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Investigation into the Effect of Gastric Secretion Inhibitor for the Prevention
of Upper Gastrointestinal Lesions Associated with Low-dose Aspirin
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In this study, we investigated the effect of histamin H, receptor antagonist (H,RA) or proton pump inhibitor (PPI)
for the prevention of upper gastrointestinal lesions associated with low-dose aspirin. We carried out a retrospective study
of 2811 patients who had been prescribed low-dose aspirin (Bayaspirin® 100 mg) for more than 30 days at Tokai Univer-
sity Hachioji Hospital from 2006 to 2008. We classified them into three groups: aspirin alone group (n=1103), aspirin
with H,RA group (n=844) and aspirin with PPI group (n=864) . Patients who developed upper gastrointestinal lesions
were diagnosed with gastric ulcer, duodenal ulcer, gastritis or duodenitis by gastroscopy. We then compared the inci-
dence of upper gastrointestinal lesions among the groups. The incidence in aspirin alone group, aspirin with H,RA
group and aspirin with PPI group was 2.54%, 1.54% and 1.04%, respectively; that of aspirin with PPI group being sig-
nificantly lower (p<{0.05) . Additively, the odds ratio (OR) of aspirin with H,RA group and aspirin with PPI group was
0.60 (95% confidence interval [95% CI]: 0.31-1.17) and 0.40 (95% CI: 0.19-0.86) as compared with aspirin alone
group, respectively. The upper gastrointestinal lesions were developed within two years in all groups. Our results suggest
that the combined administration of low-dose aspirin and PPI is effective for the prevention of upper gastrointestinal le-
sions associated with low-dose aspirin. Also, the pharmacists should be especially careful for upper gastrointestinal le-
sions development within two years after administration of low-dose aspirin, regardless of combined whether H,RA or
PPI.

Key words——low-dose aspirin; histamine H, receptor antagonist; proton pump inhibitor; upper gastrointestinal le-
sion; adverse effect
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Table 1. The Incidence of Upper Gastrointestinal Lesions in
the Patients Taking Aspirin Alone, Aspirin with PPI and
Aspirin with H,RA

Upper gastrointestinal ~ Aspirin Aspirin Aspirin
lesions alone with H,RA  with PPI
Lesion 28(2.54%) 13(1.54%) 9(1.04%)*
No lesion 1075 831 855

*p<0.05, compared with aspirin alone, Chi-squared test.

OR [95%CI]
Aspirin with PPI —— 0.40 [0.19-0.86]
Aspirin with H,RA —@— 0.60 [0.31-1.17]
0.01 0.1 1 10
Odds Ratio

Fig. 1. Odds Ratio of Aspirin with H,RA and Aspirin with
PPI

Aspirin alone

Aspirin with H,RA

Aspirin with PPT

0 20 40 60 80 100
Sites of upper gastrointestinal lesions (%)

Fig. 2. Sites of Upper Gastrointestinal Lesions in the Patients
Taking Aspirin Alone, Aspirin with H,RA or Aspirin with
PPI

O : stomach, M : duodenum

(A) RURMKGEEOMER (B) % Fig. 3122
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Fig. 3. (A) Relationship between Duration of Treatment
with Aspirin and Cumulative Incidence of Upper Gastroin-
testinal Lesions

@ : 100 mg/day (n=1028); M : 200 mg/day (n=66).

(B) Relationship between Cumulative Dose of Aspirin and Cu-

mulative Incidence of Upper Gastrointestinal Lesions
(n=1094). @ : Actual value; **+ : Fitted curve.
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Fig. 5. Estimated Incidence of Upper Gastrointestinal Le-

sions Every after Administration of 3 g of Aspirin
(A) Aspirin alone, (B) Aspirin with H,RA, (C) Aspirin with PPI.
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FEFETIMEE & BRI G R E OBREMITT 2 2 &0
T&., ENOBHREDITBNT, NMT7 ALY
> %% 100 mg 24 6 FMIRA L TWiz & TH{E
MHEEN R FBRLZEOREND D, HILERE
EORIBEZ IO Z RT EEZ NS
B, AEITIRZYEEZ NS, £/, BHTICEL S
THHEIN/Z AEn, 133.23% TH D, AR
N, HEEREZFAZEZFOAZWNREL TS D
LEEET DL, RARMEEEA SN

E51T, ML > TRHSIN/ZEHD AE
% i d 5 &, H,RA Of AR A # &% O PPI Of A
IRABET Y AU > B IR BT LN TRRELE
b R RIS E N2 T 0.66 5, £ 0.50 fi%
WA 5N, RFAEERD 0.60 £5 KT 0.40 fi5 & [A]
FROFERNMEF SNz, £z, AEL, EIZEHTEN
FTNREZ2HOO, 7AE Y CHMARAR, H,RA
OF A I A B S ) PPI BF AR BEIC BT 57 AE Y

