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Adenosquamous histology associates with
a poor prognosis for patients with
early stage cervical carcinoma
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Shigeki Takekida, Satoshi Yamaguchi and Ryuichiro Nishimura
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BE . LNTELWE - BRAY BB To 2 THRBWREELEM (ASC) hi2uMEfHE LT,

MR R & T2V T, B (ADC) &6 TR LER (SCC) LILBURE L7, Witk DmEENRE Tk,

1) v SRR OBEIE ASC ¢ 250%TH Y, ADC @ 159%, SCC : 1B2%ICHBL TRREHAX TH > 2. Ik
HEWORBERILASC © 500%, ADC : 46.0%, SCC : 532% Thol:. 7, ASCEHMOREEBEN
AOmmEETH o722 L b, Kaplan-Meier iz & 5 bl BHEASED SEEFR L MBI L 2ER,

ASC : 844%, ADC : 914%, SCC : 943%%, ASCTFHAROEAMMED Sz, AEER P o,

251, IIHRASCERM2VWT, Vo A HEBEYE, RERBHEE, MERE Omm L, E#HE20mm 2
DS b, WERIREDHND L O highrisk B, TRTFBDLALVLOF low-risk BIZHRL T, W
MTFHRERELE. TORR, lowrisk O ZSFNHE L CEMEFRTHLOIIH LT, highriskHD 16
Bh5 B (313%) HER (BRNLE, WESIH, HEB16) 220k AMROERN,S, ASCOFRI
ADC L FRIZSCCIHHNRTARTH L EDPTREN, FOTFHRABOLDITHEREOBAIMEILEEEXD
N, Lo L, ASCTO lowriskBOFRIZRIFTH Y, WML ERTEDWHEEIRRENT.

Synopsis: Clinicopathological findings and prognosis were compared between patients who received radical hys-
terectomy with pelvic lymph nodes excision with stage Ib1 adenosquamous cell carcinoma (ASC), adenocarcinoma
(ADC), and squamous cell carcinoma (SCC) of the cervix. There were no statistically significant differences between
cell types in distributions of age, capillary lymphatic space involvement, depth of stromal invasion. There was also no
significant difference in pelvic lymph node metastases found in 25.0% of ASC, 15.9% of ADC, and 16.2% of SCC. The
overall 5-year survival rate for ASC was 84.4%, which appeared to dectease as compared with 91.4% for ADC and
94.9% for SCC. ASC patients were retrospectively assigned to a low- and high-risk cohort based on the surgical-patho-
logical criteria, positive lymph node metastasis, capillary lymphatic space involvement, over 10mm depth of stromal
invasion, or over 20mm tumor size. 31.3% of high-risk had a recurrent disease, whereas all 8 patients of low-risk were
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alive without disease, The 5-year survival of ASC patients with positive nodes was significantly lower than that with
negative node. Although ASC histology appears to be predictive of disease recurrence even in stage Ibl, the good
prognosis can be achieved only by the surgery in patients with low -risk.

Key words: cervical cancer, adenosquamous carcinoma, adenocarcinoma, survivai
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| BE IENADRREE R BRE

AN AR

L. FEERNA

b2, IIb D= SHE W E LB i35
neoadjuvant chemotherapy (NAC) followed by
radical hysterectomy

—BHDIGH D
BARHE X # #wH BF B T H
& B &R R E B’ B E i
ifgy= g R E—ARe

TERBICNT RHEBRRE L TR Rl
ARG v S, (BRI RE
MR T U ad oo, UL LR, FEEE
MEERE RO ERETH L Z L LKL
e s LI, BCRFETH LT
FWHET 21T 5 {655 neoadjuvant  chemother-
apy (NAC) BSIALfTbh 3 X5k, 20
ERREEML D055, BHrCFEEE, »
DhITRFLEECHL TIThbh s 28 %
key drug L L7z NAC I 70 % %482 2 BWFE %
FEL, FECHESINSYS, LHL, 20

Takekida Shigeki
* REEVEARY > ¥ —ERAR
(T 673-8558 FL/EWRBAFA AT EFRT 13-70)

BO—RSRBBEORTFRIC 2N TS
DIZDVTIERIZH S TR, KT, F
BEERICHT 5 NAC DWW T ORR YT & 5
OB S, SHBOE: T X BRINE .2
R THTz N,

1. NACh¥&&E

FEREBORFETHCN L CFNEED
5 W G R RIT L B TIT O {b i
(NAC) 1, 1984 ££ ¢ Friedlander 5912 & b
HAEN, 0FULPEBL T3, BTG
BICETLTIThbR 3 NAC KBENESRSZ L
WZ ki, BUED randomized controlled trial
(RCT) &0 HWETITZ—B L RBLy
2 TWwEY, —7, TEHEE, BeRYELEE
Xy 5 NAC BIRFRB N LT 70 %L Lo
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%1 BFETTEERRELREICXT S CDDP % Key Drug & L 7z NAC OB

