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(2020 4F 4 AiET)

1. BEERA U E1— T4 —LIEBDOREE

R EE G OEARN R EOERE LT, ERAHEERRIRMACE CUT., RHIE) 13d 5,
PR B CIERT - SEAIRNSE O ERRIEFE DY BB EBI B2 3K O3 B 215 H 3 2 B
Wi, IRASCEIC R SN B2 AT 5 RIS E ML ERIG AN H 0 | BEKAEDE
WEFREYE (LLF, MR) FE~OIEROENMGFERSCELRIC LV FREMTEL TETWD, 2O
(LB E R AR ATTH0DOHEA Y A N E LTERLA X Ea—T74—2 (BT,
IF &%) MFEA L7,

1988 AEIZ H AT ARG (LLF, BREK) FINEE 2 /NEB DS IF ONLERHT, IF fldikk,
IF S BEEAZ K E L. Z D% 1998 4R1C AR HFITE 3 /NEB S, 2008 4F, 2013 4E(2 H R K=
HIFREB SN IF Ll EHOBGT 217> TE T,

IF FC3E4E 2008 LAFE, IF IXPDF HOE 7 —4 & L TIRET 2 Z EBNFERIE o7, Zh
2L, B SCEOTERUETNH - I HAICWET ORILT — X 2B Lz IF 00t
INDHZ L Eot, BHRO IF 1T, ERMEFESROHME (LUT, PMDA) OEFEMHEZRR
TEHmBRDO— (https://www. pmda. go. jp/PmdaSearch/iyakuSearch/) IZTA I T\ 5,
HIRIETIE, 2009 4 & 0 FEHKL O IF OEREBEFTT /S LT A o2 Ea—T7 4 — LK
Pt ZRRE L, a0 IF DIRMSCEEZ T 28 EFEAEHRE L CGEYNEL - LT
%

2019 AEDIRAT STETDHEFHO L T IS, [1F S0 2018) BNAEK I, Sk [EEAE
SO GEEFRIEIIRENCEE T D0 A RT A ) ([CBET D HEREHEO -0, T OHE B A R E
L7

2. IF &1E

IF 13 DR SCESOFBHREZMTE L, ER - KARMEOERIEEHFIT L > TH R EBITNLEER,
RGOS E OO DIER, WTRE OO DOFER, FHH O ORER, FEHK 50w EMH
D= O, PR EE 7T DT D OIERENERN SR A2 BRI o I iR E & L
T, HFEEDNOHEEA SR E L, SRAIATLE 0 72 12 2 5% 1E 3 0 0 BEAGE TR (S 5 i
AR ORI AR L T D&k SALEM T BN D,

IF (CRE#+ 2 A AN AR RN RE L7 IF e feIc B L, — BBl & R & KR O#
PN OERMDFER SN D, 7272 L, REEBEOBESICED 2 O K ORI HE B S ASFEAN - kT -
TR T REFHEET IF OREHFHEL IR0, S0z 5 & RERAEN SRS TF X,
FIURE B D2SEHE - W - BRREA T2 & &b, VERMIZETLIbD LW IEHERE > &
ZHIHEE LTV 5D,

IF ORMHIEFT —F 2 AL L, B3P ETORKITIVNATIER Y,

3. IF OFIAIZHI=>T

BFBHAD TF 13, PMDA O [ E 3 B TR O~ — DICB#EE AR E STV 5, RS
GHUT TEIRA V4 Ea—T 4 — MERO TS E ) 155 IF &R - 6285, IF O
MEEE 2. BERBESICARE L TWAIERSC IF (EAHFICERHE U W EFRE I >\ C il 3
DMRE~DA VA E2—ICEVFIHEE DANAELFKESE.IF OFAMEZ S0 5 UEND 5,
Flo, BERFSGT SN LM EOEEFICET 2 FHICEA L T, IF BNSGET SN D ETOMIT,
FAENRMET DEETHNAEZ I 5N LI CEE, 2 WIS RO ERMF R — e 2 H(1C
RV HEHIRER S22 & & bIT, IF OERICHT= > TiE, B OIRFSCE % PMDA DR
L E R S E MR TR D~ — U CRERT D LER B B,
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4. FRAICELTOEER
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REICEY, FIHEALN IF ONBFERESHEILIRELOTHDL Z L2 L T2l
2B, BERAENOHR LN D HEROB AR Z MR L, TORBIMEZ Ak E . RFEHGIC
BT HEEMHZMHEERT S Z LITEEAIMOARE THO | IF Z#FH L CHEEEZ EITMEH 5 b
DIZLTWETEE 0,
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[. BIZICEHY 5EE

1.

2.

3.

