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OFGxgEF L, JFAIE LTEY 3 » ALLE) (2720 NSAID Z ik 5 L CIRE T HLED
HHMEE ) v~ FEOBEEREE L L,

3. HERUVAE
(1) RERUVAEDHER

6. RIERURAE
B EANCIEI Y e A b=l LT 1200 g &2 1 A 410 (&% &XOBRERD A
w55,

¥, . EIRIC XV EEHEET 5.

(2) AERUHAZEDHRTERE - 1B

B+ IEBEEL Gl Lz, SV a2 h— L O ERERERIL. #HIEOBKRBR LS
BIZHEREBZLAOBERO 1 A 4 E#E & L1 [EE 50 ug, 100 ug XX 200 pug THER L 72, & OfE R,
HIEE LK O BRSO WTIUCE N T Y, NEREBTHIETRR R K OB N EOF2h=R, 2%
YR ONCH IRV T 200 g HbENTE Y | ZeEHEICB W OIS HEMICER R 2
X oToZ b, 1200 ug 1 B 4 A% 5% i & &Hlr Uz, BiEBioxh LT3t b
FXY— bextlERE U, + 2RI LTI A F U U 2xtlik s LT, ZE MR ER
R, ZORRNDARF O 1H 200 ug 1 H 4 BEGIZERICEWN TR e "9 2 L 26k
WL,

WNT, AOHHBEBEHNAE D AF DA AMEEZ A LT D72, NSAID #5120E 5 HiEs L O
FRIEIE R 2B IR 2 F2hE 325 = & & L, Bk L7=AAI O HiE5E & O dRIBEEIC
T 5 B AR Bl QNS AH] & NSATD 235 FH A SN AE I U e\ & O LA B & 2 L AR INEERIC

V. 1BRRICEEd 5 IEA 12



BUIAAKOME - HEIX 10 2000g 1 B 4 [EEL EEELE, ZOME - HEZHWTER L
IBNERARFRBR ORGSR, AANL NSAID BEHITHE S BB L O ZHERTEES ) L, NSAID FEOF I &
[FIER DVEFHERE R 2~ Lz,

DL EDRARIZ HS & | NSAID EWI B GRFIZ A 540 5 BIBIE K O FR BB~ 5 ARA O FE &
UHEEHRE LT,

4. AERUVHEICHEET IR

1. BERUVRAEICEET HIE

1.1 AF % 12 B EES L THSEMEADZED DR WEA IS hoREE2BETH 2
B

1.2 KENIFEAT oA MEERERA LR G T2 2 ERARETH S, AT oA FIETE
REFANCB N T, HIEHEBEOH 5 BEFIIREER Lo TWDEN, RADBES I
TWVDEAEITZORY Thv, LrL, GlEEOEEZICBWTITIFEAT oA REHKE
AN X DI RS O A OHE (R4, M%) OEBRENEWO T, AL HHHE ST
HEAIIE, Bl E+oicBlgid a2 b, [9.8 2]

< S >

7.1 REIBEDZ bbb T, BREBEL AT 5 2 &80 E 9, 12 % BHRlcdEkeE
EWRTHZE L LT,

7.2 NSAID IV LM LGS TH D, L L, KA NSAID M5 T CTH @ W IEEA
B RERT 7o MY REIDBELG SN TODEHEAITHRY . NSAID BHIEG-HHIZFR0 b 185
%f L, NSAID 2145 Z L e <IBBE ORI AT H T L WNAlRE & 7R o 72,
7k, & ACEEE S TIL NSAID IZ X DIEBEOEAD Y A7 B3E < 0 EARRR+HEHL
RUVERI S 5D Z & H ARG INTWAEEICBWTYH, +oallsSnniE L s,

By

5. BRIKRUAE

(1) BBERT—21R\ysr—
M LR

(2) BRERFIEEAER
BB Y
fEH RN 6 212 %F L CAK] 50pg KUY 200pg & HiAI# G- L 7= 55, 200pg & CRAF RSN 2 7R3
ZEMROONT, Eio. HEFERN 6 4126 LT 50pg it 200pg, 1 H 4 [H 5 H I 14 H R
5 LT fE R, RO TRRED FRAL B, K& R L 72 28WERIE RN

1E) ARBNOERRBINTZHEROCHEITITROEEBY TH D,
WEL. O RAICIZI Y e A b= LT 1E200ug % 1 H 48 (BEELOBER) ROok5d 5, 72
B. Fin, ERICE 0 EETET S,

V. 1BRRICEEd 5 IEA 13



(3) AERIGERAE Y
BRI HRE 16 02 5 BICAHIZ 1 [8] 150pgl H 4 [ 4 8BH%E L, ZeMEk OEDMEE2 B LIz,
ZOFEFR, NTUAT I F—EBO LR, THEORWEADNGEO LR, TOIEEAEDPRETH
Stc. £2. AREMREICR W THREEmAED S zh

