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Aspirin irreversibly inhibits the enzyme cyclooxygenase-1 and depresses the production of thromboxane A,, and
also exerts antiplatelet effects. On the other hand, it also depresses the production of prostaglandin E, (PGE,) and in-
duces gastroduodenal lesions, which are often seen in patients taking aspirin. The aim of this study was to clarify the
degree of gastroduodenal lesions induced by low-dose aspirin. We investigated the incidence rate of such lesions induced
by aspirin and non-steroidal anti-inflammatory drugs (NSAIDs), and performed theoretical evaluations in a retrospec-
tive study. The incidence rates of gastroduodenal lesions in the low-dose aspirin (#=1103) and NSAIDs (n=1856)
groups were 2.54% and 0.27 %, respectively, which was significantly greater in the aspirin group. Furthermore, the cal-
culated value of inhibition rate of gastric PGE, was significantly correlated with the actual value after administration of
aspirin or NSAIDs (r=0.902, p<0.05), which suggested that the calculated value reflected the actual value. The calcu-
lated value of aspirin (98.9% ) was higher than that of NSAIDs (3.67-70.8%) after administration of the drugs with the
standard doses. Our findings indicate that the incidence rate of gastroduodenal lesions induced by low-dose aspirin was
higher than that of those induced by NSAIDs. Therefore, we were able to perform a theoretical evaluation of the occur-
rence of gastroduodenal lesions.

Key words——aspirin; non-steroidal anti-inflammatory drug; gastrodudenal lesion; prostaglandin E,; cyclooxygenase-1

DOREEZMEIL, HLEREZEET D.?

b3

T A 3G MUERZA L, R
BWTIMREROBEREFHIIARETHW SN TW
%, ZO—/T, KARBCHMNDOSTEIEREL
THERENER FEEQMEE /> TNn5. Y
7AEY iFmAARo s a0xF -8
(COX)-1 ZIERHMICHET 2 Z &Ik, MMk
WEHEICEE 595 hO 2 ARFH > (TX) A, DL
EHEL, PUMIERZ-RT. —FH, TAEU >
I LB RIS EAE S % COX-1 HIHEL, WLE
WRGHK T THhE TRy T 52 (PG) E,

jilll

TR IR FH AR R BN R AT A R, O R
AR AT N E TR B SEAIRY, <R Mg N R

*e-mail: yamada @ps.toyaku.ac.jp

COX &, 7I7F RBITIEA L PGG, 2% C
PGH, ICAH T H58FETHD, COX-1 LT COX-2
WHEIND. COX-1I3kk 2 InflfRICB W THE
LTHBO, M/IMRPEREICHEHEMICEET .Y
—7%, COX-2 13— RIER EDFIITE > T
HEIND. Y

TAEY VIZKDEBOVS AR EDHLERE
i3, FAEOBHEREIRZHEDT, I Iz &
STHAIND ZENELL, YD 2DLE, YAV
U MIER 28 L TWwb 7=, WbE iz ik
MU < HEHENRT 2DV, KARY AY
UKD EEREICEL T, RBEHEESOR
HIH2HDD, 40 ZOFEBAEDREEILE BRI
fli SN TR0,



1086

Vol. 131 (2011)

T TAMETIE, £7, AEYAEY 2Tk
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1. EAE7XEY > & NSAIDs (T & B H(LE
BEEORFIEED LB

1-1. MRBEFE  HRIIEBBRPEELRASEA
Erwbt (LA, #HilEK/ANEFRED 1TT, 2006
1 H1THMS 2008 4E 12 H 31 HE TO 3 4FE[H
2, ABEKRUALRICTRAEZEY AE U 28 3
NSAIDs # #4330 H LA B S /-@BEE L
o 2B, MEFHEWM® 2006 F 1 H1HEDLL
RIS MRERD GRS N TWESRIE, D
b D7z, AHRIIHARRETH DD, L
HHEEENRSERER, § - TEBICOERRED
HIEERZRAZEBFICHEITIN, X HiEE,
TRBR KO RGBSR SN B E Z
fbEBMERBEEFE L. b, AR AEY >
& NSAIDs #ffH L TWwiz 3%, NSAIDs % 2 Al
PIERALU TW= ¥, RIBKEATOA REHIZ
AL TWEESE, ANJanNyy—-r oGtk
R EN D HBEFIRANA L. £, BEXAF IV
H, ZEREPE LS T O N R T HERZRA
LTWEEBEBRIA L. 72720, BREAESIC
DNTIE, V7 OZ b=)UidBRA RS E L 7228,
D EREEALEFNC DO W TIHMEARY AEY Vick
L ELEREEITHT S5 THAIROITET > AN +5
ThWiew, D SEIOFHETIIRN L .
AWZEE, HRERRFE AN MEZE AR OR
MR TR B R R R AR B DRI
EEUS%, 1o/, £z, AHRIEI I THEOBEE
BRHZ X 2 MR BRI RTH 5720, FEHHIE