R DRERE

AFNE. Parke-Davis #HiC LV 1961 4EICBRE ENT-FEAT o 4 RHHRIERTH 5, AFNLPREIE
OBEFRIER & RIEEDOHERIEH OB T2 bbb bR 2R HER L T 5,

ENTIX, 1966 4 4 HIZR L Z—)L 7L« SEORLERFEAREZEEL., K2 —Lina vy
131977 4F 12 AICRRE TS LT,

FODOL, EFEEHKIEEE LT IR EZ—Aimy 7| e [Roz—Linmy73.25%)] |12
BRFE4 DIEFR 2 HEE L, 2008 4E 3 A KRB Iz,

2021 5 12 A, B WS D 7 7 A4 P — RS~ SR e B S STz,

HRDERFIEE

(1) FERAT A FYEFIRIESIR A OKMERRE > v > THITh 5,
(Mv. BHNEET2HHE ], VL. 3BT HHE | OHESM)
2) H%EzHL 1L » AEo/NNRICHIRH LT,
(Tv. AN T 2 E ) OHEBH)
(3) R Z—H, MR L & BT, AT =T KWBRRAI D220 T/NRORME EXERICESZ AT 2
fWHTH S,
(TV. IBRICBET 2IE ) OHEBH)
(4) BIVERX RRAERT 9, 091 5117, 71 41 (0. 78%) (1258 ® B iv, F72RIVER X, JH{bas — THI1 (0. 34%) .
WERE (0.10%) | WEUE—FEE (0.19%) FThH o7z,
BB ERGLOBIEROE & (£ 50) V)
ERZEWEAE LTI, vYavyy (BHEERH), 7F7 4 7F%v— (BHEEARY), WitEam (54
FEANEA) . EERIERGE (BEEARET) . BRGNS (BHEEAE) . R EtER B RARE (Toxic
Epidermal Necrolysis:TEN) (BEEARHH) . FRIEERIRERRE (Stevens—Johnson JEMERE) BHEE R
). 2rEEEE (WERH), x7 e —BliEfEit (FEER) . WEMEER EERR) . Wkt
% (AR RiBR EEARE) ., BHEFR GHEARP) | ITHREREE (BEEARP) | 35E (5
FEARE) . GODARFEZE (BEEEREA) . WMiE RS BEARH) AREINLTH5,
(TVI-8. mIEH) omEER)

SO RF|FHIEE

TR L

I BEEICBE4 25 HA 1



4. BEGRAICELTAMT RNERNE

BERENCRET 2 &M, RBEENHEET A R T4 5% i A RV, R
RMP i3
BIMO Y R 7 F/METEE E L TER STV S EHM fue
B RAHEE T A KT 4 v il
B oo BE B S IE A A i

b, AREHRURE - FALOHIREIR

(1) ZBEH
BARMANA

(2) #& - ERALOFIRER
M L

6. RMP D=
M L0

I BEEICBE4 25 HA 2




[I. 2%ICEH95EE

1. B354
(1) #4
R Z—av73.25%

(2) #*4
PONTAL SYRUP

(3) BHDERE
R

2. —h&&

(1) #& (Wfi%)
A7 = F AlE (JAN)

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

mefenamic acid (INN)

(3) RT L (stem)
PIRIEHR], 7> b T = /VER#HE(R « —fenamic acid

3. BEAXITRER
CO:zH

TNH
CH:~

II. 4T 5EHE 3



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

6. ERAA. Ala. BS.
CI-473, CN-35355

EEES

ouli

II. 4T 5EHE



[II. A5 (CE9 5IRE

1. YELEFHEE

(1) 5487 - IR
HE~REBORET, IZBWIER <, BRIFFO WA, ZITENITEN,

(2) BfE%
VEF NI =T IIRRETIZS K, AF =, =& 7 —)b (95) XiF7 v a kR MMIETIT<
<L KITIFE AT,
KER{LTF b U o LRI T D,

(3) HiEME

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

S K 225°C (5 fiR)

(5) BAIREMHTEH
pKa : 4.2

(6) HELFRE

i 1.2 6.8
b (AR, % 1) (R, % 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. BMEDDEEFHTICEITHREL
T, RIS L TRE,
Jt (60 7 1x « hr) THEEMNITHEEA,

3. AL, DHERAEE, E2E
Al A7 =T A/ I2k5

II1. BRI 5 HE 5



IV. ®HAICET HHEA

1. Flfiz

(1) BlFzDXH|
D=L

(2) HFDOHNEE UK

e pH 'S PR
Roz—nuaw73.25% 3.5~5.5 Huw 80D 7K M R T
(3) #BANO—F
AL
(4) HEIOME
EFE TIV-1. (2) BUFIOHER KL OPRR ) DIES IR
FEEE : 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

V. HFNZBI+ 51EE




2. HH DMK
U)ﬁﬁ&’(ﬁﬁ&‘)@ ERUVEME

Inl, RE R AR~ FY T LT NI=T L A0
KRB =Ny 73.25% | B A7=F Al | —2F VoA, RAEFRF VUL, D-YVILE h—L
32. 5mg M (70%) . BFE, pHFRER, &8