) AFNOEE I N X 3%, HIELAOCHREIITRO LB Th D,
hRE ST R] IEAT v A FHEMR SR A O R G-REC A 5 5 BIEE &K O I EES
[HEROHE] @F., RACIEI Y 7rA =L LT1LE200ug % 1 H 48 (HBEH%EEORERD
BO&L53 2, ok, Fln, ERICL 0 EEEET S,

(4) HRELROEAER
1) BRI ER
HEAE 2 LA T H RSO ek R
OH ‘S
B R 179 (5] 2 I AR A2 1[E150 1 g, 100 1 g.200 p g & 1 H 48] (1 H £ 200 1 g.400 12 g,
800 u g) 8 WG LR, AAOBEBFICBIT o2& GEIT, | FE800ug NRHETHD L
I St

@+ —faEE

+ AR MRS R 155 1 & R BT AHA A 113150 1 g 100 4 g.200 g & 1 H 4151 (1 H# 200 1 g,
400 u g, 800 g) 8 WG LI-fES, AF O+ fFBEEBICBIT 258X, 1| HE800ug
NZETHD LS nr,

W) AEIOERSNI-HEIE., HIERCHERI TROEEBY TH D,
HRESUIIR] AT v A FHEMRER A ORI GRHC A D5 BIEE &R O e s s
CFER O] @, AIEI Y e X h—L e LT 1E200ug % 1 H 4\ (BE%EOSER
ROFET 2, 72k, Fln, ERICK Y EEHERT 5,

P ER R

LR L

<HEZ>

AIRZBWTIEAT B A REHREIHEA ORI GRHI A 55 BIEE K O B IE Skt
42 S AR R BR 12 I L TV R, BN IR R ER 2 301,

AT v A FHEABERAR G %2 12 ML ESEE & 45 B LS EER RS bW
RIBHE 263 Hl1E) ZXRIZ, 7T BRERBE LT, AFI800ug/H (44) % 12 HMES L
2o TORER, 77 2R TIE A GITEEN B L2, AAICIREEORIIT R, BRET
WX EERICA B EITRO b ho7e 12,

2) BREMRER
MG R L

(5) B - AR
LR L

V. 1BRRICEEd 5 IEA 14



(6) ;ABEMEM
1) ERAKERE (—REARERE. FEERARERE. FRARELERAE) . 2ERTET—2
R—RFE. RERTREBRABONE
7 AR AR TR AT (2 B 1 DIBRBTERIT, BIEE T 73.0% (452,7619 f) . + —FEM5{&%% C 85. 7%
(48,759 #5]) TH YV, KFBEF & L CHRELZWRER TH - 7=, /INRICHT 2 RERIFFAEIC SV
T, AEICOWTEES) & SNTERNT e <. EEFBEDB DRV ELH D . FRICRIBEITER

O LN T,

EWHEHICEET 2855 IV T, TEBIRIERIT S T 86.2% (75,787 #) . + _f5h5
1855 C 100% (10,710 f5l) TH -7z,

PARERT PRI RT3 2 R A I B W T, BB I BEIEE C 73.3% (22,730 f3l) . + &

AETETEC 100% (6,76 i) TdHh-o7z,

2) RBFHELTERFENDARIIIERL-HAE - HABOBE
MG R L

() zofth?
AT v A U RERA Ok G T TR Z 35 LIZEWN To—BEERRRICB W T BiE5
K O ZHRIES CORBEHERER L OAAREIUTO LB Tho 7,

RGP B4 WNIREEH EIRR | HAxR (FHALL) *#
=hi-v 65. 7% (44/67 f4) 76. 4% (55/72 )

+FE5MEE | 83.3% ( 5/ 64) 66.7% ( 4/ 6 )

MNRSE A VTR ORE A B Ga1 & bl U, 5 BBy (TR, 540/, BN R, k) THIEL,
Tl & HIE SRR R 0 B L7,

HWNGREE, WbaERRAGEE, DL ORI T2 B EEHELRA LT, AHEL 7 B (i
DTHEM, AR, RRLAM, EbbEb IR, RRFELL AR, HFELIARWY, »RVEFELLR
VW) CHIE L. AR ORI S L,

V. 1BRRICEEd 5 IEA 15



VI. EHEEICREI HEB

1. EEZMICEEHHILEMXITILEHEE
2 REEGH (772 F V0, YAFV, FJ2FUOUE), Tu bRy T oAb X — (T
UITTIS =) FAT TS = TR V) B N T — NERRE. A7 IV T7 77—k