BT 2 mEREEEHICAID, HEER/AEFRHELICH N
THIROBEZRAY —ICXDIEHTH I EITE-
THREENORAZERMEL /2.

122, WREH (EKHARETY AU ®HEL
T, N 7AE Y >%¢ 100 mg 2 X KA & L=
NSAIDs #ANIHE R/ LTI O 16 Bk 17
mED, Y7 xF7FRNITL (T FT Y
A®HT IV 50mg), 17707 (FI)IV 7
OEE100), A RAZ Ty (A7
J—®h7t)L100mg), ThRFZ7 O\ R
200mg), YL hTFO7 x> (XA 80), PV
O7xF7F UL GRILY L % 25mg), ¥
ra7xF7F MU LARBEERF (RLy L ®
SR A 7w 375mg), AU T (U JU)L®
$8100), L aF> 7 (L av s A% 100
mg), Fr 707 x> (XU L%E 200 mg),
FroFtr (FAFH%E100mg), FT AR
> (LU 7z 2%E400mg), A7 ) A (R
& —)L®h 7 ) 250mg), AOFTHLA (E—F
w 7%E 10mg), BTV T (P RA O%E
75, OFV 7Oy z>FhUTL (OF) =%
60mg) KOO/ F AL (O LCHE 4 mg)
ERGEFE L.
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TROHHIZODWTHEZITYL, HILEREDHIE
WLz Uz, SAEEB IS SEH O Ik H B,
THLE R EOFEBIERAL, St R EEH D FiE & KR OOF
RAEE LU B, N7 AEY >%¢ 100 mg %
IRAL TWwizEEZ7 AEY VRAREE, NSAIDs %
RA L TWwi-# %2 NSAIDs IR B E L7z,
IR VA N A e R 7 A T LR L T T o 72
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TROZRAMMICOTT, 7AEY URAREE
NSAIDs AR B BT 2 HILE R E DR B E 2 5
HUZ.
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Y, EOoFhLELE 5, EREFER—O
FEETIIRWD, B NOFMILIZH TS PGE, FEA
292 IC,, fEOHENHZOFY TOT7 0 H
K gEEY &Lz

2-2. EYFEFHYNT A — Y RUENFRINT
A—%  NEEWOREHR, 7TE, el
HSEMIRE (Comay), MIEH S N7 IERE L5034
(f) T 27— 2 LI DNEL .92 %
T, BIPFEHENT A= ELT, FEPYOHIIHBT
% PGE, BEAITK T 5 ICs i 2 XHE L D INE L
OFY 707 x 2SO EEY D ICs, 13 [F
—FEBRIZTE hNOBFERICE > THESNLTRIZH
Y ZE 6 IRERMNTAZEICLVERINZT—%
FRHWEYOFY Oz B0WTIE, kiR
F—H X0 ICs EMESNEMho7220, BEhOD
BilgicoFy 7o7 « o RUOZOEERBMTH
HO0FY 7071 -OHKZ 6 BERMNT S &
WWRODEHENTZ IC, iz HIT IC, 2R L
. oFvryoryzrrtoFy o7 o -OH
KD ICs fEOFEHIZ, FEL DM XITHmE N B >
oA Y RAZ T 2D ICs i kT 1Cy, il % HHEIZ
W, FRIORTHIETITO 2.

OFY 7072 RUOA 2 RAY T 2D IC E
& ICs fEDBEfRIX, Eq. (1) RUQ) TEHTES.

a‘.,

1ck,
70=——-100 1
ICL, +1CL )

ICh
70=——-100 2
Ich, +1cT, @

ZIZT, ICk, ICLIZOFyY 707 £ 2D ICy,
ICs fi %, IChy, ICk 11 > KA 22 ® ICy, ICs
%EmxRd3. 2L T, Eq. (1) & Eq. 2) & D, Eq.
3) DEARENELNS.

