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(LB E R AR ATT DDA Y A M E LTERLA X Ea—T7 4 —2 (BLF,
IF &H&3) H3FEA L7z,
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D= ONEH, FFN R EE 7T DT D OIERENEN SR AR 72 BRI o IR iR & L
T, HREDNDHEEA R E L, SRAIANLE 0 72 12 Y 5% 1E 3 0 0 BEIGE TR S b 5 i3
AR ORI 2RI L T D&k SALEM T B,
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AFNE. Parke-Davis #HiC L ¥ 1961 4EICBRRE ENT-FEAT o 4 RHHRIERTH 5, AFNIPREIE
OBEFRIER & RIEEDOHERIEA OB T2 bbb bR 5B EHR LT 5,
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2) H%EHL 1L » Alo/NNRICHIRH LT,
(Mv. RANCBIT 2 E ) OHESMR)
(3) Ry Z—/f, MhLL & HliZ, A7 = F ABBF O C/NEORME ERGERICHEINE AT 5
WHITH D,
(TV. IR 25HE) OHESR)
(4) BIVERX RRIER 9, 091 511 H, 71 451 (0. 78%) (1258 ® B v, EZ2RIVER X, JHIbas — THI (0. 34%) .
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[I. 2%ICEH95EE

1. B354
(1) #n4&
Ry x—nmy73.25%

(2) #*4
PONTAL SYRUP

(3) BHDERE
R

2. —h&&

(1) & (W4i%)
A7 = F Al (JAN)

(2) #4 (afi%)
Mefenamic Acid (JAN)

mefenamic acid (INN)

(3) RT L (stem)
VIRIEAR], 72 b7 = )VESFHE(R : —fenamic acid

3. BEAXITRHER
CO:zH

TNH
CH:~

II. 4T 5EHE 3



5. {4 (anfiE) XIIAXE
2-(2, 3-Dimethylphenylamino)benzoic acid

6. ERA. Ala. BS.
CI-473, CN-35355
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ouli
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1. YELEFHEE

(1) 5487 - IR
HEa~REAORET, IZBWIER <, BRIFFO WA, ZITENITEN,

(2) AR
VEF N =T IIRRETIZS K, AF =, =& 7 —)b (95) XiF7 vk MMIETIT<
<L KITIFE A EET R0,
KER{LTF b U T LRI T D,

(3) Wi

FEAERL
4) MR (2FER). BR. HER

S K 225°C (5 fiR)

(5) BAIREMHTEH
pKa : 4.2

(6) SELFRE

i 1.2 6.8
b (AR, % 1K) (AR, %2
Srlicte%k (log Pow) =4.0 2.7

Pow= (427 % ) —NAHD A T =F AERIEEE//KFHD A 7 = F LARIEREE)
(77 Aalfge Hik)

(7 ZOhDEAHTRMEE
UVmax (0. lmol/L NaOH) : 285nm. 340nm

2. BMEDDERFHTICEITHIREL
I MRS L TRE,
)t (60 7 1x « hr) THEEMNITHEEA,

3. AL DRGSR E, T2
Al T A7 T4 I2k5

III. BRI 3 5 HE 5



IV. ®HAICE9 HHEA

1. #R

(1) FIFRORXH
vy 7Kl

(2) HEIDHEKROHEIK

e pH 'S PR
Roz—nuaw73.25% 3.5~5.5 Huw 80D 7K M R T
(3) #BAO—F
AL
(4) HEIOME
EEE TIV-1. (2) SUFIOHMER KL OPRR ) DIES IR
FbEE : 1.126 (20°C)
BFEIL
54 BBE (m0sm/KsH,0) 1RBIE L

R z—nuav73.25%

1590

5.6

WIEITE - OKERE T, AR EEIROREE © 284m0sm/KsH,0

(5) Z0At
LB L
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2. HH DMK

(1) A CEMRS) OEERVFEMHE

R5E4 HENRR Gy Al
Inl, RE R, TABS T HRL T AT VI=0 L, HLAn
KRB =Ny 73.25% | B A7=F Al | —2AF VoA, RAEEFRF NI ULA, D-YILE b—)L
32. bmg R (70%). BFE, pHFRER., &8
(2) EBREEDRE
M ER e L
(3) &=
MU ER L
3. RMIAEROMBERUVBE
M L7
4. A
M L7
5. \BRAT HHlREM D H 5K
2L
6. WEDEEEHETIZHITAILREN
FEWr el
RAFSRME  25°C/60%RH ELEEFZRE © 500mL/ 48 7 A« 2V 7
HH BA B EE 12 % A 24 % H 36 5 A 48 # H
S8l A 1A A 1A A
SIS 1A 1A A 1A A
pH 4.3 4.3 4.3 4.3 4.3
i (%) 102.9 101. 4 102. 4 102. 1 101.3
P4s i) A ke A ke bl ay
(RGNS pkey ke A ke A
pH 4.3 4.4 4.4 4.4 4.4
a8 (%) 103. 2 102.3 102. 8 101.3 102. 4
S8l A ke pkey iRy HE
(SIS ke ke pokey & pkey
pH 4.3 4.3 4.4 4.5 4.4
a8 (%) 103. 1 101.4 101.0 101.5 102. 2
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<% HAHROREML>

[y e
TE
(Ix+hr) [AZ—F 105 | 2075 |30 I | 40 J5 | 50 5 | 60 J5
HERTEH
41 el WA | WA | HA | EWAe | WA | Wh | me
EEREFE (%) 100 — 100 — 1988 | — |099.7

BRGSRE - IR - Bk T 7 REMIE R - 10001x-hr

IR 25~28C

e L-37 5

<sE>

HRG R

L& sl (—10°C) 1 H MR
AR RS D0 ML bl L

2. &ME i (—10C) «——=iRaE 1 B, ST IKL
FER RS B0, AL Bk L

3. &M B (—10°C~—15°C) X 24 Wi as1R X 24 R4 10 [Al#: 0 R L
AR RS B0, AL Bk L

1. ASERVBERROKREN
FERAN

8. hFILNEALEIL (MELFMZEL)
[XI-2. & DOMOE#EEE OESMR

9. A%
L

10. &% - %
() FRMNDEGES - BF. SNESBRGES - QRICHT 15R
A L

(2) |
Ry Z—vnmw 73 25% 500mL [

Q) FREE
RN
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w7 A (f@E) [ RV F Ly (Fr o7 Pie)

1. BRRHEN D RS
MR L

12. 20k
AR L
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V. BRICEII SEE

1. SEXIIHE

b HEERIEHE
TREBOES - 65
S ESEL (BHAEXAERESARISELEAD)

2. BhEEXIEMRICEET 5FE
BEINTHZRWN

3. RZRUAE
(1) RERUVAEDHES

6. AZERUVHAE
WE/NE 1A 0. 2mL/kg (A7 = F AfRE LT 6.5mg/ke) ZAEYEREL L CHEHMAT S, k. £
. JERIC K VB EERT S, 2720, FRIELCTLH2EETCET D, £72, EEEFOR 5T
BT SHDZENEE L,

(2) RERUVAEDRERE - RN
REERR L

4. AERUVHAEICEET HIE

1. RERUVRAEICEEYT 58
11 MOERBYEA & OOFRITRET D 2 EREE LV,

V. 1BRRICEEd 5 IEA 10



5. BRIKRUAE

(1) BRT—31\vH5—o
BN

(2) BRERZEIEAER
UERR L

(3) AERGERRR
LR L

(4) WRELAIEIER
1) BRI
MU ER L

<BE HNBEAT—E2>

Weiss HIE 2 MERXIZIBWT A 7 = F A (BEIKR) (C1-473) OEGHRE, 7 AE Y 2%t

WE LT HERIEICEVBRFILE?,

xS RBEL (HBETI1000 FLUE) 22 LAHRIIE (6 » A~185%) 200 fEH

WE S BEEZARRRESRE Q) . 3 78bbA 7oA E LT6. bmg/kg & 3. 0mg/kg &5
BROT AV v (10mg/kg) #EHEED 3 BEICMEVELIZEI D O, 4 BRI CTH 3 EIR
BTHATHARICELIZH ) —ERE LT,

