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E Zl(Special Review) — Management of metastatic lesion of cancer

Treatment of Liver Metastases

Hye Jin Choi

Division of Oncology, Department of Internal Medicine, Yonsei University College of Medicine, Seoul, Korea

Metastatic cancer is frequently found in the liver and represents life-limiting component of dieasease. There have been
significant advances in past decades to improve survival for patients with liver metastases. Surgical resection may be curative and
should be considered standard therapy for liver-confined metastatic colorectal cancer. Resection showed 30-50% overall 5-year
survival. Advances in systemic chemotherapy and local treatment expanded the possibility of resection. For other metastatic tumors
to the liver, the role of resection remains to be defined. Several new modalities including intra-arterial chemotherapy, chemoem-
bolization, ablation, and radiation may provide effective palliation. This review discusses the current status and progress in studies
on metastatic liver cancer regarding diagnostic modalities and various treatment options. (Korean J Med 2011;81:279-288)

Keywords: Liver metastases; Liver resection; Ablation; Colorectal camcer

x
I
o2
2
El
-~
fo
i3

7 %9 AoE B
71 opy B Holrk /b BESHe A7) FO) Sht gk zbomuk AMshE A9t S W W opy 34
ofck TR EO] SPT FUPS (RS B BRI B2 o4 27 4% 15% 9 24%z HaE u} gt
7] wjiol] zko2 HolE Ze Eslth Hgolt ek, 7k Holo} iz 1A Bale] HAl gerslatanio] 34
O BAE Ho FYHOR fhHolsh dofudrk. g F  ARoln], Ao diF Aube W Fokel Al et
o Z Slorolut HAere] A5 1k Mol Foo] WAHY  ukSo] Helgieh Lefuk 7k that S AmS WaAtoR
The S oulshs Zo®, ol o|Fvh i, 2k AAlE A QR dold 1eke B Ve 4 A Btk Ra
o) FaA Rl AT ek ek LS 7ol Fol  Awi 7k WAIE ool ZH5u qerstskay, WA Aw
H U A7 A9TE WobA] 7b AAEOIt By o] glow], Ho] B 7l&e] whde] 9lgithTable 1)

Correspondence to Hye Jin Choi, M.D.

Division of Oncology, Department of Internal Medicine, Yonsei University College of Medicine, 50 Yeonse-ro, Seodaemun-gu,
Seoul 120-752, Korea

Tel: +82-2-2228-8100, Fax: +82-2-393-3652, E-mail: choihj@yuhs.ac

- 279 -



— The Korean Journal of Medicine: Vol. 81, No. 3, 2011 —

Table 1. Various treatments under clinical evaluation for cancers confined to the liver [1]

Treatment Advantages Disadvantages
Resection S-year survival: 20-50% for CRC patients Disease-free survival is low; additional
Neoadjuvant therapy improves resectability therapy needed for micrometastases

Limited number of patients suitable

Resection/adjuvant therapy Significantly improved PFS for CRC patients No definitive improvement in OS
Neoadjuvant therapy/resection Early treatment of micrometastases Injury to hepatic parenchyma from therapy
Assess tumor sensitivity to regimen Increased surgical morbidity

Conversion to resectable

Infusional therapy/general Allows dose intensification Patient selection important; does not treat
extrahepatic disease

Chemoembolization Can palliate large symptomatic tumors May require repeated catheterizations
Effects are prompt Staged treatments are usually necessary
Hepatic artery infusion Allows significant dose escalation, has high ~ Implantable pump requires operative placement

response rates
FUdR has high hepatic extraction, minimizes
systemic toxicity

Selective internal radiation Novel method of delivering radiation Inhomogeneous radiation distribution
with minimal hepatic injury Systemic leak

Local ablative therapy (cryotherapy, Can obliterate established hepatic metastases  Often requires operative procedure to apply
RF ablation local injection) Minimal injury to normal hepatic tissue treatment
Does not treat microscopic disease, limitations on
size and number of lesions that can be treated

CRC, colorectal cancer; PFS, progression-free survival; OS, overall survival; FUdR, fluorodeoxyuridine; RF, radiofrequency.
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Adjuvant systemic chemotherapy
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Table 2. Selected radomized adjuvant studies for resectable liver metastasis

Treatment Setting No. of patients Relapse-free survival Opverall survival
Systemic chemotherapy alone
FFCD-ACHBTH- Bolus 5-FU/LV vs. Adjuvant 162 34% vs. 27% at 5 years (ns) 51% vs. 41% at 5 years (ns)
AURC [21] surgery alone
EORTC-NCIC- 5-FU/LV vs. surgery Adjuvant 129 45% vs.35% at 4 years (ns) 57% vs. 47% at 4 years (ns)
GIVIO [22] alone
EORTC [29] 12 FOLFOX4 vs. Perioperative 364 36.2% vs. 28.1% at 3 years -
surgery alone (»=0.04)
CPT-GMA [24] 12 FOLFIRI vs. 12 Adjuvant 321 median: 24.7 vs. 21.6
LVS5FU2 months (ns)
GEMRCO 12 FOLFOX4 vs. 6 Perioperative 284 Trial ongoing
FOLFOX4 +6 FOLFIRI  or adjuvant
HAI plus systemic chemoterapy
MSKCC [28] 5-FU/LV+HAI FUDR Adjvuant 156 48 % vs. 33% at 4 years  64% vs. 41% at 4 years (ns)
vs. 5-FY/LV (»p=0.045)

FUDR, floxuridine; ns, not significant.
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Table 3. Response rates and resection rates from trials evaluating 1st line chemotherapy in metastatic colorectal cancer

Reference Chemotherapy No. of patients Iiztsg(();:)e reseft(i)ﬁl)rl:tt: %) Ove(rr;lalisgl\;\/ial
Giachetti et al. [33] Oxalplatin/5-FU/LV 100 53 21 19.4
De Gramont et al. [7] FOLFOX4 210 50.7 6.7 16.2
Toumigand et al. [34] FOLFOX6 111 54 13 20.6
FOLFIRI 109 56 7 21.5
Falcone et al. [37] FOLFOXIRI 122 60 14 22.6
FOLFIRI 122 34 6 16.7
Tabernero et al. [55] FOLFOX+ Cetuximab 43 72 19 30
Kopetz et al. [56] FOLFIRI+ Bevacizumab 43 65 10 31.3
CELIM [38] FOLFOX+Cetuximab 114 68 38
FOLFIRI +Cetuximab 57 30
CRYSTAL [35] (K-ras wild type) FOLFIRI 176 43 1.7 21
FOLFIRI+ Cetuximab 172 59 43 24.9
N016966 [36] FOLFOX/XELOX 701 49 19.9
FOLFOX/XELOX+Bevicizumab 336 6.3 213
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Radiofrequency Ablation (RFA)
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