The Korean Journal of Hepatology 2008 ; 14 : 360 - 370
DOI: 10.3350/kjhep.2008.14.3.360

thitA | H ol S FHIeE XA 7R EUYE ShAfol|A]
A4l %‘%ﬂ“‘i}&ﬂé o] X 7AA

'—7::-|c>|_ = o O_E_ = )
OlA . BB - AR - Y EY"

( Abstract )

Clinical outcomes of systemic chemotherapy in hepatocellular carcinoma patients
with multiple lung metastases

Ki Tae Yoon, M.D.l’z, Jong Won Choi, M.D.m, Jun Yong Park, M.D.l’z,
Sang Hoon Ahn, M.D., Ph.D."?, Yong Han Paik, M.D., Ph.D."”, Kwan Sik Lee, M.D., Ph.D."?,
Kwang Hyub Han, M.D.l’z, Chae Yoon Chon, M.D.l, Do Young Kim, M.D."?

IDepartment of Internal Medicine, Institute of Gastroenterology, Yonsei University College of Medicine,
*Liver Cirrhosis Clinical Research Center, Seoul, Korea

Background/Aims: Advanced hepatocellular carcinoma (HCC) with multiple lung metastases has a poor
prognosis with no effective treatment having been established. This study evaluated the outcomes of systemic
chemotherapy for advanced HCC with multiple lung metastases. Methods: Between January 2000 and
December 2006, 68 patients were diagnosed with HCC presenting with multiple lung metastases. Sixteen
patients in the terminal stage, such as Child-Pugh grade ‘C’ or an Eastern Cooperative Oncology Group
performance status exceeding grade 2, were excluded from the analysis. The following treatment modalities
were applied: 26 patients received primary tumor treatment (transarterial chemoembolization or intra—arterial
chemotherapy) with systemic chemotherapy, 10 patients received primary treatment only, 8 patients received
systemic chemotherapy only, and 8 patients received highly supportive care. The treatment responses and
median survival times for the modalities were analyzed and compared. Results: The median age of the 52
analyzed patients (45 males) was 52.4 years. The most common etiology of HCC was chronic hepatitis B virus
infection (n=44, 84.6%) followed by hepatitis C virus infection (n=2, 3.8%), with the etiology being unknown
in 6 cases (11.5%). The treatment modality had no significant effect on the treatment response rate (P=0.432)
or median survival time (133, 66, 74, and 96 days for primary tumor treatment with systemic chemotherapy,
primary tumor treatment only, systemic chemotherapy only, and highly supportive care, respectively; P=0.067).
Conclusions: We found that systemic chemotherapy was not effective in treating HCC presenting with
multiple lung metastases. Improving the effectiveness of systemic treatment and selecting patients who would
benefit from such treatment remains a major challenge. (Korean J Hepatol 2008;14:360-370)
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Table 1. Child-Pugh classification and ECOG performance status of the study population

Child-Pugh classification

y B c Total
ECOG 1 19 0 0 19
performance 2 23 10 1 34
status 3 6 3 13
4 0 0 2 2
Total 46 16 6 63

Statistic analysis was performed on 52 patient expressed by bold character.

ECOG, Eastern Cooperative Oncology Group.
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HCC wi
N
Child-Pugh C or ECOG>3
N=16

‘ Primary + Systemic CTx ( Primary tumor Tx

N=26 N=10

1

Systemic CTx Supportive care
N=8 N=8

Figure 1. Scheme of the enrollment and treatment of 68 patients diagnosed with hepatocellular carcinoma (HCC) pre-
senting with multiple lung metastases. Sixteen patients in the terminal stage were excluded. The treatment modalities
were primary tumor treatment with systemic chemotherapy (n=26), primary treatment only (n=10), systemic chemotherapy

only (n=8), and highly supportive care (n=8).