3
EE  BEOS 5B OMBESUINRFL, BHOBTIRLEERT DL

2. EBEMA

(1) 1EREML - 1EFRRF
HEEEEIIC B TR RN T 0 A2 7T VDV ERIZRIKE OFEE N LT . T T =L — o7
F— P OIEMZIH L, cAMP OINZINZ 5 Z L2k, By WmEER 205R319,
F 72 BRIEORE N O — IR O B R R A A L e AR U, RSB /B L TR E %
HEEFL . KSR O L OB FIREZ md 5 Z & LV . KEEERH RS OB IER 2,
S5, REBL MK X ) —)L g CEREEYEIC X D BIREEOR AL BRI A Il L
ROVHBIZBWT L IHEIT 5,
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(2) EXhEZEMFITLHHAEBRRE
[ B2 0 W B E
1) ERZ I URIBBESBITRT HER Y
Heidenhain pouch £ XIZEBW Tkt A& I (Img/hr) ¥ A 1%, I/ 72 X h—1 10
KO 30 ug/kg #EAHE Lc & 2 A 5% 4 £ TOHiRE&R OB EIZRE O L 5 I2H
HEARFRNCII S 4, 30 1 g/kg TIFARISHNH S iz,

(mL/15%) .. (mEq/15%") L2243y
14_51:7\57:/————] 9.975 b 73 1

IV7TORA b=
12+ 1.950 +
10+ 1.625
=] 13
8 H 1.300
i
6 tﬂ 0.975
B i
41+ 0.650
—o— %R —o— %R
2 —a— 10 1g/keg 0.325 1 —=— 10 1g/kg
—&—30 1g/kg —— 30 ug/kg
0 Il 1 1 1 - O 1 1 1 1 1 J
0 1 2 3 4 5 6 (B[E) 0 1 2 3 4 5 6 (B[

* 0 p =005 (t-BRE) HHE + FHERE (n=5)

Heidenhain pouch 4 XIZE TS ER S I UHIBB &S MIZxT SEH

T, BEAXIZENTH, B XX I (Img/hr) FReEA 1%, IV 72X h—1 10
pg/kg BEEHANZEIZ LY, B5% 5 FE COHKER O ENAEZ I S,

2) BERFIHBE D wIZxT 2R ™
Pavlov pouch JERA XIZHBWTEEFRTR 30 Fl, < Y 7v X =100 5 (3, 10, 30,
100 Je Y300 1 g/kg) « EREES (1, 3. 10 &N 301 g/kg) XX pouch WEHEE G (0.3, 1,
3K 10pug/ke) ICLV ., #51% 4 B E TORBIEH BTV O GRIBICBN TS HEK
RN HNS] v, EEPEH B4 50%IHl95 H& (EDs) 1XZNZE4 100 1 g/kg, 4. 1 g/kg LY
0.7ug/kg TH-oT-,

3) EMCZHITIEE WIS HER
R RN GEEERR /3 UA7Y 2mEq/hr LA R T/ZRWE) 12 Y 7' 1A h—)L 200 u g Z H[RIEE G- 30
~150 43D 2 Wy (Bik, HERROWT > U aua) O 7 B RITkH 2 =13k
DEBYTHY ., TOMENIL 60~90 73 Tl b - 7=,

#5#% 30~150 70 2 B2 W E R UHIHIE

BaRIA o

H H SUon A e S on il (%)

H W (mL) 82.1+10. 6™ 145.2+11.0 40.7+ 9.1
H 2 (mEq) 0. 78+ 0.29* 5.41% 1.00 85.4+ 4.8
N7y (Tyr. mg) 38. 38+ 14. 49* 107. 83+20. 40 61.4%=12. 1

PEIMEEAEAER S (0=8), * 1 p<0.05, #k:p<0.01 (vs 7T &R, t-FiE)

VI.
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4) E RMIHBITBFBBIZT HER
fat i Bl N (FERERA 70 WA 23 2mEq/hr LR TR WE)IZ I Y 7 A h— 1200 u g % H[AIRE 1 £ 514,
FRIFHANY > 4ug/kg B OUEFER %V — )L Img/kg FHEE G-I K % 2 R 20w i (B ik
BN LTS U HWE) OF T RITHT HIHIRIZIREDEBY ThoT-,

%5 30~150 0 2 B 5 i B R HHIER
DF FSHR Y VHIH

Gy e
15 z \ nEC
- : YT A =)L A P ()
H % (mL) 332.97+31. 17" 404.12+26. 01 17.2+ 6.4
H % (mEq) 24.92+ 2. 33" 37.08+ 3.58 28.4+10.0
N7 v (Tyr. mg) 235. 13+21. 70* 301. 36+35. 56 18.4=+ 6.9
PEEEERAERRGE (0=9), % p<0.05 (vs 7T BA, t-HE)
OIEFEN 2 J — LRI
Sy Wt
TH Z . MR (9
- 5 IV h—)L 7R = (%)
H W% (mL) 325. 78+53. 99 382.22+25. 48 17.4+12.6
H f:  (mEq) 19. 88+ 4.06™* 35.77+ 4.18 47.9+ 8.6
N7 v (Tyr. mg) 237.07+38. 01 281.54+22. 65 16.1+11.9
A HAEHERZE (n=9), % : p<0.05, sk :p<0.001 (vs TR, t-HiE)

