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=Abstract=

5-Fluorouracil Continuous Infusion and Cisplatinum Combination
Chemotherapay for Persistent and Recurrent Carcinoma of the Cervix

Tae Sung Lee, M.D., Chi Heum Cho, M.D., Young Wook Suh, M.D.
Department of Obstetrics and Gynecology, School of Medicine Keimyung University,
Taegu, Korea

28 patients with persistent or recurrent carcinoma of the cervix were treated with com-
bined regimen, in which cisplatin at 100 mg/m given intravenously on day 1 was combined
with 5-fluorouracil, 1,000 mg/m daily given as a 24-hr infusion on days 1 ~ 5.

Treatment cycle was repeated every 28 days. Among 27 patients with evaluable disease,
the overall response was 63 % (17 patients) including 6 patients with complete response.

Overall medinan survival was 41.3 weeks; 50.3 weeks for response group and 22.6 weeks
for nonresponse group.

Toxicity of grade 3 ~ 4 or over were, hematologic toxicity in 4 patients, and stomatitis
in 2 patients, nausea and vomiting in 4 patients, infection in 1 patients, alopecia 8 patients,
and diarrhea in 2 patients. There was one treatment related death, and the cause of death
was severe mucositis and bone marrow depression followed by sepsis.

These results show that cisplatinum and continuous infusion of 5-Fluorouracil combina-
tion regimen is effective for persistent or recurrent carcinoma of the cervix,
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< % 6 %Ol32 X7 F3] EF oW AL
gotistaYel £F XNgwygoez Mdgd. 1970
de|22 &4 2 A4 AFHRgl g
Yoy & AL8E7) Ao 1969d9 cis-platin®
o] gayAE AW Yde A& YAY %
1972 d0] A Fo 2 YAtol FEEHAD.

Cis-platinum®} 5-FUe M2 43 HEE§9¢
g &3 5-FUs ¥A3 FEbge ALHA #
g Fo2X e WY o YAHEe Aoz ¢
HA Uy, 53 FHF HYGTYG dE ol
& F& HgE Holx AoE ¥EA ed AR
A fatey AYYPA HEEL 70 %01, BEINT
< 1207494 ®ttn BnAEC, Cis-platinuma
5-FU A&3409 537 du4sgel e 4@
ARE o f3A B A RYM e o] £
oY e A& e ALY AFHARY BAo
g3 Aguten BEE 9 2A4E dolruz o
AT E AE3A.
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1. CHAMERAL MATIE

N AZAE BEANgez AEHATe Y
A AdE ¥y,

2 843 A Jted W4 E A,

3) @zl d#o] 704 0l3to] L,

4) ¥4 A3y Po] glon,

5 HZ 4Follo} HAAREY YUY
A3 ¥Eo] g1,

6) HA# AR5 (creatinine<2.0ng/d) 2 F
471% (Hgb>10 g%, WBC>3, 500/mm?,
platelet>100, 000/mm?) & 7}7 @& oz 3
Art.

BE @A 7123 BYYHYG Jut(A)F
AL, FE-FAF(FA)AALE ABEtd HA FU

olefy - 4

a71E oAYHez 2Fdgon F4 % perfor-
mance status(ECOG Scale) & 7138t 2x ¥9
AL, YA ARHA(SMA 11-C), BeFridy
Y24l &FAHbone scanning) % H¥-Iw 2§
#9 Te AWNG2E9E AU, BFA
(liver-scanning), 371544 4 3YAA 5= ¥
8A A3t

