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Toxicity Evaluation of Oral Adjuvant Chemotherapeutic Drug UFT
in the Colorectal Cancer

Jin Cheon Kim, M.D., Chang Nam Kim, M.D., Hee Cheol Kim, M.D., Chang Sik Yu, M.D.
Byung Sik Kim, M.D., Je Hwan Lee, M.D.! and Woo Gun Kim, M.D.!

Department of Surgery and 'Internal Medicine, University of Ulsan
College of Medicine and Asan Medical Center

The addition of Uracil to Tegafur of 5-fluorouracil(5-FU) precursor(Tegafur and Uracil
in a molar ratio of 1 :4) is known to enhance the antineoplastic effect of 5-FU. This
oral regimen also reduces side-effects attributed to 5-FU catabolism. The toxicity of UFT
was evaluated in 61 patients with colorectal cancer who underwent curative surgery. All
patients had advanced cancer requiring adjuvant chemotherpy, but their age(over 70
years-old) or general condition precluded intravenous systemic chemotherpy. Oral UFT
(400 mg of tegafur, 4 tablet/day) was administered in divided doses every 12 hour for
mean duration of 6.2 months(range, 1~ 13 months). The toxicity mainly disclosed hema-
tological, gastrointestinal and dermatological complications. Leukopenia(20%), anemia
(11%), anorexia(11%), nausea and vomiting(10%), abdominal pain(8%) and cutaneous
toxicity including erythema or pruritus(7%). However, severity of toxicity seemed to be
mild within grade 1 or 2 and most of them revealed self-limiting. They were relieved
by symptomatic treatment or several months of rest. The regimen was completely inter-
rupted in 3 patients(4.9%) due to prolonged leukocytopenia or derangement of liver func-
tion. There was no mortality from surgery or any drug-related toxicity during study period.

Conclusively, oral UFT can be administered safely on an outpatient basis without lethal
toxicity requiring hospitalization. It can be applicable especially in the risk groups need
systemic adjuvant chemotherapy after surgery.
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Table 1. Clinicopathological characteristics of primary
tumor

Clinicopathological

. No. of patien
characteristics o. of patients (%)

Location
Colon 22(36)
Rectum 39(64)
TNM Stage*
1 24(39)
1I 22(36)
I 15(25)
Histological
Differentiation
Well-differentiated 13(21)
Moderately-
differentiated 43(74)
Poorly- differentiated 35

*AJCC cancer staging manual, 1997, American Joint
Committee on Cancer, Lippincott, Philadelphia
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Table 2. Type of operation performed

Type No. of
patients(%)

Right Hemicolectomy 10(16)
Left Hemicolectomy 1( 2)
Anterior Resection 11(18)
Low Anterior Resection 28(46)
Abdominoperineal Resection 9(15)
Total Colectomy 2( 3)
Radioimmunoguided Surgery (RIGS) 9(15)
Lateral Pelvic Nodes Dissection 5( 8)

WHO toxicity criteria®
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Table 3. Summary of toxicity in accordance with WHO
Grade Criteria*
- WHO Grade Total
Toxicity %)t
1 2 3 4
Hematological
Anemia 7 - - - 71D
Leukocytopenia 11 1 - — 12(20)
Thrombocytopenia 1 - - = 12
Gastrointestinal
Bilirubin 5 - = = 528
SGOT/GPT 4 - — 58
Alkaline Phosphatase 4 — — - 47
Oral Mucositis — 1 - - 1(2
Nausea & Vomiting 3 2 1 —  6(10)
Abdominal Pain 3 2 - — 508
Diarrhea 1 1 — - 2(3
Cutaneous 1 3 - - 47
State of Consciousness 2 — — - 2(3)

Pulmonary

1( 2)

