ATt

Y —)\—&&

(CEAT D1 RS2 2018

HAIVR #&, UV —/\—HR= &

£ 1hw:2018%F 12H29H

FFEhE: ) — N — R ICB T 2 54 K74 v~ 2018 1/ 34



FEhixV v —N\—BEICEAI 3 H1 RS51> 2018

FREESR
ZER

KR H (BAERKXFHRSERTY—  REHRRD
BIZER

FIs —B GEAFEFE HLEARD

=8
#riE W FREEIZFFEN AT Y — IVRED
ER R (ABRKXRFEFE HLasAR /| SXRARER)
INE BKRED (FRARELSEIHREEREZY— AR
1hRgE RS (BHENATEI Y —hIR  RETHRZH - IVR &B)
At #F GREREIZERKF BEHRS - IVR 25 —)
i B (NAAEIRRET  EERZEED)
FO BA (REEIZERIKRE HILEERRD
sHiEE=

T Sk (BREMATIY—h Rl REHHRZE - IVR 88)
mpe B (ALMERMEMNERb B - IVR E2 45 —)
SR £FT (EZNARRES Y —hRbe  BETHRZEED

HRIVRZFE O RSA2EFER FER
I E £ (SRARZFEFED REHRRD)

U —)(—fFRe AKREEA
T Sk (BREMATSY—hRk REHHRZER - IVR 88)

T8 ) =N =R T 2 74 ¥ 74 v 2018

2/ 34



[FU&IC

B IVR #2(CHU\TE. DAED VR AROREEEREZENE LT, AEOEGSRIECKEL TEER
BRAGHNROEINTND. COLSREBROF. BA IVR $2TE. DAETTNNTNS IVR AEOES
(tEBIER T, EBRIBHA RSAAERCEELTS. SE. BA VR 220N 1 RSA 2 BEEAH IV
F——HRLOEATOS IO RE LT, BT U —/\—BEICET 311 RS> OERICEE Uz,

FTENE U — N — AR TEIEF Y ANS UL, +ORIET S RIS SNEBRSA RS>
FRHEELAILHEN. UDURBHS, REBEDHA RSA S ICREN TV BEERAEDH T, FHEECHy
BRI CAREDRIRCEE T ZRNNEET 3. TOESRRRTICHNT, FHEHD B ARBRIREEICD
WTEE AT LA SERT 30 FEKREDER T 3. AT Y —/ \—ZA SARRIRED 1 DERnE
BH. BESICH T BIFEEU T — \— RO TIC DU THRAMRM B &R L XBRES LU,

CNSOWREBER T, FEEUY —/ (—85% & W SEHMEOBS U ARSEC DN T, BPIREFN aIEERE
DEBMISERIZTR T BT ENRESE EEZ AN A RSA SRR U, AHA RSA>CLD. FaTUS
AT T BIERASEE B T E T, AIBTOD IVR SABOEE(L & ZRMOR_EO—B & RNEEN TS
3.

BB AHA RSA>EERTB(CH0. BA VR $L5HEE - U —)\—FFRAHIAREEA
DFFHRISE K DS ARBER VR W, 2. FUESEAA RS> 2017 4R (AAEEER) TF
RENESHOBENEE, AHA RSAAEROSEENE UTHERT 3T &%, FESEN RS12H
STEESLSEREOHTIRESE. OANSSEEEOMEHENLECREVER W, TNSO8ML DR
ETHAICEHNELET,

2018 4F 12 BEH
AFEhE S — /) \— A (ICBT 31 RS> 2018

FRkEER ZER KR H

T8 ) =N =R T 2 74 ¥ 74 v 2018 3/34



AEZFATBICHEDOT

(1) xZ2DEK
FEEU S —/\—BBACHV T, BER TS YRNMESNIEERSRIERZRET S T L.

(2) =&

HARIVR ZETIE 2009 F(CHA RS 2EZESMEBSN. EEZMIELIE. IVR FETERT 371 B
SA DA RHEERICHVNT, IVR ENNFRZERI D L TOEHZRM I DL U, KRB
WU (HIEERDEBFFE TR T 271 RS > DOREZ. IVR BEDERZRT & THITTI D' KRIEKNS 1 R
ARV FRDOBA RS2 EUEDFEND.

KA RSA2UE BRIVRZ2DHA RSA2EERBIGIYT—/(—AREOHRATOZ T I MEUT,
e SNz, AAA RS2 (F BRIVR ZEREESVCVT - N—HREREORR I 1y hERB T EE2E
REITDEEBC, ERNHFENE VY —/(—BEDHITEZRIFCANDER. FZEARER(CHITIDIHARICESE
[CTEDEZBNELTLD,

(3) FEDRECLDFENIHR
FFENE U — \—BEN B E & SNEBICBEN DRS/BERNIRSND & ERRBERSVICEED
HERRNHRESNDZ AR ENS.

(4) xEDMI5
FEpTUY—/\—forz. ERCHHTT SEREEEZABOMNRE U,

(5) EEDRE

KIA RSA > DORBABICEHT DEMEFEARIVR ZREER, VT —/(-ARFHEFEARDSUGICHAIVR
FENABRSAEERICIREI D, ZIZL. BRKRRGICHITDFROERRRESIDEEYE. FEFIDE
RIZECDNTIE BEICEUTHEERDR. BIMBIEREZDERZE T, DR TA—LRIE b
DL, BEZBHIDEMHNEEZFHFOEDET D,

AHA BSA 2 2 DEROHIBIPCFRZRF T 20 TERL, BERTO—MRNEO 2 YR %ER
TEDTHD., SRR TIENIBEZERESE Y SEMOREEICERSND.

(6) XHRUNEE

TEFT>ROVIRWDEFTHDIEH. BL2dD CQEBETIIEL., 2AREULTHRREIT DI,
2017 £ 10 A 24 HIZ PubMed (C X D#&RZRT : “intra-arterial chemotherapy" or "hepatic arterial infusion"
Filters: Clinical Trial; Abstract” (C&D>T. 653 FDOXEkH it =Nz, #&ZREF(C Publication Date (F3EFE UL

FFENE ) ¥ — N — R ICB T 2 54 F 74 v~ 2018 4/ 34



o1z,

FEOXBICIZ T, BERE(CHNT/\> RS —FZITVWEEXBICDOVWTEMULT—RRIU -0 %
TR0\ 91 Xk ZEHE Uz, BEERED/\> R —FDR(IC(E. BAHEFZFEOHESZZ (T, FHEZELH1 R
54> 2017 FIROSEXE) A MBS LB E R FRZSR Uz, BAREBXBICDOVWTHERRZRZERITL). 7X
B nmurz,

ERA&IN(C 98 Dk . AF A RS+ > (THRA U,

(7) TES >R EDEE iR
Minds 251 RS AR~ —2177)L 2014 (CREWLWL T D@D (CESDT.
HROES 58U, §ELY
TEF>REAROHIE A ;580\, B; H, C; 5L\ D; £ETHEHWL
RB. TEFTALNLDOBVGHEIXNEFEET . BERIAEHEIAEEESR Clinical Question (CBIL TIFEHE
BCLDHEO L HERZREL.

(8) eX&ET
HA RSA > HERNREDTRL . HUVWARERCEDSERNICASERETHEN DD, FHA RS
126 3FRHEICREL. BEHEEETSFETHS.

(9) B
AHA RSA AR IVR 2B LU —/ (— RO —LR—S(C TR 3.

(10) FImER

FHARSA > OFHEE, FMEES LV, TORBE. —HENDHIK. FLNA - MEEHET 5E
EFFEEU Y — )\ —RAS JUBEAECHS5 T D% - OMORENMRICDOE. UTOEECDNTEESR
L DESBRIKR DS BE TEE.