IG5 _ICY
IC, ICY,
DX D, Eq. 4) DFERNESNS.

(3)

ICH, : IC},=IC¥, : ICY, 4)

Z T, ICh & IC T —EB OEZMRAL,
ICh icoFy 77« 2 HUANDEY D ICs, A K
DHENLEEBROITBITEA L RAY T >0 IC %
RATHZEICLD, TOERYEKGETTESND
OFy 7720 ICy EeR Lz, £/, [
FOFIEIZT, oFY 707 > -OH KD ICs, il
HRERHLZ.

2-3. ENTOE PGE, EEHEXORY 4
LIY) O I HE P IERE G REYRE (C) RO
MOBIZHIT S PGE, EEAHFIZEIT 5 ICs, i &
Eq. G)IZTRAL T, RMNTDE PGE, FEAHER
(D 28BHL L.
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2-4. B PGE, E£HEXRORAELEHBELD
Bk Eid23. oXEX0EHBINAZTMEN, *E
BXICE MITBWTEYIRAR DS © PGE, A HEF
RERML TWDNEMEND S0, BERFHO
PGE, FEA FHER O FERIENGF S5 NI EY) 20w 5
12, ERE E BT DOE PGE, A EROE HE
EDORERIZDWTHE L. H PGE, EAHERD
FEMEL, YR RTRICE BB T O PGE, &2°
HIE I Nz @i E AW Bt oH PGE, A
FHEROEHNL, FHEZLSIHLZRECBT5E
AR AT R 22 20T, 2 DR s D I B o IR A K
YR & A SEMBREHR OT — S M S EHL,
Eq. G)IZTRAL TR 7.
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EORSEMEE (Chua) KO ICs fEi % Eq. (5) X
X Eq. (6 ITRALT, EMTOHEKNE PGE, EA
HER (I, Z2HEHL, 7AEU > & NSAIDs &
D ZEITo 2. 2B, EYBHEZN/INT A=
DWTIE, HAANIZBTS2TF—%Z2HWn, &EYOD
T 1 [EH A EO PR i 2 Wz,

] R

1. EAE7 AL > & NSAIDs (T & B H(LE
BEEDORFIEED LB

1-1. NSAIDs (CL D H{LBEEEDREI  NSAIDs
AR 1856 44 (OFy 707z >F UL
13554, L aF2 7 11414, ThRF 2 1158
f, AOFTAL 98%, FTOFt> 454,
47707z 4%, YryaJzrrF Ry
LRBERLA © 45 44) Td o /=, NSAIDs g fi##
DOIL S ATBWTHILERENHEEL, IRHLT
W7z NSAIDs OfEFEIX 3 B TH > 2. TDWR
W, OFV 7Oy >F NI OLAN3IH, AOFT
ALMN14%, F70FtonN14Tho /.
NSAIDs (T &k 2 ¥ L& fEE OFRBISEEIL 0.27% (5/
1856) Td o /=. 723, NSAIDs iR HEE D15 4E i
13 59.1+16.7 5%, TERNZBIE 844 &4, ik 1012 44
Tholk.

12. EHE7ZXEY L (ICLBHLEREORR

Y ZAEY VRABZ 1103 4 TH o7, T AEY
CIRHABED D B 28 KB N THILERENFE
L, 7ZAE U 22X 2 WL EREOFEBEEIX
2.54% (28/1103) Tho/z. IaH, 7 AU Uk
FABED AR BT 67.6+12.5 1%, MERNE B M 659
%, P 444 B THH T,

1-3. 7ZRE CBRAR L NSAIDs lRARDHE{E
TEEORBHEEOLE TAVYU VIRARKE
NSAIDs AR B D W THILE R E O F B E % I
L7z, E/2, WMEICHTHHEMERERIBEED
SEEEEAIR A H R bk U7 f R, 7 AU 2 IRA
T 680.9+583.1 H, NSAIDs i H# T 257.0+
3028 HTHD, YAEU VIRHABDIZ I NEEIC
IR BN EN> 7 (Table 1), &I T, WEOkK
R Z —@IC UMl 572912, AR &
HLEREEORBIBE Z higat Lz, Y AU >
ik F ¥ & NSAIDs flie F B 12 D W THR A IR 2 150
HELF, 200 HELF K250 HEA FIZF 723854