HwEE ER  BEEH vyxy B (%)
Sardi & (1989) 28 Ib VBP modified 95
Sardi & (1990) 151 Hb~Illb quick VBP 96
Dottino & (1991) 28 Ib~IVa BOMP (BLM+VCR+MMC+CDDP) 100
Serur & (1997) 20 b2 CDDP+BLM+MTX/VCR 90
Benedetti-Panici & (1998) 128 Ib2~I1 CDDP+BLM+MTX 83

VCR : vincristine, BLM : bleomycin, CDDP : cisplatin, MMC : mitomycin-C, MTX : methotrexate

VBP ! VCR+BLM+CDDP

BO—RBEWELETT Z L5 5, FHRECHOBM
b MEANFEMTOTTEEE, FHcBP I o
RATOEBHEROET, Vv HiERS®
PNEBREHLTOMBR R EPHFIATH S,
L, RIMHH NAC BMERBE - 2D Bk
Dk, TO—FNRBBEORMTREHSL I
WELTWBELI ZEFYAREWLDHTH
3,

2. fiEl NAC I3BhEABEL ?

NAC o5k U T#IRNES ) &
BIRAIEES (BiE) 28 fTbhiTwnd, TR
BENBAITDRTED, 0O KEHR ST
% LEIZEBEDSS L, BiEREEcHL CURFE
EBrEFaZrtBTELLD, OLVBVHREE
SRMBETEL, QIERESEERS T LI
ToTEHER 2B Ca 2R EOFEBH S, L
L, ZOKE, FHMEET, BEOREY
KEWELoltRANRDD, 7/, BHELBHED
B ® RCT w & D EEBMET L lc sk {, B
EOF—RRSBEORHFERICKBL T
ROEWIBRLE O, BCETRENELD &
BERTHD, BEEEMELTCELEZLTLR
FREELAVSNAE I NS ko TE ]k,

3. NACIZHWHhB LD A

1980, 1990 D NAC DL ¥ X > D key drug

iZ cisplatin (CDDP) ©#% », CDDP & A 7
VIXABEELCRESNTWS, BATETTF
HEHRE BT 2 NACOL Y X DE
FEERT (1), wTFhOovyAvies
WTHIEHRE—RFBENEDOLNL I &N
bind, BETE, 4V /574> (CTP-11),
FEVARR (27U FFvL (PTX), Fx¥
¥ (DOCY), Yxiavstr (GEM) k¥
OFBRPEF L BA SN, 777 BB OHE
KD EWEMEKERT I EBRESN TS
(®2), K423 CTP-11+MMC - & 258
HANAC 2B NAC ¥ LCHEHA L (F]2)®,
IO NAC 2B AL-HERE LT, OHRFE
HWNRET, 1| 3 - A THRMENTEELFHZ S
i, FERFOBEOBEMY QOL IcHE5 ¥ 3,
QEBERERELE T 2T FERBAL HIET
EDRENETE NG, Lipl, KLPAITR
CODP A& EhTH5Y, MEMZERIES
nitwg,

il NAC OREHHRIzDwT b, FEIE week-
ly #5 2 & monthly # 5 & T2 T, OIS —
EThkw, [TERTRIFME] LPI¥ET 2
B, INAC R4 o B EHER (FHR
i, BEHREE) KBTLIWw] LERERCHE
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%2 BFSTFEENRT IEEIINT AHBTERO NAC OB

REE EFIE BRI VYRV Z20% (%)
Sugiyama & (1999) 23 Ib2, IIb, OIb CTP-11+CDDP (2~331—2) 78
Umesaki & (2004) 25 Ib2, Tib, Hib CTP-11+MMC (2 2—xLLE) 76
Zanetta & (1998) 38 Ib2~IVa PTX+IFM-+CDDP 84
Park & (2004) 43 Ih2~1ib PTX+CDDP 90.7
Duenas-Gonzalez & (2003) 41 Ib2~Illb* PTX+CBDCA 95

Rein & (2002) 13 [Ia~1IIb* weekly DOC+CBDCA (BK 12 2 —2) 77
Duenas-Gonzalez & (2001) 41 [b2~1iIb* GEM+CDDP 96
Yamaguchi 58 (2003) 16 Ib2~1lb EH CTP-11+MMC (1 2—2) 68

CTP -11 : irinotecan, PTX : paclitaxel, IFM ! ifosfamide, CBDCA : carboplatin, DOC : docetaxel,