HCC, hepatocellular carcinoma; mets, metastasis; ECOG, Eastern Cooperative Oncology Group; CTX, chemotherapy; TX,

treatment
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Table 2. Baseline characteristics of the analyzed

patients
Characteristics N=52
Age, mean+SD 52.4+10.5
Male sex, n (%) 45 (86.5)
Etiology, n (%)
HBV 44 (84.6)
HCV 2 (3.8
Others 6 (11.5)
Child-Pugh grade, n (%)
A 42 (80.8)
B 10 (19.2)
ECOG performance status, n (%)
0~1 19 (36.5)
2 33 (635)
T stage, n (%)
T1 0 (0)
T2 5 (9.6)
T3 21 (40.4)
T4 26 (50.0)

HBV, hepatitis B virus; HCV, hepatitis C virus;
ECOG, Eastern Cooperative Oncology Group.
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Table 3. Baseline clinical characteristics according to the treatment modality

Characteristics Primary+Systemic Primary Systemic Conservative P value
N=26 N=10 N=8 N=8
C-P score 56+0.7 6.2+1.5 59+0.6 6.1+1.1 0.339
C-P grade 0.054
A 24 (92.3) 6 (60.0) 7 (875) 5 (62.5)
B 2 (17 4 (40.0) 1 (125) 3 (375)
Total protein (g/dL) 7.2+0.7 7.0+0.6 7.2+0.5 6.8+0.6 0.417
Albumin (g/dL) 3.6%0.6 3.5+0.6 3.4+0.7 3.704 0.691
Total bilirubin (g/dL) 1.00£0.55 1.14+0.48 1.24+0.57 2.11+1.74 0.017
PT (INR) 1.05+0.12 1.14+0.14 1.00+0.12 1.06+0.13 0.098
Presence of ascites 2 (17 4 (40.0) 0 2 (25.0) 0.055
Presence of PVT 17 (65.4) 9 (90.0) 7 (875) 7 (875) 0.383
ECOG performance status 0.017
0~1 15 (57.7) 1 (10.0) 2 (25.0) 1 (125
2 11 (42.3) 9 (90.0) 6 (75.0) 7 (875)
T stage 0.667
T1 0 0 0O 0
T2 4 (154) 0 0 1 (125
T3 12 (46.2) 4 (40.0) 3 (375) 2 (25.0)
T4 10 (385) 6 (60.0) 5 (62.5) 5 (62.5)

Data values were expressed by mean=SD or n (%).

Statistic analysis was preformed using Fisher's exact test or one-way ANOVA.

C-P, Child-Pugh; PT, prothrombin time; PVT, portal vein thrombosis; ECOG, Eastern Cooperative Oncology
Group.
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Table 4. Treatment modality and regimen of chemotherapeutic agents

Treatment modality Regimen of chemotherapeutic agents N=52
iA DDP+5-FU 8 (15.4%)
TACE+iA DDP+5-FU 4 (7.7%)
TACE+5-FU 3 (6.8%)
TACE+ADR 3 (6.8%)

Primary tumor control combined with

. TACE+5-FU/DDP 3 (5.8%)
systemic chemotherapy

iA DDP+5-FU/ADR 2 (3.8%)

TACE+Carboplatin 1 (1.9%)

TACE+A DDP+5-FU/ADR/Etoposide 1 (1.9%)

iA DDP+5-FU/ADR/Etoposide 1 (1.9%)

Primary tumor control only iA DDP 5 (9.6%)

TACE 3 (6.8%)

TACE+HA DDP 2 (3.8%)

Systemic chemotherapy only ADR 4 (7.7%)

5-FU 2 (3.8%)

5-FU/ADR 1 (1.9%)

5-FU/DDP/Etoposide 1 (1.9%)

Best supportive care 8 (15.4%)

DDP, cisplatin; 5-FU, 5-fluorouracil; TACE, transarterial chemoembolization; iA, intra—arterial; ADR, doxorubicin.

Table 5. Treatment response in each treatment modality
Treatment modality, n (%)

Treatment response Primary+Systemic CTx Primary Tx Systemic CTx Supportive
n=26 n=10 n=8 n=8
CR 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PR 1 (38 0 (0.0) 0 (0.0) 0 (0.0)
SD 8 (30.8) 2 (20.0) 0 (0.0) 0 (0.0)
PD 15 (57.7) 6 (60.0) 6 (75.0) 5 (62.5)
NA 2.(17) 2 (20.0) 2 (25.0) 3 (375)

There was no correlation between treatment modality and treatment response (P=0.432, Fisher's exact test).
CTx, chemotherapy; Tx, treatment; CR, complete response; PR, partial response; SD, stable disease; PD,
progressive disease; NA, not assessable.
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Figure 3. Cumulative survival curve adjusted for ECOG
status, presence of ascites, prothrombin time, and total
bilirubin in each treatment modality. The survival rate did
not differ with the treatment modality (P=0.165, multiva—
riate Cox regression analysis).
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