5 £ MZHIFHEBP WIS 5ER
R RN GEEEER WS 2mEq/hr LL R TARWE) 123 Y a2 h—/1 200 u g 2R 1% 10 BRI H
BRI, 1% 10 IF 30 43 L 0 1R 5 If 30 70 T 7 IfilIC I 1T i (Hik, Higk
ORT Vg O 7RIS T 2MfIRIIREO LB ThoTo,

’51 0.5~7.5 B D 7 B 57 i 8 & UHIHI 3

1] IR (9

non IVTEA— 77 &R i (%)
" & (mL) 341.63£58. 57 558. 25£69. 83 40.2+ 3.8
= 1% (mEq) 10. 27+ 2.28" 24.34%= 4.85 47.9%+11.7
~7 v (Tyr.mg) 444, 1 £30.96™* 721.0 £42.01 36.9+ 5.5

SEYE EFEHERAZE (n=8), ** : p<<0.01, #k*k:p<0.001 (vs 7&K, t-IRE)

VI. HhHH B9 2 IE B
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CRERERHEER (A b T2 a3 1EM) ]
1) BRRMmMITEIREICT 246R Y
R RN 2t G & U7 B NHEE T Ofgs I A7 hWEIC L DI Y 7 A h—/L 200png H
A% 0 #5 5-4% ORI MR B O IR 1T 8. 5~27.3% T, HAMKT—HEICHIMAERD b, HlE
BB 7 7 B R B G RE L Il 5 &L 20 EALH 15 B CHBEICEWEEMEZ R L (p<

0.05),

2) Bz xtd HERAY

Wistar 27 v M Y71 A2 h—/L 50,
D H KLY B 8 D X 1%
WHEEOELENZENN 2

100 J2 Y 1, 000 2 g/kg #E O H- L7 & & D 1 K

L 100 ng/kg THI L 7%, 1,000 1 g/kg THI 3 FFITEEM L. PIRERE
L K3 fEICEEI LT,

3) T+ ERBA A Vb 51ER
SDRT v MII VT A —L300ug/ke &+ _FalaN&EE Lz & & BH% 2 RO EKREE
A T UAFIHET 2 fE N L7 2V,

F7- EERAICI Y e X h—/L 50, 100,

200 }2 TN 400 1 g AR E BIEIZS 30 47 RIS

blroTHITHBNICEALEZE ZA KRKED X 512 100 4 g DL EITEBW T+ 3 Es kO,
BENLER D EIREEA A WS FERES W X 0 A L7z 22,

( gmol/emh)
600 -

& a00

43

1‘ )

#+ ® — AR

v O - —= i

o) 200 e .

A * _ ___.,E

T
e
07 ¢ T r T T

0 50 100 200 400

TvTez b= (pg)
* 1p<[005 PHE L BRI (n--5)

ToHREBEM SR CEMARNCE T 5 ERRRA 4 3BT 2HE

4) BYBEAA D EBREIZHTZERY
Heidenhain pouch £ X|ZEW T, 2 Y72 A h—/L 3 O 10 u g/kg @ pouch W~Dii F#%5-
X, 7 AU 2 30mM & pouch N~&E LT-FRFICERO N5 BER AR CI-EBNEDIK TE2E L
<PWHH L, pouch N~D K DA Z b S H7-,

VI. HhHH B9 2 IE B
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5) IEXRTOA FHEHELERA| (NSAID) #HIEESEICxIT 5/EH
O7 A ERKEEGEIC T 5 7EH
SD RT v MIT ALY > 150mg/kg NG L7 EOBF\EORAEF, IV TR h—b
10, 30 LN 100 u g/kg #% A1 BeH-CTHEKRFANZHIH S v, 30 LV 100 w g/kg T 7 &R
W LA E R TH o772 (p<0.05), 7=, 7 AU > 200mg/kg £ 0% 5B OEH KL O
WAL, S Y7 e A b= 50u g/kg L EDORAFKEG T, WL 77 BRI LAEIC
il stz (p<0.05) Y,
Fio, BERACI YT AN 1200ug & 1 H 4B EFe] 1 ERROESE 30 ik, 7T AE
U 1,300mg ZHEREOEE L, NRSEREZITo7mE A, 7TAE Y U EERBEMEEED
FEIEIHIRIL66. 7% T, T T BRI LAEICEN> T2 (<0.001) 2V,
S5, RIS Y e A =)L 50, 100 XX 200ug &7 ALY > 976mg & 1 H 4 [A]
1 AR O&EG%, NRBEREZITo7-E2A, WTHOHAETLHEOH BB RLAZ
FAELTWDIHEEI T 7RI LAREICDRLS (p<0.01), HEEGFEEZRLEZ Y,

