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Clinical Trial of Oxaliplatin, 5-Fluorocuracil,
and Leucovorin in Advanced Colorectal
Cancer: 48 Cases
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Uhn Baek, M.D.
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University, Busan, Korea

Purpose: Although 5-fluorouracil (5-FU) has been used as
the basis of chemotherapy regimen for colorectal cancer for
more than 40 years, 5-FU as single agent treatment has
rarely achieved objective response rates higher than 15%
in advanced colorectal cancers. The modulation of 5-FU
with biologic modifiers has resulted in higher response rates,
but survival advantages was not meaningful. Oxaliplatin
is one of the newly developed drugs with proven activity
against colorectal cancer. To evaluate the therapeutic ef-
ficacy and safety profile of oxaliplatin, we reviewed patients
who received oxaliplatin chemotherapy.

Methods: We reviewed 48 patients who received combi-
nation chemotherapy with oxaliplatin, 5-FU, and leucovorin
(LV) from Jan. 2000 to Dec. 2001. The comblnatlon chemo-
therapy consisted of oxaliplatin (85 mg/m on day I) as a
2~6 hour |nfu5|on followed by continuous infusion of 5-FU
(1,500 mg/m on day I, 2), concurrently with LV (45 mg
onday I, 2)as a2 hour infusion. The combination chemo-
therapy interval was 2 weeks.

Results: Of the 48 patients who received the combination
chemotherapy with oxaliplatin, 5-FU, and LV, 25 cases
were male, 23 cases were female. The median age was
51.4 years. The primary tumor sites were colon in 22 cases,
and rectum in 26. According to TNM stage at diagnosis,
| case was stage I, 5 cases were stage Il, 21 cases were
stage Ill, and 21 cases were stage IV. The metastatic sites
were liver in 29 cases, lung in 10, pelvis in 7, peritoneum
in 5, bone in I, lymph node in I, and spleen in 2. Previous
chemotherapy were Mayo regimen in 43 patients, irrinot-
ecan in | patient. Four patients had not received previous
chemotherapy. Previously of the 48 patients, we could
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assess the chemotherapy response for 25 cases. Complete
response was not observed. Partial response was 3 cases
(12%), stable disease in 12 cases (48%), progressive disease
in 10 cases (40%). From 227 cycles analyzed, the main tox-
icity was gastrointestinal one. Peripheral neuropathy was
identifed in 5 cases.

Conculsions: We reviewed 48 patients with advanced
colorectal cancer who received combination chemotherapy
with oxaliplatin, 5-FU and LV. Of the 25 evaluable patients,
the objective response rate was 12%. In our study, the
combination chemotherapy with oxaliplatin, 5-FU, LV has
not resulted in improved response rate, but overall toxicity
was acceptable. | Korean Soc Coloproctol 2002;18:402-
407
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2 dukelFtol A 20001 1€ 5-E 20019 1227}
A| oxaliplating ©]-83+ &<9t3}e 8 H <l FOLFOX 49
MPE PP NaE we 4899 AYA 2 A
3 g HgY B Fo R st Forset e
HLo 1ol 754 w|Rlo A A Lsgon HAI =
4=, 7+ 2 21715 Hb> 10 g/dl, WBC >4,000/mm’, Plate-
let>100,000/mm3, Bilirubin <2.0 mg/dl, AST/ALT<
1.25xNormal, Creatinine < 1.25xNormal)S 7} =z}
Hes e $59 Fu AES 7HA L 3
Bre A8 el A At on, 159 4]
WA= A5d Abg A5 Foles Alelg o

Aol 9)9] ¢to] YUY A= X7 FAAHNA A

oX

o oX oo rr

QWS A oxaliplatin 85 mg/m’ S 5% £
Tt 2~647F S AL A
leucovorin 45 mgS A, ERGol 5% L=
G4 200 mlol] Egtate] 2413 F¢F B AFA=E
2 HH3) F43t4 ). o]F 5-FU 1,500 mg/m*S 5%
T 5 1,000 mol] EF3HA A, EAGl 224]
7t ¢ A&EAFst= HEF FOLFOX 49] WS A}
|t o, 72+ F7)= 25 HA O 2 S TH(Table 1).
Wi 27 342 AA AL,
.
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response)= 54 7he gt WHo| B A4ddE ASE
393, -5 T3ll(partial response) = A 22

do] glowA 4 7hed Hwlo] 50% oY Hadh
A2 stger, a4 W (progressive disease)
=4 7bs3t Wo] 25% 2 o) SUEIAY MEE
Ho] SIS W2 St om, HY/d W ¥(stable
disease)> 919 37FA|ol] &34 F= A2 st

Table 1. Schedule of oxaliplatin, 5-fluorouracil, leucovorin che-
motherapy

Oxaliplatin (85 mg/m’)
Leucovorin (45 mg)

IV for 2~6 hours - day 1

IV for 2 hours - day 1, day 2
IV for 22 hours

day 1, day 2

S-fluorouracil

(1,500 mg/mz) (continuous) -

Repeat every 2 weeks.
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2000 1€ 5B 2001 1297}A] oxaliplatin, 5-FU,
leucovoring W &3k ok3tst e WS Ao o A2
A FA= F 80Ut o] T FAb= 254, oA}
= 2390|190, AY EXE 204%E 704E HiF
S5L4M AT A AT g1go] 229, 27o] 269 o
o, A ZA W25 TNM H7] 25 w20 s
M7 14, M7 5¢, MY 71E 214, IV 71&
214 o)Atk 2] o] WAZE o] 294 2
7Hg wska, ), S, ek &, dabd Holrh 74z
10, 74, 501] @ﬂ, 1 gom 1 9 HAgHolE 29
7F A

01—§:’_6’]— o % ‘4 /\1

Al F ﬁo] R I 1411]*‘5, NEE Mol a9
=HoF A3 AF-Eoldth 1 9] irinotecans Y
&3 gtamS AT ATt 101]9310‘:‘1 ol &t
ssta s AR AeE 4t Gt

SR ARG dFU GEjolAd el =715
ng/ml V)OI A7} 79, 5 ng/ml o]/FolAHE 7
7} 414 A tH(Table 2).

