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The Frequency and the Course of the Adverse Effects of
Azathioprine/6-Mercaptopurine Treatment in Patients
with Inflammatory Bowel Disease

Jae Hak Kim, M.D., Jae Hee Cheon, M.D., and Won Ho Kim, M.D.

Department of Internal Medicine, Institute of Gastroenterology, Yonsei University College of Medicine, Seoul, Korea

Background/Aims: This study was to evaluate the frequency and the course of the adverse effects of AZA/6-MP
in Korean patients with inflammatory bowel disease (IBD). Methods: Medical records of the patients with IBD
treated with AZA/6-MP at Severance hospital from June 1996 to September 2006 were retrospectively analyzed.
Results: A total of 133 patients were studied. Male to female ratio was 1.3:1. The mean age was 31.7+10.9
year. Adverse effects included leukopenia occurred in 75 cases (56.4%), nausea/vomiting in 32 cases (24.1%), ar-
thralgia in 6 cases (4.5%), hepatitis in 6 cases (4.5%), skin rash in 4 cases (3.0%), herpes zoster in 3 cases
(2.3%), and headache in 1 case (0.8%). Most of leucopenia (58.7%) developed within 3 months after maximal
tolerated dose of AZA/6-MP and nausea/vomiting frequently occurred within 3 months after start of AZA/6-MP
treatment. Thirty-eight patients (28.6%) required the discontinuation of medication due to adverse effects.
Conclusions: Leukopenia was the most common adverse effect of AZA/6-MP treatment. Leukopenia and nau-
sea/vomiting developed frequently in the early period of treatment of AZA/6-MP in patients with IBD.
AZA/6-MP should be used cautiously to scrutinize bone marrow suppression. (Korean J Gastroenterol 2008;51:
291-297)
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27.1%) elx wA|EAdo] 239 (17.3%)°1U ). AZA/6-
MP FRAEES 14, 54, 10130l 22 3.5%, 152%, 29.5%
o, 72 Ak E B 38904 1, 59, 101 2+
ZV 17%, 27.0%, 504%R3, AFA gl 22 1.5%,
9.7%, 175%9.cw, wREAGNA 22 1.8%, 102%,
252%Avk(Fig. 1). ZE&Ho| AFE Azt wix|EA]
off i3l FHAEEC] EXARHP<0.001), AYA A
Tt WA EAS Zhol]l FRALE Xol& §loithp=0.266).
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Fig. 1. The cumulative rates of azathioprine/6-mercaptopurine
(AZA/6-MP) requirement in inflammatory bowel disease. * shows
the significant difference between the cumulative rate of
AZA/6-MP in Crohn’s disease and that of intestinal Behcet’s dis-
ease (p<0.001). Also, T shows the significant difference between
the cumulative rate of AZA/6-MP in Crohn’s disease and that of
ulcerative colitis (p<<0.001).

Table 1. Clinical Charateristics of the Patients
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Total Crohn’s disease Ulcerative colitis Inte’stln'al
Behcet’s disease
No. of patients (%) 133 (100) 74 (55.6) 36 (27.1) 23 (17.3)
Male:female 1.3:1 1.2:1 1.3:1 1.9:1
*Mean age, year (range) 31.7£10.9 27.5+8.8 35.7+11.0 38.8+11.2
(12-63) (14-63) (16-59) (12-54)
*Mean observation duration, month (range) 85.5+46.5 83.0+43.7 86.3+52.8 92.3+46.1
(12-204) (24-196) (12-204) (27-193)
AZA:6-MP 125:8 71:3 31:5 23:0
*Mean duration of disease, month (range) 46.2+35.8 43.9+37.4 44.1£30.4 56.7£37.8
(1-156) (2-156) (1-120) (4-128)
*Mean week to maximal tolerated dose, 15.7+32.8 13.8+34.9 23.2+36.7 10.1+11.7
(range) (0-233) (0-233) (0-158) (0-52)
*Mean duration of AZA/6-MP treatment, 32.5+27.0 34.7424.7 35.9+34.2 20.1£17.2
month (range) (0-142) (1-106) (0-142) (1-55)
*Mean baseline WBC count, /mm3 (range) 8,946+3,768 9,006+3,834 8,654+3,648 9,281+3,718
(3,200-20,640) (3,200-20,640) (3,950-19,780) (3,260-15,800)

* Data are shown as meantstandard deviation.
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Table 2. Adverse Effects of Azathioprine/6-mercaptopurine

. Intestinal
Crohn’s  Ulcerative X
Total . .. Behcet’s
disease colitis .
n=133 disease
n=74 n=36
n=23

Leukopenia (%)
Nausea/Vomiting 32 (24.1) 21 (28.4)
(%)

75 (56.4) 49 (662) 17 (472) 9 (39.1)
8 (222) 3 (13.0)

Arthralgia (%) 6@45 3@ 128 287
Hepatitis (%) 6 (4.5) 3 4.1 2 (5.6) 1 4.3)
Skin rash (%) 4 (3.0 4 (5.4 0 0
Herpes zoster (%) 3 23) 227 1238 0
Headache (%) 1 (0.8) 0 128 0
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Fig. 2. The cumulative occurrence rates of leukopenia during AZA/6-MP treatment. (A) Leukopenia after the initiation of AZA/6-MP
treatment. (B) Leukopenia after the maximal tolerated dose of AZA/6-MP.
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