GEM : gemcitabine
I EREE T

g4 ¥, Tof, ARALK BEORMGH, B
Mgy QOL, {bHBiLOBEROFEM~DOERE
K ERERT S L, BN, HMEHEEROTERE
TOREHM, BEERRDTLAENRVERD
ns,

4. NACHYARIEAF~D

eI Ho>WT

NAC iz & 0 2% BB/ R 1MG o Nz
Eii, FMRESEL, HEEIEEL
rRBRAET A TChE, NACRLDF
MREEONLEOBEMRTE, VAZAFTHS
ORFES, OFRfaHENE, QB v His
BHE YOMABET ORI, REROER
WIMIIREOEGZH EBOhEEBR TH S
DXL, ERAHRE BRY v EERBOR
i o TRBEOEHGZH XAV ELTY
e R S, MBI NAC 2RF#E 35640
HaEE D, FRENNAC KEZENLNE, B
EOEEE, BRAY v EERC VRS, Ik
L HLBEOVRSBFTCELLHRELT
w5, Giaroli '3, IR #E b~
(n=169) L THTET NAC (modified VBP)
BT 2D BBRNY A HEBGIERERH
Fo. FORER, Vv SHERSEE R ERES 3

cm % FEIZEHRTI %, 3~4cm T 10%, 4~5
em T2 % THotz, 5em 2 FESESR T 60
UDEEEETH o0, NACK & D 3cm
Eh ot 4% ET L, NACICE
b complete response (CR) #3% & i 7z 56 FEHI
th, )y SHEBBEEb T 1HAOATD
SO xt L, stable disease (SD) Th - /oiE
BlC i 36 fEGIH 24 fER (66.7 %) wEEETH -
fzZ &5, NACHOFEWR BT 2 ) >/ il
BEERLESUI NAC HIOBEY A X2 TiR%
¢, b @EET AREIEICERET S8R
BLTWa, %, )/ HiEEBaio 2 £H8
HERIZ89.2% ChoTeniextl, 1~2@T
H#970%, 3MEMUETR 2B ELERICEND-
to. U LEOREE»e, NACHRORFEEBEEL 2
cm T T Y v HilE R o o S S BR R
M OEHE, NACHERBMIC LD ) DT
M EsE e N5, NACHRORFEEEE2cm
LLETY v HEES BT h i, SEREESRRE
DHEELMD T, THREALIED SRV LR
(F137, NAC Y ORBEY v HiEg e A2
FTWBBEDY, EFEQI LHBEHTFHOSEC
FHLLUTWL A0 REEMICRERTRVEVLD
D, KEZRVAZETTHD ) v/ FEERHEHEE
MNACK EDEILTHEONERL S, +43
CEXEBEWILEEBEbRE, TORECBIS
PD fERI: NAC M TR ORREIT R 2
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R3 BRGEITFERMBRFLRBEICNT S NAC @ non-RCT
H|EH FEG R IR FYA =T
(V2 A )
Serur & 52 b2 NAC+Svs S 5 FEAETER L
(1997) (CDDP+BLM +MTX/VCR) NAC #CHE v iEm
Benedetti-Panici & 128  Ib2~I (Bulky) NAC+S vs $EH#EA5 10 TR
(1998) (CDDP+BLM+MTX) NACHTRIF
Hwang & 80 Ib2~IIb (Bulky) NAC 1 S4 RT vs HEHERR 54, 10 EMFEEERIR
(2001) (VBP) NAC B TRIT

NAC ! neoadjuvant chemotherapy, RT : radiation therapy, S : 1RiS%H

BLLTED, NACREFWKEMET2IE, V
OSHEREEIEL, ChiIFCAEREESIRY
BipoleDTRABVHEDBSIBEETE 2V,
7EH8, Al kb NAC ORZHED D 5 EHLIC B
hid, NACIZ & D FMBiEH»s# 2, Fivoms
HrEw, RIATHREMALESE 2 LERMAT T
VDT EME I, #iz, NAC OBZHH Y
WIEFNE, NAC W & b ER#EEN, BRI
ETERHED, FRTRCT BTN S,
WrHl NAC SR U 7RI, TR OB
BETHEFHCR 283 Z L3 & {IZBRT 3,
Bolt, HERROESRLRTM (radical trache-
lectomy) ® % DOEIRGIE THE & fLT0M, f
AT NAC OFE/NFM OB E > T W 3,
B NAC 238 U7 ESNC S U THE/NER %
M25:32 2 LxMROMNATH B85, down
staging 2348 & N fEGN I/ NFRTEETH 5 b
KOWTHULZRCTRREDE ZAFEEL K
W, #iHT NAC 0V R 7 RF~DEEIZ, KiRF
H2\W 217y, REERRLTLR THID TH
HTE B, AT NAC I & Y down staging L 7z
Ib i IIb #i%, ARG Z W IbHIR b EE
FITliL Tk woThs 5. NACOZTOE
W—RZNR &, HFERFPEFEER~OW
R ToHECE 55, BEDEZ AHET NAC
DE1 3 HEE, FREGHAIORM, REEES
O, RITHREUETA2LiCHY, WIEM*
AREE T LI TR BEWERDN S,

5. Rl NACH'RIPFRICE A58
%4257 U /- non-randomized study

(non-RCT)