Table 1. Incidence of Gastroduodenal Disorders with the Du-
ration of Each Treatment in Patients Taking Aspirin or
NSAIDs Alone

Treatment Gastroduodenal

duration disorder Aspirin NSAID

Disorder 4(1.04%)* 3(0.19%)
No disorder 380 1567

~150 days
Average treat- g4 84539 109.3+12.0
ment duration
Disorder 7(1.47%)* 4(0.24%)
No disorder 468 1668

~200 days
Average treat- 14 64458 122.0+27.2
ment duration
Disorder 10(1.82%) * 4(0.23%)
No disorder 539 1717

~250 days
Average treal-  1s¢ 7640 122.0+27.2
ment duration
Disorder 28(2.54%) * 5(0.27%)

Entire study No disorder 1075 1851

eriod
P Average treat-

. 680.9+583.1*%* 257.0+302.8
ment duration

* p<0.05 as compared with NSAID, chi-squared test, ** p<<0.05 as
compared with NSAID, unpaired ¢-test.

4 IR R D YA L A e 2 0D SR FR AR & YA L he i
BEH O AR HE % Table 1 1TRL 2. &
AR I R iR E B, 7 AEY SRR
I& NSAIDs ik F# & 0 & HLE REE O FEB B E N
ARICEMEZ R Uz, SFEEFIIRA B RICB N TS,
250 HEAF £ T3 ICAE BEITA S NRMh > T2,
Lo T, YAV VRAEEZ NSAIDs fix A #EI L
NOHEEREORBEFENARITE N I AR
N7z,

2. 7ARE YRV NSAIDs (C & 24 {LEREE
O fe bR D F A

2-1. B PGE, BE£HAEFXRORAELEHBELD
Bk  Table2 iCCE L D ESNHEMAF O
PGE, FEAHERDOFERAEZ R L=, EHMEEL
T, YAEBEY iZ1[E 81 mg 1 H 1546 HEARA
2 REfItg, 7 0F 13 1[E 500mg 1 H 2 [A] 28
HERMAE, 1778072213 1E400mg1 H 3
[\ 10 H AR 90 438, o H A1 1 (6 20 mg
1 H 1A 7 HERA%OE PGE, EAMERDST —
INREEN. BB, 1 FAY 1 [E 50 mg
1 H 3[E 28 HERA 4-5 K [#1% O 'H PGE, #EE
FEHRLE, 1[E50mg 1 H 3= 10 HEMRA 8-10 Kifi
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Table 2. Actual Values for Inhibition of Gastric PGE,

Duration of

Dru Dosage Usage administration Time after last Actual Calculated

g & (per day) (days) administration value (%) value (%)
Aspirin 81 mg 1 46 2h 88.99 98.9
Naproxen 500 mg 2 28 More than 4 h 68.719 84.2
Ibuprofen 400 mg 3 10 90 min 83.81D 69.7
Indometacin 50 mg 3 28 4-5h 56.6'2 64.4
Indometacin 50 mg 3 10 8-10h 3.419 2.8
Piroxicam 20 mg 1 7 — 55.59 37.5

—: not reported.

#%DHE PGE, EAHERD 2 ODOOF—¥ 05507
2%, WiT—% EBHICEREE L THWE.