BUREIER . KRB G 1, 2, 4 RERNCE IR 2 € Lz,

B A 2Rk (AL B) Bx OEEIXFROEY THY ., AFIET A L XREICAER (%
R COMRBIITAEEZZ L (ANOVA) | IEIZHE ERIET (paired-t, 5%confidence
level) ) THV ., MAGHEORBEIFHEEELRIETH-7-, BIERALIBED 2o

776
— CI-473 6.5mg/kg
————— Cl-473  3.0mg/kg
---- TRV TR 10mg/kg
O fitii% A (n=100) 9 Jiti#%B (n=100)
T 103.0 1 & 1010 |
z (9.9 r (38.3)
i 7 100.0
Jo102.0 D X 3
2 (35.9) 2 (37.8)
= = 99.0
2 %gé.g) Z @1l
= : B 98.0 | ~ T 3441
= 1000 | =33 E (36.7) == 334
E(n%/ 33441 @ 910 L 3341
T | | | | - (36.1):1; 1 1 L )
0 1 2 3 4 (hrs.) 0 1 2 3 4 (hrs.)
LAl G- 1% IR§ ] 1Bl 5-7% 5

) ERTERENT-AFORER OHE
BE/NE 1E 0. 2ml/kg (A7 = F AL LT 6. 5mg/kg) ZARHEMEE LCHEMAT S, Z2F. Fiin, ERICL D E
BT 5, 7272, FAIELT1IH2EIETET D, £/, ZEFORGITRET SED T ENEE LU,

V. 1BRRICEEd 5 IEA 11



2) REMHR
AR L

(5) 8% - MR
MR L

(6) AEEIER
1) ERARERE (—REARERE. FEFERARERE. SAMELERE) . HERT®RT—%2

N—RRAE. RERFTERERABROANE
A L7

2) RBEHELTEBPENNEX TR L 1=HRE - SBROBE
A% LR

(1) it

1) —HRBEEREAER
AHN D — AR EGRRER L, 793 gk 9, 068 BHID/NEDORAEBE 23X RICEH I, Atk ERER

WA SN0 7,235 B TH Y. BAREIT95.1% (6,884/7,235) Th o7,

2) —EEREGER
AR O “HERIEEABRIL, Ko7 — A HBEdRE L LT, 2tk EREREZET/NE

BRI ERm S, TOARFRIT93.3% (31/33) ThH-o7=27,
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VI. EHEEICREJ HEB

1. EEZHICEEH SHILEYMRITLEME
AT v A FUEFIRIE - B - MR
7V N T = BRRIEE
(N7 2 F DTNV =T L)
EE  BE D H DB ORBESUTNRFIL, B OBRMCEESZRT 5 L.

2. EBEER

(1) EFRERL - YRR
ARNOVERBETFIZ., a2 E 75D AARRIEER TH 5 .,

(2) A ERM T BHRA
LR L

<BE>
KRB —nvmy TR, A7) AE L TORBREREZ L FITRT,

D)

2)

3)

4)

5)

6)

1

SR EM

Y OBIFIENEDN L BIRAICIE LSS & SNnD KERFMEAE (Tv b)) 1L A7 =T
LERD ID5o i (50% DR A 5 2 53 &) 1% 13.9mg/kg 2/~ L ¥, F7- Randall-Selitto
B (v b)) 12K D 1Dy EIE 14. Omg/keg Z27~$ Y,

PIRIEVER

N7 7= CPERIE (T > B) 12K 2 ARFN O 1Ds i (509 O M2 5 2 5 HH #) 13 55. 3mg/kg
B LY. SAMMIBEE (BVE Y b)) ITX D EDfE (50% A% 1E 12mg/kg THD 1,
Fl. TV MEEIRE (T M ICED AT 2 F ABON L, 7= T Z Y 0.51
fEanRT 12,

fiREE

“E” Pyrogen |2 & W R X~ ADERITEHB T, K% E-pyrogen 1/10 & (0. 25ug/¢)
TROGT AR (F1.3: KEFRE) FCTRSE2E OB MBI EHE L, A7 =
T AT 1.3 ORIBREEE R THE TR T HET ALY VO 4 [FOMFEVERRFERD 5T
\/‘%) 13)O

TaRE T T D AEA R LEVE

AT 2 F ABEOT AR T T oD A RERICHT D T H (50%HERE) (34 X KT
0.7TLM, BV KT T2. 1M THB Y,

BRI B 1EH

MRET v MW ER T, WIRAIC BRIREEE 2 8 LR R A 7 = A O BRRICE
7% 50% IR R & (EDso fE) 1% 300mg/kg L W KE w19,

I/ INER R B

t FOZM/RIIEIC A 7 2 F LB E N Z ., & S/ NOEEFEWE ADP (adenosine
5’ —diphosphate, 77 /v 5 -V UEE) 4M AU LTZFEBRING, AT =T AERRITIRE K
1FH 72 I BRI 2 3 190,

B ARE U E A

ERARINIO 7 » MZA 7 = F AFEZ 10mg/kg HLAIRE 15 U 72BRIZ 1T 4 R O BIIRE NRIE
1/2 £72% 19,

VI. HhHH B9 2 IE B 13



(3) {ERSTEE - HHRERRT
DR L

VI. HhHH B9 2 IE B
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VII. EWEEIcBv H1EH

1. MREDHR

(1) AR R
LR L

(2) BRRFBRCHRE SN IFIRE

B R L
<BE>
i v L R R 5 A
(e g/mL I )
12.0
10.0 1 X7 = F AM#E500mg
g0l A1 1 500 i
KARAT = LR FEHERS
6.0 (Ek., n=10)
4.0 F
2.0
0.0 1 1 1 1 1 J

1 2 3 4 5 6 7 8rs)
e 514 B R

R A B 10 Bl AR 15, 4nl (X 7 = AFEE LT 500mg) ZHERAKEG L&, A7 =
F LfE EEEER A 7 = AR & Z ORISR OSERFR O & 2o sk e Sbei-b o) 11
52 B I em s I L 1,

(3) s
LR L

4) BE - RAEOXE
IVII-7. #HEA/ER] OEEMR

) EWNTERSNIAF O R ER O E
BE/NE 1A 0. 2ml/kg (A7 = F AL LT 6. 5mg/kg) ZAZHEM RS LCHEMAT S, Z2F. Fim, ERICL D E
BHEWT 5, 72720, FAIELC1H2BIETET S, /o, FEHEBORGIIRTEELZENREE LV,
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2. BYMEERP/NS A —4

(1) A3
LR L

(2) RILEEEH
AR L

(3) HEEEER
YR L

4) 9975V
A B L

(5) HHEH
KPR L

6) 0t
BH TR L

3. B&H (REaL—>av) @&

(1) B
AR L

(2) 155 A—SEHER
YR L

4. RIR
W INESAL < /N
<sE>
AR A B 10 BICARA] 15 4ml. (A 7 =F Afg L LT 500mg) ZHERRAOKEG Lzt &, &5 48
e % £ TITH T1% N R HICHRE S s 17,

) EWNTHER SRR O RiER O E
@ /NE 118 0. 2mL/kg (A 7 = F AL LT 6. bmg/kg) ZHEUEME L L CHEHATS, 2B, Fm, ERICXk Vi@
BT 5, 7272, FAIELT1IH2EIETET D, £/, ZEFORGITRET SED T ENEE LU,
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5.