Serur M Lk 3 3K — VR TIE, EEEE
LR I02 182 35w, NAC (CDDP+BLM+
MTX/VCR) +RIEW B (n=20) L ARB MR
(n=32) Mt s iz, NAC DERRIF 90 %
(CR:10%) T, BHBEDOK & WEH LS NAC
Begi{igihtukicbdrhrbs ¥ (NACH
DOIEFEE 6.5+1.8cm, non-NAC BEDOEEEE
$5.4%0.7cm, P—0.003), 5E4AERIF NAC
FE:180%, non-NACBE:69%THb, NACH
TEOVERCH > L HELTWwE (P=0.162),
Benedetti-Panici 59 128 A O EEE 4 cm B
L0 Ib2~NBH O RATHET L - ERRE R REIC
NAC (CDDP+BLM+MTX) +iRiEfHiziT,
FHIFH R L7, NAC 0ZWEiZ83% (CR
116%) T, 10EEHFER I Ib2~11a bulky #i
190 %, IIbHH : 80 %, IIHE : 34.5 %, 10 4E&E
BEFRIZ 2~ :91%, UM 44 %Th
D, NAC 2fTh ¥R AT e BEL 0 T8
RIFTCH -7 EH_EL T 5, Hwang 5220% 80
ADBEEZE4cm A EDOBEE Ib2~TIb L
T NAC (VBP #ik) -+ IRIGHT + etk & 17
Vv, BEPHERI L. 5F, 10 EEBLE
BEENENSY, 19.4%E, NAC 21Tb ¥
FHERR AT o LB L NACETRIFT
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Holr b WMELTWA, BERRET o1 1b2,
I bulky #iEfD 5 FEEFEIF 0~T0 % L ENT
WwaZEehs, NACK XD FRALIBoNK
Zkizis (R3),

6. AT NAC (B§¥ % RCT

AT NAC ORI 27 L7z RCT 347w,
Sardi 5%, 205 AOEHRY- LEHE b % o
b u—VEE (RIBITHEEARR (RT), n=
103, Ib1 #§: 47 %, Ib2 88 : 56 ffl), NACH
(NAC (quickVBP) B+iR¥E #+RT, n=
102, Ib1 3 : 4140, Ib2RF 16180 T
RCT #fF-72. 675 A DV ABREHO MK
AHFERIDIPCRIEHE (b — AR T
%, NACH :82%) WHEE2R DL o1z
w, b2 TCREE (2 o VEEI61%,
NAC# :80%) wHAEEZRED:, ZOHEMRK
DT, D2 HOFMEEE D Y b —VEET
85 % Ch-oTzowxL, NACEHTIR100%TH
D, 2> ba—ABETREREE Lo IERO
THEEFERIOB L EbOTREL o 2D R
HLTWwWa, f5He LT, W NAC RFM5EX
BEBDOTHRYAETLEL TS, %7 Sardi
52003, 309 AOBEHFY LEE b #l% RO 4
14317 € randomized study 17 7z, O
HmE (RT) ¥, ORKEMIRTH, @NAC
(quick VBPx3) +RTE, @ NACHRIEM
B, TOBE, 47 BOFEERAEEROETRE
g, D48 %, D41%, @54 %, @65 %TH
572, NAC2GAR@D L ol EREE
Wicipoitd, @QE@0E, Qr@OEICIEE
kEMNDH e, FHEEE D80 %, @56 %T
Hot:, BERELT, WHTNACIK & D FRIZK
x<fAlL, FHBOVAZETTHIEREE
e, RSB, Vo HiERT S ERY s
LT EBTERELT.
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Chang 5294 SE# R ¥ L@ b2 43, TH %
gz, Fido Sardi & k¥ o7  FEED NAC
(quick VBPx3) +4R#E1l7 % 1T - 72 NACE¥
(n=68) & RT 84 (n=52) L DM TRCT
27271, NACHROFEMTY v EHERE L ED
YA ZEFHBERSNIER (28 %) O HH3HE
BRI E R T . TR, 9V ADF
HEBYM% 2FEERERINACH 81% L
RTBEMEE:84%, 5 FEEFEINACEH 70
%L RTHME 61%E, LHRXERELZAD
notz,

