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\E BN HETTESREANSRE LT, TREPERAM TS S 2 VI BEiRER £ L7z neoad-
juvant intraarterial chemotherapy (NAC)D#IE & L2 R L2, 72, BOKRTOXBIFEZR
Mz, ETFEEEEECET 2 NACDER L SBROATAEEKET L.

S X HiE L EK AR T, 1989 & D T FEERICT L, NAC OBEILEEE 2R E LIER %
BIRLTW2, REFZETIE, JOEMELR T L7219944E F TO4RG RO R Lz, v Y A E cis-
platin 100mg/m2& 3 \> i3 carboplatin 400mg/m? & peplomycin 20mg/m? X S ZBREEEFNT Z i
adriamycin 30mg/m?& iz 7z, MEAEBEEIRE D305HEUNTEAL, 3BTz 2 a-AMEITL
72, %h813 MR] COEREOEBEVIEEHE L EBZ CORNHMRTHEL 7., THEEERES Y
Ib B2, LiRMETELREM, Va i iagagEs Lic, —4, DB coEpiic ARt FES
T, FERIHEIC I RERREE 2 T L 7.

EE  4SHIOBRRETENE, b 3 1561, Ma #: 341, Wb : 2261, IVa i 86l MABBIRF
R RIS, BRE S B, BRRELERE S ITH -7z, complete response 5, partial response 3281,
no change 1141C, ZERNETT.1% Th - 72 (5% SRR © 63.5%~86.7%). I HiF& (2561) T3, 1681
(64.09%) \Z LM T E 20, 9 B1(36%) . A ST S e, Witk >/ SEREBRISER (Db
H1:14.3%, M 12.5%) ThH 72, 4 EEFEFEFE, THT80%, I HT67.5% LERRZED
72, Bz, [ SO FHMETEN, JERTIc B L TERCAERERESRE I N (p<0.05). BIFEAIIE
BB 238 b SHEE IZED SN AMMOEER L & — @ TEERETH - 2.

I T TFESEEEICB LT NAC I3, RATRESR 2 E D, 12 Y »/SEOBNEE O R HGEHE
OupEMEATRE S, FERELICERALFEELAD I EFEZ SR,

Synopsis Objective: The efficacy and safety of neoadjuvant intraarterial chemotherapy (NAC)
followed by radical hysterectomy (RH) and/or radiotherapy (RT) for locally advanced cervical
cancer were examined.

Subjects and Methods : Over 5 years, 48 consecutive patients with advanced cervical cancer were
evaluated. The clinical stage was Ia in 3 cases, b in 22, IVa in 8, and bulky IIb in 15. The
histological type was squamous cell carcinoma in 38 cases, adenocarcunoma in 5, and adenos-
quamous cell carcinoma in 5. Treatment consisted of bilateral internal iliac artery infusion of
cisplatin (100mg/m?. day 1) or carboplatin (400 mg/m?, day 1) and peplomycin (20mg/m?, day 1) for
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two courses separated by 3 weeks. Adriamycin (30mg/m?, day 1) was added for patients with
adenocarcinoma. For patients who responded to NAC, RH was performed, and for patients without
an effect, RT was chosen.

Results : According to the evaluation by MRI before and after treatment, complete response was
achieved in 5 cases (10.4%), partial response in 32 (66.7%), no change in 11 (22.99), and no cases
of progressive disease were observed. Eventually the response rate was 77.1% (95% CI, 63.5% to
86.7%). RH and RT were performed in 31 cases (64.4%) and 17 cases (35.6%) respectively. The
4-year survival rate without disease was 80% in cases of stage Il cancer and 67.5% in those of stage
IT cancer. Of 25 cases of stage Il cancer, the 4-year survival rate without disease was 80.29% in the
group with surgery and 44.49% in the group with radiotherapy. No grade 4 or worse side effects were
observed. Only grade 3 neutropenia was observed in 35.4% of cases.

Conclusion: NAC with platinum was safety performed, and a survival benefit followed radical

surgery after response to NAC.