(1) % —REEFTERE
TR L

(2) t&—RREREPIEBYE
AR L

(3) HA~DBIT

B ER L
<BZE HNEAT—E2>
BAFORBUCA 7 = F Al L LTHIE 500mg, Z D%, 250mg 1 H 3 [F] 4 HIEEkiE S Lz 2

A FLIT O R AR BE O SEEEII IR ORI LT WEE AR L > TR P~ DBAT IR
DETHDLEHESNLD Y,

(4) BEBADBTE
A B L

(5) ZOMDEBANDBTHE
DR L

(6) MPEAKEER
B REERE @) ICBITAA 7 FABOE MIEE ARG S ERIT 85~97% & HE STV
é 19) .
<BE gWYMT—4>
U MSE R BRI D . AT =T AROIMIEE AR 48% Thh B 2020

TE) EN TR S = AF o R R O &
BE /N 1E0. 2mL/kg (A 7 = F AL LT6. 5mg/kg) ZIEHEH & & LCHEMAT 5, 78, Filn, MERICE D E
BT 5, 72720, FAIE LTI H2RIETET D, £/, ZEHIFORGITRET SED 2 ENEE LU,
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6. X
(1) FCEBIERL R MR R

COOH
AT = F L @ NH Q —> oo B AR

CHs CHs
COOH
R 1
(3’~hydroxymethyl# & {A) @ NH ‘Q —> L ra BRRA R
CHs CH20H
COOH
R 11 R
(3"-carboxyl#%E (k) @ Q > I rar BRI A IR
Hs COOH

A7 = F LERIE, AN TEEZ ST, RE T ORI & 722 505, REMI BRI 338
BNT FL REMEKDA T = F ABEEDENETNDO—HNR I VT v LV BOMEIRE 2252,

(2) RIS 5EF CYPEH) OnFiE. F5F
AFNTEL LTCYP209 I kv REt&an=® (in vitro)

(3) HMEBEBNRDAEERVZDEE
BEERR L

4) KEVOFEDEERVEEL, FHELE
TVI-6. (1) fREIEBALK OMRERERS ] DIAS M
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1. B
(1) HE B K OHEER

=

(2) etz
AR A B 10 FNCAHK) 15, 4mL (A 7 = F AFe L LT 500mg) ZHERALKLE L-L &, #4548

Ef 1% CLTHY T1% 28R IR S 7z 17,

(3) BEMHEE
LR L
<BE>
AFH 6. bmg/kg Z/NEFEEEFE 11 B R OMERERLA 4 BIICRE D #G- L, 48 REf# £ TOR TG %
Bt L7efE R B /IR &R NIZ I 1T 2 AFIOAE - PEHRITIZIZR U TH D 2 L AVRE S LT
A 23)o

8. FTUARR—E—IZEAT B1ER
RMER R L

9. BNFICKDBRER

(1) IR
LR L

(2) m&BEH
AERR L
<BE HNBEAT—E>
E WM BT 2 KT O R IEIERE 4 BlOWEN S 505, ML ENT B 2 BRI AH] 500mg % %
N5, 3 R OBHTHICER M AT - 72/ S. PRI G REA & TR TS, BIERITEN
0.2%)
Lo TARFER L v @it & HEFEIILE R, & LTS 1Y,

(3) EELEER
AR L

) ERTERENT-AFORER OHE
BE/NE 1A 0. 2ml/kg (A7 = F AL LT 6. 5mg/kg) ZARWEMEE LCHEMAT S, Z2F. Fiin, ERICL D E
BT 5, 7272, FAIELT1IH2EIETET D, £/, ZEFORGITRET SED T ENEE LU,
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10. HED

de 5
B3R

EHYLEHE

AR L

1. £t

AR L

VII. #E@EhreicBlJ 2 IHE
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VIII. &2t (EALDOZESF) ICET HIEE

1. Z2E5RAREZTDER
BRE STV

N
\Ii

ERRBEENEH

2. B2 (ROBFHIZEFEBEELGZWNI L)

2.1 HEMHIEEOH 5 BE [(AFOBE#IERAR NS 0 24 7T 0P o ARKIHEIC LY. ol
MENED L, WG Z BI85 5, ]

2.2 EERMKOEREOHHEE [TaAy 7T 0V AGMENT £ 5 i/ M RERE 25 o il
R EZBSEL RS, 1 [9.1.25H]

3 EERITEREREEO H 5B [9.3.1 BE]

A EERBHEREEDOD HHBRE [9.2.1 3]

b EERDEEREDOHHHBE [9.1.4 5]

6 ARAFNO RSk UBBUE OB O & %5 BE

1 TR Ui GERAT B A FHEERERAIEIC L D ERIEOFHRE) XLt OBEREO &
LE [RESIRERA AR T S EMERIELFRT L2 0385, 1 [9.1.5 M

2.8 EEARAGMEEDHRE (BT aRZ 750 DU AAKIENC L, K, F R 7 A08FE
HEZY, #E, WEEFEEEZTRBENARE S, 1 [9.1.75H]

2.9 WEICAANT I THRZEZ LIc@BE IRANCK LIEEMEZ Jov, THRIZBRT 52 & 08%
AN

2.10 TR 4t [9.5.1 ]

N NN DN DN

3. PEEXIIMMEICEET HFE L TNDER
EIN Ty

e

4, AERUVAZICEET 5 FELZTDER
V-4, AEROHEICBEETIEE] OEZSHRTH I L&,

VITI. 222 (R LoEEs) 1+ 55 21



5. ERELGEAMIE L EZDER

8. EELEXRMIE

8.1 YHARLETRANC L DIREITRIRRIE CIE R AHERIETH D Z LICHETHZ L,

8.2 WDFHEEETHZ &,
c BMERIE, R, BEAAORELZEZRE LEGTHZ L,
CJRHIE LCREMIE G ARET D 2 L,
CHEEENR SN I NEIT) Z L,

8.3 WMEDMIE TR, ML, WBHHENRH LN Z ENHDLDOT, FRoEEAEE SNk
OEEE UXHEEM R B OBEIZBW UL, £EZOBEORBICHFAEET L Z &,

8.4 HFEW, IRENRHLDLNDZ LB DD T, AAIEGHOBEICIX B B EOEIRLER %
IR OBEICERE ST D 2 &,

8.5 H Oty E M, MR ERIE, BERERRD . B AN S LoD 2 ENHDHD
T, MEREZIT O e EBE L0147 5 2 8, [11.1.2, 11. 1.3 &)

VITI. 222 (R LoEEs) 1+ 55 22



6. RENDEREHIHBEHICHT IR
(1) AHHE - IEEFOHDEE

9.1 GHHE - BIEEZFDHLHEE

9. 1.1 {HALMERIZ ORBERE D & 2 B
BREBEIELZLRHD,

9.1.2 MBENEERIZDREEDNHLEE (EELCMBADEEDHDHBEEERS)
B CoE s R L, BRIERED S DRWER N E Z 0 o3, [2.2 2]

9.1.3 HEM D &H 5 EE
M /REERES 25 Z 0 . IR IER $5 Z L3 5,

9.1.4 DHEREDNDHLEE (EELLHETZOHDBEER)
DIEOAEFESEINT D - OERZ B LS E 2 BENNH D, BOT AR T T D U ERRR
AN L0 R, JEREEEOHMAKE Z 5, [2.5 2]

9.1.5 [REXMBENHHEE (FTRAEY VBRI ZDBRERDOHDHEEZR)
BB SEDL 2N DH D, (2.7 ]

9.1.6 SLE (25T YTI +F—TR) DEE
WEZELSED D D,

9.1.7T emEENEE (EELEMEENEEER)

WEEZE LS E2BENRH D, [2.8 B3]

9.1.8 EBMXRBZXDEE
B LS D 2 LD D,

9.1.9 YV o—CRRDEE
R E LS EDI BTN D D,

9.1.10 BREEZEHLTLLEE
WEIZE T 2P 2 0 L, B2 F ATV HEICR G950 2 &, BYYIE 2 Rtk
ftT2B8Ehhd 5,

(2) BHREEREEERSE

9.2.1 EELEHEREEOHIBE
TE LW Z &, FEMPEREE L KT LTV o 72, AFOPRERN+H31cdT7hbi T, 2
WRENGMEZEZTBENR DD, o, TRRAX T T 0T AR RINHNC K0 BEEREAMEK
TT2DBEELEMIEL2L0DHD, [2.4 B8]

9.2.2 BREEERIZTDOREENHLEE (EELBEHREEZTOHIEEERC)
FIENBAD L, HFZIREOBMEBIEENEZ 52 L0355,

VIII. Z4ME (EH EodrEss) 1+ 4HEAE 23



(3) FrefzEEE

9.3 FFHREEE RS
9.3.1 EELITHEEEEOHLSEE
Beh Lz b, FFSRENE LK T L CWA 20, AFIORH N H5ciThbid, Bk
NofaE 2T BEnnb b, £z, FONBEESMEL R | FEEZELIELZ N
H5, [2.3&H]
9.3.2 FHEEERIZOBREROH I EE (EELITHEREOHLEEHER)
JFEEZENSUIFEIELZ Db 5,

