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Hematologic and Non-hematologic Toxicity
after Intravenous Adjuvant 5-Fluorouracil
and Leucovorin Treatment of Colorectal
Cancer: A Prospective Study

Kyu-Jae Lee, M.D., Sun-Mi Moon, M.D., Dae-Yong
Hwang, M.D.

Department of Surgery, Section of Colorectal Cancer Surgery,
Korea Cancer Center Hospital, Korea Institute of Radiological &
Medical Sciences, Seoul, Korea

Purpose: Although large clinical trials have been performed
attempting to find an optimal 5-fluorouracil (5-FU)-based
regimen on the basis of activity and toxicity, there have
been few data reporting the toxicity. We experienced a less
severe toxicity than previous reports, so we undertook an
analysis of the toxicity profiles of 5-FU-based chemotherapy
on colorectal cancer patients. Methods: Forty-two patients
were consecutively enrolled in this study from Sep. 2002
to Sep. 2003. The primary endpoints were the incidences
of anorexia, nausea, vomiting, diarrhea, constipation,
headache, stomatitis, alopecia, and leukopenia, as recorded
with the standard National Cancer Institute- Common
Toxicity Criteria (NCI-CTC). The regimen used in this
study was intravenous infusion of 5-FU, 500 mg/m’, plus
leucovorin (LV), 20 mg, daily for 5 days every 4 weeks for
6 cycles. Information on toxic profiles was obtained by
questionnaire and blood test data during each cycle of
treatment. Results: Of the patients, 73.8% experienced at
least one type of toxicity. There were no clinical grade 3/4
toxicities. Toxicites (grade 1/2) were as follows: anorexia
(51.2%), nausea (50.4%), constipation (24.6%), headache
(11.5%), vomiting (4.0%), diarrhea (2.4%), alopecia (2.0%),
stomatitis (0.4%), and leukopenia (4.0%). The most com-
mon adverse event was gastrointestinal toxicity (16.6%).
There were no deaths attributed to non-hematologic tox-

icity. There was no dose reduction during any cycle of
treatment. In a comparison of the incidence of toxicity by
age (<65 and >65), gender, and TNM stage, univariate
analysis found no statistical differences. Conclusions: Our
data would seem to confirm that Korean patients expe-
rienced less incidence and severity of toxicity than Western
patients. We believe that the accumulated data provide
sufficient evidence that colorectal patients in Korea actually
experience a less severe toxicity of 5-FU-based chemo-
therapy when they are treated on this schedule. Consid-
ering this study, a race-specific dose determination for a
colorectal cancer adjuvant chemotherapeutic setting is
warranted. ] Korean Soc Coloproctol 2005;21:426-432
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Table 1. Characteristics of patients

Factor Number
Number of patients 42
Median age (range) 57 (38~72)

<65 years old (%) 34 (81.0)
Gender (%)

Male 28 (66.7)

Female 14 (33.3)

Ratio 2:1
Primary site(%)

Colon 14 (33.3)

Rectum 28 (66.7)
Stage(%)

11 24 (57.1)

111 18 (42.9)

HR o7k HAE 3] FAE A Lg 4298 1 o
Az stk st a e 5 FUSt Lve] HE B
ZaWog WA LV (20 mgm)S 3087+ B3,
0]o] A 5-FU (500 mg/m)E °F 4~5A17ke] Z2A A&
AFale Ao g 597 A &skga, o)) B9 E
450 FUA1F7)) AlPste] BF 65715 Ak
AYE AA F71E 25257190k 283 ZE kAo
X 2 F7) B 193 49 A 0] FTFEAES oo
2 T3tk