1. % EAERCENZBN E UIZEROKE., BRI, H8RECDNTIE 1 DORE - AN S OXREH
ENVER 100 FHEZBX 54,

2. TOATADERBICDNTIE. 1 DORECDNTD 1 FRIDKRICKDFIE (BiH., F5il#8l) ' 100
FRZBX 358, HIVEHEZETIAT1 D 5%ULEMET DHE.

3. 1% - HHEEN ZBN & UTZEHRND S OFFFHEEARIICDNTIE. 1 DOREHEFERRINER 100 HH
ZBX DEE,

4. ¥ - HEFCEFEZBN E UEH@N S, RBEOERE (BR) (S L. AREZWROIZEFR- - HHCH LT
INONTZESE GEERIRE) o, )\ T v MREDHETH U TRIONIZERAHTDWVTIE, 1 DDbEE -
FHEMNSDEBDINSOEETH 100 HAZEBXDGE.

T8 ) =N =R T 2 74 ¥ 74 v 2018 5/ 34



5. {5 - MO EFNZBN & UTERIMRH T DEERIAZE (088R) (CRKRBLUTEMUTLBIEE,

6. 1% - HMOEF 2B & UTEEWORH T 2RE (RFEMAFR. HEAR. FAERE) (CDOVWTE 1 D
DIEZE - FADSSHNONTZHEEANER] 200 FAZEBX 3155,

7. 1% - AOEF BN & UTEEHMOEH T 28F (B FHELCDOWVWTIE 1 DOERE - BENS. B
ERAFXZIHEENFIE T DEE FBRE - DFF) HDV\IARZEONRE (CSHAONTTHEERNER 200 HH
ZHBR DB,

8. 1% - MM EFNZEN & UTEERIRHR T 2 FMBRECREBESHFIR L TLDIEE,

9. TDAhDIREN (AT & (FEFEEMRAIRIT. BEmARL) [CDVTI(E 1 DOERE - B EF BN E Uiz
AN SR IFTZRRENNER] 5 HRMU EDZS.

FE(E32T [FFEFVUT—/I\—FEDHA RS> 2018] ODABICEALT. FERFUY—/\—EEDHPIR
EUT. RIENSIUVEFHAES EZHMZBRL. FEEUY —/\—FREDZELANLOME L, HHREED
RFaDIER - QOL DA EZE & UTHE - IREFFEZITO .

HARSAARREE L DBRESNCEERITEDED THD (2017F4H 1 H~2018F 3 A 31 BFE

T)o 1BFEA(F 2018 F 7 AR TOEINE Uz, 2B, PILDIIH(CH D HARAEUREE TR0,
1. ¥EMER : 720

2. RO : 72U

3. FEEHERR AU

4. BER - FZek ) 1 DLEeKRAET

5. BBRARE : J7U—#HKAstt. VXA NSERDKKEH

6. TARE : FV ) AT+« DILEZ AT LAXMAEH

7. BFHME QU

8. HOIE(CFARE : 1L

9. FiT - BEEMIREDREM : AL

T8 ) =N =R T 2 74 ¥ 74 v 2018 6/ 34



fosm: ek VY —/)\—RE & (Emh 2

UF—/)\—(F. B7—FILZARICBEL TITOEETRAZ. BED QOL Z#IERD I LR, BEMNDEE
(TR DR UEIT I DIz ICHFEESNIZEDT.

OHRACBESNTLEAT—FTILEERI D EICKD, REACHT—FILZ AT AR ZHRANCIBE B &
ncEsd.

QHBEBRICHT—FIVABELIZBET DIAEZAL. K TFICIERE. BRNICCONEZFRIDIETHT—
FILENT DERIDFADDVIEAERDENNEDIRL TE S,

QFREBRICIHFEA. FFHHERREDR THEEZRFIZ/IA,

EVVOERHZETHIEITERSBELEERZSIND (1), UT—/\—(F RKEBSKXUVEKXRTHIL [CHAREN. £BIC
1982 F (X L (CIRE SNIZ(2-4).

FaEnE Uy —/\—EEE (. BIRAIICBESNTZAT—FILEUY -/ EEHE L THT—FILS AT LK
ZHRAICIERESEDZEICKD, BERNICUT—/I\—Z2FRTDIET. HT—F)LZT U TREMRE (CAFEA
DIZMIRE (CEF ZEE ST DAEETHD. NARCAVWSNIRE(CH TS TUHF—)(—] WD,
1982 DA S DN (2) (CinEFE LIZED T, BEAN(CFEARICRSNIEIF TH D, BKICHITDIARBED
—RREYIRIFHR(E [7R— B(port)] TH B,

BRE. LEDOIT—/)\—FEEL UT. [System-1] EFENDIEDIAFR DT —FTILS AT LARRESN T
3(5). System-1(d. BEHT—FILACNYAOO0L7—FTILZBA L. ¥XAOO0LT—FILZEEDME(C
FEIc L TEADCERNEZIRS5 T BN TRIMEDIAFR DT —FTILS AT LATHD.

SEXMR

1) U —I)(-ARAME : VT—/(—ft&. UT—/\—FE mHEIA & BmIZE. =R, 2003, pl-5.
2) A REA, EAY fBA, BEIL E—BF, RTEDIAHFRIY —/(—HFECKDENFEFEREORENL EITH
{EEFEEMRE LT, BEMFEE, 9%, 1838-1843, 1982.

3) Niederhuber JE, Ensminger W, Gyves JW, Liepman M, Doan K, Cozzi E., Totally implanted venous
and arterial access system to replace external catheters in cancer treatment., Surgery. 1982; 92:706-
12.

4) Gyves ], Ensminger W, Niederhuber J, Liepman M, Cozzi E, Doan K, Dakhil S, Wheeler R., Totally
implanted system for intravenous chemotherapy in patients with cancer,, Am ] Med. 1982; 73:841-5.
5) Itano O, Itano S, Nagamatsu H, Tsutsui R, Deguchi A, Inoue M, Nakatsuka S., Intermittent
transcatheter therapy through a new indwelling catheter system for patients with hepatocellular
carcinoma., Jpn J Radiol. 2014 ;32:670-675.

T8 ) =N =R T 2 74 ¥ 74 v 2018 7/ 34



fosm: RO A (T S FENE VY — )\ —BEDaEMEIL ?

FEE T — /) —BEORRNRL A > EUT, O 245 —T O 5-FU FE#hHEE. @Low dose
FPESE. @New FPEE MEIFHND. £low @VS I T ZIHADIFENEU Y —/\—EEDEBBEMIEGIRS
SNTLD,

OAa >4 —J T O>##HA 5-FU $5#xEhiE

(> —JTO>HA 5-FU £5EE(S 2002 FLFRE SN TLD(1-9). GEFIZR(E 8 BN S 116 FIl. PIAR
FESIEDEIG(E 25%75 100% THD. DERDEHK(E 19.4%h5 63%. £4FHAR (0S) (& 4 AMS
17.6 MHTHD.

Obi 5 (FFIMEEZAEZ 1 DEITAHREN A 116 Bl U TARL A2 ZER L. T 52%. 0S 6.9 A
EIRELTH D, #EED historical control ELENEBNITAEERIE T 72(5). X T. Yamashita 5(CKD
WETEA>F—TJT0O>. 5-FU HRENEICSRTSF O ZEBMTDRENGDINE DN ERETT T DS S A
{ELEgERERZE 114 FIOETAFERRD A (PIMBERIEEIS 27.5%) (L TITo /2. />~ —2J 0>, 5-FU #
RENEICS AT SFOREIMADETENE 45.6%. 0S 17.6 A& 3 FIHANM>SF—TT0O> . 5-FU #Fht
EE(ChEN. BRICEEREZA LT DEZRUIZ(7).