@A v RAH v v RIS E 5k 2 VR 2

SDRT » MZA Y RAX T 20mg/keg MEENEE G- Uiz & & OFKEEEIX, 2V 7 A h—
JL 100 O 200 1 g/kg B GIC LV, 7T B RICH LIEEH, BERKE A SIS S
- (p<0.05),

@A 77 a7 = KRG E T HER
fEE A Y e A h—/L 50, 100 X% 200 g LIRIFICA 7727 = 200mg % 1 H 4
[ 6 HEEA#HE L, WREREZIT-7-L 24, EFHMEAZRLEZESITTXTOI Y
T A M= VEEHTT IRV AEICEL (p<0.01), EF+EBMELZ R LIRS
%, 100 R OR200 u g BETT SR L VA EICE -T2 (p<0.01),

@ RV AT ARG E T DR

fEFERAICS Y 7B A h—1200pug & hVAF 2 400mg & 1 H 410 (7272 L ML AF 3%
RIFFOAH 800mg 45-) 1 MR OEE L, NWHREREZITo7-& 2 A, AFI OB E O
TR REEAS ERAEIE I RIT T T R LARICE o T2 (ENEI p<0.001 KT p<
0.05),

®F 7 v Xk RS E T A ER

HERANII Y FE A R—L200ug &t 7FaXt o 500mg 4w 1 H 207 HRERO#HE L. N
RERELZIToT- L 2 A, BEBEEEZR a7 OEYMIZTT T ERICH LARIZE) -7 (b
<0.001),

ONSAID A RIS = x4 2 1EH
BAEIRBE CKEEEA TR L— K 0 XX 1) &, NSAID féfid 5 T Y 7 a A h—u
200pg & 1 B4R 12 @MKEOHEEG L L&, BEORETHEOONT, ZL—R2 ED
FETEIEE B EORIARII T T BRI LAERICEN -T2 (p<0.05) 2,
F 2 EERIEERE (NSAID IC X D B2 b N DI E AT 540, NHEIFRE CHEA 0. 3cm
VL EOBIERZFRORVESE) 12, NSAID ki 5 F I V7' A2 h—/L 100 XiT 200 u g % 1
B4 12 BERORE UL &, BIBORERELY I vRICh LEZICE -7 (b
<0.001) *,

VI. HhHH B9 2 IE B 20



6) FEHRGEEE

EMEICT HER

O % /) — )VERMFEEGEICRHT 5 1EH

SD %7 v MY 7a A h—/L 50,

D RREAG E DI A

T VAFOURE PRI T T 7 — b 50~200mg/kg

EOFEAEITIH S g0z,

EJN 5 PN

100 2OV 200 g/kg &Mk & /7 —)L Inl B N5
. HEERGEHCOHS T FERICE LA
WZBEWTIE, WO HAETY B REE

il &7z (p<0.05), —

VT A R—=)L200ug X1 AF T 300mg ¥HH, 80% =X ) — LR

2 BRI RETRIICHO L, WA 21T > 72 & 25, S3AOFENBEEA = 713k

KOLPBYT, IVTBAMUIVATF VU ROT 7RI L CHBEGEEORELA
Blom L o,
R MBI A =7
=% ) —/VIEAN 16 53 F% T4 ) —/WEA 30 55
SYFuA R 200ug 0.9%1.5 LOiL7]
VAFT 300mg 3515 1 L 4417 IR
77K 5.0+1.3 ]** 5.5%0.9

PEIE AR R (n=15)

QML —7 A > K ONERE —

SD 27 v Mz

% 1 p<0.05, %k:p<0.0l,

vy 7ua A h—)L 3,

T ) — VAR

sk 1 p<0.001 (Kruskal-Wallis I&7E)

=i S X (S
10 XY 30pug/kg R AFE%, HB—T A

(150mM-100mg/kg) SITHERE — =% / —/1 (150mM-60%) 1mL/200g $x5- L 7= & & O F KA

—:E@%\é

EAIETIEI Y 72 A =1 10ug/kg A ET HBRETIII Y 70 X b—/L3ug/keg

uif\%ﬂ%nﬁ%ﬁ ZHWLEEICHHI L (p<0.05), B, I V72X M—1EIRh

5D ETITHESS

@REt ﬁ?z%bt*ﬁﬂ%{%?