E 3041(12%) OPX“ B
10| (40%) A TH(Table 3). -
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Table 2. Patient characteristics T HE QW 3= dolWAart 2447 ¥ ¢ d=
Variabl No. of ot A dzd Aol Fuke 19, @5 ¥ o] 14, 7+
ariable 0. of patients -
P Aol 1]Gom, AAE} w3 B PA BN Y
No. included 48 29 2717} 50% o’ AT stk 53] A=
Sex Male 25 4 B=A Aols 50 deMe Fgststan g 9
Female > 85 AR F EAEYD FZAo] A9 245 24
Age, years Median 51.4 < BYoh F& #AE EAE 34 F 24+ HP A
Range 20~70 7]ZF(progression-free time)©] Z+2t 97)€¥, 117]€ o] At}
Primary tumor Colon 22 .
Rectum 26 ) FTHES
Stage at diagnosis I 1 4878 o] SAfol| A Al E kst a Y F Slee
I 5 2789, FAGH RG] A9 N, BB @
11 21 %% HolE A%E fier, 4dT Fase |
v 21
S (WBC 3,900~ 3,000/mm’)7} 1.3%, 25 (WBC 2,900~
Site of metastasis Liver 29 2,000/mm’)7} 1.7%, 3%(WBC 1,900~ 1,000/mm’)7} 0.8%
Lung 10 2 24 28 7% Ak AAGA 2Tk 231
Pelvi 7
e o RAge 24 2 FEI} IE(QAD), 2E(TFES ),
Peritoneum 5
Bone 1
Lymph nose 1
Syl P ’ Table 3. Response of oxaliplatin, 5-fluorouracil, leucovorin
pieen chemotherapy
Previous chemotherapy 5-FU* 43 i
Irinotecan 1 No. of patients (%)
None 4 No. included 25
CEA" <5 ng/ml 7 Complete response 0
>5 ng/ml 41 Partial response 3 (12%)
; Stable disease 12 (48%)
*5-FU = S5-fluorouracil (Mayo regimen); CEA = carcio- Progressive disease 10 (40%)

nembryonic acid.

Table 4. Toxicity after oxaliplatin, 5-fluorouracil, leucovorin chemotherapy

Toxicity grade*

Type of toxicity

I I I v
Hematologic toxicity per course (n=227)
Leukopenia 3 (1.3%) 4 (1.7%) 2 (0.8%) 0
Thrombocytopenia 0 0 0 0
Anemia 0 0 0 0
Non-hematologic toxicity per course (n=227)
Nausea/vomiting 46 (20.3%) 21 (9.3%) 1 (0.4%) 0
Stomatitis 0 6 (2.6%) 0 0
Diarrhea 3 (1.3%) 0 0 0
Fever 3 (1.3%) 5 (22%) 0 0
Peripheral neuropathy per person (n=48) 5 (10.4%) 0 0 0

*Toxicity grade: graded according to WHO scale.
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| = A A cisplatin 4154 ©], carboplatin
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Oxaliplatin® A} &4 7IZ¥  diaminocyclohexane
platinum Al € 2] <A Z, & platinum AL A E
I Bl gk 28-S 713 7HAAL Sl DNAY] A4S
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Oxaliplatine ©] €3 HE&QH o 2= o] 5-FUH
folinic acid (FA)Z X SWUd g3
oxaliplating A ZH2~6A17H) Wl 53+ o]
7+ FStoll 5-FUS} FAS § 3= FOLFOX " o
3 A77E o ZAd AFEHAGHT 2F tho=w
oxahplatln 130 mg/m’$} 5-FU, FAS H& & = i
¢l FOLFOX 12 13% 9] 32} F 4% (31%)N 4 23
@ S-S HEon 5H38%)2 M8 HHE By
t} 2% 712 0 & oxaliplatin 100 mg/m°9} 5-FU, FAS
H4 Foldt= W FOLFOX 2& 469 9] $x1E0)
Agathom, 1 F 242 o]X 5-FU9 FAE W&
Fodte W AP E BPH FAE0|a, 232
S E JYste TS AW
AEolty FE #l= 43%9, FAFAL BHH
46% R o™, Hit Z3Y A 7] (median progression-free
6702 o)l ¥+ AME 7] 7Hmedian overall
survival) & ¢F 15709 o] A th." Oxaliplating ©] & 3+
gt a o] FAEE Fol7] Y8 23 (HFo=
oxaliplating 85 mg/m’ .2 7FeFsle] Folsh= FOLFOX
3 ¢} FOLFOX 49| Wo] A== lom, 897 ] 3=z}
SolA A& A#A vhEEL 21399201, A
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