H PGE, pEEHEROEHIfE A Table 2 12, |
i EEHEE D% A Fig. 112RrLE. ANToO
B PGE, EAHEROFEMLMEIX, ¥ AEY >0

98.9%, ;F7OFtA384.2%, 417707
69.7%, 1> RXAZI>%Z1EH50mgl H 3I[H 28

H IR 4-5 B & O 64.4%, 18] 50mg 1 H
3 [0 10 HARSE 8-10 K% DfEAY 2.8%, EOF
SHAMIS% THoz., 8B, 7AEU 2IZ
COX-1 ZIErHHICHEL, HIZBWTHZDMH
EERTIE<FEHTS. 7AE Y > 81 mg ik 48
Refil 2 X Cldm W E PGE, FREAER A< Z & A H
HINTND. D I5IZ, 7AEY I3 iE%k R
73 24.0+£7.8 7319 LIEFIE L, BRE IR E R E
B (Thaw) 234184010 LB THD. <
Dz, 7AEY >DOFE PGE, [HEEMIZ, 7AE
U UIRABD 5 Toe £ TIRZ OB SICHITS CL T,
Toax 205 48 BE £ Tl Clpax WWHKET D LT
L, YAEU >0 BT DE PGE, PEAHERIX
Clox ZHWTE L., £/, EOFTHARS
Wi, H PGE, PEAEHEFEROIHMHEDHIC 7 H
MRA%Z O " EREESEEH I N TWiaro 7z L
MU, 7 HEIRA% 0-4 KER LN ifn 5 i S0
MHEINTW =20, ZORICERNTbN-&
RELT, EMTFOE PGE, EAEHERZETL /-
H PGE, M A HEROFIMIE & Bt DF PGE,
PEAELROHEME & OMICIX, y=0.958x, B
%%00.902 DHELRBEBRNE SNz (p<0.0001).
L7=-> 7T, HEmpICHEM L Z&EYEE5%0 B
F DE PGE, ML EFRNFERIMEZ K d 22 &
NI NIz

£ toop -z

o5 ;; 0.0001 Ibuprofen

O ’ ) Aspirin
o L

g 80

$t

z

&0 Naproxen
5 60 ®

.S Piroxicam Indometacin-1

S

= 40T

.8

G

15

2

2 20

>

s Indometacin-2

5 0 . s .y
< 70 20 40 60 8 100

Calculated value of inhibition of gastric PGE, (%)

Fig. 1. Relationship between Actual and Calculated Values
for Inhibition of Gastric PGE,

Treatment condition; aspirin, 2 h after administration 81 mg once daily
for 46 days; naproxen, 4 h or more after administration 500 mg twice daily
for 28 days; ibuprofen, 90 min after administration 400 mg 3 times daily for
10 days; Indometacin-1, 4-5 h after administration 50 mg 3 times daily for 28
days; Indometacin-2, 8-10 h after administration 50 mg 3 times daily for 10
days; Piroxicam, 0—4 h after administration 20 mg once daily for 7 days.

222, HRAACKTZ2EEYESEDORENTOR
PGE, EAHEROHE  2-1.1TBWT, FEHlfE
ERNTDE PGE, A FERO R HEDMIC BT
RBARN DD ZENRWHEI N0, TAEY >~
MU NSAIDs 2 HEOHTREOHETHEG L /-
FFD Cluax Z FHHNWT, AT ORKE PGE, FEAEM
BR (In) ZEHLUZ. EHT2BRICHWZEY
BIREFIIN T A—F ROEIJEHNTA—F &, B
H U7 BT ok KE PGE, A HEZ % Table 3
WRLE. 5618, EEYOREM L ERNTOREKR
H PGE, EEAERZ Fig. 2 1Rz, 2B, OF
V707 >DICs fEIE, 12 RAZ T 2D ICs
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Table 3.

Administration of Usual Doses of Aspirin or NSAIDs

Pharmacokinetic Parameters, Pharmacodynamic Parameters and Calculated Maximum Inhibition of Gastric PGE, after

Median Cp, . ES.D. Cf +S.D. Gastric Lnax (%)
Drug standard dose MW ) fu Cum) ICo(um)  (—S.D.~+S.D.)
.. 81 mg 98.9
15,16) ’
Aspirin onceadry  180.16 6.58+1.68 0.417  2.74+0.70 0.03 (037 ot0.22)
Naproxen!”19 200 me, 230.26 126.2 0.01 1.26 0.52 70.8
twice a day
200 mg 53.5
19) >
Tbuprofen S times nhay 20628 8047£436  0.01  0.80+0.04 0.70 (L3 1.31)
. 25 mg 475
20,21) 4
Indometacin 3 tims aday 35779 7.69+1.31  0.10  0.77+0.13 0.85 (4ot som
. 400 mg 17.7
22) >
Oxaprozin omorane 20332 25354852 00025 0.56+0.02 2.62 (0854059
. 37.5 mg 6.0
23,24) s
Diclofenac e a 29513 1484039 0.0l  0.01-£0.0039 0.23 (154 1.49)
o 20 mg 5.5
25) )
Piroxicam onceay 3138 6.28+0.15 0.008  0.05+0.0012 0.87 (—0.12540.12)
Loxoprofen26:27 6omg, 24532 2055£110 003 0.62+0.03 25.08 367
Loxoprofen-OHz26.2n 3 timesaday — 54e 3.4340.08 0.072  0.25-0.01 9.14 (=0.15~+0.15)

M.W.: molecular weight, I, maximum inhibition of gastric PGE,.