2. AIgHE

ANEE 54T ZAHA XYY o EEF F3 L
o] gle & XNg ANE NFYZHEH 28YFo UF
AEE HEAY sy, XNEge] YA A
3 33 o] FUIHAE FAUG. sAF A
199E cis-platinume SANEHY F 100mg
(100 mg/m?) & 500 ml 24 P4l Egtsted 247
ol A FyUFAsen, 5FUs AgAR A 1
doA 54714 19 HFHAG 1, 000 mg (1000 mg/
m?) & AW A&FQ HFYa, o] 4FE 1cycleR
&l ghEdislth, 9 cis-platinumAtgA 4 &
Z°171 98 15% mannitol diuresis??} 2 FHA)Z
Mol <k 2000~2500 ml9] 5% D/S& < 12~1647
o Z& AHFYsY. NEEF WiY A%EHQ
o] Qi1 e A= AEE F3AG.
Zt cycle® AZs713e Z2ERAA, ArFHA
% )5 A we HYF7 3000/mmie)d, ¥
Aol 100, 000/mm®ej4 creatinineX}7} 2.0 ng/dl
oj3lel F%odle ABE ALYPZ Y57 vgel
Atele o 157 AT HETF F, Y2 5,
Tl (stomatitiz) & F=o] w2l Table 19} o
cis-platinum, 5-FUS 8%& ZFAA T34t
(Table 1).

3. Aggae pygoiE

EAL WHO Criteria’® ZAfon BfeL
W F717h AlZe7] Ao ol&AAAL "e FEY
AFAZAL H8A FEAL EFFA Ee BR-Fu
A4 G E#9E ANYstd BAIA.

iy Ade dSH 2o

1) &3 3) (complete remission) LE ¥wo] ¢
Ao A4 1 A7} 4Fol4 A&EHe P
T

2) FE£93) (partial remission) : & o]
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Table 1. Does modification for next course

BRHG. ALFdE 1350 FIWRH, 109994
2 H07l Qe BN, 5HE 43 9 #HE
A Agg A Bole ¥AUCh(Table 2). A&

FE 1344 637nx 4AReH A8+ F
FA e 3EHH.

2. Xg&a

2199 A&7lsd W e M #AF AN W
£2 63%(173) R, olF #HuN7 22.3%6
%), e 40.7%11%B) A4 AUTHTable

3). gdadzt Ye 699 §AF 5944 A A

et o Ado Adg B 19dMe A&AH
F 0FME Aol FFE RolXY ARY 4
H2 24nchH(Table 4). &7 FEAE 41.3

% of planned does
Toxicity
Cis-platinum S-FU
WBC nadir

>2,000 100 % 100 %

<2,000 80 % 100 %

<1,000 70 % 80 %
PLT nadir

PLT 25,000 ~ 75,000 80 % 70%

PLT 25,000 50 % 50%
Stomatitis*

0 ~24) 100 % 100 %
(2+) 100 % 80 %
(3+) 100 % 70 %
44) 50%

*Based on WHO recommendations.

Abbreviations; S-FU, 5-Fluorouracil; WBC, White blood
cell; PLT, Platelet.

50 %olA 245 1 Ae7} 4Fol4 A&HEe A
T

3) £ (stable disease) : HHo] 50 %nTo R 4
AHe 44,

4) ¥ (progressive disease) . A|Z2E HWHo] &
# Iy 71&9 Hdo] 25%0l4Y F7IE Hole
AL

29 A&7 ey AUz RE AL
MAE Y1 AEEY £4& Kaplan-Meier
Analysistf 4o 3] &3t om, g HHEA]
9} ojubgAle AE7|Z ¥lile Long-rank test&
o] &8l AF3lArt.

m# i

1. 8Xe] 83

19873 109%E 19893 1974A 2899 ALY
9 JYY AFARY BAE WY R 5 A
o)EF 2790 FHXAL 7ML, 289 EFoA
E{Lo) AP en, 2790 XNs&de #F
o] 745¥rt. 29 +YPFHL 2190] 0 EE 12
H2d 43¢ AZAHE /AT AN 27|
Aaze 290 WAMARE wex Ao e

Tabie 2. Patient characteristics

Characteristics

No. of patients evaluable/entered 27/28
Median age in years (Range) 52 (26 ~67)
Performance status

0 (Fully active) 4

1 (Restricted in physically strenuous 17

activity)
2 (Restricted in all activities but 6
ambullatory)