(4) KFEREZET HE
BRE STV

(5) 14w

9.5 1F1F
9.5.1 IEIRFKEAD LK

WHLRWZ &, OWMRERA A TR RIS Lz s 2 A, JRIVEEREE (PFC) 23
T LOWMENRD D, WIRAMDT v MG L-EBR T, IBROBRE I S S Tun
%9 [2.10 2]
9.5.2 1% CGEIRFREALISL) NIXHFIRL TULSEREMED H 5 &t

TR EOFRIENERRMEE LA D S HE SN D GBEICOREETHZ &, 5T HEITIE, &
PR/NRICE E, MEFEKEZHERT LR EERICERG T2, vutdx S —El
R EOAL BH) IR L, RIROBHEEREE K R ERD . TS EKiED
JENEE 72 & OMEND D,

<N >

9.5.2. AFFRLOHE LV | NSAIDs Db ~D £ 545 TR & 7= Ik VT O B RERE 2 ) OVR EAK
TLERUCHED FABEICET DY A 2713y 7 adx oA F—Y 2 HEMERICE 2 b0 EEZS
DT, s ERLIAL) SUTEEIR L CW D RIEEMED & 2 eI T 2 BRI IX, R/ NR
O E LEEFKEEZHERTIEZEERET I L& L,

(6) B3R

9.6 RELI%
1B EOARMERORFRBOARMELZE L, RAILOMG AT T L2 HE4 0 2 & FtP
~BATT D Z LRI Tn D Y,
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(1) MR

9.7 MR

WOFITEETHZ &,

s A TN PITRE D BECKE LT, FRAE LTARIEBRE LanwZ L,

- BWERH ORBUCRFICIER L, LERE/NEOFEHICE E0 5 Z & R - PRERENRATH
Do

< HAEVUCIIARE ORE ES 72 ERD A SR WA ICOAEET 5 Z b, FAERIT—RITER
THEEEN R 2220, AFOBRGICLVBEDKRERTE2EZTBEZNNH 5,

<SR >

R A 55 878 15 38 Jy 22 Aot SRR S AR 12 L D kT ]

L. JRAEBERE - R EARESERLELERTSICE T, BANIRSES 5T
F. BEEAER ONHEFER LR 2, A v 7 oIS BB KT D RBF OE I HOWT, B
RABBTOTZ,

ZORER, INRDOA TN I D FEUTK LT, A7 = F ABEA O 513 EARITATD
RN EDBHEY THD EDEEN RS, BAETEE EIRFL R TR FE SN Sz,

bz LaEFEz <, DUNRSE) OBICFOEETEH L, FICEERETLIZ & LT,

(8) =kLE
REESH TR

1. HAEEH

(1) BHRZERLEZOER
REESH TR
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(2) HRFELZEDER

10.2 HtAEE (BRICEET S &)

4 PRI - 18 71k FEFF - fElRE T
7= U o RPukRm A PIm/EA #8425 2 & | RO L D REFERE X LD,
L7 7 Y NHLDTEEL, BEN |« in vitrollBWT, AFRNULT 7Y %
bruLET 52 &, AHI DT AL T T T AA RNV
W2 &0 /B AN XA, MR ERE AR AS
KT 5,
CARRNDT TR B T T D A R EIE
W& 0 LR E SR 2 Y I ASE =
IS A
% Xa A T-BHEA HY L o fe Btk & H K S8 | Pl ER 2R3 272 L &2 b s,
TREYANRUVEE | DBENRD D,

IR

Y F o L
B Y T

MY FoNRELY LA
SH, UFULhERARED
FTERHDLIOTHMHF D
VF o MREICEEL, &

KFNOBICBIT AT AL T T AR
HHERIC L v, RERY F 17 L DB e 238
DU MPREN ERAT O EEZLND,

FERBITHRET S 2 L,

F7 2 R RARA FIR - BBIEAER 23555 | ARIOBICBIF 7022750 DU EAm
ERrsnnF7oR | B2 5, PEERIC L 0. k. T R U T AOPE A
=3 DEWHEDEEZ NS,

e FE A MR 2RI T 5B 7 | ARIOT 0 R Z 7T 2P0 DAL pmEIER
ACE FHEHK], T o4 | uidb 5, LD BEER 25 S S5 RN d 5,
Ty NERRE [ it r B X w257 | AROT 0 RE 7T D0 OESHRIVHIER
Al nNHd 5, kD, BLARMETT 2720 E2 b0

2.

<fifgn >
EQNES % Jiiik-{]

7= U SRPUERIAl (D7 7 U %) OERZ#MRT 22 &R8H 50T, ST 55812130

S & MY 5 70 ISR ST 5 2 L Y,
KR

ACE PLEAISUIT o4 T v v v DZFERETAI EIEAT o4 REEHEEASEREA L OFHIC LD %

JETER OE50, BHRED AL 2 BT & OAME SRR il S T,

8. BIEA

11.

BlEA

ROBUWERDZH 5N ZENDH LD T, BIEELTH5IATV, BEDFED SNEE I3RS

IR 57 Y LB AT O 2

&o

VITI. 222 (R LoEEs) 1+ 55
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(1) EXLEIMER EDHER

1.1 EXLEER

111 vavy BERE) | 7F745F— (BERY)
vavr, TF7 47X — (WAL, WTF. WESRRIE, PR REE, DU L O U, (R E
NS 2T END D,

11.1.2 MBI GEEARY) | |EBREE (BE )

B Ot m e i, SRR, BRI NS b bh b ZEndb b, [8.5 M)

11.1.3 BHEREAE (BEEARH)

[8.5 & ]

11.1.4 hEMRKRIREAMAESE (Toxic Epidermal Necrolysis : TEN)  (BEARBE]) | RIEHIRER

FE{REE (Stevens—Johnson FE{ZEE)  (BHEEAHH)

11.1.5 2UEREE GEEAY) . 2 70—EERE GEEAY) | BEEELX GEER)
ZhR, MR, JREA, BIN EF, 7 v7F=> EF, @bV v sffE, K707 2 2 iiE
EDOMBITANS 5O GEIITE LIRS A2 PRI L, @WHRAEZITY 2 &,

11.1.6 SHIEMES EEARE) | KR (HEAH)

HAEMEED, KBk, i, T, MESEOFEE LIS bbNnd 2 End 5,

11.1.7 BUERF# (BEEARE) | FFEEERES (BEAD) | &EF (HEAH)

BIEFA . AST, ALT. ALP, v -GTP % DFE L\ EH-Z 185 IFlrelEE . b Obh b Z &
N D,

(2) ZDthEIER

11.2 ZDO D EI1ER
0. 1~0. 5% A5 ¥ 0. 1% A5 @ B R B
1 > M RIS PESEBERT . I/ MROBERRIR T (HH 1 IRE [
DIEE) | /R IFFEERIE S
B EAE » 82 FAR, FIRIB. O, BERS
SR B
JiF gk FEJE. AST b3, ALT B ALP L& JIFkEsE
Wb Y BHEARIR, B | b, 5, BERTUE, 0B, E, 55
Lo WM SR
L/¢hd
FEAPARAR R IR&L DFEV, BUF., B, e
DA RIRART VI, FEEL
a) FEBUHE XTI A % & T,
b) BH5EZHIETHZ &,

VIII. Z4ME (EH EodrEss) 1+ 4HEAE 27



<fiEai >

[ EFHSS

JEB L B 2 — 21T o T2 e A & OB AN EE i D I TS A [ E 392 O SMEEF] 1 23 FFE
SRz LAE eeDS* (Company Core Data Sheet : MEEFET—# > — ) BikET &, CCDS &
DELGFIZIESE, Hlly ZohoRIER) & LT TREERKE | 285K L., BEWMEZITY Z &
L7, (2023 & 11 A3

k CCDS: &5 E DO WRAT CEAERL T HBRICEE L LTV A RLELESRCETH 5, ZeME RIS 2 T,
e - NE. VL - S, EEE R OBLIC BT A FOMOBEHRN S EN TS, 2B,
R ORISR AER, T L. BFOBRAKBENS L O ICERBETEN S,
SEHEERAXREERVERREERE—E
BIERARBEE (HREKFHER)

oA M o KO 794
oA E Fl KO 9, 091
Bl E 78 BUE B3k © 71
Bl 1E 8 % B 5% @ 78
Bl VE & BLRE B 2 0. 78%
(®,/@x%100)
wpmoms | VTR emom | HETESE
T B e B ks 17 (0.19) | FE W R E F 1 (0.01)
%% B 17 (0.19) W R VE R 1 (0.01)
H OB R EF 52 (0.57) | — MM HEE 8  (0.09)
T 31 (0.34) IR T 8 (0.09)
Mg 0 9 (0.10)
BEAIR 2 (0.02)
e A 2 (0.02)
[T 1 (0.01)
/G 7 6 (0.07)
&% 1 (0.01)
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BREFREIERIZK
1) % Al

gl 1R W B % .