(2) BREEORE
DR L

) BE
LR L

3. RTBRBROMHEUVERE
AL LR

4. i
A LR

5. IBAYT DRIREIE D & 53t Y
L

6. HHEDEEZHTIZHETIRER

FEWIR AR

RAFSRME  25°C/60%RH ELEETZHRE © 500mL/ 48 7 A0 « 2V 7

HH BH 4 Ie 12 % H 24 » H 36 » H 48 % H
S8l A ke A ke A
SIS bl ey A A ke A
pH 4.3 4.3 4.3 4.3 4.3
i (%) 102.9 101. 4 102. 4 102. 1 101.3
%ﬁ ke ke A ke bk
SRR S ke ke bk ke pliokey
pH 4.3 4.4 4.4 4.4 4.4
a8 (%) 103. 2 102. 3 102. 8 101.3 102. 4
%@ ey ke ke ke HE
(G SIARETS Sk STk pkey ke HE
pH 4.3 4.3 4.4 4.5 4.4
' (%) 103. 1 101.4 101.0 101.5 102. 2

V. ®HZBI+ ATEE 7



<% HAHROREML>

g al Bk
TE
(Ix+hr) [AZ—F 105 | 2075 |30 I | 40 J5 | 50 5 | 60 J5
AEBRTEH
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

Lo &k - B3 (—10°C) 1 H—fRH
AR WS BV MR Bk L

2. &ME i (—10C) «—=ilAE | Hf, SHEMBMY KL
FERL W b, AN Bkl L

3. &fE B (—10°C~—15°C) X 24 B3R X 24 B[ % 10 [El#: 0 R L
FERL WS B, AN Bkl L

7. REERVBEREOREN
FERWAN

8. L DEELEIL (WEBILFEMHEIL)
[XI-2. & OO #EEE] OIEEMR

9. A
A L

10. &% - A%
(1) FENIRELGRSR - K. SRR LES - LEICHT H1FR
FE L

(2) @
Ry H—nmw7 3.25% 500mL [

Q) FREE
YL

V. HFNZBI+ 51EE 8



4) BHRDOME
w7 A (f@E) [ RV F Ly (Fr o7 Pie)

1. BRIRME NS A S
AR L

12. 20k
AR L

V. ®HZBI+ ATEE 9



V. BRICEII SEE

1. SEXIIHE

4 HEERIEHE
FREBOES - 615
SMESEL (BHAEXAEESARISELEAD)

2. X EHRICEET 5FE
BEINTHZRWN

3. RZRUAE
(1) RERUVAEDHES

6. AZERUVHAE

WE/NE 1A 0. 2mL/kg (A7 = F ALfRE LT 6.5mg/ke) ZAEYEREL L CHEHMAT S, 2B, £
. ERIC K VB EERT S, 2720, FRIELTCTLIH2EETET D, £72, EEEFOR 51T
BT SEDZENEE L,

(2) RERUAEDORERME - 241
LR L

4. AERUVHAEICEET HIE

1. RERUVRAEICEET R
11 MoOTEREYEA & OPFRITRET D 2 EREE LV,

V. 1BRRICEEd 5 IEA 10



5. BRIKRUAE

(1) BRT—31\vH5—o

A L

(2) ERARZREE

ER

R L

(3) RERGERRR
LR L

(4) HRELRIERER

1) AR
LR L
<BE  HEAT—5>

Weiss HIL

2 FEFRIZEBWT A 7 =+ A (BETR)  (C1-473) OMBEGHFEZ, 7T AE Y v &%t

WL LT HERIEICIVBEILE Y,

xf 5% .
55

BB 2%
DA

FE (EAFE T 1007 FLLE) 22 L7248 (6 » A~185) 200 JEH)
HBEEAKIBEGE Q) . T/hbbA7-F AL LT6 bng/kg & 3. 0mg/kg % 5-
R OT A Y > (10mg/kg) #GHED 3 BEICIAELIZEID D, 4 BRI TH3ER
EBTHoTHARICELIZH ) —ERE LT,

D HEAIB G 1L 2, 4RI E NG A RIE L7z,
D 2 JitiE% (A, B) K& OFGEIZFOMEY THY, AFIET ALY » L XRESICER (%

B COMRIBIZITAEZEZ L (ANOVA) | IRIEIZHA B 2K T (paired—t, 5%confidence
level) ) ThHO ., ENFEORBERHEBRELRETHoT-, BEHLIERD -
7=,

— CI-473 6.5mg/kg
————— CI-473 . 3.0mg/kg
---- TRV 10mg/kg
O %A (n=100) 9 Jiti#%B (n=100)
T 103.0 % 101.0
E(w@ %(ww
1 100.0
J102.0 [ 5 a
-’Q (38.9) _Q (37.8)
- = 99.0
2 %gé.g) Z @1l
S A L 34 B 980 | ~ Ty 3441
= 1000 | =33 E (36.7) == 3343
E(n%/ 33441 @ 910 L 3341
T 1 L L | - (36.1):1; 1 1 1 1
0 1 2 3 4 (hrs.) 0 1 2 3 4 (hrs.)
L[A] P 514 I ] LB 557 1 i)

