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Abnormalities of gastric mucous membrane in
patients with steroid-dependent intractable asthma
Takashi Mifune, Fumihiro Mitsunobu, Yasuhiro Hosaki, Kozo
Ashida, Hirofumi Tsugeno, Seishi Harada, Makoto Okamoto,
Eiichirou Yumoto, Shingo Takada and Yoshiro Tanizaki
Division of Medicine, Misasa Medical Branch,
Okayama University Medical School

Abstract: Recently, we experienced two asthmatic patients with advanced gastric
cancer. The two patients had steroid-dependent intractable asthma (SOIA) who had been
on administration of corticosteroids for more than 2 years. To determine the influence of
pathophysiology of SOIA on stomach mucous lesion, gastroscopic examinations and
immunological examinations were performed in eight patients with SOIA, compared with
25 patient with non-SOIA. In patients with SOIA, gastric cancer, its precursor condition
and immunosuppressive state were observed. These results suggest that the immunosuppressive state in SOIA induced by the long-term administration of corticosteroids may lead to the risk of gastric cancer development.
Key words: steroid-dependent intractable asthma (SOIA), gastric cancer, immunosuppression, lymphocytes, IgG

Introduction
It has been suggested that patients with bronchial
asthma have risk of cancer less frequently compared

immunological examination in steroid-dependent asthmatics with those in non-steroid-dependent asthmatics.

SUbjects and methods

with the risk of control subjects l •2l • However, it is not

The subjects in this study were 33 patients with

well known about the incidence of cancer in asthmat-

asthma. Steroid-dependent intractable asthma (SDIA)

ics with immunosuppression caused by long-term

was defined when patients were treated with systemic

administration of corticosteroids. Recently we experi-

glucocorticoids for more than 2 years. Of these

enced two steroid-dependent asthmatics having ad-

patients, eight subjects had SDIA. Characteristics of

vanced gastric cancer. Patients with steroid-dependent

patients with SDIA and non-SbIA

asthma may have an increased risk of cancer. In this

Table I. All patients were underwent gastroscopy

article, we reported clinical courses of the two sub-

examination. To evaluate immunological conditions,

jects, and compared the gastroscopic findings and

mean value of white blood cells count, lymphocytes

were shown in
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ratio and immunoglobulin level in peripheral blood for

Case 2: 65-year-old man with aspirin-induced asthma
was admitted due to severe asthma attacks on

last three years were examined.

ovem-

ber. 1997. He had been treated with 15 mg/day of
Table I. Characteristics of patients with SOlA and

systemic corticosteroids for sixteen years. Serum IgE
level was 90.3U1ml. Specific IgE antibodies against

non-SOlA

common inhalant allergens. such as house dust mite,
So.
SIll.

fungi and pollen were all negative. In December, he

• I F

started to complain of abdominal fullness. The ab628

5/3

dominal ultrasonography revealed multiple low echoic
62 4

25

13/12

areas in the liver. The gastroscopic examination
showed an elevated tumor lesion on the anterior wall
of the stomach (Fig. 2). Histological examination

Results

revealed well-differentiated tubular adenocarcinoma.

Case I: 69-years-old woman with steroid-dependent

The patient died of multiple organ failure in May,

a thma was admitted at our hospital because of

1998.

epiga tralgia on May 1997. She had been treated with
IOmg/day of systemic corticosteroids for eight years.
Serum IgE level was 32SUlmi. Specific IgE antibodies
against common inhalant allergens. such as house dust
mite. fungi and pollen were all negative. The gast-
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Histological examination of the lesion revealed signet
ring cell carcinoma. Total gastorectomy was performed. The cancer stage was evaluated as T3 OMO-
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Fig.l. Gastroscopy showed irregular shape of ulcer
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roscopic examination showed an irregular shape of
ulcer lesion on the fornix of the stomach (Fig. I).
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Fig. 2 Gastroscopy showed elevated tumor lesion on
the anterior wall of the stomach. Histological
examination revealed well-differentiated adenocarcinoma.
From gastroscopic findings in 8 patients with SOlA.
two patients with cancer, one with adenoma, one with
hyperplastic-polyp, and four with gastritis were found.
In contrast, gastroscopic findings showed five patients
with hyperplastic-polyp, nineteen with ga tritis. and
one with ulcer of 25 patients with non-SOIA. Cancer

lesion on the fornix of the stomach. Histological

or adenoma were not observed in patient

examination revealed signet ring cell carcinoma.