HF
Tyl

H (%) s
= 39 (0.79) 4, 872 4,911
'8 31 (0.78) 3,926 3, 957
2 70 (0.79) 8,798 8, 868
2) FEAI
R ﬁ;” E H 1 2’% s
1 IR A 1,408 18 1,426
1~ 2 1,812 13 1,825
2~ 3 1,398 10 1,408
3~ 4 1,228 9 1,237
4~ 5 1,013 12 1,025
5~ 6 821 1 822
6~ 7 508 3 511
7~ 8 222 1 223
8 ~ 9 131 0 131
9 ~10 83 2 85
10 sE LA 174 1 175
7t 8, 798 70 8, 868
3) ‘527
w5 R EIR 2
H (%) i3
3mg/kg Al 6 (1.46) 405 411
3~13mg/kg 62 (0.74) 8,334 8, 396
13mg/kg UL 2 (3.28) 59 61
= 70 (0. 79) 8, 798 8, 868

1

3
\

@
=

9. BRRBRERRICRITT:

12. BRRBRERRICRIETHE
A7 FTAMIEDIREVVEURETEBBEEL RT 20T, LOBEELT) 2L 7,
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10. BEEKRS

13. BERS

13.1 fEIR
g AMEEREE L ERE STV D,

13.2 W&
EVER OG- 2 72 & ERIE C THEZRLELZTTO &, A7 =T ARITMERAMS
WP ENIZO MIEENT A TR,

<t >

13.1 (Rr&—nHHL 1)

FERE 2 DN TR IS 5 OAHE 960mg AR L72 9 » Al 4o % H RS REOBRRELZ 2L
72 26 BE DM IZHOWNW T OHENR B 5,

13.2 TEFEAEKGLOB L SN RMSCEORLBEFICOWT) (BF 346 H 11 BRS84S
0611 55 1% (BF0 542 A 17 BiEKRWIE) FEARBEEE - ARAEEREED) KO [HiiHE
FHH I H S < [ERR R IRA SCEEDOERIZH 72> TO QA IZOWT) CERL 3141 A 17 Bt
A EGEEE 54 5 (A1 34F 11 H 17 H QA BN HARBEFAEASWE) #5512, CCDS*
EOBEERE 2, WMERGROWLE L L UEEINIAA TRV EZBRL, EERET S
ez, (2023 4 11 HekzD)

1. BRLDIE

14, BRALEDZE
14.1 EZFREHOEE
HAFFEE 9 LT —RBERE LTHWS Z &,

12. ZDMOEE
(1) BRERMERICED IER

15. 1 BRERFEAIZED < B4R
JERT A PPEH BRI A R 5 S ATV D AP BT, — AR RIEA 38 B s
L OWERD B,

(2) FFERERFRERICE D < 1R
BE STV
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IX. FFEREREAERICEE Y HTHE

1. EEHER

(1) EXhFEEHAER
VI BB HTHE ] OESMR

(2) REMEERR
TR L

(3) ZDHhDZEEAER

M ER e L
2. EMHER

(1) HExREEMHAER
M ERe L
<B5E>
RN BZ—nmy73.25%TiER A7 =F e LTCoOEMZ L TFITRT,
LD50 28)
& 7 BRI LDsy (mg/kg)
v U A ®oa 1,413+13
S5 5 Rk ®on 1,420*26

(2) REREEMHE
el
e 50 + 100 - 200mg/kg/ H 57 i o)
200mg/kg &5 BEZIFHIE O K AR 22 Ja g pk M OV SLERVRIE 2 3R BTV 5 2,
(H v 200 + 400 - 600mg/kg/H 103 ¥ )

400 & U* 600mg/kg G- HEICIRA:, i, EBICHA, ECBMEBTRAIC LV ESEIR, LDEAT
JFD U 2 RERRIH, FEIB KR OVEREIEOND A3, ENICRD HN TN D P,

(3) EEEEHR
LR L

(4) DSARIERBR
DR L
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(5) EEFRAFMHER
~UAUERTHBNS T HEERE) KOT v b UERI H B2 S 6 HHHR5) ICAH Z# & 117ng/ke
BhLIoe 2A, IRRMRICRE R RIS T 2B EREFEMN RO bNRroTz,
(FEPNEEEE)

(6) FRFTRIBIEEER
LR L

(1) ZDtho%ikEN
15 A RE I K E T R
A =7 A FATKK Z 13 38 MR 085 Lz, e imtEE oy NS AR R m oFEBLUTFR

Loy AWAT/AESY i
MIESRARH €1, (53) | ARMERERF A (%)
H oy kr—)b 96 90.7
v 100mg/kg 151 86.9
(1) 200mg/kg 104 98. 2
F SN AN=ENY 116 91.4
v 100mg/kg 87 95. 4
(1) 200mg/kg 122.5 97.0
v LE woOMHE 60~120 80~100
Wom M A 23 63
b AR B M 240~300 40
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X. EEMFEICEYSER

1. HRHEXH
o Al R LARY
BRNEAY 7% L2

2. A
AR - 44
(MTV-6. BHNOASFERM FICBIT DLEN DEEM)

3. BENRETOITE
Iy ik SRR B

4. RIEWVEDEE
PRE I LTV

5. BEMITEM
BEWERLTA R 2L
<FVvoLEY : HY
ZOMOBERITEM 22 L

6. R—H5 - RHE
[l —RGy « R Z— T3 7L 250mg, N> Z— /L8 50%, A2 & — LABRL 98. 5%
Al 2h 3. 7a L

1. EFEEERR
1962 4E 3 H 28 H CK[HE)

8. ERGADFABRVARES., ZMELRHFEFAR., REMIKFEAR

N SRR | EMEEMENGR | R
e FAH TR AR AR

Rog—iLoay 7 20084E3 H27H
3.25%| (R4 ZHIC L %) | 22000AMX01496 | 200846 H 20 H 200846 A
(R Z—ivmy 7] (1977412 H 28 H ]

&L ] IEIRIRGEA
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HMEER(IHREBM. AERVAELEEEMFOFABRUTEZDOAR
BRESUTRFSBNN, HE K O EA H BN
1986 4F 11 19 H @ [IEAT v A NIEEREVREA O P RBRTERIC OV T O (1986 4F 9 J] 24
A 355 788 FIE R REIEM) 12RO THIEROHE] OXHE,

10. BEEHRRE. BIMERKRARFEABRUVZDOAR
RS R AFKEA A
199449 A 8 H : AR FHDO — 2L H T IITEFIESE 4 5F 2HAFOWTIUCHZEYE Ly
GHREX 32, HIEROHEDZER)
1. BEEHM
A% L7
12. RELRMHIRICEET 1EH
AFN . SRR R M OSSR HIE QNS LU | 2 S5 & AR 998 K B AN 00 5 $E R IESE (AR 18
FIEAGHEE SR 107 ) O—HZ2UOE L7 Rk 20 FFREA @S SR8 97 5 (FRK 20 4F 3 H
19 B o TR ERASERIT 5 TWDESRM ] ITIEEEYS L,
13. &£fEa—F
JEAE S5 848 ST
. X fEREHKSH a2 — F - Lt NERALE
5 3oy Bt oT (9 5
R5E44 ﬁﬁf%%%u W] 2— 1) HOT (9#71) &E N,
RH—L 1141005Q1081 1141005Q1081 100706002 620007100
<Ay 7J3.25%
14. RIR#EHLDFE
RZE L7
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XI. 3Tk

1.