1) EWNTHERINTZARIOHELOHE
BE/NE 1A 0. 2ml/kg (A7 = F AL LT 6. 5mg/kg) ZARHEMEE LCHEMAT S, Z2F. Fiin, ERICL D E
BT 5, 72720, FAIELT1IH2EIETET D, £/, ZEFORGITRET SED 2 ENEE LU,

V. ImRICBET 5IHA

11



2) REMHR
AR L

(5) 8% - MR
MR L

(6) AEHIER
1) ERARERE (—REARERE. FEFERARERE. SAMELERR) . HERT®RT %

N—RRAE. RERFTERERABROANE
A L7

2) RRBEHLLTEBPENHER TEM L F-RE - HBROBE
A% LR

(1) Z it

1) —HRERIREER
AFNO—MERRFRBRIT, 793 Mgk 9, 058 FlD/NEDREEEE 2RI F i S, Bk EXGER

WA SN0 7,235 I TH Y. HRERIT95.1% (6,884/7,235) Th o7 Y,

2) —EEREGER
AR O “HERIEGBRIL, Ko7 — A BEdREE L LT, Atk ERER 2 ST/

BRI ER S, TOARFRIT93.3% (31/33) ThH-o7=27,

V. 1BRRICEEd 5 IEA 12



VI. EMEEICREJ HEB

1.

EEPHICEESH DILEYMRITIL &Y
AT v A FUEFIRIE - B - MR
7V N T = BRRIEE Y
(FNT =T AT VI =T L)
EE  BEE DO H DB ORBESUTNRFIL, B OB CEESZRT 5 Z L.

2. EBEMA

(1) {EFAERLL - 1ERAMF
RENOIEREITFIE, TR RAZ 7TV AAERIEIERCH 2 Y,

(2) R ERM T BHBAM
LR L

<BE>
KRB —nvmy TR, A7) AlE L TORBEREZ UL FITRT,

1)

2)

3)

4)

5)

6)

1

IR TEH

Y OBIFIENENS LV BIRAICHE LSS & SnD KERFEMEAE (Tv b)) I8 A7 =7
LERD 1D5o i (50% DR A 5 2 53 &) 1% 13.9mg/kg 2/~ L ¥, F7= Randall-Selitto
B (T2 b)) 12K D 1Dy EIE 14. Omg/keg Z2~$ Y,

PIRIEIER

N7 = AL (T Y RS K DARAFNO 1051 (50% Ol 2 5 2 5 FAE) 13 55. 3mg/ke
LY, SINBIBIE (BT b)) 1K D EDsfE (50%A%hE) 1 12mg/kg TH D 'Y,
FI. TV anNy NEESRE (T Y N ICEDHRA T = F ABO N, 7=V T % ®0.51
fEaRT 12,

fiREME

“E” Pyrogen IZ X W RBEIH/-~ 7 ZDERIZBWT, K% E-pyrogen 1/10 & (0. 25ug/g)
THRISTHEE (+1.3: KRR ECTTFRSE2E YO MELMENNIEZHE L, A 7=
T AT 1.3 OB E RTHE TR T HET ALY VO 4 [FOMEVERNFERD 5T
\/\z) 13)O

TaRE T T D AR EVE

AT 2 F ABOT O AR T T 0D BRI T D 1 (50%FLERE) 134 X T
0.7TLM, BV KT T2. 1M THB Y,

RSk D EA

MR > MW ER T, WIRAIZ B RIREEEE 2 E LR R A 7 = 7 A O BRRICE
% 50% IR R & (EDso fE) 1% 300mg/kg L W KEuwn 1Y,

I/ INBR AR B

EFOLZM/PRIMEIC A 7 = F 282Nz, &SI/ MREEF WG ADP (adenosine
5" -diphosphate, 77/ ¥> 5" - U VER) 4M ZEINLTZFER D, A7 =T AERITHREK
1FR 72 1 BRI 2 7”3 120,

Hh R4 A 1

ERARINIOD 7~ MZA 7 = F AFEZ 10mg/kg HLAIRR 15 U 72BRIC 1T 4 R O BIIRE NRIE
1/2 L7225 19,

VI.

HRhSREC B A TEA 13



(3) RSB - FHEE
LR L

VI.