@Low dose FP &%

Low dose FPEEA(L 1999 FELFICIRE TN TS (10-16). AEAIER(E 31 HIHS 114 BT, PIAREERIED
ZE(E. 26.4%H5 100% THD. DHRDEGEMIEIFZHEN 24.5% 05 71%. 0S (£9.4 AMS 15.9 1
HT®»%,

Niizeki 5DIRE T(FPIIRESIEZ RO DTN A 71 HIDRSEEIHEF T, THEK 35%. 0S 10.2 H
BZRELTWND. WITNDOIREEREEE U (HMUEEREDLR UTZIRETIFENZH, TES > IALANILD
BEULIRE (T (15),
®New FP EX

New FP 5% (& Nagamatsu SHEZRUEMIFRIES AT SF O REIZ U EA R—)LISEM UL, 5%, 5-FU
ZHRHRINEIT DL A THD(17,18). New FP EEEDIRE (EZNET 3 #FkdpD . Nakano KU Niizeki 5(CK
BYSTITZTE New FP BAZLER UTZ3ES >4 AMERTA S LEBEREBRDIREN' H D (19). T2 AMETI(IE
WY ST 1T =T & head to head THIME (CLEER UTZIRE IAHAT N ME—THD. EREEOEVIRESHZ
B9 BN AICH LT, YS T =T 20 ffl. New FP % 44 HIDLLE T, MEROEERVIBESSI(C
METFMRBEREFRD TR, &L DOEBEDOEFHBFRIEGYSTIT=IJ T 13 1A, New FPEAT 25
WA & New FPESA THRRFEERMNRZRL TLD(p=0.0131), ENXREFYSTT =TI T 10%I(Zx L.
New FPBEEAT(d 71% EBRRTIEBMIRZ DI,

@Y S J 1 =7 HADRFEEY J—/)\—&iE

Kudo SMDIRE(CH T, ETAFHEREN A (PIMIEEE 69.5%)(CWH LT, VS ITZIEMEYSTTZIH
FORENE YUY —/\—FEORIM S BERLLESBRNMIRESN TS (20), AEHIEE Low dose FP EEHA
M 1026l VS TTZT8EMMN 103 HITH D, EX(FY ST T ZTHADKERFU Y —/\—FET 36%. V

T8 ) =N =R T 2 74 ¥ 74 v 2018 8/ 34



STIZTHEMT 18% ERMRICBNTIFAERENRSNZA OS (CEALTRY ST T ZIHADHENE Y
—/)\—FE 11.8 A, VS TITZTHEM 11.5 B EBRERRBDHRN DIz, KREROU IR TIE. SEMK
BIREES (Vp4) (CRROTHEI DL, 0S (F. VYIS ITZTITEMTIE 6.5 MAICHLT. YVSITZIHA
OFENFUY —/\—EET(E 11.4 hA (HR 0:493 [95% CI 0-240-1-014];p=0:050) THO. HFEHFUY
—/)\—FED OS (CXF B EREDRMNRE =N,

SEXWA

1) Kaneko S, Urabe T, Kobayashi K. Combination chemotherapy for advanced hepatocellular carcinoma
complicated by major portal vein thrombosis. Oncology. 2002; 62 Suppl 1: 69-73.

2) Sakon M, Nagano H, Dono K, et al. Combined intraarterial 5-fluorouracil and subcutaneous
interferon-alpha therapy for advanced hepatocellular carcinoma with tumor thrombi in the major portal
branches. Cancer. 2002; 94: 435-42.

3) Ota H, Nagano H, Sakon M, et al. Treatment of hepatocellular carcinoma with major portal vein
thrombosis by combined therapy with subcutaneous interferon-alpha and intra-arterial 5-fluorouracil;
role of type 1 interferon receptor expression. Br J Cancer. 2005; 93: 557-64.

4) Enjoji M, Morizono S, Kotoh K, et al. Re-evaluation of antitumor effects of combination chemotherapy
with interferon-alpha and 5-fluorouracil for advanced hepatocellular carcinoma. World J Gastroenterol.
2005; 11: 5685-7.

5) Obi S, Yoshida H, Toune R, et al. Combination therapy of intraarterial 5-fluorouracil and systemic
interferon-alpha for advanced hepatocellular carcinoma with portal venous invasion. Cancer. 2006;
106: 1990-7.

6) Nagano H, Wada H, Kobayashi S, et al. Long-term outcome of combined interferon-a and 5-
fluorouracil treatment for advanced hepatocellular carcinoma with major portal vein thrombosis.
Oncology. 2011; 80: 63-9.

7) Yamashita T, Arai K, Sunagozaka H, et al. Randomized, phase II study comparing interferon
combined with hepatic arterial infusion of fluorouracil plus cisplatin and fluorouracil alone in patients
with advanced hepatocellular carcinoma. Oncology. 2011; 81: 281-90.

8) Monden M, Sakon M, Sakata Y, Ueda Y, Hashimura E, Group FR. 5-fluorouracil arterial infusion +
interferon therapy for highly advanced hepatocellular carcinoma: A multicenter, randomized, phase II
study. Hepatol Res. 2012; 42: 150-65.

9) Wu J, Huang WJ, Wang HY, Wang YF, Peng BG, Zhou Q. Arterial infusion of 5-fluorouracil combined
with subcutaneous injection of pegylated interferon alpha-2b in treating unresectable hepatocellular
carcinoma with portal vein tumor thrombus. Med Oncol. 2015; 32: 65.

10) Okuda K, Tanaka M, Shibata ], et al. Hepatic arterial infusion chemotherapy with continuous low
dose administration of cisplatin and 5-fluorouracil for multiple recurrence of hepatocellular carcinoma

after surgical treatment. Oncol Rep. 1999; 6: 587-91.
R8I Y =N —ERICBAT 5 74 F 74~ 2018 9/ 34



11) Ando E, Tanaka M, Yamashita F, et al. Hepatic arterial infusion chemotherapy for advanced
hepatocellular carcinoma with portal vein tumor thrombosis: analysis of 48 cases. Cancer. 2002; 95:
588-95.

12) Yamasaki T, Kimura T, Kurokawa F, et al. Prognostic factors in patients with advanced hepatocellular
carcinoma receiving hepatic arterial infusion chemotherapy. J Gastroenterol. 2005; 40: 70-8.

13) Kanayama M, Nagai H, Sumino Y. Influence of the etiology of liver cirrhosis on the response to
combined intra-arterial chemotherapy in patients with advanced hepatocellular carcinoma. Cancer
Chemother Pharmacol. 2009; 64: 109-14.

14) Ueshima K, Kudo M, Takita M, et al. Hepatic arterial infusion chemotherapy using low-dose 5-
fluorouracil and cisplatin for advanced hepatocellular carcinoma. Oncology. 2010; 78 Suppl 1: 148-53.
15) Niizeki T, Sumie S, Torimura T, et al. Serum vascular endothelial growth factor as a predictor of
response and survival in patients with advanced hepatocellular carcinoma undergoing hepatic arterial
infusion chemotherapy. J Gastroenterol. 2012; 47: 686-95.

16) Nouso K, Miyahara K, Uchida D, et al. Effect of hepatic arterial infusion chemotherapy of 5-
fluorouracil and cisplatin for advanced hepatocellular carcinoma in the Nationwide Survey of Primary
Liver Cancer in Japan. Br J Cancer. 2013; 109: 1904-7.