O RMER G E ML E RS AR BUEE OBIfRIZ
o707 1 —)VZE/RL, y ZF—OfEE L TH
WMULEZERFYTHEEEZLNL. Lidio
T, AHIDICHLEREREAEBMEILY ALY
CORERGEEEBRNS D I ENRBINE. X
7z, MLE R ERBIE & A R OB (R 2 f# T L
FHER, WTFhOBIIBWTDH, AR ALY >
IC X DL E R ERBEEL, HGHRENS REER
HELLT3gETORMTRAERD, REEE
B 60g ETITRAITHAL, RERGER 90g
DT ERZORBITIZEAEA NN
EhRENZ. Lo T, BHTHRANHIMERERL
BEIZ R HDD, B EEENHOA I
MO S TEGHEN 5K 12 FLUNICERHARY X
U KB HEREO KIS MNHET 2 Z LUk
BN,

7272L, H,RA % PPI OfFHIC &L o THIHLER
EORBFEZERITIIHIETERNW I ENRSI N
ZTOHHELTY ALY 2Tk 5 COX-1 DIER]
MIBHEZEERICEL D PGE, &0 LT, BRIk
O], BEREMIREDIKT, BHERS WO T
Z5DIZHR L, HRA X3 PPI VL H B 57 ik D 1
DHIZUMERH LW Z ENEZ SN,
PllofEREy, KAEY A > LR WHE
HEHHITZZ LI, AR AEY >tk
WL EEERREZHNH TES 2 ENHSNTES
7. %¢iZ, PPILOJEAIL, KAEY ALY 2i2L5
HILERERAZ2ARICHHI TES ZEAURTIN
fe. Fie, YAEU CHMARAEE, HRA OfF kA
AU PPIFARABRE S ICEARY AU 21
KHHERERABRBBEEZIL, ALY > DORE
BREEEEARNHD D EAREI N THIZ, D
BRI TR TORICBVWTHEE () BRILUT, &
R LE R EREBBSE (AEn,) M35 ff
BOMMERLEZ., LENST, YA 23
HLEREEFIR S WHFEOFRIIANDST, 7
2 P ERBHBE W T 5 2 E9URE
I, 124 (300 H-600 H) LANIZ 7 AEY B
MAR AR, HRA DFFARARE, PPIOFHAARMARED
NTIBWT, WLEREEORBBENGWN I &
5, BRICBWTHEREWERNLETH S Z &N
RN T



452

Vol. 131 (2011)

1))
2)

3)

4)

5)

6)

7)

8)

REFERENCES

Hung J., Med. J. Aust., 179, 147-152 (2003) .
Catella-Lawson F., Reilly M. P., Kapoor S.
C., Cucchiara A. J., DeMarco S., Tournier
B., Vyas S. N., FitzGerald G. A., N. Engl. J.
Med., 345, 1809-1817 (2001).

Cryer B., Goldschmiedt M., Redfern J. S.,
Feldman M., Gastroenterology, 99, 1616—1621
(1990) .

““Goodman & Gilman’s the Pharmacological
Basis of Therapeutics,”” 10th ed., eds. by
Hardman J. G., Limbird L. E., Gilman A. G.,
The McGraw-Hill Co., New York, 2001.
Rostom A., Dube C., Wells G., Tugwell P.,

Welch V., Jolicoeur E., McGowan 1J.,
Cochrane Database Syst. Rev., 4, 1-60
(2002) .

Nakashima S., Ota S., Arai S., Yoshino K.,
Inao M., Ishikawa K., Nakayama N., Imai Y.,
Nagoshi S., Mochida S., World J. Gastroen-
terol., 15, 727-731 (2009).

Nishino N., Sugimoto M., Kodaira C.,
Yamade M., Shirai N., Ikuma M., Tanaka T.,
Sugimura H., Hishida A., Furuta T., Dig. Dis.
Sci., 55, 1627-1636 (2010).

Shiotani A., Sakakibara T., Yamanaka Y.,

9)

10)

11)

12)

13)

14)

15)

Imamura H., Tarumi K., Manabe N., Kamada
T., Kusunoki H., Hata J., Haruma K., Gas-
troenterology, 44, 126-131 (2009) .

Taha A. S., McCloskey C., Prasad R.,
Bezlyak V., Lancet, 374, 119-125 (2009) .
Nakashima S., Arai S., Ishikawa K., Kita H.,
Yakabi K., Gastroenterology, 45, 273-276
(2007) .

Yeomans N. D., Lanas A. I., Talley N. J.,
Thomson A. B., Daneshjoo R., Eriksson B.,
Appelman-Eszczuk S., Langstrom G., Naes-
dal J., Serrano P., Singh M., Skelly M. M.,
Hawkey C. J., Aliment. Pharmacol. Ther.,
22, 795-801 (2005).

Yajima K., Hodozuka M., Takahashi K.,
Tomigahara Y., Akashi T., Kawai T.,
Yamashina A., Kizu J., J. Pharm. Health
Care Sci., 35, 649-654 (2009) .

Abe S., Chiba T., Saito A., Abe H., Hamada
S., Prog. Med., 28, 1995-2000 (2008) .

The Dutch TIA Trial Study Group, N. Engl.
Med., 325, 1261-1266 (1991).

Ng F.-H., Wong S.-Y. Lam K.-F., Chu W.
-M., Chan P., Ling Y.-H., Kng C., Yuen W.
-C., Lau Y.-K., Kwan A., Wong B. C. Y.,
Gastroenterology, 138, 82-88 (2010).