51 Rk

1)
2)
3)
4)
5)
6)
7)
8)
9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)

27)
28)
29)
30)
31)
32)
33)
34)
35)
36)

S L EIVE RS ] No. 54 JEAEESKH . 1982°
Weiss CF, et al. : J Pediatr, 1968 ;72 (6) :867-870 (PMID : 5652617)
T FAE D« KB LR, 1976 ; 4 (8) 1 2029-2033
Frilfp— o ERRE L BRI, 1976 5 10 (9) @ 2453-2459
BRAEIED  /NEREEER. 1976 ;29 (11) : 1819-1824
(A EFNED - NEREZHE. 1976 ;39 (11) @ 1425-1428
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XII. EE&H

1. EHEHNETORTIKRE
2023 4F 11 HBRTE. A 7 =T A (0 7R AVAIUIEEAIUT > v > 7)) OFERIRGEEIZ, 77 A
ARL Y AL AL A=A RT VT TTUNER S nEHTH D,

<BE>AT7xF Ll (D7 BAAD) (BT D ERAETORREX TR, HEROHETLTO

LBV THD,
i LN A
K[E DU SE INDICATIONS AND USAGE

(Mefenamic Acid
Capsules, USP 250 mg,
Avion Pharmaceuticals,

2021 4F 4 AWER)

Carefully consider the potential benefits and risks of mefenamic
acid and other treatment options before deciding to use mefenamic
acid. Use the lowest effective dose for the shortest duration
consistent with individual patient treatment goals (see WARNINGS
Gastrointestinal Bleeding, Ulceration, and Perforation).

Mefenamic acid is indicated:

« For relief of mild to moderate pain in patients >14 years of age,
when therapy will not exceed one week (7 days).

« For treatment of primary dysmenorrhea.

DOSAGE AND ADMINISTRATION

Carefully consider the potential benefits and risks of mefenamic
acid and other treatment options before deciding to use mefenamic
acid. Use the lowest effective dose for the shortest duration
consistent with individual patient treatment goals (see WARNINGS
Gastrointestinal Bleeding, Ulceration, and Perforation).

After observing the response to initial therapy with mefenamic
acid, the dose and frequency should be adjusted to suit an
individual patient’ s needs.

For the relief of acute pain in adults and adolescents 214 years
of age, the recommended dose is 500 mg as an initial dose followed
by 250 mg every 6 hours as needed, usually not to exceed one week.

For the treatment of primary dysmenorrhea, the recommended dose
is 500 mg as an initial dose followed by 250 mg every 6 hours, given
orally, starting with the onset of bleeding and associated
symptoms. Clinical studies indicate that effective treatment can
be initiated with the start of menses and should not be necessary
for more than 2 to 3 days.

%2023 48 11 ABUE, KRETEBIE S TR,
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AFRIZRIT DAEIFZR, HELOHEIZUTO LB THY | SEOEBIRD L1358 5,
WNOAGRNE OFEIH TAF 2T 5 Z &,

G ESIES |

4. BEERIFZHER

TRERBDRER - HHE

AEETERX (AUREXRE/FSIBMLIERESD)

(B ROV &]

6. FARUAE

WE/NE 1A 0.2mL/kg (A 7 = F AL LT 6.5mg/kg) ZIEMEMEL LTHEMAT S, 2B, Fip.
JERICE VI BEEET 5, 2720, JFAIE LCLH2EETET D, £70, ZEHEIFFOBE TR X
HHZENREFE LYY,
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2. BYMZBIT HERRIRER

VEIRICBE S DBIMER (RERAXE. 71— S UTHEH)

AICBIT DS KOG EDOE R E2AT HEREICHET IR 19.4 L2 A9 5#F. 9.5 41iF,
9.6 AT OHOFIIFLL TO LBV THY | KE CRERAMCE) . A—A T U7 H5EE I
Bins,

(2.2

ﬂ

£ =]

2.
2.

22 (ROBHIZIFHZELEGLNI E)
10 IEgRR DM [9.5. 1 &PR]

(O HBEDERZETHEFICET HFE]

9.5 1E1%

9.5.1 WIRFKEAD L

B L2 &, MOEREIRAIZ RN G LIz & 2 A IBIERFHGE (PFC) 23 & 72
EOREND D, WIREMOT » ML LI-EBR T, BIEOBIREESHE S LTnd 19,
[2.10 /]

9.5.2 1% OEIRFRHALS) XIXFIRL TLSEREED H 5 &

BB EORRIENGERRMEE BR D S SN2 GAIcoRZ5 T2 &, BT H8ICE, SE
BANRIZE E, BHFEKEZHRT L2 SEHEICERGTHZ L, /7H2LﬂE//77“ B A&

EOAl, AN Z4Ticfim L, BIROBSRERE K ORERAD ., ZIUTEE D KD E
Xl OHRENDH S,
9.6 12313

B EOFRMER OBAREOARMEEZEZE L, FILoMe Uitz ety 22 &, Itk
BATT D Z LRGSR TNDE Y,
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S

A=A T VT DO
(The Australian categorisation system C (2023410 A)
for prescribing medicines in pregnancy)
<BE L EOME >
F—ARZ VT DIHHE
Category C : Drugs which, owing to their pharmacological effects, have caused or may be

suspected of causing, harmful effects on the human fetus or neonate without causing
malformations. These effects may be reversible. Accompanying texts should be consulted for
further details

WM. MR, REIGFICET HECHE

i LN A
KIE DA 3 WARNINGS

(Mefenamic Acid
Capsules, USP 250 mg,
Avion Pharmaceuticals, Premature Closure of Fetal Ductus Arteriosus
2021 4E 4 H W 5) Avoid use of NSAIDs, including mefenamic acid, in pregnant
women at about 30 weeks gestation and later. NSAIDs including
mefenamic acid, increase the risk of premature closure of the
fetal ductus arteriosus at approximately this gestational age.

Fetal Toxicity

0ligohydramnios/Neonatal Renal Impairment
Use of NSAIDs, including mefenamic acid, at about 20 weeks
gestation or later in pregnancy may cause fetal renal

dysfunction leading to oligohydramnios and, in some cases,
neonatal renal impairment. These adverse outcomes are seen, on
average, after days to weeks of treatment, although
oligohydramnios has been infrequently reported as soon as 48
hours after NSAID initiation. Oligohydramnios is often, but not
always, reversible with treatment discontinuation.
Complications of prolonged oligohydramnios may, for example,
include limb contractures and delayed lung maturation. In some
postmarketing cases of impaired neonatal renal function,
invasive procedures such as exchange transfusion or dialysis
were required

If NSAID treatment is necessary between about 20 weeks and 30
weeks gestation, limit mefenamic acid use to the lowest
effective dose and shortest duration possible. Consider
ultrasound monitoring of amniotic fluid if mefenamic acid
treatment extends beyond 48 hours. Discontinue mefenamic acid
if oligohydramnios occurs and follow up according to clinical
practice [see PRECAUTIONS; Pregnancy).

PRECAUTIONS

Pregnancy
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Risk Summary
Use of NSAIDs, including mefenamic acid, can cause premature

closure of the fetal ductus arteriosus and fetal renal
dysfunction leading to oligohydramnios and, in some cases
neonatal renal impairment. Because of these risks, limit dose
and duration of mefenamic acid use between about 20 and 30 weeks
of gestation, and avoid mefenamic acid use at about 30 weeks
of gestation and later in pregnancy [see WARNINGS, Fetal
Toxicityl.

Premature Closure of Fetal Ductus Arteriosus

Use of NSAIDs, including mefenamic acid, at about 30
weeks gestation or later in pregnancy increases the risk
of premature closure of the fetal ductus arteriosus

0ligohydramnios/Neonatal Renal Impairment

Use of NSAIDs at about 20 weeks gestation or later in
pregnancy has been associated with cases of fetal
renal dysfunction leading to oligohydramnios, and in
some cases, neonatal renal impairment

Data from observational studies regarding other potential
embryofetal risks of NSAID use in women in the first or second
trimesters of pregnancy are inconclusive. Based on animal
data, prostaglandins have been shown to have an important
role in endometrial vascular permeability, blastocyst
implantation, and decidualization. In animal studies
administration of prostaglandin synthesis inhibitors such as
mefenamic acid, resulted in increased pre— and
post—implantation loss. Prostaglandins also have been shown
to have an important role in fetal kidney development. In
published animal studies, prostaglandin synthesis
inhibitors have been reported to impair kidney development
when administered at clinically relevant doses

The estimated background risk of major birth defects and
miscarriage for the indicated population(s) is unknown. All
pregnancies have a background risk of birth defect, loss, or
other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4%
and 15% to 20%, respectively.