100

80

Maximum inhibition rate of gastric PGE,(%)

Aspirin

Fig. 2.

il 0.40mM, 22 OFY FO7 x>D ICy & 11.8
mM2D A > R A Y 22D ICs fili 0.85 um® %
WTEHUZEE, 25.08uMm THo =, [FEEicO
FV 707 1 -OHIKD ICs flilL, 1> RAZ
> D 1C, fE 0.40 mM, 2 O+ 707 > -OH &
D IC7 il 4.3 mM?D R TUA > RAY 2 > D ICs
0.85uM® ZHWTHEHLUZHEE, 9.14uM THo 7~
BT OmKE PGE, FEAHEZERIIT AEY >0
98.9% b m<, DWTFH7OFtA70.8%,
A7 707 2MN535%, 12 RAZ TN 475
%, AFHTOON177%, PruaJzFrrMm

60
40
20
" l 0 I o I =

Naproxen Ibuprofen Indometacin Oxaprozin Diclofenac Piroxicam Loxoprofen

Maximum Inhibition of Gastric PGE, after Administration of Usual Dose of Aspirin and NSAIDs

6.0%, EO0F LN 5.5%,
3.67% DIHETH > /z.

E-1 =

KAEY AU VX2 EMEREDFEFHEEH
S5MMICT A0, T 72U VIRARE
NSAIDs iR HBEICHBIT 5, HLEREOFRBEEIC
DNWTHRF L., AEORSEFHICELT, 7
2B iR B L NSAIDs R EEORIC, SEH4E
MTHEEZE (p<0.05, HEDBRWHE) NH->
b0, ¥YAEY UIRMABETIX 67.6112.5 %,

OFy7O07 x> i
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NSAIDs IR B TIE 59.1£16.7 % TH D, WMEEE
HITFHER SORU ETH o7z, BiEBEORER
1%, 55-64 % TE—2ZITEL, 65 %L BTl
MICHDEREINTND. D KXo T, AFKEOKR
KEBERDN, HEEREOHRBERIINSRPE
FE5ARBRWEEZ SN, F£iz, AU XAIHE
EIETH D, NSAIDs DFEEEICBNT, IRAEE
BB TROMNECKEED, COX-11ITHT 5
ERERXDEN, DFED, FERTHNHEERZRT
TAEY &, AMHEEEREZRT T ALY 2L
44 @D NSAIDs 127388 L TIHLE R E O F BB E %
s U7z,

HLEREORBMEZRMEL 2R, 7AEY
VIRABIC BT 2 IHCE R E O FEB BT 2.54%
(28/1103), NSAIDs iz I #13 0.27% (5/1856) T
b0, 7AEY CIRAREDIZD N LERED T
BHEIAZRICEMEERLE (p<0.05, 22HE).
NSAIDs R ABEICBWNT, HLEREDEREDRE
i D F TR —528 T D 1Cso il D5 7115 5 N7z
Mol dRBN > AT F 0 A THEILER
ENTLRBI U2, AARITB TS A0FS LD
WL EREERB L 1.02% (1/98) THO, EHN

s E T O K B & O ELE TR RS O E A D
FERIT0.3% (18/6693), LiEHEmH 1.1% (72/
6693) TdHD,? FEBEEE L TIXFRKROHE LT
Sl ENRBEINS,

—7i, 7 AU Yk #E & NSAIDs Ik H DO H
LEREFRBULHE OFEEFRA Bz Uiz &
A, 7AEY YIRABOIES WEEICEN - -
Z 2T, IR Z —EIC LB O LE R E D %
BBEICOWTHIEELZEZ A, HLERERIE
HONEFEAIRA HEICENA SN2 D > 72 250 H
UFiZBnThd, WLEREDRBMEILY ALY
SRR BEAY 1.82%, NSAIDs R FHBEAY 0.23% &
BEicEEzER LU (p<0.05, 2 #E). L&D,
RHAEY AU 213 NSAIDs & 0 H L& ED
BRENENT ENREBI N