Prior treatment

Irradiation only 22

Irradiation and surgery 2

Surgery 4
Site of recurrence

Pelvic 13

Distant 10

Combined 5
Teble 3, Treatment results
Response patiomts (%)
Complete response 6(22.3)
Partial response 11 (40.7)
No change 9 (33.3)
Progressive 1(37
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Table 4. Patient profiles of complete response group
Patient Age Prior thexapy Site of recurrence Patient status Survival
1 47 RT, 8 Uterus Alive ¢ cancer 66 )
2 38 RT Supraclavicuar node Alive ¢ cancer 87 (+)
-3 41 S,RT Lung Dead 62
4 51 RT Cervix, parametrium Dead 42
5 43 RT Cervix, parametrium Alive ¢ cancer 56 (+)
6 43 RT Vaginal wall Alive s cancer 80 (4)
Abbrevistion: R-Radiotherapy, 8-Swrgery
ZAL, BT @Y A& 2 Kaplan Table 6. Toxicity evaluation
-Meier Life Analysis§ 22 TA|3 A Fig. 2 _ Grade of toxicity*
% pgev, 427129 FHAE AF 50.97e oMy obered 1 2 3 4
2632 BAZIN ¥AR 37171 AT (Long  Hemarologic
-rank test P<0.01, Fig. 1, 2). Anemia 12 3 1
Leukopenia 3 1
3. B Thrombocytopenia 2 1 1
AEgEF g¥E FFEL WHO criteriad] 93| Nausea and vomitting 4 16 4
BAsgt. 24, TEE 219%F 24994 ##H Alopecia 8 6 2
A3, grade 49 A% TEE 4", FHEL 13 Stomatitis 5 1 1
QoA FHEAEH grade 49 AT FUHEL 19 Diarrhea 4 1 1
oA BAHUL. BEFHE 294 FRIHAD Infection 1

5-FUSt 48 4 99ex #F=sied A3
A 278 ¢ 2A8lE grade 49 EAHL 194 #
Z5Act. F57% 9AE 6544 BEHYL, °
F A% irug4E 1944 BEEHYSH oye

Percent survivsl

*Toxicity grading was based on WHO recommendations.

100
80 |-
Median survival 41.3 weeks
60 -
‘o -
] 1 Ll
20 -
) 1 | 1 1 1 1 L ) Fig. 1. Kaplan-Meier plot of the survi-
0 10 20 30 40 50 60 70 80 90 val of all 27 patients from the

Weeks from start of chemotherapy

start of chemotherapy.
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Percent survival

Medisl survivel

== Response group (n= 17) 50.8 weeks
— Nonresponse group (n= 10} 22.6 weeks
P < 0.1 (log-rank test)
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Fig. 2. Kaplan-Meier plot of the survi-
. : val of patients with response
1 ! 1 1 1 L ' roup and Nonresponse group,
0 10 20 30 40 50 60 70 80 90 b  emathors

Weeks from start of chemotnerapy

% 1~277 AEE A71¥ gl Yawol 3718
¥ ARE AIZAYUTH(Table 5. A5} BHH A}
e 19 Uded ol 4649 2 559 A&
F AT WET F4F3 TGl A &2d A
Y3 A3 AbFataict.

v.1 #

HZ A2AFL z7)FBeY 27X B F7F
ol ot A3ARY & FEEo] ol AU
. agu, AgAelyd A& AFARG FA
W (s g7 Bol AEse oy &
Ao g AMgHE FHE a7} gick. 197080 F
SHEE Aoy &Y AT HEY #xbel dis)
FL2YATE AR o1F 713 Bel AHHE 95
%A E cis-platinumC E ©] FA & ©E Wz ¥
22 B2 F/Y ¢o disl FFaHs de
Aoz gAA YZW, EF AFARYL A o
8 cis-platinum ®E2H o2 9~100%9 st
BaFo] glrpizin,

Ay 4 A& 233 FYGANA Thigpen 5%
259% 50mg/m*& o 3FL FAUEW F 38%
o gai&S Holn gAsye r1gdel gE A%
L B3&e ety Busa g,
Cis-platinum Y& 8o g A3l & AT F7}
§ Holx R3nE E§ g¥o] AEHUM.
23w e 2~4712] FAE EgHA A3

from the start of chemothera-
pYy.