17) Nagamatsu H, Hiraki M, Mizukami N, et al. Intra-arterial therapy with cisplatin suspension in lipiodol
and 5-fluorouracil for hepatocellular carcinoma with portal vein tumour thrombosis. Aliment Pharmacol
Ther. 2010; 32: 543-50.

18) Nagamatsu H, Sumie S, Niizeki T, et al. Hepatic arterial infusion chemoembolization therapy for
advanced hepatocellular carcinoma: multicenter phase II study. Cancer Chemother Pharmacol. 2016;
77: 243-50.

19) Nakano M, Niizeki T, Nagamatsu H, et al. Clinical effects and safety of intra-arterial infusion therapy
of cisplatin suspension in lipiodol combined with 5-fluorouracil versus sorafenib, for advanced
hepatocellular carcinoma with macroscopic vascular invasion without extra-hepatic spread: A
prospective cohort study. Mol Clin Oncol. 2017; 7: 1013-20.

20) Kudo M, Ueshima K, Yokosuka O, et al. Sorafenib plus low-dose cisplatin and fluorouracil hepatic
arterial infusion chemotherapy versus sorafenib alone in patients with advanced hepatocellular
carcinoma (SILIUS): a randomised, open label, phase 3 trial. Lancet Gastroenterol Hepatol. 2018
Jun;3(6):424-432.

T8 ) =N =R T 2 74 ¥ 74 v 2018 10 / 34



5 B METIER (O3 9 S ENE Y U —) \— DA R RE ?

()

KEEH ABFERIE (T3 LT Kemeny S 2006 4E(C FUDR AFEHE Y —/C—% vs 5-FU+0O+ JRU 25
{EZBEDS > MELEBERERZ 1TV, B (47%vs24%) . £EFHABI(0S)(24.4 1A vs20 h'A) EATE
FUY - N\—EENEBEFEEE OB FERZRUE(1). A]FPH S (EEE 11 HB5RERDIEER DA T, Weekly High
dose 5-FU BEE(C L DZREK 52-83%, OS 18.6-26 h'H EMESN TS (2-4). EPRNESH T, FFERTUY
— )\ —EE CIRTEDIEEENEE T D FOLFOX,FOLFIRI L EDS >4 IMELEESERER (ZITHONTULVRL, ATED
TV —N—EEELBFEEDHA TR AP TITONZE [/IABRER(CHWNT 5-FUEBNFErU T hH>
ERFDMHATERNER 72-86.4%. 0S 49.8 ' A, MIEBAFHIME(PFS) 11.2 A EWVWDIHRENHD(5,6). &S
BE D& Tld, FOLFOX, FOLFIRI BEERIGH&D 5-FU FFEREDEME(L 18.2%., PFS & 0S (FTNTN 2.8
MA. 6.7 "B EIREENTVD(7).

B ARTERIZ (CX1 9D FEM B 11 AB5HER T (=3 55.6%, AFHARIPRYE 10.5 A EWLDIREN D
3(8). F/z. S1FISHED FEM LA TEME 42.9%, 0S 12.7 B A ERESNTB(9),

AN ABFERR (T DIFENE VS — /)AL, FEM LA TEREK 81% EDIRENH B(10), TFEDE
BB ENERDEBEE U TN A M1 2 /5FU IREDBBEL A THEU Y —/\—EEEITOENE
20%M 1851, OS 12 s AMRZ5nNizEWSIRENHD(11).

ENNABTERFZ (CHBUWTISL 5-FU FFEET. =K 44.4% EDIRENHD(12).

SEXA

1) Kemeny N, Niedzwiecki D, Hollis DR. Hepatic arterial infusion versus systemic therapy for hepatic
metastases from colorectal cancer: a randomized trial of efficacy, quality of life, and molecular markers
(CALGB 9481). ] Clin Oncol 2006; 24: 1395-1403.

2) Arai Y, Inaba Y, Takeuchi Y, Ariyoshi Y. Intermittent hepatic arterial infusion of high-dose 5FU on a
weekly schedule for liver metastases from colorectal cancer. Cancer Chemother Pharmacol 1997; 40:
526-530.

3) Arai Y, et al. Weekly 5 hour hepatic arterial infusion of high dose 5-FU for unresectable liver
metastases from colorectal cancer in patients without extra-hepatic lesions. Proc ASCO 17: 285a, 1998.
4) AEHH = fth, KIFERFERIZICT DARE 5-FU B 1 [B] 5 RiRFFGEN PR E it EATR— BEEE
=i6 28: 1449, 1993.-

5) Arai Y, Ohtsu A, Sato Y. Phase I/II study of radiologic hepatic arterial infusion of fluorouracil plus
systemic irinotecan for unresectable hepatic metastases from colorectal cancer: Japan Clinical
Oncology Group Trial 0208-DI. ] Vasc Interv Radiol. 2012 Oct;23(10):1261-7.

6) Yamaguchi T, Matsumoto H, Yasutome M, Mori T, Takahashi K., Phase I/II study of irinotecan, UFT
and leucovorin with hepatic arterial infusion using 5-FU in colorectal cancer patients with unresectable

liver metastases., Cancer Chemother Pharmacol. 2011; 67:629-35.

FFENE ) ¥ — N — R ICB T 2 54 F 74 v~ 2018 11 / 34



7) Nishiofuku H, Tanaka T, Aramaki T, Hepatic arterial infusion of 5-fluorouracil for patients with liver
metastases from colorectal cancer refractory to standard systemic chemotherapy: a multicenter,
retrospective analysis. Clin Colorectal Cancer. 2010 Dec;9(5):305-10.

8) Kumada T, Arai Y, Itoh K, Phase II study of combined administration of 5-fluorouracil, epirubicin
and mitomycin-C by hepatic artery infusion in patients with liver metastases of gastric cancer.
Oncology. 1999 Oct;57(3):216-23

9) Seki H, Ohi H, Ozaki T, Yabusaki H Hepatic arterial infusion chemotherapy using fluorouracil,
epirubicin, and mitomycin C for patients with liver metastases from gastric cancer after treatment
failure of systemic S-1 plus cisplatin. Acta Radiol. 2016 Jul;57(7):781-8.

10) Arai Y, Sone Y, Inaba Y, Hepatic arterial infusion chemotherapy for liver metastases from breast
cancer. Cancer Chemother Pharmacol. 1994;33 Suppl:S142-4

11) Tewes M, Peis MW, Bogner S, Hepatic arterial infusion chemotherapy for extensive liver
metastases of breast cancer: efficacy, safety and prognostic parameters. J Cancer Res Clin Oncol. 2017
Oct;143(10):2131-2141.

12) Hashimoto A, Nishiofuku H, Tanaka T, Safety and optimal management
of hepatic arterial infusion chemotherapy after pancreatectomy for pancreatobiliary cancer. AJR Am
J Roentgenol. 2012 Apr;198(4):923-30.