AREFTOFERTIE, AR AEY 2k 2¥H{b
EEEORBEMEIL2.54% THD, YAEY > %
75-325 mg/day @ & T 28 HRELA BRI L T/
BEICBWT, HATEEREN 10.7%, 5 AMRE
BN 63.1% FHI U 72 & WD M OBESR &S RO, N
A7 A 2% 100mg 28 6 F£MRAL Twiz

BEICBNT, HEHEREN 12%, 5 AHRE
MA1%FEH U2 & WD EINOBEHR &Y & i U TR
BZERLUE. ZREAFAENHKHIRAETHD, L
L ENEERAE OEITAE /R E D HREERZ
FABECREL TWZ0IIH L, BHRETIEHE
HREIR DR VWEEZIC DN TH EERMLENEERE
EEITLTWEZ LD bDEEZLNE. 25
2, BAETY A X B LERET H AR
MEZ LW ENRREDINTNSE D, 2l L5
HLENREREZ T COERREXZD S, ¥
{bEEEORBBMENEEZ RLZEEX 5N

KIZ, 7 AE Y > U NSAIDs 12 & % {l4{b % b
EDERIEDEIZDNWT, H PGE, EAHESR
FITHERIFE G 21T > 7z, BifE, NSAIDsIZX5H
FEEREE DR AR ICBWTIZEIC 2 DOHNE A
S5NTN5S, 1 DIIAE THID iz NSAIDs 23
PG &£ TH 5 COX ZHET S I LIk D,
BARE DN PG 23087 U K B A R 38 1 M
T92EEbiT, HBRBENBMEREEEZ DS/
THIBEEENFATHENVNIEFTH S, ol D
1%, NSAIDs IZ&k 5 HHERATOBEEEETSH D,
fi £ NSAIDs |3 FeN pH DSBS FTIEA A+
AL U RS 720, IBAETEO BARIRICE D A £
N5, BRESHHEISEWZD, HFZN O NSAIDs
WA F AT E H 2L, BRIESEE S N
LHFTH5.

=L, A7 AEY > 325mg LLF) 128
WTIZ, Kelly 508EICL D&, Fg, HIREEGS
§E I Ve S DAL E R E QM U X 7 3% 2.6,
3 k27 THD, BETHBBOMMIZET S
XU A7 B4 2.4, 2.6 126 THDO, Al
THEENRD NN 7230 Lizn>T, B
JIZB T D EEEML DI COX 2N L 72t F D F
MHLERENOFGNRENEEZ L 5N,

T A AR AU Y 0.4 R & FEEIC
HhizcebhnbHHd, 1R 81mgZ 1HI1I[E46 H
MR 2 Ke 1% O PGE, A E RIS 88.9% T
b0, BERTHENS 48 K% £ TI13H PGE,
RHEFERNT TR GHICHE L THRRICKEZ
R ENHEINTNS. D —F, A2 RAZ T
>7Z 1A 50mg 1 H 3 [A]28 HRERA 4-5 KefE & O
H PGE, MR ERN 56.6%,2 1[0 50mg 1 H 3
[ 10 H#k A 8-10 Ki[#1#2 D H PGE, PEAEHERMN
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34% ENDMENDHBD. DA RAF DM
WA INER 17 BERITH D, AR 8-10 KefH
BTIIEMIITFTARNLOHELL TS, DFD,
7 AE U 1 COX-1 & IERHMICIHET 2729,
PGE, OHREREICR R ZE T 57, 12 RASY T
DX D75 NSAIDs I3 n[HMICIHET 5720, B
PGE, JEA M ER XM PR REITIKEF L,
PGE, OWRERIEMNEWEEZE X 5N/, £ T,
NSAIDs |3 COX-1 Z R ICHET 220 I
PGE, OHHRERIEDENDIZH L, 7 AU 133k
AN HET D 2 &12 K D PGE, O HEAERIE 235
Wizh, TAE U K D IMLE R E O R B N
NSAIDs & B TEEZRT & WD (EZER & B4
U7z, 72720, AW TIEHAANCBIT S, k5
W 5-Ri% DH O PGE, MEEHEFRDOHEN/RMN >
fefe®, HEANDOE LM O PGE, A HER
AWz, B PGE, EERED ANEAITET 2 #HE1T
BN o7, Fx OBRPZARITHT S K HEIT
BT, #EEMNM W EZ2bNONIESHREL T
W50, 339 A\ TREREVIZRVWBDEL
THEt L7z, 72720, HEARANEHEANDE PGE, #
A RE D [RIZEMEVZ A 5 70 Tl 7R W 72 D et 89 72 34 1
LW, AFEICBWTY AEY > KU NSAIDs
2B DL EREE ORI D W T O KRRl
IIAHETH B EEZEZTNSD,