Key words: Locally advanced cervical cancer « Neoadjuvant chemotherapy *
Intraarterial infusion - Radical hysterectomy
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THEERZ, MEERZOL R TRIFRZOL
ENREHL, FLERBZEDEZTRL TWLEH, KR
ELUTRBE, EEBELE-NITH, GEE
TR, BEHRRRED 2 WX 20> OHtH
BRI TRL SN T & 1208, BERETHN 04
TIWE20EIT S EEN L Ty, HEERHEA
B ARERERESWEI T, 5 FEAHER
3T HEIRE E TI380% A ETH B3 Dzt L, Ib A
65.0%, & &2 b #i42.2%, IVa #719.3% & K>
FEFKBL, FTLOLBEEADOT 70 —F 253K
5N T3, cisplatin DE A LD, FEEEIT
bR SRZEEEOEE Icmz >h, B
EREREE A ET2E IV 2R e LTF
HERRENMEEEESEA SR TE Y, £,
TFE, RFETRCY U CREER s L TOFEMN
B, BEHERE T neoadjuvant chemotherapy
(NACO) 2 M2 COBEBHE I IITHbATY
%9729 APFETid, Ib X b IValia g e L
T, NAC OHEEZNR L EHOMG & & b, &€
KL VITONTELFMEED 2 I HEHRE
WNAC2E8AT L L TOEFERIE Z 5%%
ZBIL T, TS EIT o7,
FiEER
ETFEEREOVIEREE L U Tk 2 T
T 5720, TRROEREELZE LUNREFERL
72.1) MEFrcREETEER - 2s el

FERHRARIF R PR 53 Ob~1Va HEF,
2) magnetic resonance imaging (MRI) iz C, #i
7E A]REZ: T SERAERE % 5 3 S ER (b BAfE Tl
4cm LLE®D bulky mass 253 24EH]). 3) Per-
formance Status(PS) : 0~2, 4) TR #
RRCEEORELRED 2 WIER. 5 T5EELT.
6) informed consent 73§ & L7 fEMH.

w58, #5543, cisplatin 100mg/m2# 3
V> iX carboplatin  400mg/m? & peplomycin 20
mg/m*DHHT, 3BT LI 2EBE2{To 7,
BRAEXF LTI, & 542 adriamycin 30mg/m2%
mz 7. WEIREEENRE D, 305HUARTEA
L 7z. primary endpoint {Z, ViEEME T, A&
FEIRIRE S ORBE eV, MRI ECTHEBEE L HIE
L, complete response(CR), partial response
(PR), no change (NC), progressive disease (PD)
X4y L7z, & 5 Db et LU Tid, Eig2
X 2 EMHE O R T, cancer-free space DHH
(down staging) % FAEEOBEIGOFRMEE L,
secondary endpoint & U T4 R % iR 44
» 5 EH (Kaplan-Meier #) U 72, §EEREIX
log-rank test & generalized Wilcoxon’s test iZ
TV, p<O0.05%2FEZXD D LHFE L. b #A
FEBOWERBEENOEFERCBEL Tix, Y%k T NAC
HONHT I R AR 8 T 5 8 & hu iz b #A89%E 7
(1985~19884E) % historical control & U T k&
L7z, BEHOREE G, HREGEZSEERER

NI | -El ectronic Library Service



Japan Soci ety of Cbstetrics and Gynecol ogy

199842 A

m IVa

b ‘ ‘

Neoadjuvant chemotherapy

r '

HEREE
MRl :ERES
B2 198

('f)/ \
i ﬂ.ﬁ%ﬁ‘%ﬁiﬁ mﬂ#&ﬁ%
&Qﬁﬁﬁ%

&1

A

Study design

HEHEE R WDE L, FiRER, Ib#iEs
NAC i2Z%) L, down staging & #17- I HEIER
GIAAMFE Mo T S, M2 T
Y >oSEiEnks, EEEEE, BEImEREES, Ik
BREOWTh»PBETHERIE, & SR
S5 885 (Linac 40~50Gy and/or RALS 30~40
Gy) #8mL, —H, NACKEH L -7 10
HAFEfE 61 & IVa 8898 3, 1 & # #%F ki (Linac
50~60Gy+RALS 30~50Gy) ZHE{TL72(K1).
#w R