FFENE ) ¥ — N — R ICB T 2 54 F 74 v~ 2018 12 / 34



a5 FFEhE VU Y — )\ —BUEDSHHE & TDMUI5E ?
A& U —/—BEOSHIEE. VT /(- XFAICERTDIEDLE. SFASNEERCTERTDEDICK
AlEnsd (1).
VY —)\—S A5 AICEE

BENT—TI/LO@&M, Mi2RECKDEAZE. T —FTILF2 T, B T+ TS —FR. R— MRER,
BEMEDIRE - FERENETESND (2-4). BT —FI)LEBRCELTE IS OBIARICEEEINRR LR
L. SLDMEBREFHFESND. BEMEDEESEUTIE. FRIIREE - BAEDSNIEEANLE (KERS)
ARYoFHE TS &) DRAEDRIEENREDIZENIX EDIREN S D (5, 6). KITHLBHFHIENEELIEHIESE L
T, HBTHIRERTHEE UZROREENEITSND (2, 3).
XLT5

% < DIFES AT LADIREDIZME EOBRMAVLENKE /2D ENBL, BEMEDKRE - FAZEICEALT
(&, HEAFEIAR~ BB AT EIIRIR & LEERY AR BIDRFEIRANDIEE (C3X U TERB AT > MEE T UIZIRETH D
N Z < OBEFRABOIN ABLIEECHF DIFEIIROEFRNIAEETH D BEOFIE (IKE) ZREFIASE
THD (7,8)e T4TI2Z—REKTE. JO-FTYIT—RAT—FTIAHFLEBEOEIREZ S LTz K
S(CHEtENsN. MESEHZTO CHBREEERSFEBLTED. DT—FTILOBEBETHLTED (4).

AABZE (CRI L C(d. MEBBIMRIRIEDIEE Th D/ )\MBEZEDIEIRZ S 2NN MZERIY(C(HER (SLEEBIENC
ENZ L FUVIMRAIR EDRFHEE e el £ 65D,

EASNICERCER

HAAKIC L BFBIRADMERE, FRECBEROEE, HEEADRACLSHIEERBIUINC,
PR ARIDE BRI HESER P BISIRR 05D (9-17). HRBETIBERADESCALTE. BE
BREOBENSHEG T, B HEOURINENE SN TS DEBRNLETH S,

T3 E

TS AENIC & B FTBIIRADIMEREE (T3 LTI BIERAINCE RODLFYSREDRTOA RERETS
CETHDEETFHAIETHD (18).
HEBEADBRCLDHEEEETIE. EXFI> H2 BRRERFELTO MRS TSR CERSENH
#TEBH. TO—F T v I TEBBIROBIIERD CBSHVSHEEADIIRZ RO IICFMFREZENT
NETHD (19).

SEXWA

1) YUY —/)\—HARRME | BIRRKCS T DA - FEHEFRE VT —/—EE THRA & 81 %
R. 2003. p60-72

2) Tanaka T, Arai Y, Inaba Y, Matsueda K, Aramaki T, Takeuchi Y, Kichikawa K. Radiologic placement of

side-hole catheter with tip fixation for hepatic arterial infusion chemotherapy. J Vasc Interv Radiol.

T8 ) =N =R T 2 74 ¥ 74 v 2018 13 / 34



2003 Jan;14(1):63-8.

3) Matsumoto T, Yamagami T, Yoshimatsu R, Morishita H, Kitamura N, Sato O, Hasebe T. Hepatic arterial
infusion chemotherapy by the fixed-catheter-tip method: retrospective comparison of percutaneous
left subclavian and femoral port-catheter system implantation. AJR Am ] Roentgenol. 2014
Jan;202(1):211-5.

4) Yamagami T, Matsumoto T, Yoshimatsu R, Nishimura T. Dysfunction of a port-catheter system
percutaneously implanted for hepatic arterial infusion chemotherapy due to a fibrin sheath. Clin ]
Gastroenterol. 2009 Feb;2(1):47-50.

5) Imai R, Ito K, Ishigami N, Oba N, Nakajima N. Occlusion of the left superficial femoral artery during
hepatic arterial infusion of chemotherapy for liver metastases from colon cancer 18 months after the
implantation of a port system: a case report. Jpn J Clin Oncol. 2002 Feb;32(2):68-70.

6) Kobayashi Y, Hamano T, Kunii Y, Koide M. A case of rupture of the right femoral artery pseudo
aneurysm occurring in the site of a port for hepatic arterial infusion. [Article in Japanese] Gan To
Kagaku Ryoho. 2010 Aug;37(8):1615-6.

7) Yamagami T1, Iida S, Kato T, Takegi H, Nishimura T. Percutaneous transluminal angioplasty for
hepatic arterial occlusion following hepatic arterial infusion chemotherapy. Australas Radiol. 2006
Feb;50(1):82-6.

8) Tanaka T, Inaba Y, Arai Y, Matsueda K, Aramaki T, Dendo S. Case report: Hepatic arterial occlusion
following infusion catheter placement: recanalization using the Palmaz stent. Br J Radiol. 2001
May;74(881):448-51.

9) Arai Y, Sone Y, Inaba Y, Ariyoshi Y, Kido C. Hepatic arterial infusion chemotherapy for liver metastases
from breast cancer. Cancer Chemother Pharmacol. 1994;33 Suppl:S142-4.

10) Nishiofuku H, Tanaka T, Aramaki T, Boku N, Inaba Y, Sato Y, Matsuoka M, Otsuji T, Arai Y, Kichikawa
K. Hepatic arterial infusion of 5-fluorouracil for patients with liver metastases from colorectal cancer
refractory to standard systemic chemotherapy: a multicenter, retrospective analysis. Clin Colorectal
Cancer. 2010 Dec;9(5):305-10.

11) Sato Y, Inaba Y, Ura T, Nishiofuku H, Yamaura H, Kato M, Takahari D, Tanaka T, Muro K. Outcomes
of a Phase I/I1 Trial of Hepatic Arterial Infusion of Oxaliplatin Combined with Intravenous 5-Fluorouracil
and I-Leucovorin in Patients with Unresectable Liver Metastases from Colorectal Cancer After Systemic
Chemotherapy Failure. J Gastrointest Cancer. 2017 Jan 6. doi: 10.1007/s12029-016-9915-4. [Epub
ahead of print]

12) Barnett KT, Malafa MP. Complications of hepatic artery infusion: a review of 4580 reported cases.
Int J Gastrointest Cancer. 2001;30:147-60.

13) Arai Y, Inaba Y, Takeuchi Y, Ariyoshi Y. Intermittent hepatic arterial infusion of high-dose 5FU on a
weekly schedule for liver metastases from colorectal cancer. Cancer Chemother Pharmacol.
1997;40(6):526-30.

T8N ) ¥ — o —FRICBIT 2 74 N 74~ 2018 14 / 34



14) Kemeny MM, Battifora H, Blayney DW, Cecchi G, Goldberg DA, Leong LA, et al. Sclerosing
cholangitis after continuous hepatic artery infusion of FUDR. Ann Surg 1985;202:176-81.

15) Kato Y, Matsubara K, Akiyama Y, Hattori H, Hirata A, Suzuki F, Ohtaka H, Kato A, Sugiura Y, Kitajima
M. Chemotherapy-induced sclerosing cholangitis as a rare indication for resection: report of a case.
Surg Today. 2009;39(10):905-8.

16) Ravizza D, Fazio N, Fiori G, Crosta C, Orsi F, Grasso R, Medici M, Ferretti G, de Braud F. Iatrogenic
gastroduodenal ulcers during hepatic intra-arterial chemotherapy. Hepatogastroenterology. 2003 Jan-
Feb;50(49):49-53.

17) Arai Y, Endo T, Sone Y, Tohyama N, Inaba Y, Kohno S, Ariyoshi Y, Kido C. Management of patients
with unresectable liver metastases from colorectal and gastric cancer employing an implantable port
system. Cancer Chemother Pharmacol. 1992;31 Suppl:S99-102.

18) Kemeny N, Seiter K, Niedzwiecki D, et al. A randomized trial of intrahepatic infusion of
fluorodeoxyuridine with dexamethasone versus fluorodeoxyuridine alone in the treatment of metastatic
colorectal cancer. Cancer 1992;69:327-34.