Benedetti-Panici %2® & % randomized study
V3SR b BT D2~ U T NACHIR
WA % 1T > 7o NACE (n=160) & RT BLA¥
(n=143) #HBELU-EIMHHABRTH 5, NAC
DUV AYR—ZELEDLOTE L, BEREGEMN
240 mg/m?LL_E o CDDP % & A 12 & I R E
Th2IEELERELLL, i) AZHA
Floxty 5wk (hsd#s:, RT, #iE
) OBRIEREORY v —REBERLNT:,
FORR, 2O FEFEERINACH 1565
%L RTHMHE UARLEEERD -T2, %
7=, ERPERHAT 5 F4EFE TR S &, b2~Ila ]
TIMBINACHEE 1 68.9%, RT B :50.7
U TEBENH - 703, b HTIIHET NAC#
158.6%, RTBMBEE 56 5% THEERL,
MHTH 2L IMET NACE 1 41.6%, RT#
HEE 6. TR TEREERLTH T,
Napolitano & 273 TR L& Ib~1b #ic
$#L 7, NAC (VBPX3) +1RBAEE (n=102)
EIRIGITEIBEE (n=64) ORT®, randomized
study 217- 7. HEOREENY X 7HF13D
5 B E I B BEHRRESEMS N TW3, 20D
EE 5 EAEFE Ib~Ta I T NACH 1 78.6
%, WRBHEMmEE 73,2 % TCEREEYL, IbH#
T NACEE:68.7%, MIBMHEMEE164.3%
THEEZER L Tho7:0, 5 EMKEELFERTER
2k, Ib~Naffi T NACE::77.1%, IRIGMH
T 643U THBEEND -1, TR
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%4 BEFETFEEHRT LEEICKT ST NAC O RCT

T ERORASHE, FEGIHK FHA VY Ay R
Sardi & MIREER M=67#H) &
(1997) Ib #, 205 NAC+S+RT vs S+RT quick VBP bl BBCHEEA&LL

b2 T NAC B0 w RIF
Sardi » IIb #4, 309 NAC+S vs S+RT quick VBP  4&7F¥E (M=84 #A) @&
(1998) NAC BB ERIC BT
Chang & Ib2, ITHA, 120 NAC+S vs RT quick VBP 2%, SHEEFERL LT
(2000) FEERL
Benedetti-Panici & Ib2~II#8, 303 NAC+S vs RT CDDP & #¢ 5 EEFRI
(2002) ’ sags Do HaliT

NAC B CHEICRIF

5 HFEEFFRI
Napolitano & Ib~Ilb #f, 166 NAC+S=ERT vs S£RT VBP Ib~lla i CEEERZL
(2003) I THEEERL

5 EMERAEERE

Ib~la ICTEEZEDH D

IIbPHTHEERL
NACCCMA® 872 NAC+S+RT vs RT Bz N P ES NAC B
(2003) HECEY (0.65)

NAC : neoadjuvant chemotherapy, RT : radiation therapy, S : R

*I5DORCTDAZTFI VA

NACH# :56.2%, MBMBEMH 57.1%TH
BEZRbhhol, BE LT, NACKBZMEL
b HEFIIRBMOEEEL 2D, FOI L0FE
BLE DL E LTz,

NACCCMA Collaboration® 5 2 @ RCT
(NACHREMBLRT & RT 85 0 L&)
DI SR ERARB T LABREEA ST F U Y
A LB, NY—FILE NACET0.66 & F
Fi@Ed L (p=0.0004) E|MELCnD, 2
2L, CORAZTFYYATRSDODRCTHET
FOWREE, BREMEoTVWRLaXYMERT
w5, ZOHRE T, 180 RCT i & 5 2074 Bl
DOHEHRIEER NACOFREK DLW T AL v iz
BROENTE Y, MiE] NAC 1B 5 R £ 872
Bl A5 770 ¥ AL LTIRENEREIA

(% 4),

BEDORCT T80 % %% 5 NACOE W
—REPESBLSATHECbhbbs T, H&E
EHEETR, NACHEH non-NACH (RT B

BRI +RT #) Wb TeRER T B
Miths 00, Ao EBRENRINTYS
b Ty, I THEREN I L, Sardi 5
DREB Y 4 XDOKE BETHIF L NACHIREB M
OAESMENE VL LT 20X L, Benedetti-
Panici & & Napolitano 5 B 4 XD/v&w»
Bt 22 EEHHESHVE WS KT
BIERL G- TWB I ETHS, Sardi 5IETH
NAC+RIGMEEOSEFC 3 U CTHIBI BT AR
EEIT2 TR EBZEDORA L 2o T 3
Ky Lizwy, B LUTNACKHED L RERKE
THRE Y1 XoB@c gL THE#TH 50
i3, 6ot bEELSHROBTRETDH 3.

7. FHTOHOS SRR ORI

KT WARSAERELFANEIE
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(JGOG) BT 1991~1997 £ & TO K

Yl gei LB L€, NAC (NACHIRTGHD
BE (3440 LIRMBMmEE (224) oMTH®E
Hic & % pilot study BfThhlz, NACE T
BOMP ##¥k 2 o — Ak, [HAT 523 51T
N, TEEE bIREEN Y A 7 RFEOE
Bhoxt L TR BEHRRESEMNE h Tw b, 0
iR NACOZEMEIZ61% (CR:19%) TH
D, FMEEE L EEAEBEIE NACH TEEL
BETH- 71, U AHEBRI 3EEERED
hipot:, LIHBSEEFERERD L, REW
BB 00 %I LT NACHEE: 67 % L HEIC
BERERo7, ZOIICHRLBULER S
S7-BiT, EFROEFFEELRE Lz,
L BERENSEBRE LD EEWN NACE
CEIRT R i TR E V. Eiv R, 2 OHMTHT
NAC#ic K FHEFIED AL
BARBRB s,