W LIEE A ERBELRR,

(2 {1

Y 7’ra A h—/L 50,

SD %27 v hiZ 100 KON 200 u g/kg Z#HNEG LTz & =,
wamULﬁ% 80mM/kg # 7 — Ui R U T L) 1T L DIEBERAERE R LA
BEIZHHI L7 (p<0.05), —F . Y AF U ITA T T T 77—k 50~200mg/kg Tix, A
T 100mg/kg CIEHBEE DA BIHH SNizDOHATh o7,

L

@7V K=V r ARG E IS HER 2V
SD%TZ v MII V7 A h—/L30 LTN100 1 g/kg, 1 H2[ERE OG- & 7' F=>"12 . 50mg/kg.
1B 1EETHRES 4 BRIT-72E 2 A, BHRBEEEORA Z RIS LA BIZHH L
(p<0.05).
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1

8)

9

O A RIS E (2R DR 2
Wistar 2T v MZI Y72 A h—)L 50 X 1,000 1 g/kg RO #5- 30 454412 0. 6mol/L Yafe
InL O G Lz & & O FRBEEERT, RO X DTl ARE b BRI LA IS
L7z (p<0.001), —F. ¥ AF T 20 N 200mg/kg MERERN 513 B R A = 2 ) <
otz

(/L)
SFINE + EREERE (n=7~8)
wf L xsx p <0001 (L-1E)

y
s 18}
B 12F
4=
= 8_
£
" iy ¥ %k
EA

el 5 S8R
50ug/kg 1000zg/ke 20me/kg 200mg/ke

- 0
MR 1vTez - YRAFT Y

BRI K S BRIEGEICHT MR

A b LURAMHEGEICxT H1ER

D15 B SEZSD R T v MY 7P A b= 30ug/kg FRAE LIz &, KA ML
A (21°C, 10 R 12 X 2 BRI E O3 A 2 X RREE %Lﬁ%ﬁ%ﬁbt&KO%)m

@SD %7 v MY F A M=/ 50, 100 KT 2001 g/kg MG Lz & &, @il EfTER
(12rpm, 135 43) |2 & 2 HEEES L, HEKGFHOHIREEIC I LA RICIHEI L7 (b
<0.05)

BEEICxT R

SDET v MII VTR M= L30pug/kg HRNHEG L& X, Bh% 20~40 /3 F THT M T

b LN AFIEE BiEE 2 A EICHH L7z (p<0.05), £7=, 300 g/kg BNELT, 41 F
A B 25mg/kg BTG X 0 ITLHE L= HiEB 2, & 5% 10~80 0 CHEIZHHI L7z (b
<0.05),

MEFEARNY VREICHT HER®
+ HEBIEEREICI Y e A =L 50~200ug & 1 H 48] 2~4 BRI OG5 LR, i
EHA MY AREICHBREEIA N7,

(3) fFISEHBERT - FREHRY
LR L

VI, WS R4 A IHH 22



VII. EWEEIcBv 515

1. MREDHR

(1) BRELEDGMPIRE

AR L

(2) BRRFBRCHRE SN mFIRE

1) BEERS5E

NS (ZEERE) 2 Y e A b= 200png (188) ZHEREAKELZEZA, IV
7a Ak — VR O IfHE R R R IR I O KO ITHERS LT Y,

T, 100 g 8% 2 BEXIL 200w g BEZ 1 68, ZEERFHLEIRE NS LGS, RS TH D
Y7 u A h—/ VilEBEE D AUC, Cmax, Tmax M OVEXAIM8E R E ORFOHERIZIZIZRSE TH

D WEENIAEMFINIFIERLE TH -7 %,

(pg/mL)
1000

900+

TR

800 " b4
700 A
600

500

4004

3004

200 1

1004 ¢

— SEMIMSERE
FZflfEo _ERKR U TR

B 5 % Wy
HEZEOKEHROI Y IO b— LB O MEHRE (n=24)

Lax Coax TH IR
#) 16 43 552pg/mL 21 45y
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SNEIZE T HFEFTIKER

risk of NSAID

anti—inflammatory

for reducing the
(nonsteroidal

drugs, including aspirin)-induced
gastric ulcers in patients at high
risk of complications from gastric
ulcer, e.g., the elderly and patients
with debilitating
disease, as well as patients at high
of

ulceration,

concomitant

risk developing gastric
such as patients with a
history of ulcer. Cytotec has not
been shown to reduce the risk of
duodenal ulcers in patients taking
NSAIDs. Cytotec should be taken for
the of NSAID

Cytotec has been shown to reduce the

duration therapy.
risk of gastric ulcers in controlled
studies of 3 months’ duration. It had
no effect, compared to placebo, on
gastrointestinal pain or discomfort

associated with NSAID use

4 KIE EU
e awd Pfizer Inc. Pfizer Ltd
HR5E44 Cytotec® misoprostol tablets Cytotec 200 microgram Tablets
AGBEH H 1988 4E 12 H 27 H 2002 /-5 H 10 H
FITE K OF Cytotec oral tablets contain either | Each tablet contains 200 micrograms
G 100 mcg or 200 mcg of misoprostol, a | misoprostol.
synthetic prostaglandin E1 analog
ZhRE ST INDICATIONS AND USAGE Therapeutic indications
hR Cytotec (misoprostol) is indicated | Cytotec is indicated for the healing

of duodenal ulcer and gastric ulcer
by
nonsteroidal anti—inflammatory drugs
(NSATD)
risk, whilst continuing their NSAID

including those induced

in arthritic patients at
therapy. In addition, Cytotec can be

for the prophylaxis of
NSAID-induced ulcers.

used
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DOSAGE AND ADMINISTRATION

The recommended adult oral dose of
Cytotec for reducing the risk of
NSAID-induced gastric ulcers is 200
mcg four times daily with food. If
this dose cannot be tolerated, a dose

of 100 mcg can be used. (See Clinical

Pharmacology: Clinical studies.)
Cytotec should be taken for the
duration of NSAID therapy as

prescribed by the physician. Cytotec
should be taken with a meal, and the
last dose of the day should be at
bedtime.

