was observed in 4 (11.4%) and 12 (34.3%) patients,
respectively; PD was reported in 7 (20%) and 16 (45.7%)
patients , respectively (Table II).

Toxicity. Toxicity profiles differed between the two treatment
arms (Table III). Neutropenia grade ≥3 occurred in 4% and
44% (p<0.0001), diarrhoea occurred in 6% and 18% (p=.073)
and mucositis occurred in 1% and 20% (p=0.00002) of the
DEBIRI and FOLFIRI groups, respectively. Liver enzyme
elevations more than 3-fold the normal prices (58% and 8%
p<0.0001), bilirubin elevation 18% and 1%; p<0.00002)
occurred in the DEBIRI and FOLFIRI groups respectively. Of
the patients in the DEBIRI group with increase of bilirubin
more than 2.5 mg/dl due to treatment, all levels returned to
normal, three weeks after treatment. There was no reduction
or delay in DEBIRI group. The overall relative dose intensity
for DEBIRI was 99%. In the group of patients receiving
systemic chemotherapy, seven (20%) patients out of 35
required at least one dose reduction for hematological toxicity

Fiorentini et al: Intra-arterial Drug-eluting Beads versus Intravenous Chemotherapy
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Figure 1. Overall survival. Figure 2. Period free survival.

Table II. Responses observed to therapy.

Response DEBIRI FOLFIRI
(n=35) (n=35) 

Complete + partial 24 (68.6%) 7 (20%) 
Stable disease 4 (11.4%) 12 ( 34.3%) 
Progression 7 (20%) 16 (45.7%) 

mPFS DEBIRI: 7m (95% CI:3-11) 
mPFS FOLFIRI: 4m (95% CI:4-5) 

P=0.006 A multivariate analysis based on the proportional hazards
model was used to determinate the impact of variables
associated with survival. Significant associations were
apparent between the percent of liver involvement and
albumin, alkaline phosphatase and lactate dehydrogenase
(LDH) levels.

Overall treatment with DEBIRI remained significantly
related to survival when each of these variables is considered
separately with treatment arm. Specifically, treatment with
DEBIRI remained significantly associated with survival when
post-progression therapy is considered as a co-variate. There
was an interaction between KRAS wild-type with the median
survival of 26 months for patients receiving DEBIRI and 16
for those receiving FOLFIRI respect 19 months and 14
months for KRAS mutated-type, respectively.

Response. Among the 74 registered patients, 70 were included
in response assessment, 35 in each arm. Overall response rate
(CR+PR) in the liver in the DEBIRI group included 24
patients out of 35 eligible patients (68.6%) compared with 7
(20%) responses (CR+PR) in the systemic treatment group.
SD was observed in 4 (11.4%) and 12 (34.3%) patients,
respectively; PD was reported in 7 (20%) and 16 (45.7%)
patients , respectively (Table II).

Toxicity. Toxicity profiles differed between the two treatment
arms (Table III). Neutropenia grade ≥3 occurred in 4% and
44% (p<0.0001), diarrhoea occurred in 6% and 18% (p=.073)
and mucositis occurred in 1% and 20% (p=0.00002) of the
DEBIRI and FOLFIRI groups, respectively. Liver enzyme
elevations more than 3-fold the normal prices (58% and 8%
p<0.0001), bilirubin elevation 18% and 1%; p<0.00002)
occurred in the DEBIRI and FOLFIRI groups respectively. Of
the patients in the DEBIRI group with increase of bilirubin
more than 2.5 mg/dl due to treatment, all levels returned to
normal, three weeks after treatment. There was no reduction
or delay in DEBIRI group. The overall relative dose intensity
for DEBIRI was 99%. In the group of patients receiving
systemic chemotherapy, seven (20%) patients out of 35
required at least one dose reduction for hematological toxicity

Fiorentini et al: Intra-arterial Drug-eluting Beads versus Intravenous Chemotherapy
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Figure 1. Overall survival. Figure 2. Period free survival.

Table II. Responses observed to therapy.

Response DEBIRI FOLFIRI
(n=35) (n=35) 

Complete + partial 24 (68.6%) 7 (20%) 
Stable disease 4 (11.4%) 12 ( 34.3%) 
Progression 7 (20%) 16 (45.7%) 

Fiorentini, Anticancer Res, 2012 

mOS DEBIRI: 22m (95% CI:21-23) 
mOS FOLFIRI: 15m (95% CI:12-18) 

P=0.031 



RANDOMIZED CLINICAL TRIAL (RCT) - FIORENTINI 

Fiorentini, Anticancer Res, 2012 



RANDOMIZED CLINICAL TRIAL (RCT) - FIORENTINI 

mPFS DEBIRI: 7m (95% CI:21-23) 
mPFS FOLFIRI: 6m  

P=0.006 

mPFS DEBIRI: 13m (95% CI:10-16) 
mPFS FOLFIRI: 9m (95% CI:5-13) 

P=0.64 
Fiorentini, Anticancer Res, 2012 



RANDOMIZED CLINICAL TRIAL (RCT) - FIORENTINI 
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Fiorentini, Anticancer Res, 2012 



DEBIRI 
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