BAE, JGOG &Y, FEEHER T MBI
(bulky) /T HICRL T, fEi NAC (BOMP)
B RBME L O T RCT (JGOG 0102) »#
Fhtd b, mEEL bTRMEIEE & L THEHR
MESSENES NS Fu ba—-nThb, HRTY
e WHiET NAC ¢ randomized study TH D,

X 0% DEFBEIHFEN S,

* @ GOG T 3 NAC @ randomized study i3
FbhTwiy, XKECRRARETERCEL T
R EEES L HREBEE > T b, K
LREORBPEHEEORECOERCDH B B
bz, L HLNES L concurrent chemeo-
radiotherapy (CCRT) DR ZEELS, I
BNCIT7F Y7 vAX LRz
AT, T8 NAC BT 2BRARIEEA TOH R
by,

(409) 128

FEEHRF LT 5 NACIIFERICH
WwW—XRPETL LR LRO#EOTHS, L
ML, #E NAC o4& 50 & T 5 i,
EDED BV A BEH» (— KRRV D D
) kwd I eTid d, Wil NAC BN EHE
FHREWET L EVIIETHL, INETO
RCT®ME X RTH Lk, i NACIKE, EM%
BIRT IR TFRERBNTEIZV L ODUE
SRR DB EEbh b, EROS
4 brThHD (b2, IbHO rEEMRETE LK
5] wahy AMET NAC K, & -k b 2 DR
R N3, IHMEM L concurrent chemoradi-
otherapy (CCRT) »EHgR > THD, 1if
31 NAC (down staging) +HKME, O E
HPRWEIBHTERVETIRKOTENSH
2, %7, RELFBCHBL T{befkoR?
HEHBED L SN 3ERBEELERI» A TVD I L
b, B3RO & > il NAC DR HIMEVES
WFPBABTHEIENDL > TWELLTH
3. LEEEOREESD D, FHOREEDOMH
ErgAfgC s 2EMRE T IE, M NACO
EFH2So-EUEEHs»Ic3NE LR
bits, 7, JGOG1020 M & 25 %, NAC O
TP BEBERRE L RCT W& - T,
NAC OEZMEMSIRAE D Z L 2H D 2w, &
%, M7 NAC 2172 wdhic-> Tk, (LEREWR
U TRIGEOER R ENIZTRAT = 5 0053
BERDTHAD.
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Postoperative Radiation Therapy for Carcinoma of the Uterine Cervix

Takashi Uno, Koichi Isobe, Seiji Yamamoto, Tetsuya Kawata, and Hisao Ito

Postoperative radiation therapy (PORT) for cervical cancer has been empirically performed
for patients with pathologic risk factors for recurrence after surgery. The efficacy of PORT is
mainly supported by retrospective studies. Despite convincing evidence demonstrating a
reduction in pelvic recurrence rates when PORT is employed, there is no evidence that it
eventually improves patient survival. Local recurrence, such as vaginal stump recurrence, is
not always fatal if diagnosed earlier, Some patients, unfortunately, may develop distant
metastases even after PORT. The positive effects of PORT also may be counterbalanced by
increased toxicities that result from combining local therapies. These factors obscure the efficacy
of PORT for cervical cancer patients. There has been no consensus on the predictive value of
risk factors for recurrence, which renders indication of PORT for early-stage cervical cancer
quite variable among institutions. Today, efforts have been made to divide patients into three
risk groups based on the combination of risk factors present after radical hysterectomy, In
Europe/USA and Japan, however, a fundamental difference exists in the indications for radical
surgery, highlighting differences in the concept of PORT; “adjuvant pelvic irradiation for
stage IB-IIA patients after complete resection” in Europe/USA and “pelvic irradiation after -~
surgery irrespective of initial clinical stage and surgical margin status™ in Japan. Thus, it is
questionable whether scientific evidence established in Europe/USA is applicable to Japanese
clinical practice. The purpose of this article is to review the role of PORT by interpreting the

results of clinical studies.

Key words: cervical cancer, risk factor, postoperative radiation therapy, adjuvant

INTRODUCTION

RADICAL HYSTERECTOMY AND PELVIC LYMPHADENECTOMY
is a well-established therapy for early-stage carci-
" noma of the uterine cervix. However, 10-20% of patients
die of recurrent disease, with most of the failures being
pelvic recurrences with or without distant metastases.'?
Postoperative radiation therapy (PORT) for cervical
cancer has been performed for those with pathologic risk
factors after sargery, such as positive pelvic lymph nodes,
large tumor size, deep stromal invasion, lymphatic-
vascular invasion, adenocarcinoma histology, and
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positive or close surgical margin. However, there has
been no consensus as to the predictive value of these
factors for recurrence, and thus indications for PORT
differ between institutions. PORT has been performed
empirically, and its efficacy is mainly supported by
retrospective studies. Most of these studies have shown
improved pelvic control rates, however, it is sall un-
known whether PORT eventually improves patient
survival. In this article, we review the role of PORT for
carcinoma of the uterine cervix by interpreting results
of large retrospective studies and two recent prospective
studies with a special emphasis on the difference in the
concept of PORT between Europe/USA and japan.