*Miller AB et al, Cancer 42: 207, 1981°

Tpercentage of all patients

— 175 —



— KEEARIIMEek . H 144 F23% 1998 —

wol lolE £54 THTAY F4S HAL o
9 SAZFoEE $F, $9F, WAF) 41
a4 ggie

-r%‘é_oﬂ/ﬂ UFTe] %ot AAQ Aole] 717-e
T 32915~150)01%l 3 FFF-FF7]= UFT
62F71(1~13 F7)Ach F 61419 32} F =4
o] wyloz Foke U FW ok 66(10%),
A7 FAE ol TUBHAT. YA FHE
1 A &HA, A, AN, £
193 B 2ALA ~ 4D
2 Ba50] gloldl ¥ UFTAZS A
M 4 ik SR FUE olfk 24 9
FE 20, HETRLEZ, WYT 9 LBAE
Z, SGOT/SGPT®] %7}, %%, ¥4t 7 1el%ch
A Ao 24 2% Al slleh

I ot
UFTE A 8l% tegafur®} uracilel] 23t <kz] 7|
Ao A4 Hillersoll 23l 2-& 4= tegafur
L Aol A =2 bI 4 P4500]] 23l 5-FUE A
A3 AgA e 5-FUE 53bSo 2 SANAE
@]  5-fluorodeoxyuridine-1-phosphate(FAUMP)#}  5-
fluorouridine-3 -phosphate(FUTP). 2 A Z x| =
A A= DNARHAL S A AlslR, FA& RNAY| 5]
A Zjjgtel. gk ol3ubEo R 2-fluoro-B-
alanine, urea, carbon dioxide, ammonia 2. 5-3)|= &=
H) ©]|3}A-& dihydropyrimidine dehydrogenaseel] €]
3 =Agc} wlibol| 4 whAEl e A4¢d pyrimidine
Bakdlol uracil® 5-FU E3fFE4<Q) dihydropy-
rimidine dehydrogenase S 2 Alst=vl] ol2idk A
o AzA R ZRATNA SASHA vpERE
JAEN 5FUS FEES Z7HATIE SFAE
‘H 2717 dolglE whi F3huk-S7 2ol
71

er

e vl x| A ol tegafure] FFEAE Z7HAIZ
E}_9

UFTS| 7% 5FURD XA, AFFod2 ol
Wt Ao ] £ (bioavailability) & Holx &+, F

oko] DNA#A ol sl thymidylate synthaseo]]
et Azt A3 AATE Agshe A, 3
gaFyl M XNEXFIF Eow A, &
leucovorind} WA £4-2 F7HAI7IA] ghomA
N gaE FAA7IH° A, X 82F 54
o7 Qg Ydgo] 2~4% 2 Ruxd bl
92 shorateh g HA] 20~30%°2 BasEw olgl,
73 F-E-eko]| thEl {55 (compliance)”} =3t A
TFAZ Ag 4ol ‘I}E]";k'*“ﬁ Bt fofstA
2R F e ole AFAHA S4o] BE
15237 vehed wtell A7l S454F
Aol b 129 AE FHERe R S40)
£AE Fhg AN+ de B QTS
Aol 2odd 9 nPFo 24 1WA 349
o ZEA Fob A7 A SR

UFT2| & tu)Ad £ ek (maximum tolerated dose)ol|
tjdt oA FLoll 4] single-dose trialoljA] = <F 1200 mg
0]91 31, multiple-dose trialoll 4+ 600 mg/dayh.2
o olxeh kel Mg Wi 94T I Yolskd
$ago] HE Adn skdHelold 400~600
mgd] £%g 3% 2~33 BEY AL AL
Aol tiketellAl 300 mg/m’/day S A8 T
350 mg/m’/day L% T3 HZPL o ALA
o] WoiAA) ghomA HAo] Ho] $EEA ¥
o, 7AFE& UFT/leucovorin®} FFE§- 5-FU/leu-
covorin®] Apgoll wE AEE wlselAd Fo%
Aolh gk APk 2 AToIAE %
ol 400 mee] & 23] FAshsdch

