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Table1 Characteristics of the patients in this
study

Characteristics

Numbers of patients 40

Age” 71 (53-85)
Male:Female 24:16
Child A:B:C 26:13:1
Viral marker (HB:HC:NBNC) 2:25:13

AFP* (ng/ml)
PIVKA II * (IU/ml)

22 (2-93858)
161 (10-75000)

Maximum tumor size* (mm) 30 (15-100)
Soritary : Multiple : Massive type 19:18:3
Stage (I : T :1M:IVA) 9:17:12:2
Numbers of therapy

1:2:3:4:5:6:7:8:9:10 9:8:3:5:6:2:1:1:2:2
Dose of miriplatin* (mg) 60 (20-120)

*median (minimum-maximum)
HB: Hepatitis B virus, HC: Hepatitis C virus, NBNC:
non B non C
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Table 2 Therateutic effects of Miriplatin TACE

CR PR SD PD

TACE only once n=9 a 1 2 4 2
TACE repeated over twice n=31 first effect b 5 8 10 8
maximum effect ¢ 10 5 14 2
First effect n=40 a+tb 6 10 14 10
% 15 25 35 25
Maximum effect n=40 a+tc 11 7 18 4

%

275 175 45 10

Response rate on first therapy CR+PR:16/40=40.0%

Maximum respone rate CR+PR:18,40=45.0%

CR: complete respnse, PR:partial response, SD:stable disease

PD:progressive disease

CR1#%I (11.1%), PR2 %I (22.2%), SD 4 #I
(44.5%), PD2# (22.2%) THh-o7z. 2MELLE
1o 72318 o M zh Hix CR5 %) (16.2%), PR8
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Figure 1 The cumulative survival rete
Figure 1a The 1—, 2— and 3—year survival rate were 87%, 57.9% and 20.5%, respectively.
Figure 1b Significant difference was noted in the survival rate between CR/PR/SD and PD (p=0.013).

Table 3 Toxicity

Grade 1 Grade 2 Grade 3 Grade 4
Aspartate aminotransferase incresed 12 (30%) 3 (75%) 0 0
Alanine aminotransferase increased 12 (30%) 4 (10%) 0 0
Total bilirubin increased 5 (125%) 2 (5%) 0 0
Fever 15 (37.5%) 6 (15%) 0 0
Abdominal pain 7 (4.7%) 0 0 0
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Table 4 Lipiodol accumulation (%)* after Miriplatin-TACE

1 week 3 months

a. Total 148 Miriplatin-TACE 80 (0-100) 40 (0-100)
b. 31 patients repeated Miriplatin-TACE over twice First accumulation 60 (0-100) 40 (0-100)
Maximum accumulation 80 (0-100) 50 (0-100)

*median (minimum-maximum)

FEDORREIIIBZ% TH 72, ¥FF VARV Y
WL BEREZEBNT LI EThbILbId M-TACE
FZRERIFL5. 0% & I ) 7T F v HMENE OB %
FMo 7.

19974F, bivbiiIIFMIEsE I L3 — MMy &
MAGNGER = F )V T A 5 —zinostatin stimalamer (A
<7 AY) #@ERIC TACE 2175 72 (SMANCS
-TAE)"®. CRIZ#H60% T&H - 7225, SMANCS-
TAE Z##t ) K32 & TORICHELA. 3VTT
F 33— M7 IRIIR T TV = 2 7 OVITIE R
BICTRIRG CRET A4, A~ v 7 ANI@HEk
T3 — M7 YRR F V= A 7 IVIZIEE L7-.
W& O CR FDENL, T — MM Tl 7
VI AT NS OFRBEE YD - 722 & L PilE
BRIROE S OISR LD EZE L 6N 5.
LaL, A% 7 ARG EE)5HR < G L # D
Y BICHEIRDHAET 2008BO 6N, TF7
1 I9F v —Yay 7 TRERA S I N0, 3
FEIZAEERIEE 22> TWwh. M=TACE T8k
PIZE, ¥ av 7 EORERRWENIERD SN kh
-7z (Table3).

M-TACE 3L &trwm <, ZHREIN 7775
YHMEEOREOHE L DI L L. M-TACE
EFMAED T HINERE 3 2 AR REHELE 2D
IBEEZ LN

EEOFBER - A CERNFICHE L TG4
L.

[3zik]

1) Llovet JM, Real MI, Montafia X et al. Arterial
embolization or chemoembolization versus symp-
tomatic treatment in patients with unresectable
hepatocellular carcinoma : a randomized controlled
trial. Lancet 2002 : 359 : 1734-9.