ol adriamycin £+ Cis-platinum& 7|22 3}
Ay bleomycind} mitomycin-co] HE g A
7H¢ 29 a¥E Ago. Cis-platinumg 7122 &
% dtaygoz Alberts 5 cis-platinuma}
mitomycin(MC) && mitomycin, bleomycin,
vincristine(MVBC) & A4y &u #ge 7
25%, 22%¥2 AEIRY F0He 7.2449 6.9
MNYE 2o = Edmonson $& cis-plati-
num3} bleomycin(BP), €& bleomycin, cyclo-
phosphamide, doxorubicin(PCAP)& Al43 &9
BHE2 38%, 4%UL, 1 A&V FUAE
Ztzt 5/0Y, 8ol ¢ Az B ojd o
72 ERAZY AT BaE L AE/1Y
Y713 Hssh giqieh.

5-FUe 4A7] $A4% dA3Aud ALgHo &
21971 ] Kish®el 28 cis-platinum3} 5-FU
EHAAR FHE UBALAYo] ALgdte Fajgo)
88%U He =2 278 ¥ufitt. Cis-platinumd}
5-FUE A& W o] FA9 AsATo] tha
AE d87kA] Bzt Qlonds, o A4 Adtd 9
& FAF wgActe o SHF AgaF) B
9t8le Cis-platinum® 5-FUE o] &8l Aty
A& A3HFEge HE3ct. Rotmensch
o] 28 Cis-platinum (100 mg/m?*) & 5-FU
(1000 mg/m?) A&FYel 3 PPoz NgA B
HE 50%, 40F Y& 5%E ol B ¥
8t mANA AAIF Cis-platinum®}t 5-FU 28

r

i rlo

— 755 —



AMAESALE W358 - B 59 - 1992

€ o|8% ALA I A& AIZARYE A
¥ g A3 B 63% AEVNY FUA
41.3F%e FA1E ZFE B &Y.

5-FUE FYgue 943 Fdroge &4
FUg SEEH NEAHE FIN7E AR ¢
A ke, o] A&F9 olf& 5-FU7L %
W 912717 B weaA o=, S-phase
specificity7} U7|Wl &0l o] & A&FYel 3 5
g+ J7] WEolnt.

5-FU A&FYA 54L& 571594, HY4
4 44 EEAe A% d@d 540 Ygusd
A Ao A E FA FUdlo F4ol ¢3ld
Fo oAl A58 NYWSER FEE ¢ Yot 19
U 5-FUe A% Zed g 248 & AeBE A8
£F 53 IevlEAEt FE ALde #Yd
go] Fo§ 7| &ole Zo] Badirt.

2 pAdA A8F cis-platinumi} 5-FU §% 3
B 199 HYFA g3 ARele F4o|
N8g Fdslof ¥ WwF 4% AL e
5-FUY 4% g 542 Xgd v&d H¢
€ 14 g,

o| cis-platinumi 5-FU &% si&tg e g4
e &4 AFA RGO dis) 8 YUt gl
o2 AFAEGY SAHAEY, TEsyd HY
g2 3 27 NEF ALY 2 #A9
Bz ARE & IYdMe A A7Fd I
}.

v.d 2

1978'd 109 %E 19893 19712 A&A & A
G4 AFREEY #2 28%84d U@ CDDPS 5-FU
597 A&F:Ye Ag2dF oE% 2L dEE o
AT

1. Agaze S 694 T AN
&L 63 %A

2. AENTL AEIILY FFATL 41.3F0IA
I, oA AL Y&V 37l & 7 8L
o B2 (50.8F) o] HI@ANE(22.65F) o vIsh FA
g AEg9 F771 UAAH.

3. AgEFY FALL g% #YE Ago] 1
9 oy Ry NEFIY 2 A7 HARY

olEf - 9

o.

ol9] A#Z Hol CDDP%} 5-FUS EH3etgH
2 EHo| & EAV HAYLH 2 BHER 4
E717t9 #A% 371 B §F A%H ATEF
ool BEAAEY AL APl 22 B9 AE
A Agayolrt EAAXEE o A7 & U
7AA7E AdE Aoz AlgdEd,
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