SFUS] ARG g% Geksieadeld 4
& WuTREZI Fdel U $Ageln)?
A

‘60 nZ-]]O] UFT-—* _?,] —’ ZJ‘-%Q] _g_-aiﬁ‘
==

e
=
Sl
i
L
3
3
0
[\]
fu
Bu
2
W
}i
i)
ox
-

— 176 —



- 234 2 69 : AL AT FLEZXEA FAZe|(UFD ] Aol et ¢ —

A2 vehgeh UFTe] S8 X715 4%
dez U AEE FIYU eollolA ool
gade 1~28) B4¢ Bk, 4ol Fobg £
W R S4o] glolzlm, ViR 26 F Lol
4HY FF02 AMA U HHeH AgAl
Agoz Zigo| TAlel 1Yol A EE A
MG & 99m, 1E L% 2 FAe wale
2 LH|BolE gl TXER Z4 T A o] 37)
Yol A BF ANY + Yo Fopguige
2E gREe 54 A4Y 5 Ak UFTE
SFUS SI% A7 gdstetaro] YE BAIA
nlad S4e] 43, ATE B4 F o] AF
o 2% Qb7 U EAZE NG + Ue.

"

"
3} A% 4 75 4% 4
5B, £9Fe B Bakgol W
Rl grade 1~29] A% S4E
2 HAsAl AS 4 Ao
on Bagow <y g I HFo Do /)
o vl Y 5 Ak S wEA Y
AR FekEAd diEe S48 HAY 5
gerz fEEs} £ FEAS %+ U
£ ATE olgerel gtz 2 UFTY o
AL ALl ek o FEA A5 FHAE= sk
F A5l 2% B4o] enpH,

REFERENCES

1. Ansfield FJ, Kallas GJ, Singson JP. Phase I-II studies

10.

11.

12.

13.

of oral Tegafur(Ftorafur). J Clin Oncol 1983; 1: 107.

. Buroker TR, O’Connell MJ, Wieand HS, et al. Ran-

domized comparision of two schedules of fluor-
ouracil and leucovorin in the treatment of advanced
colorectal carcinoma. J Clin Oncol 1994; 12: 14.

. Gonzalez-Baron M, Feliu J, de la Gandara I, et al.

Efficacy of oral tegafur modulation by uracil and
leucovorin in advanced colorectal cancer. A phase II
study. Eur J Cancer 1995; 31: 2215.

. Gonzalez-Baron M, Feliu J, Garcia Giron C, et al.

UFT modulated with leucovorin in advanced colo-
rectal cancer: Oncopaz experience. Oncology 1997
54: 24.

. Hiller SA, Juk RA, Lidak MYU. Analogs of py-

rimidine nucleosides. Dokl Akad Nauk SSSR 1967;
176: 325.

. Miller AB, Hoogstraten B, Staquet M, et al. Reporting

results of cancer treatment. Cancer 1981; 42: 207.

. Pazdur R. Phase II study of UFT plus leucovorin in

colorectal cancer. Oncology 1997, 54: 19.

. Pazdur R, Lassere Y, Rhodes V, et al. Phase II trial

of uracil and tegafur plus oral leucovorin: An effec-
tive oral regimen in the treatment of metastatic colo-
rectal carcinoma. J Clin Oncol 1994; 12: 2296.

. Rustum YM. Mechanism-based improvement in the

therapentic selectivity of S-FU prodrug alone and
conditions of metabolic modulation. Oncology 1997,
54: 7.

Saltz LB, Leichman CG, Young CW, et al. A fixed-
ratio combination of uracil and ftorafur(UFT) with
low dose leucovorin. Cancer 1995; 75: 782.
Taguchi T. Clinical application of biochemical modu-
lation in cancer chemotherapy: Biochemical modula-
tion for 5-FU. Oncology 1997; 54: 12,

HelE, o], 4 €. ¥R}l PSK(Copolang)
ALg%F o] modwsl o3elts]z] 1988; 34: 731.

ol A3k, e, Fp, 5 I, 17| Azele] Ex)4
AAlE & Rzayogr S-fluorouracils} x|-&F
Leucovorin &-gtalelslst o wle] a . oksl3]=| 1995;
27: 846.

— 177 —