2) Marelli L, Stigliano R, Triantos C et al. Transar-

IRYO Vol 69 No. 4

3)

4)

5)

6)

7)

—185—

terial therapy for hepatocellular carcinoma : which
technique is more effective? A systemic review of
cohort and randomized studies. Cardiovasc Inter-
vent Radiol 2007 ; 30 : 6-25.
Chang JM, Tzeng WS, Pan HB et al. Transcathe-
ter arterial embolization with or without cisplatin
treatment of hepatocellular carcinoma. A random-
ized controlled study. Cancer 1994 ; 74 : 2449-53.
Kawai S, Okumura J, Ogawa M et al. Prospective
and randomized clinical trial for the treatment of he-
patocellular carcinoma:a comparison of lipiodol—
transcatheter arterial embolization with and with-
out adriamycin (first cooperative study). The Co-
operative Study Group for Liver Cancer Treatment
of Japan. Cancer Chemother Pharmacol 1992 ; 31
(Suppl) : S1-S6.
Maeda M, Uchida NA, Sakaki T etal. Liposoluble
platinum (II) complexes with antitumor activity.
Jpn Cancer Res 1986 ; 77 : 523-5.
Kishimoto S, Ohtani A, Fukuda H et al. Relation
between intracellular accumulation and cytotoxic
activity of cis— [ (IR, 2R) -1, 2-cyclohexanediamine
—-N, N") bis (myristato) ] —platinum (II) suspended
in Lipiodol. Biol Pharm Bull 2003 ; 26 : 683-6 .
Hanada M, Baba A, Tsutsumishita Y et al. Intra
—hepatic arterial administration with miriplatin
suspended in an oily lympographic agent inhibits
the growth of human hepatoma cells orthotopi-
cally implanted in nude rats. Cancer Sci 2009 ;
100 : 189-94.
Seko Y, Ikeda K, Kawamura Y et al. Antitumor
efficacy of transcatheter arterial chemoemboliza-
tion with warmed miriplatin in hepatocellular car-
cinoma. Hepatol Res 2013 ; 43 : 942-9.
H A F 78 2. 0 36 958 0 2R h i A e, i iR
2010 ; 51, 5 : 261-6.



10) Miyayama S, Yamashiro M, Shibata Y et al. 13) Seko Y,Ikeda K, Kawamura Y et al. Antitumor

Comparison of local control effects of superselec- efficacy of transcatheter arterial chemoemboliza-
tive transcatheter arterial chemoembolization us- tion with warmed miriplatin in hepatocellular car-
ing epirubicin plus mitomycin C and miriplatin for cinoma. Hepatol Res 2013 ; 43 : 942-9.
hepatocellular carcinoma. Jpn J Radiol 2012 ; 30 : 14) Imai N, Ikeda K, Kawamura Y et al. Transcathe-
263-70. ter arterial chemotherapy using miriplatin—lipiodol
11) Oguro S, Hashimoto S, Tanaka T et al. Short- suspension with or without embolization for unre-
term therapeutic effects of transcatheter arterial sectable hepatocellular carcinoma. Jpn J Clin Oncol
chemoembolization using miriplatin—lipiodol sus- 2012 ; 42 : 175-82.
pension for hepatocellular carcinoma. Jpn J Radiol 15) Hirashima N, Sakakibara K, Itazu I et al. Zinosta-
2012 : 30 : 735-42. tin stimalamer—transcatheter arterial embolization
12) BRE— WEFHT, mIERIE». 32U 755 for hepatocellular carcinoma. Semin Oncol 1997 :
Y)Y A R — VERR & R O R R 03 & R 24 (suppl) : 91-6.

2011 1 60 : 146-50.

Effects of Transcatheter Arterial Chemoembolization using Heated Miriplatin and
Gelatin Sponge for Hepatocellular Carcinoma
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KeiUnita, Rinako Mizuta, Momoko Goto, Noboru Urata, Bunichiro Kato,
MasayaEsaki, YuichiKida, Tsuyoshi Kuno, Yoshimitsu Ryuge and Masayuki Okeya

Summary

Aim : Miriplatin is a slow release lipophilic platinum complex that can be suspended in lipiodol, a lipid lymphographic
agentand is expected to have a superior antitumor effect for hepatocellular carcinoma (HCC). However, it has been reported
high viscosity of the miriplatin / lipiodol suspension has been reported to prevent it from flowing into the peripheral artery of
the HCC. In this investigation, we have tried transcatheter arterial chemoembolization (TACE) for unresectable HCC using
heated miriplatin to decrease its viscosity and gelatin sponge to increase its retention in the HCC. We call this method
Miriplatin-TACE. Methods : Miriplatin was suspended in lipiodol solution and heated to 50 ‘C . The heated miriplatin was
injected into the feeding arteries of the HCC, before these arteries were embolized with gelatin sponge. Therapeutic efficacy
was examined by dynamic computed tomography 3 months after TACE according to the Response Evaluation Criteria in
Cancer of the Liver by Liver Cancer Study Group of Japan. Results : A Total 40 of HCC patients who received Miriplatin-
TACE for the first time were retrospectively evaluated. The complete response (CR) rate, partial response (PR) rate, stable
disease (SD) rate and progressive disease (PD) rate were 27.5%, 17.5%, 45% and 10%, respectively. The 1-, 2- and 3- year
survival rate were 87 %, 57.9 % and 20.5 %, respectively. Significant difference was noted in the survival rate between CR/
PR/SD and PD (p=0.013). Grade 3 or more were not observed. Conclusion : This investigation showed miriplatin TACE
was safe. It was more effective than transcatheter arterial miriplatin infusion method without embolization as reported in pre-
vious reports. [tis considered that Miriplatin TACE could be useful for unresectable HCC.
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