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Management of Colorectal Cancer Liver Metastasis

Dae-Yong Hwang, M.D.

Department of Surgery, Korea Cancer Center Hospital

The liver is the predominant metastatic site of colorectal cancer. When the patients general condition, the absence

of extrahepatic metastases, number and locations of hepatic lesions permit, hepatic resection may be curative and

should be considered standard therapy. Regional approaches, such as cryotherapy, alcohol injection, radiation therapy,
interstitial laser therapy, and chemoembolization even that may bring about effective palliation suggest experimental
approaches to the treatment of hepatic metastases. Regional infusion of chemotherapeutic agent via hepatic artery

has shown a great tumor response, but further studies are needed for evaluation of precise benefit of this approach.

Manipulation of the gene level was recently possible and addressed for the treatment of unresectable hepatic
metastases, but still many problems to overcome are remained for the effective delivery and selective expression of

the therapeutic gene or gene product to the target cells. Thus, new approaches to the colorectal cancer liver metastases

are clearly warranted.
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Table 1. Prognostic variables in colorectal cancer liver metastasis

Stage of Grade of Location

Distribution .
Presence of Disease Synchronous

Study . . . Number of Size of of metastasis, .. Serum
No. primary primary of primary . L clinical free vs.
group metastasis metastasis uilobar vs. . Lo CEA
tumor  tumor tumor bilobar manifestation interval metachronous
Multi-
institutional 859 + + + - + + +
(1988)'
Doci
100 + — - + — —
(1991)°
Scheele
219 + + — — — — — +
(1991)"°
Younes
133 — + + + - +
(1991)°
Cady
129 - — + - - — +
(1992)"
Rosen +
280 +* - - + — + + -
(1992)’
+: significant, —: not significant, *: synchronous lesion only, T, Stage B primary tumor only
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Table 2. Randomized trial of hepatic arterial infusion (HAI) versus systemic chemotherapy for colorectal liver metastases

p-value in ~ Median survival

Author or No. of HAI HAI response Systemic Systemic
oup patient drug (%) drug response (%) response (months)
gr rate HAI/systemic
MSKCC

2 99 5-FUDR 50 5-FUDR 20 0.001 17/12*
(1987)

NCI .

2 64 5-FUDR 62 5-FUDR 17 0.003 22/15
(1987)% /
NCOG

2 143 5-FUDR 42 5-FUDR 10 0.0001 42/40*
(1989)* /

Mayo 69 5-FUDR 48 5-FU 21 0.02 12.6/10.5%
(1990)* ' o

HALI hepatic artery infusion, 5-FUDR: 5-fluorouracil-2-deoxyuridine, 5-FU:

rate, HAI/systemic (p=0.27)

5-fluorouracil,

*: not significant, T 2-year survival
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Table 3. Classes of gene therapy in cancer

Type of gene therapy

Mechanism

Anti-sense therapy
Chemoprotection
Pro-drug or suicide gene
Immunotherapy/Cytokine
Tumor suppressor
Antibody gene

Blocking synthesis of proteins encoded by harmful gene

Adding protein to normal cells to protect them from chemotherapeutic agents
Rendering cancer cells sensitive to selected drug

Enhancing the body immune defense against cancer

Replacing a lost or mutated tumor suppressor gene

Interfering with the activity of cancer-related proteins in tumor cells

Oncogene Down regulation of oncogen expression
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