XFRIZASHIT, FHYFEII59. 1K TH > 72, B
PRAETTHA X Ib #3156, IMa #A 3 B, b HA224,
IVa i 8 ¢, A I3 R b B H3 3801, BR-F
FEEERENSHIT OTH-72. NAC~DFE
Zhix, 4881, CR 5 #1(10.4%), PR 3241(66.7%)
TEYHRZ, 77T.1%TH-o7(95%FHEX M !
63.5%~86.7%). EEhFE = ETHMNC R &, b
HAT1386.7%, O HATi1376% (Mla #4 : 100%, b

2l
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121N /2 7%), Wa 362 .5% TdH - 7z, HERA
TRBFELREETI6.3% T, RRFLERE BE
1280%LLEE Lz (% 1), NAC ORIFERI T,
FIMERE D 5393 . 8% (2 F88 & 41, grade 34335.4%
WHIR LU, IIMEBA 5% L GEETH -7
7, grade 3LAE36.2% & Doz, BElEH:
1%, 9% A 5H, 33.3%»3 grade 3TH -7z, fil
BEHIZEEACHEE T, grade 2Bl 7 vy
F=r 7 VT 7 AOETZ216.6%ICFB T3,

BEEThHo(F2)., £, BIRABRSOFE
FOEBWER RS oz,

Filid 2 W IEBEROBERETHMONE T
13, b HA%, 43k operable cancer TH N EAD
Y THREHEDSEAT S iz 1 BIBSNE, RIEFMT
HIMETT X A7, T HARE (2561) T, 301196,
FRi~ORENESN LMo 16, T0RU LD
2 B &R < 1681(64% ) i AREF R SEIT I e,
ZDH 5 5H1(20%) EFRO AT, 1161(44%) i
& IR BEHIREEINE iz, —F, NAC
WEHL kb o7z 6 EFNC LECD 3EREIMA 72
9 FEH (3696) W IR R L S HETT & vz, RO
HBZ ORI, IREFEEE b 2 509%, I
HA 1 50%), B W um B M (Ob HA - 28.6%, I HH
31.3%) EHEECALNT-DIZH L, V > EHifx
B3, Ib #iT14.3%, W HT12.5%, HHEHR
TS, Db HEATT.1%, MHEAT25% TH - 7z,

4 FESRAFERG Ob B T80%, M #T62.3% T
HolH, ValiTix12.5% &, Ib#g, I ﬁﬁc‘:ﬂ:
NEEXE»»->(X2), MafiEE3Med 5

# 1 Response to neoadjuvant intraarterial chemotherapy
No. of Response (%)
patients CR PR NC PD
Overall response 48 5(10.4) 32(66.7) 11(22.9) —
Stage
Ib 15 — 13(86.7) 2{(13.3) —
Ma 3 1(33.3) 2(66.7) — —
lite] 22 2(9.1) 14(63.6) 6(27.3) —
Va 8 2(25) 3(37.2) 3(37.5)
Histologic type
Squamous 38 4(10.5) 25(65.8) 9(23.7) —
Adenosquamous 5 — 4(80) 1(20) —
Adenocarcinoma 5 1(20) 4(80) - —
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# 2 Adverse effecis of chemotherapy
Grade (%)
Adverse effects
0 1 2 3 4
Leukopenia 3(6.2) 14(29.2) 14(29.2) 17(35.4) 0
Thrombocytopenia 12(25) 25(52.1) 8(16.7) 3(6.2) 0
Gastrointestinal 5(10.4) 9(18.8) 18(37.3) 16(33.3) 0
(Nausea, Vomiting)
Renal 26(54.2) 14(29.2) 5(10.4) 3(6.2) 0
(Creatinine crearance)
Neurologic 45(93.8) 3(6.2) 0 0 —
100
100 H
stage IT (n=15) H
ol | © .
stage IFl (0=25) H
i | .
1 60 = 3 60 .. ............................... .. NACHEN B (a9
g L E B R rrees Beeererseesesssnnd
& & . e w0 F
wk . """""""" ? stage IV (a=8) 0 PF * p <0.08 (log-rank test, generalized Wilcoxen's test)
[ | ]
0 1 1 L ] 0 1 1 1 ]
[} 20 40 60 80 0 20 40 60 80