FANFE B HIHH

14



VII. EWEEIcBv H1EH

1. MREDHR

(1) h# LA mRRE
AR L

(2) BRRFBRCHRESNIFRE

MG ER L
<BE>
B e I R R R S
(e g/mL I )
12.0
10.0 1 X7 = F 1EE500mg
sol A1 12500 i
AT =T LR EEHERS
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 A 15, 4nl (X 7 = AFE L LT 500mg) ZHERAKEG L-LE, A7 =
T AfE EEEER A 7 = AR & Z ORISR OSERFR OREY & oS ke Sbei-b o) 11
52 B I e e IcE L 1,

(3) B
LR L

4) BE - RAEOXE
VII-7. fHEA/EH ] OHESH

1) BN TER SRR O AEL OHE
BE/NE 1A 0. 2ml/kg (A7 = F AL LT 6. 5mg/kg) ZARWEMEE LCHEMAT S, Z2F. Fiin, ERICL D E
BT 5, 2770, JRAIE LC1IH2MIETET S, o, ZEKORGITRITIELZ ENEE LV,

VII. #E@EhreicBlJ 2 IHB 15



2. BYMEERP/NS A —4

(1) BHT A%
A B L

(2) RILEEEH
AR L

(3) HEEEER
YR L

4) 9975V
A B L

(5) HHEH
AR L

(6) EDft
AR L

3. B&H ((REaL—>3ayv) @&

(1) B
AT L

(2) 155 A—SEHER
YR L

4. WRIR
W ASGERAL = /N
<BE>
AR A B 10 BICARA] 15. 4nl. (A7 =F Afg L LT 500mg) ZHEREOKEG Lzt &, &5 48
BRI £ TICH T1% 2 R ic et S e 17,

) ERTERENT-AFORER OHE
HHE/NE 1EN0. 2ml/kg (A7 = AEEE LT6.5mg/kg) ZAEHEMHEE LCHEMT 2, b, . JERICE D #E
BT D, 7272, FAIELT1IH2EIETET D, £/, ZEFORGITRET SED T ENEE LU,

VII. #E@EhreicBlJ 2 IHB 16



5.

(1) i —RREEFTER
DR L

(2) tE—HAEREPLEBYE
AR L

(3) HA~DBIT

MER e L
<BEZ HNEAT—E>
AT ORBUA 7 = F Al L LTHIE 500mg, Z D%, 250mg 1 H 3 [F] 4 HIHEki& S Lz 2

5 FLIT O AR BE O SEEMEIIS IR ORI LT WEE AR L i o TR P~ DBAT IR
DVETHD LHESND Y,

(4) BEBADBTE
BB L

(5) ZOMDEHADBTHE
DR L

(6) MFFEAKAE
B RLBRE 4E) IZBITFAA 72 F A0 FMIEE KA RIL 85~97% L A& X LTV
é 19) .
<BE . EBYT—42>
U MAEE N FEBRND . AT = AROIMIEE AR 48% T 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, 7. Filp, MERICE D E
BT 5, 72720, FAIE LTI H2RIETET D, £/, ZEHIFORGITRET SED 2 ENEE LU,

VII. #E@EhreicBlJ 2 IHB 17



6. Xt
(1) FCEBIERL R MR R

COOH
A7 ) LR <:;§}AH%<:j>*&»&D/&m TR

CHs CHs
COOH
R 1
(3’~hydroxymethyl# & {A) @ NH Q U= SR N
CHs CH20H
COOH
R I R
(3’—carboxyl g5 EA) @ Q —> L ra AR
CHs COOH

A7 = F LERIE, AR TEEZ 3T, RE T R ORI & 722 5205, REMI R 138
BNT FRL REMEKD AT = F ABEGDENETNO—HR I NI v L BOREIRE 7252,

(2) RIS 5% CYPEH) OnFiE. FE5EF
AFNTEL LTCYP209 I kv REt&an=® (in vitro)

() MEBEBNRDAEERVZDEE
BEERR L

4) KREVOFEDEERVEEL, FHELE
TVI-6. (1) REIEBALR OMRERERS ) DIAS M

VII. #E@EhreicBlJ 2 IHB 18



1. B
(1) HEi R K OHEER

=

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

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

(3) BEMEE
LR L
<BE>
AH 6. bmg/kg Z/NEFEEEE 11 HI L OERER A 4 BIIICHE A #eh L. 48 il & TR PG %
BEt L7 R B /IR & B NIZ I 1T 2 AF O - PEIHRITIZIER U TH D Z L AVRIE S T
A 23)o

8. FTUARR—E—IZEHT B1ER
RMER R L

9. BNFICKDBRER

OF T
TR L

(2) mi&BEH
AR L
<£EZ HNEAT—5>
R MMOE AT % AT o O JRFIEBFE 4 BlOWE D & 25723, MLHREHTEH A 2 RERIATI A7) 500mg % #%
A#eh 3 B OBAT ISR 21T o 7o R, B0 O R A & L~ TR R, BRI
0.2%)
Ko TR L 0 i@ dr b & RIS, L LTnd Y,

(3) EELEER
AR L

) ERTERENT-AFORER OHE
BE/NE 1A 0. 2ml/kg (A7 = F AL LT 6. 5mg/kg) ZARHEMEE LCHEMAT S, Z2F. Fiin, ERICL D E
BT 5, 72720, FAIELT1IH2EIETET D, £/, ZEFORGITRET SED 2 ENEE LU,