Conceer oF PORT: DIFFERENCE BETWEEN
Jaran anp WestERN COUNTRIES

In Burope/USA and Japan, the treatment strategy is quite
different for patients with cervical cancer, especially for
FIGO 1IB lesions. In Burope/USA, indication of radical
surgery is limited to stage 1B to [IA lesions, and patients
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with stage IIB cervical cancer are considered as having
locally advanced lesions. The concept of PORT is
“adjuvant pelvic irradiation for stage IB-I1A patients who
underwent complete resection and have some pathologic
risk factors for recurrence™.? Because a combination of
two local therapies. surgery and radiation therapy,
increases the probability of late toxicities such as leg
edema when compared with definitive radiation therapy
ot chemorddiation, surgery is not indicated for clinical
[1B or more advanced lesions in Europe/USA.

In contrast, FIGO IIB or even more-advanced lesions

can be subjected to surgery in Japanese clinical practice,’

where PORT simply means “pelvic irradiation after
surgery irrespective of initial clinical stage and surgical
margin status.” Recent reports from Japaii include pa-

tients with IIB lesions.*® Clinical IIB or more advanced -
lesions generally have one or more risk factors for-
recurrence; thus patients receive PORT with or without -

chemotherapy if initial radical surgery is selected.
Therefore, in Europe/USA, the role of PORT has been
evaluated in patients with early stage disease (IB-I1A)
as an adjuvant therapy after complete surgery. Because
the differences in treatment strategies for patients with
11B lesions in Burope/USA versus Japan are crucial, this

review focuses only on PORT for IB-IIA lesions. Results -
of PORT for IIB or more advanced lesions are beyond '

the swpe of this review.
Risk FACTORS FOR RECURRENCE
Risk factors for'rccufren’ce' of cervical cancer have been

determined in large wtrospectwe studies by carefully
examining the’ relatmnshxp between chmml/pathologlcdl

findings and: relapse patterns.*!! Knowir factors include

positive pelvic lyrmph node; number and location of
lymphi hodes; size-of piinidiry twmor, deep stromal inva-
sion, lymphatic-vascular invasion, tumor histology, and
positive or close surgical margins. However, there is.an
intrinsic refationship between these risk factors, such as
nodal status and tumor size or depth of stromal iava-
sion,' that limits statistical analyses. No systemic anal-
ysis has examined varions combinations of prognostic

factors to precisely define associated levels of risk and

patterns of relapse. Thus, there has been no consensus
as to the priority of risk factors.

Thomas and Dembo compited data from refrospective

studies that addressed the overall patterns of failure
-according to risk factors, and concluded that node-
negative patients relapse more commonly at locoregional
sites, whereas node-positive patients exhibit a greater
proportion of distant failure.” PORT reduces the risk of
pelvic relapse and improves the relapse-free survival but
has no apparent impact on overall survival in the entire

4

group of patients selected for freatment. This. lack of
survival benefit may relate to the-choice of patients with
positive pelvic nodes. Irrespective of the probability of
pelvic failure, most of these patients likely have predom-
inant patterns of distant failure. Patients with primary
tumor-related risk factors but negative nodes may be
more likely to show a benefit of adjuvant pelvic irradia-
tion since their disease is in an earlier stage than those
with positive pelvic nodes. In contrast, the FIGO staging
system does not take the pelvic node status into account.
The FIGO system takes into consideration the tumor size;
which is generally considered one of the most important
prognostic factors."® Tumor size also predicts distant
metastases in patients who have undergone radiation
therapy.” Thus, the relevance of the postulation proposed
by Thomas and Dembo, that the recurrence pattern is
primarily determined by lymph node status alone, is

- quesfionable and should be confirmed prospectively.