months

M2 EHRATIIR

FLLFEFERFEL T35, b R Clb¥E ki
ZHL, FIMBHT S WIED (RY LB,
4% 2 B, BRR S E R 1 0) O 4 SEEERAERERIL
80.2% T, {LFEHEC B THEBSHITS N
THER) (R LB 8 B, B L& 16 D4
FRIREGTEDI A% LT 2 L ERICARER
DIHE I NI (p<0.05). & HITBEE I HGHRH
HWTHHE %501 Ob #3894 (4 FEEREFHFX ¢
42.7%) % historical control & L THEL T4 5%
&, FPIOEFERIIERCHEIN T2,

BERRIOEGER L IABEERRD hr-7z,
BRBITIE 5 FIOIRIED > b, Va D 1 (144
) b 14484 H) THFRET L 1255,

Ob #A 2 B (414 B, 454 A), Tb #AD 1 51 (604
R34 FEFhTh 5, BRFELEEGGH) T
X, Ib D 141364 H), Mb#HD NC TH - 1-
181154 B) THFEET L1225, &Y 3H)i345%

months

3 b MO BRI LR

(Disease confined to the pelvis : Ib #i~IVa #f)
DR E I B0, MRNCAS L, FERTFEE
% bulky mass 2857 % Ib #i, IIa & & locor-
egionally advanced disease (IIb #i~1IVa Hi#E) i
KoL Tateh T3, Ib i, la #iEi3, 54
HGERBT0%~80%H D, HEROFEE2EZ 5
ERGWALFEREEMZ 5 Z L CREER DD,

¥9, FTEIFAREFEE T % bulky mass 22 L
THERZ ETOEFERAOWNENE 2 EE IR
THIEDBEETHDLLFEZ ohb, EE, bulky
mass #F 7 % Ib(FIGO) i iz xf L T d NAC
DEEIRIF0%~N%BH|E SN TBY, FiC
D Y RETEREERMNE T L, survival benefit 237R
INTVBY, 2Dk S5 IKHKE T3, operable can-
cer TH 5 Ib i, Ila HAFEIZ B > TIIMTRILF
HELTO NAC OFRMTESTRE E LT 353,

AU EEREFETTH S, K TOREIIP v, THHTL, NAC Dxig
x = PHEBERIEAKL T W 3 locoregionally

FESERBERFICB T 5 NAC I, RBAT#THE

advanced disease (IIb fi~IVa #if&) & L T D&
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%3 Randomized trials of neoadjuvant chemotherapy (NAC) followed by radiotherapy vs radiotherapy only

Local CCR

Ref. FIGO ¥ NAC RT PR(CRR) Survival RT

vear stage Pts #Cy (Gy) % cT—-RrRT RT CT—RT

1991 b 107 Vl;.\ll’ 30* 61(23) 47 32 239! 39%!
X

1992 Mb-Na 71 PV 10--55** 47(0) 65 73 14Iwke 167wk?
X

1993 Ib— 1 172 \{;.\15}) 45* 42(1.3) 84 87 42mo? 45mo?

2—14x

1995 Ib—Na 260 %P 40—55** 63(6) 433 65° 62%:*
X

1996 Ib—1Na 94 C_DDg’;BFU 64.8 72(5) 36 6l 26mo 22mo
X

RR =response rate ;: CRR=complete response rate; Local CCR=local complete control rate; CT=chemotherapy ; RT=
radiotherapy ; WK =week ; mo=month ; Pts=patients; Cy =cycles

*Supplementary intracavitary application ; '5-yr survival rates(p=10.02) ! *median survival ; *pelvic failure rate 29% vs 19%
(p<0.003) : *Median follow-up 1.3 years: CT — RT significantly worse(p=0.02)