non-SOIA (Table 2). White blood cell count was

with
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Table 2. gastroscopic findings in patients with SDIA
and non-SDIA
cancer

hyperplastic
polyp

adenoma

gastritis

ulcer

SOIA

19

non-SOIA

± 384.4 /mm3 in patients with SDIA, and
6273.8 ± 234.3/mm3 in those with non-SDIA Sig-

Fig. 4 Immunoglobulin in patients with SDIA and

nificant difference was observed in the two groups

significantly suppressed. No significant differ-

(p<O.OOOI). The percentage of lymphocytes in white

ences of IgA and IgM levels were observed

blood cells was 15.8 ± 1.98% in SDIA , and 35.47

between the two groups. *;p<0.05

8425

±

non-SDIA. In SDIA, serum IgG levels were

1.6% in non-SDIA. Significant difference was also

observed between the two groups (p<O.OOOl) (Fig. 3).

Discussion

In SDIA, the level of serum IgG, IgA and IgM were

±

1179.0

±

48.0mg/dl and

In patients with bronchial asthma, the incidence of

±

cancer is supposed to be low. Patients with asthma had

61.5mg/dl, 349.5 ± 44.8mgldl and 130.9 ± 9.0mg

low incidence of development of lung cancer com-

/dl in non-SDIA . Serum IgG levels in SDlA were

pared to the general population 3). The incidence of

more significantly suppressed than in non-SDIA (Fig.

bronchial asthma in patients with malignancy was

125.0

±

95.6lmgldl, 273.5

22.0mg/dl, respectively, whereas 1413.7

significantly lower compared with that in those with-

4).

out malignancy4). The results are approximately in
agreement with the reports of Allegra et aI 2), Mcduffie
40

et all. S) and Cockcroft6) et al, in which the low

I

SDIA

o

non-SOIA

incidence of atopic disease was observed in subjects
with cancer. These. results may be due to some
enhanced immunological activity preventing the cancer development.

However, the precise mechanism

of preventing the cancer development in atopic subjects was not clear..

wec

Lymphocytes(%)

In this article, a relationship between asthma and

Fig. 3 WBC count and lymphocyte(%) in patients with

gastric cancer was investigated. Gastroscopic findings

SDIA and non-SDIA. WBC in SDIA significantly

revealed that gastric cancer or precursors conditions

increased and %lymphocyte in SDIA significant-

were observed in subjects with SDIA, while no

ly decreased, compared to those in non-SDIA.

malignant or precursors conditions were observed in

*;p<O.OOOl

subjects with non-SDlA. Furthermore, low % lymphocyte and low serum IgG level were observed in
subjects with SDIA. These results might suggest the
possibility that the suppressed immune system in

abnonnalities of gastric mucous membrane in SOIA.

SDIA increases the risk of gastric cancer. In the cases
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screening in patients with SDIA seems to be needed.

of immunodeficiency, the relationship between the
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ステロイ ド依存性重症難治性気管支騰息症例にお

景国子 を検討する目的で,8例の SDI
A症例 にお

ける胃粘膜病変の検討

ける胃内視鏡検査,末梢血液分画,免疫 グロブリ
ン定量を行い,非 S
DI
A症例 と比較検討 を行 った｡

御船尚志,光延文裕,保崎泰弘,芦田耕三,布野

S
DI
A症例 においては胃癌 ･前癌状態が認め ら

浩史,原田誠之,岡本 誠,湯本英一朗,高田真

れ たが,非 SDI
A 例 で は認 め られ な か っ た｡

吾,谷崎勝朗

S
DI
A群 において,末梢血 白血球は有意 に増加 し,

岡山大学医学部附属病院三朝分院内科

らの結果 より,ステロイ ド依存性重症難治性気管

リンパ球分画 ･I
gG は有意 に減少 していた｡ これ
支鴨息症例 においては免疫状態が抑制 され,胃悪
最近,進行 胃痛 を合併 した気管支瑞息症例 を

性腫壕が発生する危険性があるものと考えられた｡

2例経験 した｡2症例 ともにステロイ ド依存性重
症難治性職息 (
S
DI
A)症例 であ り,S
DI
Aが 胃悪
性腫痔に関与 している可能性が考えられた｡今回,
SDI
A症例 における胃粘膜病変の臨床像お よび背

キーワー ド:ステロイ ド依存性重症難治性,胃癌,
免疫抑制, リンパ球 ,I
g
G