19) RS, MRESRE. WHESBM. MR 7. IBK 48 AERRZ. FHRA. WHF BECS T2\
SR BEIRORZE. 5 29 OUY —/)\-HAFRSIPER. p62.

T8 ) =N =R T 2 74 ¥ 74 v 2018 15 / 34



CQ1 : FEiEV ¥ —/)\—FENEIN LR DD EDK SBIRRED ?
CQ1-1 : fFiflkahiA

€i:35)

FENEUY —/(—FAd. FRZRES D VIIIMEREN S DIPIEIT UITRENBIL THD. &
T2 P REEDRIEPIIMEE N G o CEIRERIEIAREDIANIC K> TIEAERE T —/(—
BENBEIG EIRD T ENHD. (BBUVER, TEFT XLV C)

(#Z55R]

—RRICHFENE VY —/ \—BEDOHRERBDIEBRRIE. SRHBVIRERESHD. canTVd. LHLR
5. REBRICHNWTIE, FHFmEEDRIREYD. AN ) > TEIRERIEHPIREDINGLIC K> TIEATENE
U — )\ —BENEIREND C EEH D FENEU Y —/ (—BEDBG LR BWAEC DS BER T FFPHREe.
BRPRESRIR E(CHT TR B

HEIR 2/ IEREE - D216

FHHRE A (X S D IFENE U T — /) \—FE(CHS VT, =ABERE 5cm U LETE. BRCHRBM|EITLPI <
FENTERTHDEVWDH|E(1)NSBDN. —AT. 10cm UL TH> TEEIBEATFIM (PFS) ([CENRNE
WOIRE(R-4)BRESND. UNURHAS, PFS (CENRWEWDIREDS < (FATENE VY — )/ (\—EEABEIRDAK
BT, Fe, EEEOIEXRE. EFODMARPEROESENEFIEERNEZEUDuREENHD. ES
BOKXEZIMEFIDBEIG(CDNTIE, BEICIRFT I DIHNENGD D,

FEnE Y — )\ —EEOMRDEL < NIFRESROEFN TH DN, IBBEDOD I EEEDAESF A EDREFI(CLE
UEDEIEMEL (FE vs I Z%0/3E2=%h; 18/0 vs 26/7, p=0.042). FEEAR (FE vs ME;/\H—R
tt 2.56[1.01-6.48], p=0.048) THDELD. UEA R—)UERTORFENE IS —/\—EEDBRENIRE(3)
SNTUVDN. ERTETRFEDTIBRIRE (TR,

ERE (ERGHNE - [ERER)

FRAERES A3 S BRFENE U Y —/ \—BBARCHN T, EBHE2400mm’ OEFISLERFIR (0S) KRR

(J\&— Rtk 2.520[1.252-5.072)], p=0.01) EWDIRENHSNDN. PFS - BHRQECDNTDOERIE
72UN(5)

BRI 3 B B3R > 50% DRI T (&, FFPURZICH T BATENE U U —/ \—FOADEMENEL, 0S (C
FETDEVSREAD)DHEND. UDOUBHS, BEEHER>50%E. BEERTCIBBOEE. ety
Y- \—WEOENRICHEBESZZEDD, SERBTTEFERIET &L THESNIROEVSTRE(L,6)
EHSN. BRI T SEESEHERCLBIFET T —/ (—FEOMR - WEEERT BT EEFHUL.

RE= PR EY
T8 ) =N =R T 2 74 ¥ 74 v 2018 16 / 34



FFEDED B — ) \—EEA(CHRN T, PIBREL SSABINR (CERMERIF/R (FEEIRL vs SRR | 255h/3F2=5) ; 31/4
vs 13/3, p=0.664) EWVWWDSIREB)NESNTLDN. UEA R—)UERTORKRIETEH D, TN AZIBEIMOEN;TE
ETO—EURRBESR, Fio, FEEE CIFEEHR (I IFIHFUY —/\—EEDAEMESE LT, BESE
R CIIAR (p=0.024) THDEDDLEEHEM TIL 0S ([CENRV (ERBHRL) EWDIRE()HHIH.
BEIETIERMR EOBURIC DV TIEFERSIN TR,

IRE=iE
PIlREESIE (Vp) AESY
VS IJTZT(CT D Low dose FP EED EREMRZ A I D56 111 HH5HER (SILIUS trial) (FEAKREULT

FEMMIEEZER T D LFTSRM D e, HIERICTREMESIE (Vp4) TR FEE U5 —/(—
BED LRENRNTREEINZ(7). VI ITTZT(CHIDHFENFUY —/\—FE (AFHUTSF> + 5FU +
O-r 7R >) D LR/ ENR % 5l 3 D5 11 ABHER T (&, Vp3/4 FEFIICH VT EREIRNAREETNTND(2).

Flo. BARRE TSN, VST T ZI (T ULBRNBIFREENIRE SN TH D (1,8,9). Vp FEHI(CHT
IRIREEVY -/ —EOBRAMNREEN TS,

FFRIERE (Vv) AER)

FEREUY —/\—FE + BMEHRERTEIHRNRZEDEIN FRICHES (B3 vs IEEZ: /\TF—RiE;
2.968[1.108-7.951], p=0.030) L. FE#HEUT—/N\—FEOHNREDEDREMET DRFLUTCEESE
FRATCREE SRR (L), HCV Ab (7w Xtk;16.886[1.969-144.774], p=0.010) £W\D¥RE (4)HHDH,
Vv ER(CX T S AFENT VS — /) \—BEDBRMC DLW T—EDREFRN,

FENARIEFZEA2il (TACE) ARITAESY

TACE ANi&(2010 JSH OB RMEBICH L, TOR ST« XA7EIYFURYS I ZT EfHEhF
Ut —)\—FOADRME. FFEEUY—/—RACLLYS I T ZINERCRIF T, FEEUY—/\—5A>
HEOAMATIIRITHEMNRESNTIS(10).

FFiaE

Child-Pugh B fEBIIC T DRFENEU Y —/\—FE(E. BR(CHTTE—EDHIRNMAHS5NSH Child-Pugh
I RTEFEHRFEL (6,11), OS EAR (6) LIRESNTWND. Fiz. FEEUY —/\—BEE A (C Child-
Pugh B T&> TE. I NIL Child-Pugh A (CERETDERIGFEIT D (11),

V3JI1ZT (AFENFR) REETE
VS I T ZTERHEOREE U Y —) \—FOEDRMEE. EREE 29.6%. 0S5 7.6 h'A LLBIIRIFTH D,
Child-Pugh B EEAI THEHETAIRE SIMESNTND (12), LHUIHS, HEHETEST Child-Pugh A OfER]

T8 ) =N =R T 2 74 ¥ 74 v 2018 17 / 34



THNUE, LOSTTZIWL DN FIIREBEBEIRDIFDTH. [EERHNNETHD.
LN\FZTEEECL TS5 T 1 Z 8RO ENT U Y — )\ —FEDRIEIC DN T, FEFOEREFR
Lo

N RZEERET SEH

FFENEU Y —/ \—BBACH T, FINRZ(E 0S DRI FEET & U THIE SN0 EVSIRE(1)T°, Vp(+)
SEBI T (FFVREDBETFENZDSIL (median OS:EHS(-)/(+); 8 1MA/5 1A, p=0.201) &
(5)65 0. FFINEEN G TERRC L DIFENEU Y —/ \— AN BRI RS SN S,
UhUh'S, FIENEUY —/ \—BEAEDOFINEZ(CX T 2RREIF LN FIOVIENREETICRTS
BEGEFELTHEEND (V\U—RLL; 1.748[1.153-2.646], p=0.008) &LUL\DIRE(1)T>. OS (CF&E
BDEVDIRE (EHS(-) vs (+); /\P— Rkt 0.543[0.356-0.829], p=0.0046) (11)EHD. FINREZET
BIERICH T BIFENE VY —/ \—ROADEIS FEE (IR TRETH S,