VII. #E@EhreicBlJ 2 IHB 19



10. HED

de 5
B3R

EHYLEHE

AR L

1. £t

REERR L

VII. #E@EhreicBlJ 2 IHB

20



VIII. &2t (EALDOZESF) ICET HIEE

1. Z2E5RAREZTDER
BRE STV

NS
\Ii

ERRBLEENEH

2. B2 (ROBFIZEFEBEELLEZWNI L)

2.1 MEMEEE DO H 5 BE [(AFRIOBESEERA LT v AR 7T oD A ESEMHEIC L v, ol
MENEAD L, B EZ B ST 203 H 5, ]

2.2 BELRMKEOREOHLEE [TuAX 7T 0 VU AANHNC X 2 i/ MO RERE #2450 i
R EZBSEL RS, 1 [9.1.2 58]

3 EERITEREREEO H 5B [9.3.1 BE]

A EERBHMEREEDOD HBE [9.2.1 B3]

b HERUEREARAEDOH 5 A [9.1.4 3]

6 KRB DS IT 3 LiEBUE OBEFEIE DO & 5 BE

1 TR Ui GERAT aA FHEERERAIEIC L 2 ERIEOFERE) LT OBEREO &
LE [RESIGRERAAZIRT S EMERELFRT L2038 5, 1 [9.1.5 ]

2.8 EERGMEEDHRE (BT aRZ 750 DU ASKIENC L, K, F R 7 L08R
HEZY, #iE, WEEREEEZTBENARS S, 1 [9.1.75H]

2.9 WMEITHANCLY TRIZEZ Lo [RANCK LISEEZ v, TRZHRET L5 E03%
[AY

2.10 fEHRRE o4t [9.5. 1 ]

N NN DN DN

3. PEEXIIMMEICEEET HFE L ZTDER
EIN Ty

e

4. AERUVAZICEET 5 FELZTDER
V-4, AEROHEICBEETIEERE] OEZSRTH I L&,

VITI. &2 (R LorEs) 1+ 5HEE 21



5. ERELGEAMIE L EZDER

8. EELERMIE

8.1 HARERANZ L 21 ITRINPHE TR ERIETH D Z LITHET D Z &,

8.2 WDFHEEEETHZ &,
- BMERIE, R, BEAAORELZEZR LEGTHZ L,
CJRHIE L TR G ERET D 2 L,
CHEEENR SN I NEIT) Z L,

8.3 WMEDMIE TR, ML, WEHHSENH LN ZENRHDLDOT, FoEmEE L STk
OEEE UXHEM R B OBEIZBW UL, EEZOBEOREBICHAEET L Z &,

8.4 HFEW, IRENHOLDLNDZ LB DD T, AFIEGHOBEICIX B B EOEIRE G %
IR OBREICERE ST D 2 L,

8.5 H OSBRIt M, MERIERGE ., BRI, BHERA SR H 5N ENHDHD
T, MEMREZIT O e EBE L7147 5 2 8, [11.1.2, 11. 1.3 /]

VITI. &2 (R LorEs) 1+ 5HEE 22



6. RENDEREHIHBEHICHT IR
(1) AHHE - MEEFOHDEE

9.1 GHHE - IEEZFDH L EE
9. 1.1 {HALMERIG ORBERE D & 2 B

BHABRERIELZLRDHD,
9.1.2 MBENEERIZDREEDNHLEE (EELCMBADEEDHDHEBEEER)
H O A i, FRIEREDEDRIWEH N E Z 0 o3, [2.2 2]
9.1.3 HEM D &H 5 EE

M REERESR 25 Z 0 . LRI IER 5 Z L3 5,
9.1.4 DHEREDNDHLEE (EELLHETZOHDBEER)

DDA F BN D - OIERZ B LS E 2B ENNH D, BOT AR T T D U ERRR
AN L0 R, JERIEEEOHIMAKE Z 5, [2.5 2]
9.1.5 [REXMBENHSHEE (FTRAEY VInBEXRIFIZDBRERDOHDHEEZERR)
W ELIEDL 2N DH D, (2.7 HH]
9.1.6 SLE (5T TY +F—TR) DEE

B LS ED D D,
9.1.7T emEENEE (EELEMEENEEER)

WEEZE LS E2BERH D, [2.8 ]
9.1.8 BEMKRBERDESE

B LS ED 2 LD D,
9.1.9 YV o—CRRDEE

BT E I BENLH D,
9.1.10 BREEZSHLTLLESE

WENE CTHEY 2P A 2 00 U, B2 Fr ATV HEICKR G595 2 &, BYYIE 2 Rtk
ftF2B8thhd 5,

(2) BHREREEERSE

9.2 1 ERELEBHREREOHLEE
THLRWZ &, FEMPRERENE L IR T LTV D720, AFIOPRIA 32T d ., 5
WRENGMEZEZTBENR DD, o, TRAX T T 0T AR K0 BEEREAMEK
TT22DBEELEMIEL2LRDHD, [2.4 B8]

