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Μεταστατικός καρκίνος ήπατος

Καρκίνος ΠΕ-Ο
Νευροενδοκρινείς 

όγκοι (ΝΕΤs)
Non colorectal

Non neuroendocrine



Νευροενδοκρινείς όγκοι

✓ 40-80% των NETs ανακαλύπτονται σε μεταστατικό στάδιο
World J Gastroenterol 2014; 20(39): 14348-14358

Lancet Oncol 2014; 15: e8–21



✓ Several registries αναφέρουν ότι 25-93% των ασθενών 
αναπτύσσουν ηπατικές μεταστάσεις στην πορεία της νόσου.

Surgical Oncology 2012; 21: e131-e141

✓ H SEER database αναφέρει ότι 27% των ασθενών 
αναπτύσσουν ηπατικές μεταστάσεις στην πορεία της 
νόσου.

Cancer 2015; 121(8):1172-1186

✓ Η παρουσία ηπατικών μεταστάσεων αποτελεί την 
κύρια αιτία θανάτου. World J Gastroenterol 2014; 20(39): 14348-14358

✓ Εξαιρεσιμότητα των ηπατικών μεταστάσεων είναι δυνατή στο 
20-57% των ασθενών. Lancet Oncol 2014; 15: e8–21



Cochrane Database of Systematic Reviews 2009, Issue 2. Art. No.: CD007060

There is no evidence from randomised clinical trials 
comparing liver resection versus other treatments in 
patients with resectable liver metastases from gastro-
entero-pancreatic neuroendocrine tumours. 

Liver resection appears to be the main stay curative 
treatment for neuroendocrine liver metastases based 
on non-randomised studies.

Surgery-Directed Therapies







5y OS 10y OS R0 Complete 
Response

Progres-
sion

DFS 5y DFS 10y

Que 2006 43% 15%

Mayo 2010 74% 51% 54% 15m 6% 1%

Glazer 2010 77% 50% Recurr
46.5%

Saxena 2012 70% 42% 63% 73% 21m 29% 1%



Resection Ablation Conservative

Yao (2001) 70% (5y) 40% (5y)

Elias (2003) 84% (3y)

Touzios (2005) 72% (5y) 50% (5y) 25%

Osborne (2006) 78% (5y) 35% (5y)

Mayo (2011) TAE Surgery

Median Survival 34m 123m

5y OS 30% 74%



Type of Resection 5y OS

R0
R1
R2

80%
70%
60%

Tumor Grade 5y OS

G1 & G2
G3

61%
6 mo



Liver-Directed Therapies

RFA

Relief of 
symptoms

DFS OS 5y OS Local Rec Extra-
hepatic 

Rec

Mazzaglia (2007) 90% 3.9y

Akyildiz (2010) 95% 1.3y 6y 22% (63%) 59%

Reddy (2010) 53 mo

HAE
40-67%

HACE
50-65%

90 Y
Radiology

improvement
OS Progression

Kennedy (2008) 63% 4.9%

King (2008) 55% 35 mo

Saxena (2010) 50% 30 mo

Contraindications:
Complete portal vein thrombosis
Hepatic insufficiency/failure 
Whipple procedure



Transplantation

Between November 1988 and March 2011, 
185 liver transplants were performed for metastatic NETs in the USA
5-year survival was 57.8%, significantly worse than the 74% for all 
other patients.

ENETS guidelines 2012

1. Age < 55 years
2. Primary tumor removed prior to 

transplantation (at least 6 months)
3. Stable disease for at least 6 month
4. Well differentiated NET with Ki67< 10%
5. <50 % liver involvement or 

<75% liver involvement in patients 
with refractory hormonal symptoms 

6. Diffuse unresectable disease 
confined to the liver

Milan criteria 2007

✓ .

✓ .
✓ .

✓ .

Primary tumor located in 
pancreas or intermediate gut

Contraindications for transplantation: 
grade 3 tumours, non-portal systemic tumour drainage, 
extra hepatic metastases, and severe carcinoid heart disease





Liver resection should be considered as the treatment
of first choice for patients who are fit to undergo 
hepatic resection for grade 1 or 2 LMs and have no
extrahepatic disease. 

Those who have extrahepatic lesions also may be 
considered if their tumor burden is entirely resectable.



On multivariate analyses

➢ Synchronous disease (HR = 1.9), 
➢ Nonfunctional NET hormonal status (HR = 2.0), 
➢ Extrahepatic disease (HR = 3.0) 

remained predictive of worse survival (all P<0.05).





The minimal requirements for resection 
with ‘curative intent’ are:

Resection of metastases of NEC G3 is in general not 
recommended.

(1) Resectable G1-G2 liver disease with acceptable
morbidity and mortality

(2) absence of right heart insufficiency 
(3) absence of unresectable lymph node and extra-abdominal

metastases
(4) absence of diffuse or unresectable peritoneal 

carcinomatosis.



Lancet Oncol 2014; 15: e8–21

➢ grade 1 or 2 tumours
➢ type I or II metastatic growth
➢ With no evidence of non-resectable extrahepatic disease 
➢ assessable for R0 or R1 resection 
➢ with an anticipated liver remnant of at least 30%
➢ when no evidence of advanced carcinoid heart disease exists
➢ when access to a hepatic surgery centre is possible

Liver metastases of grade 3 NETs are usually not amenable for resection



Lancet Oncol 2014; 15: e8–21

We felt that there is weak evidence that small intestinal NET 
locoregional disease should be resected.

We could make no recommendation for pancreatic NETs





Breast GU cancers GI cancers

(Ann Surg 2006;244: 524–535)

32%

5y=41%

14%

5y=51%

16%

25% 25% 18%

24% 22% 20%



(Ann Surg 2006;244: 524–535)

In multivariate analysis, factors associated with poor prognosis 
were: 
• patient age > 60 years,
• nonbreast origin, 
• melanoma or squamous histology 
• disease-free interval < 12 months 
• Extrahepatic metastases 
• R2 resection
• major hepatectomy



In contrast to the treatment of colorectal liver
metastases where surgery has the key role and chemotherapy

acts as an adjuvant treatment, 

the reverse situation is currently observed for noncolorectal
nonendocrine metastases, where systemic chemotherapy plays 

the key role and surgery acts as an adjuvant therapy.



Low-risk histotypes GU cancers, Breast

Intermediate-risk histotypes Melanomas, Sarcomas

High-risk histotypes Lung





In patients who develop recurrence, imatinib is the first line 
of therapy

Timing of resection and patient selection based on 
preoperative response to imatinib appear to be critical 
determinants of the outcome.

Patients are generally treated with imatinib for about 6 
months, after which incremental shrinkage is uncommon.