ARFEE

EEAFREBC LSBT T~/ \—FEOPHRICDNTIE, HCV Ab(+) THBRMEIFEWSHRE (FFRIHRZ
2530 1 HCV Ab(+) vs (-) ; Aw Xtk 16.886[1.969-144.774], p=0.010) (&5 : HCV Ab(+) vs (-) ; Aw X
tE 2.436[1.315-4.531], p=0.005) H'ER NS (4,6). — A THRICABREFLBVENDIREEHD. —
EDRMNG D EFEZR

EEY—h—

FFEDE 5 — )\ —EERETHICHS T, AFP (<1000 ng/mLvs 21000:/\¥'— Kit; 1.948[1.463-2.593],
p<0.0001) (6)¥° PIVKA-II (<40 mAU/mL vs 240:/\F— Rtk; 3.121[1.177-8.274], p=0.022) (5)H"
OS [CR5 T EVWDImREETRSNDN. —AT. 0OS [CFEASLIRVWEWVWDHRE (3,4,8,9,11)BH5ND. &
f=. FrEiE Y — ) (—BEDERN(C AFP (6,9). PIVKA-II (6)(FBSULRRVWEWDIREEHD. BEE<Y—/H1—T
FFEnTE Y — /) \—EEDES C IR DRBZER T D LI THD.

SEA

1) Fukubayashi K, Tanaka M, Izumi K, Watanabe T, Fujie S, Kawasaki T, Yoshimaru Y, Tateyama M,
Setoyama H, Naoe H, Kikuchi K, Sasaki Y. Evaluation of sorafenib treatment and hepatic arterial infusion
chemotherapy for advanced hepatocellular carcinoma: a comparative study using the propensity score
matching method. Cancer Med. 2015 Aug;4(8):1214-23.

2) He MK, Zou RH, Li QJ, Zhou ZG, Shen JX, Zhang YF, Yu ZS, Xu L, Shi M. Phase II Study of Sorafenib
Combined with Concurrent Hepatic Arterial Infusion of Oxaliplatin, 5-Fluorouracil and Leucovorin for
Unresectable Hepatocellular Carcinoma with Major Portal Vein Thrombosis. Cardiovasc Intervent Radiol.

2018 Jan 11. doi: 10.1007/s00270-017-1874-z. [Epub ahead of print]
FFENE Y ¥ — N — BRI T 2 54 F 5 4 v~ 2018 18 / 34



3) Nagamatsu H, Hiraki M, Mizukami N, Yoshida H, Iwamoto H, Sumie S, Torimura T, Sata M. Intra-
arterial therapy with cisplatin suspension in lipiodol and 5-fluorouracil for hepatocellular carcinoma with
portal vein tumour thrombosis. Aliment Pharmacol Ther. 2010 Aug;32(4):543-50.

4) Murakami E, Aikata H, Miyaki D, Nagaoki Y, Katamura Y, Kawaoka T, Takaki S, Hiramatsu A, Waki K,
Takahashi S, Kimura T, Kenjo M, Nagata Y, Ishikawa M, Kakizawa H, Awai K, Chayama K. Hepatic arterial
infusion chemotherapy using 5-fluorouracil and systemic interferon-a for advanced hepatocellular
carcinoma in combination with or without three-dimensional conformal radiotherapy to venous tumor
thrombosis in hepatic vein or inferior vena cava. Hepatol Res. 2012 May;42(5):442-53.

5) Song DS, Bae SH, Song MJ, Lee SW, Kim HY, Lee Y], Oh ]S, Chun HJ], Lee HG, Choi JY, Yoon SK.
Hepatic arterial infusion chemotherapy in hepatocellular carcinoma with portal vein tumor thrombosis.
World J Gastroenterol. 2013 Aug 7;19(29):4679-88.

6) Miyaki D, Aikata H, Honda Y, Naeshiro N, Nakahara T, Tanaka M, Nagaoki Y, Kawaoka T, Takaki S,
Waki K, Hiramatsu A, Takahashi S, Ishikawa M, Kakizawa H, Awai K, Chayama K. Hepatic arterial
infusion chemotherapy for advanced hepatocellular carcinoma according to Child-Pugh classification. ]
Gastroenterol Hepatol. 2012 Dec;27(12):1850-7.

7) Kudo M, Ueshima K, Yokosuka O, et al. Sorafenib plus low-dose cisplatin and fluorouracil hepatic
arterial infusion chemotherapy versus sorafenib alone in patients with advanced hepatocellular
carcinoma (SILIUS): a randomised, open label, phase 3 trial. Lancet Gastroenterol Hepatol. 2018
Jun;3(6):424-432.

8) Moriguchi M, Aramaki T, Nishiofuku H, Sato R, Asakura K, Yamaguchi K, Tanaka T, Endo M, Itoh Y.
Sorafenib versus Hepatic Arterial Infusion Chemotherapy as Initial Treatment for Hepatocellular
Carcinoma with Advanced Portal Vein Tumor Thrombosis. Liver Cancer. 2017 Nov;6(4):275-286.

9) Song DS, Song MJ, Bae SH, Chung WJ, Jang JY, Kim YS, Lee SH, Park J]Y, Yim HJ, Cho SB, Park SY,
Yang JM. A comparative study between sorafenib and hepatic arterial infusion chemotherapy for
advanced hepatocellular carcinoma with portal vein tumor thrombosis. ] Gastroenterol. 2015
Apr;50(4):445-54.

10) Hatooka M, Kawaoka T, Aikata H, Morio K, Kobayashi T, Hiramatsu A, Imamura M, Kawakami Y,
Murakami E, Waki K, Honda Y, Mori N, Takaki S, Tsuji K, Kohno H, Kohno H, Moriya T, Nonaka M, Hyogo
H, Aisaka Y, Chayama K. Comparison of Outcome of Hepatic Arterial Infusion Chemotherapy and
Sorafenib in Patients with Hepatocellular Carcinoma Refractory to Transcatheter Arterial
Chemoembolization. Anticancer Res. 2016 Jul;36(7):3523-9.

11) Terashima T, Yamashita T, Arai K, Kawaguchi K, Kitamura K, Yamashita T, Sakai Y, Mizukoshi E,
Honda M, Kaneko S. Response to chemotherapy improves hepatic reserve for patients with
hepatocellular carcinoma and Child-Pugh B cirrhosis. Cancer Sci. 2016 Sep;107(9):1263-9.

12) Terashima T, Yamashita T, Arai K, Sunagozaka H, Kitahara M, Nakagawa H, Kagaya T, Mizukoshi E,

Honda M, Kaneko S. Feasibility and efficacy of hepatic arterial infusion chemotherapy for advanced

JFEE Y % — N —REEICBT 274 F 74~ 2018 19 / 34



hepatocellular carcinoma after sorafenib. Hepatol Res. 2014 Nov;44(12):1179-85.