9.2.2 BREEERIZTOREENHLEE (EELBEHREEZTOHOEEERC)
FIEENBAD L, HFZIREOBMEBIEENEZ 52 L0 H 5,

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



(3) FrefzEEE

9.3 FFHREEE RS
9.3.1 EELITHEEEEOHLEE
Beh Lz b, FFSRENE LSIET LTV A0, AFIORH A H5ciThbid, Bk
Nofix o TZThnd b, o, HOREHERESBE L 20 | FEEFLEksE 2N
H5, [2.3%H]
9.3.2 FFHEEERIZOBMEROH I EE (EELITHEREOHLEEER)
JFEEZENSOUIFEIELZ Db 5,

(4) KFEREZET 5E
BRE STV

(5) WEim

9.5 1TI%
9.5.1 IFIRFKEAD LM

BH LW &, MO RERAZFERBICRE L-& 2 A, BIRIEEREHHE (PFC) 23
X LOWMEND D, ERRMOT v ML LIZER T, BIEOBIRE NN H)E ST
%19, [2.10 ZH]
9.5.2 tE1R CBEIRFREALISY) XRITIEIRL TS ETEEMED H D&

B LEOB RN GRRMEZ LR D E B SN GARICORBGTHZ &, BETHEEITIT, &
T/ NRIZE S FokE, e OBIIRE I 2 % 5 Pt i A B 05 5 A 20a S 58 LGl
HWERT AR EEEICERETS L, v udXo A P—PIHER OFl, BA) 2R
AL, JRIZOBHERER S K QYR BRI, THUCHED FKBENRE L ORER D D, v
ryatx 7 —BHEA (Y ERZ MR 280A) 2R OEEICER L, BIRO)
IR AR & 72 & DIENH D,

<t >

9.5.2. AFKFHLDOHE LV | NSAIDs DI ~D % 54 TFEsd 5L 7= ik V2 O B RERE E I OVR EAK
T FIUSHED FARBMEICET A ) 227137 ud X A —P 2 REERICL b EEZS
DT, i GERMDIAL) SUTEEIRE L TV RIEEE D & 5 eI 2 B, SR/
O E LB FKEZM BT 254 FEMRET L L & L,

RO Y 7 nAd o —VHEEENZA7T 5 NSAIDDs (KAET 26 S HAIZERS) ©
BRERZ & D B OBIREIHEIC SV T, ARMIXPEERES N TNDL e LN, 19.5 4
@) O, fEm EIREHOBE 2FR<) UTER L TW D RO H 2 BHE IR LT, KR
DENRE I 2 58 O BT L2 EHR T 2 5 & AR 00 NSAIDs o ff iz 1 0 Jig R o Bk X
MERHE SN TS Z LB L, EEMEZITY 2 & & L, (2024 4 10 HEET)

VITI. &2 (R LorEs) 1+ 5HEE 24



9.6 1ZFLIF
BREOERMER OBAREOGRMEEZZE L, BAOME X EF L2 Batd 22 &, HitT
~BITT D Z E NI TNDE Y,

(1) MR

9.7 INR

WORIZEET D L,

s AU TN P D BRUCK LT, FRIE LTARBIZHREG L2 &,

c BWERH ORBUZFHZERE L, REE/NROFEHICE B b &, R - PRiERE R R TH
2o

< FAEVIZIIARE ORIE EF 72 ER0 2 B WA ICORE G T 5 2 L, BrAERIT—ICEIR
THEHEREN R0, AFOFRGICLVBEDNKERT2EZTBZAND 5,

<t >

R A= 55 1848 5 38y 22 Ao SRR S AR 12 K D GT ]