Posology

Healing of duodenal ulcer, gastric
NSAID-induced
ulcer: 800 micrograms daily in two or
taken with

ulcer and peptic
four divided doses
breakfast and / or each main meal and
at bedtime.

Prophylaxis of NSAID-induced peptic
ulcer: 200 micrograms twice daily,
three times daily or four times
daily. Treatment can be continued as
should be

according to the

required. Dosage
individualised

clinical condition of each patient
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B EOF /IR ORARBOARMELFE L, RILOMEUITIEZRFTo2 L, [9.5%
]

X1 ZEEE 47



Higt

P

KIE DA SCHE
(2018 /£ 2 A)

Pregnancy:

Teratogenic effects: Congenital anomalies sometimes associated with
fetal death have been reported subsequent to the unsuccessful use of
misoprostol as an abortifacient, but the drug’ s teratogenic mechanism
has not been demonstrated. Several reports in the literature associate
the use of misoprostol during the first trimester of pregnancy with
skull defects, cranial nerve palsies, facial malformations, and limb
defects.

Cytotec is not fetotoxic or teratogenic in rats and rabbits at doses
625 and 63 times the human dose, respectively.

Nonteratogenic effects: Cytotec may endanger pregnancy (may cause
abortion) and thereby cause harm to the fetus when administered to a
pregnant woman. Cytotec may produce uterine contractions, uterine
bleeding, and expulsion of the products of conception. Abortions caused
by Cytotec may be incomplete. If a woman is or becomes pregnhant while
taking this drug to reduce the risk of NSAID-induced ulcers, the drug
should be discontinued and the patient apprised of the potential hazard
to the fetus.

Nursing mothers: Misoprostol is rapidly metabolized in the mother to
misoprostol acid, which is biologically active and is excreted in breast
milk. There are no published reports of adverse effects of misoprostol
in breast—feeding infants of mothers taking misoprostol. Caution should
be exercised when misoprostol is administered to a nursing woman.

F—=ANZ U T DB
(An Australian
categorisation

of risk of drug use in

pregnancy)

X (2019411 A)

<ZE : EOME>

F—A T U T DO45%E : (An Australian categorisation of risk of drug use
in pregnancy)

X : Drugs which have such a high risk of causing permanent damage to
the fetus that they should not be used in pregnancy or when there is
a possibility of pregnancy.
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(2) IMNRIZEFT BimotiER
AT D [9. FEOE REETHEFICHETLER] 19.7 /NS OHOFLHEIILLTO LB
D THY ., KEKOEIMNES (EU) O SPC &ITHE D,
9. FFEDY RAEAT HBEEICHETIER
9.7 /NIE&E
ANREEZ b G b U T BRRERBRI I IR L TRy,

Sagiii} FLHINA
. Pediatric use :
KE DU CE . . L )
Safety and effectiveness of Cytotec in pediatric patients have not been
(2018 -2 A) .
established.
SE[E 0 SPC Paediatric popuhlatio.n : .
(2020 £E 10 1) Use of Cytotec in children has not yet been evaluated in the treatment of
peptic ulceration or NSAID-induced peptic ulcer disease.
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. RE - IREXRICER L TERERHIMZITS (2H=-> TOSEER

ARIEOEHRIZE T HER  AHEIZITIERREZ T TOWRWEIZET L ERAE £ 5, RBRT1E
RN L T RVARLEENTEY ., HLEFTHRtE I TW IR FIETE LN EREZ
FRLELUTERL TS, EEEFEEDHEREHZHRGTT 5 ETOSRBERTH , IMTEDH
HE2RTH DO TR,

(FEdAR AL : = = 3R D IR B AE RGBT 2 A R T4 ICBT 2 Q&AIZHOWT (£
? 3)) BFILH 9 H 6 HHEASBEEIR - ATGEAREEGEE - PR IR 55 E)

(1) B9

ABENIFEIETER 2695 2 & D SRS 5 alRett D & 2 Lot K OMEbs XUTIESR L T 5 AlRE
PO B D22 RANCHEE S 25803, B#E T 2B IR COE R IC 0 ZHEETAL X ) BEV W
7~ LET,