MR sIcEEEFEZz OND, BOKTIE, b
(FIGO) L E i3 F & U T EEE S EITE N S
728, b HI(FIGO) LAk %Xk & U 7z U R
ZEREE Lo NAC OREI93% v, L L, ran-
domized controlled trial TOFEO>DE X £ &
DTCHDBE, BEFHRIZLI~T2%BHFBSNTWD
0, BERANORERI Y b0 —LVBLR+5T, £F
HAOEBRIEAE DN T (FERI )Y, BEF
U7ziEiiid 7 o — > OFEEMEFERE S L D
BEh, BEMCKREBEONELEGE T 5 ke
M2, B B W iZFEE LR/ L T b, EEITHE O/
DD, BEHE & R EMME %R 3 Al ge > H3HEHE
XT3, —F, chemoradiation DRRET & 1T
#, Gynecologic Oncology Group (GOG protocol
)T FET#R 1 hydroxywrea ZHFH T35 2 &
T, I #~IVa #(FIGO) %  CR %3 & Progres-
sion Free Survival (PFS), &FEDEFE L EH
WMESNTHY, BT, T~V #H(FIGO)
JEIZ B\ T, chemoradiation 25U %2 TR &
U7z NAC S W iEERH LRI THw S, LI,
RECIIGHREE* Fi5E L LI NAC TaW
MEOHREL DY, KFh 5K T H random-
ized study TORETHMLEEZZ 5N 579, —
1, KFERBEE, 150 7 RRETHE, FHRELR
HBFME U NAC TEFIEROKHIBRIIRE S N
8Y, I PETOFHRBITEH70%~80%T,

AEFOREN TR EN TS (FKL)W, Fx

ORETH, M HHE 256 12 5T NAC OFER)
#1376%, down staging HIEFE S 17264 .0% 1
BEMRBMT SN, frREBZ TR > ik
BEL, ioXMTHHEH AT LI E
ER ) Y REEBREAORRLET 5 2 L8R
M X AL X 5L, AFEERI RIZ TR OGS
T3, RBTEES, B/ » S randomized study T
VLo T, YR TRRCBEHREETHES
72894 (1985~19884F) DK L HHE L TAH B &
BEIEFEENHEIN TV (p<0.05). L
L, DN ToIEHEE A THwS X DI,
NAC iZFEEBI T, BHEOMEBREHTOWE
BEREEEDbS Y, AL LS NAC»SK
FHE RO R ETUEME O BEIR S B ERE
HEhdeFEzoniz, Thbb, BEHREEH
GhBE & D SR I ORISR ER 2B L T
BY, £E2E o -HEFASSICHBERBC LD E
ficnah, FHORFABREEITEFZONT
V232, ST, EFIBOBFR L D, HEAE
LR EITHI 448 (a3, TIb #3) TORE B
F53 b X2 2B, BETL BRI
TEHESNTEY, SEBEFOREME & IKBEHS»
EhhEZ o WEETHS S, BE, KT
i, I EE e L TG TFEefMi 2R e L
72 NAC 2337 L Wi EE 2 ED T &
HE2ixn23, HENIZH NAC £ D heterogene-
ous tumor X FHCHRHE TENIIBEHR L XE
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# 4 Neoadjuvant chemotherapy (NAC) followed by radical hysterectomy(RH) and/or radiotherapy (RT)