Clinical Considerations

Fetal/Neonatal Adverse Reactions
Premature Closure of Fetal Ductus Arteriosus:

Avoid use of NSAIDs in women at about 30 weeks gestation
and later in pregnhancy, because NSAIDs, including
mefenamic acid, can cause premature closure of the
fetal ductus arteriosus (see WARNINGS, Fetal

X1, BEEE
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Data

Toxicity).
0ligohydramnios/Neonatal Renal Impairment:

If an NSAID is necessary at about 20 weeks gestation or
later in pregnancy, limit the use to the lowest effective
dose and shortest duration possible. If mefenamic acid
treatment extends beyond 48 hours, consider monitoring
with ultrasound for oligohydramnios. If oligohydramnios
occurs, discontinue mefenamic acid and follow up
according to clinical practice (see WARNINGS, Fetal
Toxicity).

Human Data
Premature Closure of Fetal Ductus Arteriosus:

Published literature reports that the use of NSAIDs at
about 30 weeks of gestation and later in pregnhancy may
cause premature closure of the fetal ductus arteriosus

0ligohydramnios/Neonatal Renal Impairment:

Published studies and postmarketing reports describe
maternal NSAID use at about 20 weeks gestation or later
in pregnancy associated with fetal renal dysfunction
leading to oligohydramnios, and in some cases, neonatal
renal impairment. These adverse outcomes are seen, on
average, after days to weeks of treatment, although
oligohydramnios has been infrequently reported as soon
as 48 hours after NSAID initiation. In many cases, but
not all, the decrease in amniotic fluid was transient
and reversible with cessation of the drug. There have
been a limited number of case reports of maternal NSAID
use and neonatal renal dysfunction without
oligohydramnios, some of which were irreversible. Some
cases of such as exchange transfusion or dialysis

Methodological limitations of these postmarketing
studies and reports include lack of a control group;
limited information regarding dose, duration, and
timing of drug exposure; and concomitant use of other
medications. These limitations preclude establishing a
reliable estimate of the risk of adverse fetal and
neonatal outcomes with maternal NSAID use. Because the
published safety data on neonatal outcomes involved
mostly preterm infants, the generalizability of certain
reported risks to the full-term infant exposed to NSAIDs
through maternal use is uncertain.

Animal data
Pregnant rats administered 249 mg/kg of mefenamic acid
(1. 6-times the MRHD of 1500 mg/day on a mg/m’ basis) from

X1, BEEE
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GD 6 to GD 15 did not result in any clear adverse
developmental effects.

Pregnant rabbits given 50 mg/kg of mefenamic acid

(0. 6-times the MRHD on a mg/m® basis) from GD 6 to GD 18
did not result in any clear treatment-related adverse
developmental effects. However, incidences of
resorption were greater in treated compared to control
animals. This dose was associated with some evidence of
maternal toxicity with 4 of 18 rabbits exhibiting
diarrhea and weight loss

Dietary administration of mefenamic acid at a dose of 181
mg/kg (1. 2-times the MRHD on a mg/m’basis) to pregnant rats
from GD 15 to weaning resulted in an increased incidence
of perinatal death. Treated dams were associated with
decreased weight gain and delayed parturition. In another
study, dietary administration of mefenamic acid at a dose
of 155 mg/kg (equivalent to the MRHD of 1500 mg/day on a
mg/m’> basis) to females 15 days prior to mating through to
weaning resulted in smaller average litter sizes and
higher incidence of perinatal death.

Labor and Delivery

In rat studies with NSAIDs, as with other drugs known to inhibit
prostaglandin synthesis, an increased incidence of dystocia,
delayed parturition, decreased pup survival occurred and
increased the incidence of stillbirth. The effects of
mefenamic acid on labor and delivery in pregnant women are
unknown.

Nursing Mothers

Trace amounts of mefenamic acid may be present in breast milk
and transmitted to the nursing infant. Because of the potential
for serious adverse reactions in nursing infants from
mefenamic acid, a decision should be made whether to
discontinue nursing or to discontinue the drug, taking into
account the importance of the drug to the mother.

Infertility

Females

Based on the mechanism of action, the use of
prostaglandin—mediated NSAIDs, including mefenamic acid may
delay or prevent rupture of ovarian follicles, which has been
associated with reversible infertility in some women.
Published animal studies have shown that administration of
prostaglandin synthesis inhibitors has the potential to
disrupt prostaglandin in mediated follicular rupture required
for ovulation. Small studies in women treated with NSAIDs have
also shown a reversible delay in ovulation. Consider
withdrawal of NSAIDs, including mefenamic acid, in women who

X1, BEEE
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have difficulties conceiving or who are undergoing

investigation of infertility.

%2023 £F 11 AHUE, KRETERIEE SN TR,

(2) MNRICEHT HimoER
KIERNZBIT 2 EOE R A2AFTH2HREICETAEE 19.7 /NEE ) OEOTFHIIUTOEBY TH
D, KEOTRA SCE KL OYEEO SPC LT R D,

(0. %"ENERZAITHEFICHT HIE]

9.7 MR

RO[ICEETHZ &,

A TN IS BEUCHT LT, JFANE L TARAIZE G LianT &y
cBIERORBUCHHCER L, RER/NBOMHICE B b 2 &, R PEIEEEN RRATH 5,
CHERICIIME OERR ER/ R ERD 2[RV Al O K5 T 5 2 L, BrAERIT— IR
HiFE D A2 22720, AFIOBREIZZVBEEORRMETAEZTBEnnd b,

<BE>AT7xTF Al (DT RVAD ICBTHIERIILTOLEY THD,

H i FLENE
KE DG SCE* PRECAUTIONS
(Mefenamic Acid Pediatric Use

Capsules, USP 250 mg, Safety and effectiveness in pediatric patients below the age of 14

Avion Pharmaceuticals, | have not been established.

2021 4% 4 AR R)
HL[E D SPC 4.Clinical Particulars
(Ponstan Capsules 4.2 Posology and method of administration
250mg, Chemidex Paediatric population
Pharma Ltd., 2023 4E5 | It is recommended that children under 12 years of age should be given
) Mefenamic Acid Suspension (50mg / 5ml).

%2023 4 11 A, KETERES L TH2R,
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XL (&%

1. 3% - lREXEICKR L TERKRHIZIT S ICH-> THOSERR

(1) &
AL

(2) FRiE - BMAMRURERSEF1—JDEEM
BARBANA

2. ZOtDBEEEN
B & AL BRI
LIT OFAI4, 24 TRER O LD TH D,
1. EEHERAUE (1997 FXH)
(1) #HERZEHI
TARYvmy S AV riny T 7 vy 2vny TRMRL YT m T
HROK, AGEK, Hvmy T NFURIfvmy T Xx b rimy T XY TIF

vayr, RT7IIvvny T, radkfrivny s L7 h—EinunyY

(2) RERA=E

1) BBENE

PR IEA 4 WRFE=tt4 fafE | Rrg—ninys

FOTva T = 3t 3. OmL 4. OmL
RYUT7I7Fovmay S H A B 3K 5. OmL 4. OmL
N ANV = AN/ AVl 2. 5mL 4. OmL
TANY vvmy S Mo g 2. 5ml. 4. Oml
_r R rvay S = H 5. OmL 4. OmL
B Ly s A m ey M | M 3k K 2;?'1%';?/ 4. 0ml,
NFURIAvay S = il 2. 0g 4. Oml
A7V rivnay Mo g 2. OmL 4. OmL
Lagfrinay s F NV 5. OmL 4. OmL
L7 h—timyS H A 8 38| 4. 50L 4. Oml
FEEIK 4. OmL 4. OmL
A= KHARRIE | 4.0mL 4. OmL
ISV 4. OmL 4. OmL
2) HERIER

S TR, IZBW., pH, B
TR A U2 FR A A L OV @ o Bl L 72 EL A AN DWW CiE, B s 2 540 L 7=,
3) HABRSEH
ORGSR 15 CHEYE T, 25°CHEYE T
QWERFR] - BlAEH, 1, 3, 7, 14 B#
4) EERAEHE
BLAHA 1. OmL I A% 7 —/v 9. 0mL Z A1 2 C X <IBF L= 0% 0 (3,000r. pom. | 5 457)
L.Z® EJE 1. OmL & 457 E L N EBIE HEM B IRIR (2-Acetylfluorene 50ug/mL A &% / —/1) 9. OmL
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o)