ZT T, XL DES5N/-E PGE, EAERD
FRE &, EYBREFER N T A —F [ O ICs i %
FAWTEHBLZAENTOF PGE, EAMEROHE T
BEOEBEBRGLZMEE, mHEOMICYy=
0.958x, FHE(%%X 0.902 DA & s AHBEBI R 15 5 1
2. 72720, x OfREM0958 &1 XD/NhE<L, A
M DE PGE, A B ## 0 B HHE IS S HIE & g
LTETEWENEH I N, 2, ARETIE
fREEE R (K) NEosNBhoz/zd, ICs Ed %
FAWTHEMNT @ PGE, BEAEHFRZEH L2 &I
£BEEZENS. UL, MEOMICHEERER
NNzl ens, A—EBREHETIIBITS
ICso fili 2 W TRMNT O'F PGE, lEAHE R 2 H
T5ZEITED, EYHOE PGE, EAHERDME
J& 2 HRIC Ll 5 2 LI ATRE T H B T EHURE
N/,

HEie 5% O 'H PGE, ML HER O F R & B i
il & ORICBEE N R I N0, HANIZY AE

1) >} TX NSAIDs % & i & O H 3L O &I12 T
HLURBORNT ORKE PGE, e HERZHEH
LT, Mt ziro/z. RNTORKE
PGE, EAEREZEM LR, 7AEY >0
B.9I% L bEEZERL, VT, Fr7oFt2n
70.8%, 17707 x>2M53.5%, {2 RAY I
Ma1.5%, AFHF 70PN 17.7%, Y07 zx
FTUM6.0%, EOFALMNS5%, aFyTO
T M3.61% THok. ARRICBNT, &7
Ot > OHERERTEEL 2.22% (1/45) &
EWHOD, TAEY D 2.54% (28/1103) XV
Ko/ FEIZ, F7aF > 0RMNTOREKRE
PGE, A HERIZ70.8% EEW0nHDD, 7T AEY
2D 98.9% KK, WLEEERBIHE SRR
H PGE, EAMHERIIMIGL Tz, g, +7
Ot V3 bEREFEEN &GS, YAEY > &
F7OFt > O LERERBICE T % a1 EE
ALEGBRICBNT, F7OoF 37 AEY >~
ERIBEOE +IRIBHEREE 2 BB T 5 E WO #H
HEZRTIHDOEEZONZ. W £/, OFV T
07 x> OELERERBIRIT 0.22% (3/1355) &
KMETHO, AT OERKE PGE, A HER
3.67% EARMEZ/R L, W ORERIIHIEL TW.

INSOMITITRD, BT OREKE PGE, EA
FHERIZTY A >N 90% L EERESEWHER
EIRTIENHLMNERD, THITAEY VIZ
COX-1 ZIER[HICIHET %728, M PGE, FE
AR ERNERRFER T2 EEZ 6Nk DFED,
RARY AU 21F, NSAIDs &0 b, WbEREE
DIFFEMENE N E VDRI ZE FHERITRT 2 ENT
ElEEAONS.

ARWFEIZBNWT, YA VIIEHARIZBN TS
HEEREZBENIEEICH NI &%, NSAIDs &
D HCHRFRAS J OV 3 B 21 2 D W = BEER I BRAT 1T &
DR ZEMTER. ZOREIL BRIZBWTIK
HE7 A8 K5 EREIC T IREREN S
LTHHIEERTIRIVLELT, 5L FFMR
WERRBDOTHDHEEALND. £z, bhIibh
WEOMEDITBNT, 7AE Y X 5 LER
BB IHEE O HOF T PD ST, 7 X
B HER, RHICHEERENTFRTSILE
RELTHD, FICRGRMOBEMEREIIONT
FERVBIRETONRELEEA D,
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