T8 ) =N =R T 2 74 ¥ 74 v 2018 20 / 34



CQ1 : HEiF U Y —/)\—FREDERERDDEEDK SIMREED ?
CQ1-2 : B A

[HESR]

RN AICESWTHENEU Y —/\—BANNEIS L 7R DRRE(E. FFIBCIEREZR L. hD.
FRENTFREZRET 2 LEZ SN, ERMEFRERNSHDVERE, BU S EFREERF LR
SRR (LT DEBEFREDIRNATDIRIBETH D, (VR TEF>XXLALD)

(#Z55R]

FFERE ) —/(—BECHN TR FIVREDEENFRELETD (1,2,3). IRDERFERESHIZATI
REFENZ EHEEOUVD, —ATEEEFEERNTCSDVERE, EU < EFRRERTF L2 DA (O
I IEBFREOWRNATDIIBEIRE, VAR EDLER(CHWTHRREN ES FRICAE EEZS
A3 EEZBNBHEICEHEE VT -/ EENBTEIND Z EN'GDD. HETER TR DI LEREED
HANEEENZHBEEHD.

Fiz. BICKBH AERICHE W TR 2 Fi5 9 2 BN TORENEUY —/\—FA T3 ZOBEAMEN GRS
NN LT BME (4)0, FFERBHIRU XD (HMER T 2 EFHIRCIBASHVREERDBN D e £ T DR
& (5) '3, EFCFEEEFEDLEN T I BHFENE VY —/(—FEEITOHNTLSH. TDEAMICD
WT(IBERET >R (6,7,8).

SEWR

1) Arai Y, Inaba Y, Takeuchi Y, Ariyoshi Y. Intermittent hepatic arterial infusion of high-dose 5FU on a
weekly schedule for liver metastases from colorectal cancer. Cancer Chemother pharmacol. 1997;
40(6): 526-30.

2) Arai Y, Aoyama T, Inaba Y, Okabe H, Ihaya T, Kichikawa K, Ohashi Y, Sakamoto J, Oba K, Saji S.
Phase II study on hepatic arterial infusion chemotherapy using percutaneous catheter placement
techniques for liver metastases from colorectal cancer (JFMC28 study). Asia Pac J Clin Oncol. 2015;
11(1): 41-8.

3) Kemeny N, Niedzwiecki D, Hollis DR. Hepatic arterial infusion versus systemic therapy for hepatic
metastases from colorectal cancer: a randomized trial of efficacy, quality of life, and molecular markers
(CALGB 9481). ] Clin Oncol 2006; 24: 1395-1403.

4) Kusano M, Honda M, Okabayashi K, Akimaru K, Kino S, Tsuji Y, Watanabe M, Suzuki S, Yoshikawa T,
Sakamoto J, Oba K, Saji S. Randomized phase III study comparing hepatic arterial infusion with
systemic chemotherapy after curative resection for liver metastasis of colorectal carcinoma: JFMC 29-
0003. J Cancer Res Ther. 2017; 13(1): 84-90.

5) Sadahiro S, Suzuki T, Ishikawa K, Yasuda S, Tajima T, Makuuchi H, Saito T, Maruyama C. Prophylactic
hepatic arterial infusion chemotherapy for the prevention of liver metastasis in patients with colon
T8N ) ¥ — o —FRICBIT 2 74 N 74~ 2018 21/ 34



carcinoma. Cancer. 2004; 100(3): 590-7

6) Bouchahda M, Adam R, Giacchetti S, Castaing D, Brezault-Bonnet C, Hauteville D, Innominate PF,
Focan C, Machover D, Levi F. Rescue chemotherapy using multidrug chronomodulated hepatic arterial
infusion for patients with heavily pretreated metastatic colorectal cancer. Cancer. 2009: 115(21); 4990-
9.

7) Nishiofuku H, Tanaka T, Aramaki T, Boku N, Inaba Y, Sato Y, Matsuoka M, Otsuji T, Arai Y, Kichikawa
K. Hepatic arterial infusion of 5-fluorouracil for patiernts with liver metastases from colorectal cancer
refractory to standard systemic chemotherapy: a multicenter, retrospective analysis. Clin Colorectal
Cancer. 2010: 9(5); 305-10.

8) Cercek A, Boucher TM, Gluskin ]S, Aguilo A, Chou JF, Connell LC, Capanu M, Reidy-Lagunes D,
D’Angelica M, Kemeny NE. Response rate of hepatic arterial infusion pump therapy in patients with
metastatic colorectal cancer liver metastases refractory to all standard chemotherapyies. J Sug Oncol.
2016: 114(6); 655-663.

FFENE ) ¥ — N — R ICB T 2 54 F 74 v~ 2018 22 / 34



CQ2:fFEhiE VT —/N—FETIX. EDLSBRLSA>ZRANSIDHRL
h?
CQ2-1 : AFilAEh A
[$#£32]
SRATSFLHIU5-FUZAVEL SASHEREND, (GRVHEE, TEF>ALAILC)
[F#EH]
FEE Y —/\—EEDL A EUTRFYILES Y, TEILES Y, ¥4 Y122 C, 5-FU, ©JR%

FURFISN—, SRTSF>, ZUTSF>, AFBUTSFIUREDHERHAICKD LA NS EER
ESNTETZ, BERTOFMRNMAICH T DL A CDVNTERRT D,

1 >9—2J T O2H#A S5FU B EFEE

> —J O 5FU B EFEOEDELIR(1) (CHULT. THNE(K 26.7% M5 52%, OS (& 8.4 A
5 11.8 MATH D 2. A 29— TOZHHA SFU BIEEFREOREE EX MMV bO—ILEHBUE
HRE(2) Tl EFREOBRIIEMENHSNIT (1 FEFE 34% vs. 15%, 2 FEFE 18% vs. 5% p<0.01),
1>5—TJTOVHA 5FU BIHERRUACS XTSF > O LRUMBERT UE TBRIR3) TE. EHE
7'45.6% vs. 24.6% (p =0.030) , PFS (£ 6.5mA vs. 3.30H (p=0.0048) THH., 1>~H—TJx0O>
#F SFU BNELFRACS AT SF 2 ERE LB CHREIC, EMRE PFS ZHES B, L L1245~
D T O 4R SFU BIEEPROE SR MR —TER (S RT SFBIEEFREE U < (& Low-dose FP
%) ZLBT B IARER(4) (CHVT., ERE(F 26.7% vs. 25.8% T D >4 — I TO>4#A SFU BiE(L
FROADBMIEEIR TERN D .

Low dose FP X

S AT SF U FENFHEFEEDBR(L) (CH VT, E8FK(E 8% M5 86%, SAFHARIFRIEE 6 H5 33 M
AT&H oz, BARREMREDT —FINR—RCEFRESNIZHRRENASES (CHNTTOR ST X7 %
BOWTYYFESEZEN(5) TlE. RAMIR—F10 TT7(CHE LT Low dose FP A TITFENRY (J\Y
— Rtk 1 0.60, p<0.0001) THO. 4 #EEILA L. F(FPIMMAEBAEAESI TEHERRIC Low dose FP BHE T FEN
RiFCoHolz, YSITTZT ERENEU Y —/\—FE (FI(C Low-dose FPEZE) DLEEEHERE LT, JORY
ST AATPZRANTIYY FEEZEEMNT(6)TIE. PFS & OS (CBEEZEROIBN DIz, BAMEHER(7) T3,
Low dose FP BEATEMRIIERWLEDD (30.9% vs. 4.8%) OS TIFBEEREZHRORMNDIZ. UMULZDIR
— NMZHWT. PIRIERREN D DG THHEET S & Low-dose FP BF CERICRAFHENMER Uz (14 1°B
vs. 7 mn'AH, p=0.005). PIlmiEE =& TACERR DR UIRREEISEE LT, Y>3 IJ T =J & Low-dose FP & E%®
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