Many surgical studies, however, have reported that
the most important prognostic factor is positive pelvic
nodes.®' 122 Degpite receiving PORT, 5-year survival
rates for stage IB cervical cancer decrease from 85%-
90% 1o 50% when positive pelvic nodes are diagnosed 22
Therefore, although the concept is supported solely by
retrospective studies, it is now widely accepted that
positive pelvic lymph nddes after complete resection are
a major predictor of recurrence outside the pelvis. These
patients are currently eligible for a combination of PORT
and chemotherapy. Pathologic tumor cut-through man-
dates PORT in clinical practice; however, the prognostic
significance of positive surgical margins should be dis-
cussed separately becavnse these cases are outside the
concept of adjuvant therapy after complete surgery.
Reports from studies, especially those that inclade posi-
tive surgical margin as a prognosti¢ factor, should be
interpreted carefully ™

Inpication oF PORT: Recent CONCEPT

Indications for PORT should be carefully determined
by evaluating the above-mentioned risk factors in each
case, Receritly, efforts have been made to divide patients
into three risk groups based on a combination of risk
factors: low-risk patiénts for whom no adjuvant therapy
is necessary, intermediate-risk patients for whom PORT
may increase pelvic control rate and therefore improve
patient survival (Table 1), and high-risk patients for
whom systemic chemotherapy should be incorporated.
Patients at low risk after complete surgery who would
not be expected to benefit from PORT are those with
negative pelvic nodes, dnd with tumors less than 4 cm -
in diaméter, fio lymphatic-vascular invasion, and stromal
invasion of less than onesthird. The risk of positive pelvic.
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Table 1. Intermediate-risk group by Gynecologic Oncology Group (GOG)

Lymphatic-vascular invasion

Stromal invasion

Tumor diameter

Positive Outer third Al
Positive - - Middle third. z2cm
Positive Inner thied =5cm
Negative " Outer-middle thiid: N 24 cmi

Table 2. Clinical ﬁgﬁﬁcanéc-éﬁd inirinsic problems in Gynecologic Oncology Group stuily 92 (GOG 92)

Significance

Problems

Pmspecuvely demonslmtcd PORT swmﬁcant}y neduce\s I‘ELllrfClILE iiv inermediate-risk group

S'mvival,bé:ncﬁt was unknowa due to shorter follc‘)w—up S

" Use of clinically determined tumor diameter

"+ Lower compliance of PORT

Sttt hngher pelvic recurrence rate in PORT group

- Lack of evaluation of late toxicities such as leg edetna

PORT. postop'ermive radiation therapy.

nodes after surgery in these patients is less than {59952

Patients at intermediate risk include those with
lymphatic-vascular invasion and at least.one of the fol-

lowing characteristics: outer third stromal invasion,
middle thitd stromal invasion with a tumor size-of 2 cm
or greater, or superficial third penetration with a tumor
diameter of 5 cm or greater. Alternatively, patients with
tumor diameters of 4 cm or greater with outer or middle
third stromal invasion who have no lymphatic-vascular
invasion are allocated to the intermediate-risk group, '

The Gynecologic Oncology Group (GOG) conducted
a randomized trial examining the role-of PORT for an
intermediate-tisk group (GOG 92). The results indicated

a statistically significant (47%) reduction in risk of

recurrence in the PORT group, with 2-year recurrence-
free rates of 88% for the PORT group versus 79% for
the group with no further treatment.” This study showed
that PORT significantly reduces recurrence it patients
at intermediate risk after hysterectomy. However, several
intrinsic problems existed in the trial: follow-up was too
short t6 report patients” survival; tumor size was deter-

mined preoperatively by clinical examination despite-

surgical series; compliance of PORT was msufficient;
and a pelvic recurrence rate of 13% in the PORT group
was still higher than that in many reported series. In
. addition, late toxicities are important in evaluating the

role of PORT, and this report lacks discussion of late

adverse effects such as gastrointestinal toxicities and leg
edema. Thus, evidence supporting the role of PORT in
patients with intermediate risk after hysterectomy is

P nibiea T4 Nnimaher

still insufficient. The clinical significance and intrinsic

problems in interpreting the GOG 92 report are listed in

Table 2.

Microscopic involvement of the pelvic nodes is a-
strong predictor of survival in early-stage cervical can-
cer. In spite of receiving PORT, survival in these pa-
tients is apparently lower than in those with negative
pelvic nodes (Table 3).7°* In the United States, a large
intergroup phase 1I trial was ¢onducted for post-
hysterectomy high-risk TA2-IIA cases where PORT
alone was. compared with PORT combined with con-
cuerent CDDP and 5-FU (intergroup study by Southwest’
Oneology Group, GOG, and Radiation Therapy:
Oncology Group). Results of the study were.published
in the form.of a rapid publication® Although:85% of *.
the study subjects had positive pelvic:nodes, this trial-
included patients with risk factors other-than positive
pelvic nodes. Progression-free and overall survival were
significantly improved in the patients receiving concur=
rent chemotherapy. The hazard ratios for progression-
free survival and overall survival in the PORT alone arm
versus the PORT with concurrent cheéinotherapy-arnt
were 2.01 (p=0.003) and 1.96 (p=0.007), respectively.. .
Progression-free survival at 4 years was 63% with PORT .
and 80% with PORT combined with concurrent chemo- .
therapy. The overall survival rate at 4 years was 1%
for the PORT alone group versus 81%-for the PORT
with concurrent chemotherapy group: This is the first
prospective clinical study that showed how a difference
in the postoperative treatment strategy- significantly

93