T A N7 v 7 BE 200 DL O EVERERIZ, BRI 7 ZEIZ AL, 40°CT5%R. H. S/~ CTIRIF L.
BALAIE, 1 H, 2 H, 5 H, 1, 2#, 3HEEO4HEOKRER S THIE LT,

PA N7 7 BE 200 OB EEEEE OB K OGER T IEICEE STV DB ON, ZEMED IR &
TR BAMEL. KOy, BRI K OVE RIS & B & i L7,

YA b7 2 b 200 RO EEMBIREE R (LN EEED

B E R S

\ EEpeEliiy 1A% | 28% | 5 A% | 1#EM#E | 2 EME S | 4EM%
HETE B
Misoprostol 97. 1% 99.0% | 93.3% | 96.1% 97.9% 94. 4% 93. 6% 91. 1%
& B (100. 0) (102.0) | (96.1) | (99.0) (100. 8) (97.2) (96. 4) (93.8)
HEREE 1

0.2% 0.3% 0.6% 1.0% 1.3% 2.1% 3. 6% % 4. 5%%
(SC-29636)
R E 1

N.D. N.D N.D 0.1% 0.1% 0.1% 0.2% 0.2%
(SC-33188)
R E I

0.6% 0.7% 0.7% 0.9% 1. 0% 1.1% 1.4% 1.5%
(SC-32759)
7K 47 TEHRIE L | 6.9%% | 6.9%3% | 7.0%3% | 6.9%% 7.5%% 7. 4% % 7. 3%

N.D. : None Detected ¥ : B4t JEEWE : 1 DINIIDMEERY (A4t 2-73-h IV-12 &HR)
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YA BT v 7 §E 200 ¥ttt/ BRFLIE  IRG G O EMERERGE R GRENEED

QR L

) Btale | 1 H#: | 2H# | 5 A | 1@EM% | 2@m% | 3EME | 4 8EM%
HEHH
Misoprostol 106.2% | 100.9% | 102.9% | 102.3% | 101.1% | 99.7% 96. 5% 93. 1%
R (100.0) | (95.0) | (96.9) | (96.3) (95.2) (93.9) (90.9) (87.7)
Hd

0.3% | 0.4% | 0.6% 1.5% 2.0% 3.5%3% | 6.5%3% | 8.8%%
1 (SC-29636)
Fi

N. D. N.D N.D 0.1% 0.1% 0.1% 0.2% 0.3%
11 (SC-33188)
FkAE T

0.8%% | 0.7% | 0.9% 1.2% 1.2% 1.4% 1.6% 1.8%
(SC-32759)
x4y 5.0%3% | 5.9%3% | 5.9%3% | 5.9%3% | 5.8%3% | 6.1%% | 5.9%% | 6.0%%

N.D. : None Detected 3 : HM&A JEBZWE : 1 DILIISMERY (UL =744 IV-12 B HR)
() : BAtAMEZ 100 & L7 & = O EREZ T,

AR %t U C OB G138t & U CTIEHELE L Ty,

(2) B - BAMRUREREF 1 —JOEBMN

< R R R AR >V

WAZRO L2k E Y FEASRICER XTI T2 F0EF 1 AANTH L F2E LIFEALS
IZ 55°C DRSS 20 mL ZW\WE Y | fH%enZE A LT 5 R EARMET 5, 5 5%, HiEE - IRBE ORI
ERET D, 5 0RICHELRVWES, 525 pER., EASE T T 180 [ 15 fEEMEHR L T
PP URREE - B ORI Z FEMER L, 10 /oMEE L CHRREE - Bl LaeWiEa, ZobikseTh
3%, ZOFIET LD 5 B, B rREREERIL T —T ¢ > 7L LT 6, BAEFIREZR 7
TAFNEIBE L CHRBEE A TEABRNIC AN TRRICRBREZIT O, a—F 4 V ZHEEIZ S — F o L
BEA & FLAETERINNTIT 9,

<R > Y

FABSRERER CHE LN BBIRE T 4 AR —IZRWVED | BB T 2 — T OFEANG L VK 2~3mL/
B (10T 20mL) OWETHEAT D, Fa—TEFy FEOBFEEZIEE L., KNFEATRNDS 350
2 A U, il GEAM) % 30em DFE S8y 95, A X 8Fr. (7 L2 F), 12Fr. £ X 120cm
DF 2—T\ZEAL, B 2HET 5, WEFEALZRICHEEDKZF UEAZTROWEDY . HFEA
LCF 2—TNEE IR JEAGRN T = — T NICEP AT L Wi uddiE e ic @R L &35,
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*1

%2 O @ SEARBEXITEAZ TRV "lRE (15 R EIE rT e R 3K

W10 P LANICHAE - GBI L., SFr. Fa— 7 IV A baRZ U2 @@d % (L6 3 [EE]lLy) v

iR OER) 2

AN O 5 Ik TOREIT, Btk & U TIEHERE L Ty,

2. it
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