Mz [ RS LT,
RNZ A 7 = F L 32. 5mg ZFEFE L A & 2 —/L 10. OmL IZIRME L T2k e O8N, AKik&E A% ) —)L
TA4/3, 2, 4 fEAR LT3R 1. OmL (S NI YE) B VTR 9. OmL N 2 7o A ERRRL A AR L. AR
YESUBHIZ K ONAIE FREE 5l % HPLC (27 A L 7=,

WHEYEME 26T D A 7 = F ARO E— 7 mfg 25 U, EERE) D REREER L
BLEAIF DA 7 =) AEERE 2RO 7-, HIERFO HPLC £4HXLL T O#EY) Th b,
ERIIEAEZICHT HEELE TR LT,

[HPLC Z&ft]

OB LC-10A 2T A (R EESUERT)

717 2 : Symmetry Cyg 4. 6mm I.D. X 150mm

(AR —H4—X+ UIT v R)

BEFE : 72 h=FUL K U B (55:45:0.5)

Vit & 1ml/min

¥ H o Uv280nm

BT LR 40°C
Bo#tsBgosiE
BRI, RS O FENICE S 10m BREOZEL B A L TRk E AR LT,
BEOICZORBRE L 5 BRELNLSE, RWNVT 5 PBESN L, ZOEELZ 1EE L, BE
W20 T D TOREEZRE Lz, 7238, 50 BHRIEL CTH oMk Lo > -Bikic>
WTIZ 50 LA EE LT,
BRI IAL S, 1. 7T BRI LT,

(3) FHERIER

ARG 2 IR E LU LT,

AR & OBANE L OFEAIC X 0 AV EOREFE e B I N, ERAE LTI, AR
IR OAERRN 10FE (FYTrrvmnyr XUT77Fvvnyr K773 vay/ 7
Ty Avay TRk, A ) rvay T Aadf vy L7 h—EBiu v,
KK, oo w7 KEK) OEARITRO BN, JE8OBEN 2FE (T AR ovnm v/,
RV rvmay ) OREEGRITRO LN, o, NFU RIAvay TEREFNITIERIC
FEFNE D & B Rk & 72~ 72,

H LB A C 7Bl B ANI B ey E<S . Lvb 1 HB LY 7T HBE CE L LT,
BRio, L7 b=y a7 KUK K OUKIEKOEAFITIZ 7 B B T 50 [EILLEOEEEREN
W TH o7z, B BERA OB e B < 27T 10 [BIPL T ORI #E CTHE L
7o Tz, RIBEWMPFTZHELL THD &, AMLOBILIZIZE A ERICTH 7208, Fomit
ITHET L W BIBOF N BRI mzZR Lz, 2B, 4/ V) rvay ZI3mpirFEial cbH 5
7, BROT—HIIBEZETH D,

e, 1BV, pH KOEEOEITIZE A ERBO Lo -T2,

XL, %
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FEHI4 - L wET (165°C) - At IR (25°C) -
(&14) WA | WA 1p [3p[7R]4R AL I 1H [3H|7H|14H fi 5
418 (e - MR |aeEm 54 | R4S | RS | A - ik (el 2 | R | Rz
T pH 4. 40 4.40 |4.40|4.50]|4. 40 4.40 4.40 |4.40|4.50|4. 40
Sy b1 G O Ol O | O H&E O O] O | O
IS Hu O O] O | O Hw O Ol O | O
(=38) oy - N - I I
a5 (%) 100. 0 100. 2 {101.9|97.1|98.8 100. 0 99.2 [101.9/98.0(101. 1
S8 [ - BB (Rt R4 | [RA | FAE | A6 - BEBIR (Bakiy ([ A | RAE | FAE
Y75y | bl 4.30 4.20 |4.40|4.35]4.30 4.30 4.20 |4.38]4.35|4.25
cnyT [T ok O lo|lo]|oO ok O | O] O] O | bEnsKsH
IS Hu O O] O | O Hw O O | O | O |k&ERk
(Hrfriei) oy - 10 — [30<| — — 12 — |30<| —
a® (%) 100. 0 97.8 [100. 5[100. 2| 98. 0 100. 0 99.3 [100.5/97.7|97.1
s R - TR |Bakgy B4 | [FIA | [FA |Baf - | aegy [\ A2 | R A | FAE
RTTIv pH 4.50 4.40 |4.62|4.50]4.50 4. 50 4.40 |4.65|4.52|4. 45
ay /S [fab 1A HE O O] O | O ViR O O] O | O |BAAKKE
(veyyvr. | B o O lo|loOo]oO o O |O]| O | O |kEhotk
75 ) oo — 23 — |3 | — — 21 — | 25
& (%) 100.0 98.2 [102.5[100. 5/100. 4|  100.0 97.5 [102.9[100. 1{98. 9
S8l - BRI * ok | ok | ek | A TRUEBIR | % wk | owk | Rk | g O TRBIHE
72 pH 4. 49 4.35 |4.58|4.45|4.40 4.49 4.32 |4.50|4. 45 |4. 40 micH
Ty 2R G O Ol O] O H&E O O | O O |=: —REioMHm
IS Hu O O] O | O Hw O Ol O | O (]
(HLRI0 sy - N IR T = o =TT S ke i
a5 (%) 100. 0 100. 3 {100. 1{102. 9|102. 0|  100.0 99.2 [103.2101. 1101. 7| T : A - BEiK
S8 A - BRI | Rl * * * |[Af - BRI | R * * *
NERY v pH 4.05 3.90 [4.08|4.00|4.00 4.05 3.90 [4.10(4.00(4.00]| % : —“JE/yE
vayr B VR O |lo]lo]o VR O |Oo|lO]|O REIH
B S Hu O Ol O] O Hu O O| O | O |k & BHK
(=38) 43 - I S R = D R R R [ SRR T
a8 (%)  100.0 97.4 199.7(98.6|97.8 100. 0 96.8 [100. 3[102. 0|99. 8
P4N ) DRSNS b7 B * *  [KEEEG - TREIR By * * *
T7V w7 A | pH 4.43 4.32 |4.40|4.40|4.38 4.43 4.30 |4.32(4.40|4.35|% : [fa- LBy,
vy THM | s o) O |lolo]o b O |olo]o FiFl
KL b o O lo|lOo]oO oo O |[O]Oo| O |rEBrKREI
(hErsemg) | o — 20 | — |30<| — — 19 | — [30<| — | &L
& (%) 100.0 103.1 |101. 2|101. 9] 99. 4 100. 0 101.2|97.1101. 7/98. 4
S8 DAL ARG R | R | FE | FAE REAG-SREE FA | FAE | FAE|FREZE
SFy k54 | PH 4. 70 4.60 |5.00|4.70|4.65 4.70 4.60 |5.00|4.754.70
smy S b1 G O Ol O] O H&E O O] O | O
A ok o O lo|loOo]oO o O |olo]o
(=39 Ok — 0 — 10 | — — 0 — 10| —
i (%) 100. 0 101. 4 |103.9[101. 7[103.8|  100.0 101. 5 [103. 5/100. 7|102. 2
S8 A - BRI (Baksy FE | FA | FE | At - BBk (aakdy 774 | FE | R
ey pH 4.30 4.30 |4.30|4.28]4.20 4.30 4.28 |4.28[4.30|4.20
Ty e S Vs O O] O | O HAE O Ol O | O
() S Hu O Ol O] O Hu O O] O | O
oy — 2 — 10| — — 2 — | 5 | —
& (%) 100. 0 100. 5 {102. 8|101. 0| 99. 3 100. 0 101. 3 [101. 6/ 98.6]98. 6

BRI AELZ 100% & Lz,
O : HIOIRAEIZIL LT LR L

— :not tested
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FHI4 - . Wit (15°C) - Wt B =R (25°C) - WL
(&1t4) BREA | RAER 1H |3H|7H |14H ReE i 1A |3A|7H 147 fis
S8 WA BB DBy R A | RS | RIS |t SRER| netiy) R A2 | R A | R4
Py pH 5.03 5.05 [5.15|5.05]5.00 5.03 5.05 [5.10|5.05|5.00
ny ST K O | O O K O | O] OO | karks
() IS B O O O Hw O O | O | O | k&KL
S FOy - 19 — |30<| — - 17 | — |30<| —
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