: Oper-
Author No. of Stage : Response e G o1(0
(year) pts  (FIGO) Regimen to NAC (%) by, Survival (%)
Scarabelli et al.'? 36 b—IVa CDDP/BLM/ 91.7 91.7  5-yr
(1995) DOX b :92.6 b :66.7 CR:100
(ia) IVa 1 88.9 IVa: 0 PR :36.2
Park et al.'® 21 bulky Ib CDDP/MMC/ 87.5—-92.3 90.5 —
(1995) VCR
(ia)
Kigawa et al.'® 50 Ib—Ib CDDP/BLM 80 72 3-yr
(1996) rando- (ia) b : 83 NAC —-RH : 8.7
mize Ma:67 Mb:75 NAC —RT :42.9
RH - 49.5
Leone et al.'® 37 IIb—IVa CDDP/IFOS 54 25 —
(1996) (iv) Ib:55
IMb : 43,IVa - 100
Benedetti-Panicl 42 Ib—1Ib CDDP/BLM 79 79 S5-yr
et al.'® (Adenoca.) (iv) Ib—Ila : 100 Ib— Oa : 100 PR+CR : 84
(1996) Ib 193 Ib 8 NC:0
s S 43 b 136
Bloss et al.'® 30 Ib—IVa CDDP/BLM/ 34 34 2-yr
(1995) VCR b : 68
(iv) m : 43
v o0
Itoh et al.'” 6 111} CDDP/MMC/ 100 83 —
(1992) VCR
(1a)
Deppe et al.'® 17 Ib—Mb CDDP/MMC 76.5 58.8 —
(1991) (iv) Ib— Ia : 80
b : 100 Mb : 33
Benedetti-Panicl 26 Ib— 1 CDDP/BLM 88 81 —
et al.'® (iv) Ib— Ia : 100
(1991) Ib 100 I : 67
Zanetta et al.2® 24 Ib—Ib CDDP/BLM/ 66.7 79 3-year : 33.3
(1993) VCR
(iv)
Benedetti-Panicl 75 Ib—Mm CDDP/BLM/ 82.0 82 3-year
et al.?V VCR Ib—Ha: 88 total)
(1991) (iv) Ib:8 Ib—1la: 89
m :74 b t73
m 143
(ope)
Ib—1Ia : 100
b .81
m . 66

CDDP : Cispaltin, BLM : Bleomycin, DOX : Doxorubicin, MMC : Mitomycin-C, VCR : Vineristine

M HE R D IR RO AT REMELME T4 5 Z & 7z,

THETE 3,

IVa $i#&TiE, NAC W IZEHL, T b 7
HOEREES DV ZWEAOHRE?IIH S0
M, survival benefit XD >, BHESA TR
NACORB EFZ, K ED DGR TIA
L, BRFCUEEREEZTO o, BRKTRETS
HEATHWDS X Dz, BUHR & ALFEEE % B ICLT
ISHETORF2ERLITIREEFE LN,

bulky mass 263 2 NHETYH, 86.7%H%E
L, EFEERD LFHNRE S NIz, JTTHKD oper-
able KEFETH D, survival ~NOFIEEF L L2
% DIEF R ERTRFEVBLBETCHL EHEZoh

SHROBELFEE LTI, NACOMRLE
B TFHIT 2WAFERE T 52 THY, £HFEEX
DOYE L L H T quality of life (QOL) D& S, &
bHEHEThDI EEZON, EE, MFiCT T
) Y RHER 2 S B TR ER LKL &
WO RED, B —Ah—& L TSCCEBHE(CS
ng/ml) R CA 15-3BM2, %7z, p5S3m &L
B NAC O%R %2 FHITIHTFTH S LI HE
BAHAONDEH, FIBHEB TRV,

BHWEAIE, BMREAE R B.OEYTH 2 28,
TRTC—EBETEHERTH- 2, SEOKRE
V—MINBEEIRE D OFIRNERS TH-o 12
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7, BRAZEWEREEDh o7, SEOEA
WAL T Y voNHile EFRFERLUA TOVEERR S
RIS TBD, BBRNOLEZMEIMITEZ %
BT5E, NAC L LTOEES T, bl hE:E
REGCTI LB VW EEZ SR, 56T,
EORRE U7z & D it & i BN
7 FFEER, REBEEIS T cisplatin 23 car-
boplatin & © &3, & diZ3ug/glbEd D, H
ShiEEgREoh Twd EFEZ 5l, & 612 car-
boplatin T®M10, 30, 6053FOBNHE: TOMHEMA 7
TFFEEIEEZIREDT, AWMRTE, BE
D QOL #F&FE L, 07HEUARTOEALL. &
B®, LV ERL YA VORETE E DI, BEV—
b, BSEREICEL ¢, SR TR ZED BN
ErRRErFEZLHNT.
X #®
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