ﬂx} o] AulE Uz} 281, oJx} 4o Z 1 HE

D1o1a FAAE e 57438~ 724 ATk QA 3
2 AAeto] 289(66.7%)°1 AL AAU-E 14%(33.3%)
o]tk TNM ¥ 7| EFE 2717} 249 (57.1%), 3717} 18
™ (42.9%)°] 1 TH(Table 1).
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4 ot

ol g ghAtell A 7 F7)viet AT Bl e
o = Hi 1467H, A 542 0.1
T 15770 A Th(Table 2). M & <+s}st
WA JAH 5L BF 1-25F
~45H 592 ek AA Aol A 5-FU
T FoAE T oA
Habes A FAEol oA B
H
H

=)
717r & ECOG 43 %

—

SHA ol WS E T TNM ¥ 7] 7F vl A 27] 9
3710149 A HAEL 247} 31.7%9} 40.7%E H 7]
9} =AY ABAL HolA ¢rttH(Table 3).

Table 2. Incidence of National Cancer Institute-common
Toxicity of 5-FU/LV

Toxicity Total number Toxicities/
cycle/person
Non-hematologic toxicity 369 event 1.46
Hematologic toxicity 26 event 0.10
Total 395 event 1.57

5-FU = 5-fluorouracil; LV = leucovorin.

21(50.4%)°] 717 wol WAL, T 5O 2 HH]
(24.6%), TE(11.5%), TE@4.0%), 2A2.4%), BF(2.0%)
a8la FUHE0.4%)°] ol ATHTable 4). HAF7]
L 259 SAHCEE AERIB6%), 24(2.8%),
TE12%)S 2AH0.4%)9 =2 st oer, W
H), 7%, 229 Py gtk dAHo = 55ta
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Table 3. Incidence of National Cancer Institute-Common
Toxicity Criteria grade 1~2 toxicity: influence of gender,
age, and TNM stage

Age

Gender <65 years old TNM II/III
Anorexia 0.167 0.154 0.233
Nausea 0.553 0.478 0.483
Vomiting 0.153 0.598 0.665
Diarrhea 0.429 0.113 0.335
Constipation 0.220 0.589 0.128
Headache 0.064 0.522 0.517
Stomatitis 0.667 0.810 0.429
Alopecia 0.593 0.018 0.202

Table 4. Incidence in each cycle with National Cancer Institute-Common Toxicity Criteria grade 1 and 2 non-hematological toxicity

Ist. cycle 2nd. cycle 3rd. cycle
Anorexia 15 (35.7) 15 (35.7) 20 (47.6)
Nausea 15 (35.7) 19 (45.2) 20 (47.6)
Vomiting - - -
Diarrhea - 1 24) -
Constipation 10 (23.8) 10 (23.8) 16 (38.1)
Headache 4 (9.5) 5 (11.9) 5 (11.9)
Stomatitis - - 1 24
Alopecia 1 24 1 24 1 24
Total 45 (13.4) 51 (15.2) 63 (18.8)

()=%.

4th. cycle 5th. cycle 6th. cycle Total
25 (59.5) 25 (59.5) 29 (69.0) 129 (51.2)
24 (57.1) 23 (54.8) 26 (61.9) 127 (50.4)
4 (9.5 4 (9.5 2 (4.8) 10 (4.0)
2 (4.8) 3 (7.1 - 6 (2.4)
7 (16.7) 9 (21.4) 10 (23.8) 62 (24.6)
7 (16.7) 4 (9.5) 4 (9.5 29 (11.5)
- - - 1 (0.4)
2 (4.8) - - 5 (2.0
71 (21.1) 68 (20.2) 71 (21.1) 369 (18.3)
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Fig. 1. Percentage of patients in each cycle with National Cancer
Institute Common Toxicity Criteria grade 1 and 2 non-hema-
tological toxicity.
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Fig. 2. Percentage of patients in each cycle with National Cancer
Institute Common Toxicity Criteria grade 2 non-hematologic
toxicity.
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Fig. 3. Mean level of leukocytes (total WBC) and absolute
neutrophils count (ANC) in each cycle.
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Fig. 4. Mean level of hemoglobin (Hb) in each cycle.
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