Lok, EAF A RE - RN EAEFRESERNEZENRIBR BT, AANIRYS, %R
F, REEAELOTHRAER LR 2, A 7 PR S BRI D EFI OEHIZ OV T, &
FAHAD T T,

ZOREFR, INROA T IS FEUTK LT, A 7 = F ARRRFI O 5T AN T
RN ENEYTH D EDOGEN e SH, JEAETTEAE BRI AR R FE g 23 B S vz,

DUEkozZ bz@Ez<, UNREZE) OHEICZOFEGTEH L, BICEEWRMET L Z L& L,

(8) SHnE
BRE STV

1. HHEERA

(1) StREZEEEZFDER
BRE STV

VITI. &2 (R LorEs) 1+ 5HEE 25



(2) HRFELZEDER

10.2 HtAERE (BRICEET S &)

HF 5%

BRARREIR - HEE 71

B - falRIK

N7y

7= U 2R A

ke AEM 2 #9252 &
VDO TEREL, LER
HIVUTET D Z &,

WD XD 7P RE 2 bLD,

« Iin vitrolZBW T, KFNU LT 7 %
AHN DT R BT T DA RIEIVE
W2 &0 i/ ERE AN XA, MR EEE AR A
T4 2%,

CARRNDT TR B T T D A R
WX 0 bR E S 2 0 | I AS S 2
IS A

5 Xa [K - FHEA

Hi I oD e BRAE %2 H R S

PUikelEH 28R 5720 L B2 bD,

FTEnbroTmHEO
VF U NEEICEREL, X

T REYP NNV | DBENNRD D,

b S IL7/E

U I AELH M) F o LREE EH | KROBFICBT DT aRrE 7T DU EERK
IREEY T A S, VFULARFEEED | MEERICE Y. REEY F U AP

DU IMFREN ERT LD EEZLND,

ERHIUTIET 2 2 &,

F7 Y RRFRHA FGR - BIEMER 23T 2 | ARIOBICBIT 27 R A% 750D AR
ERkaszoaF7YR | BZARS S, MEIERIZE D . AL F R Y o AOHE A
e HEEHEDEEZ BND,

I 71 WIEER 2 MIST 587 | AAOT 0 RAE 7T 0D OESFMEIVER
ACE FHEHK], T o4 | uidb 5, WX BEEHZEE S D REER S D,
T WREWET | mgie 2 ML S w552 | KAOT 0 AE T T D L OEAFHIER
Al N5, kD, BOLARSMEFT2720EE2 bh

5.
< fEFR >

7 URBUgINE|
7= U SRPURRIAl (D7 7 U %) OEMZ#MRT 52 &ER8H 50T, ST 55812130

WY 5 78 DRI G5 2 8 2,

R

ACE FHFEAISIIT AT o v v MR BWEEHUAI L IEAT v A FPEHREREA & OOFHIC L &

JEPER OIE50, BHERE DAL b LTz & OAME SR A STV %,

VITI. &2 (R LorEs) 1+ 5HEE 26




8. SIEH

1. BlEH
WORWERNH LoD ZLnidh 5D T, BEL H0IITV, FERRD LN GEIITR S
b A7 SR EERITO 2 &,

(1) EXGEIER & DHER

1.1 EXIEIER

11 vavy HEEARH) ( 7F743F 20— HERY)
vav s, 774 7% — (WNGERL WRIT. MEREETRIE, PPURIREE, DU L O, R,
M) 2T 03D D,

11.1.2 FmEm (FEEAW) | \ENKE BEARP)

H O s kg i, SERERE, FRERBLRd bbb Z &b 5, [8.5 ]

11.1.3 BT E (HEARH)

(8.5 2]

11.1. 4 hEMRKIFFEMAIE (Toxic Epidermal Necrolysis : TEN) (BHFEARH) | RISHEIRER
fE{%EE (Stevens—Johnson fE{ZEE) (HHEEAH)

11.1.5 SUEEE WEAY) . RT7O0—UEERH WEEAY) | MEEERX BERH)
ZR. MR, JREA, BIN R 7 L7 F=> EF, @bV U AfE, K77 2 iiE
HEOREFTRBH PN HEIFE LIRS 2 hIE L, EERLEZT Z &,

11.1.6 JHAEMES GHEARE) . Kak (EEARH)

WA, KBBZE, i, T, @S OWLE LS HDID Z LRb S,

.17 BHUERF R GREARH) | FFEEEE (BEAH) | 2E HEARY)

BISERTAE, AST, ALT, ALP, y-GTP 0% L\ ER-% 1) IFRIENE, HH bbb s = &
N5,
11.1.8 DEEE GHEAY) | MmEREE (HEARH)

DFHFEZE, AN RS O DI SRR ERE RGN H b Z e BH D 29,

<SR >

11. 1. 8 [E4 ERIRRAE R HIE R T — Z ~— 2 (NDB) % FHV 7= NSAIDs 0D /Ui 2E K OV ifn A2 s 2
VAZIZHET 2MEOR RO, RHEHADPHGF NS NSAIDs (7 A Y U ZFRS) OO
ZERORMIMEREEY 27 RBENT, 202D, DHHEEOMNLEREELZ [11.1 BEX
REVWER) OIITBR LIEEMEZIT) 2 & & Lie, (2024 42 10 A GET)

VITI. &2 (R LorEs) 1+ 5HEE 27



(2) ZDtDEI1ERA

11.2 ZfthoEI{ER

0. 1~0. 5% A 0. 1% @ BEE A
1L ¥ M/ RIS PESEBEIR i IMRBSREAR T (H ifiLiRe R
DIER) . /MR, A EREREE %

WUE i AR, BRE, T OFE, EEKS

RS Fl

S FH, AST BH-. ALT B&-. ALP B&H. JfkEE

Rl T B, | Y, B, BEOATE. 0. ER, 505
O MBS
/¢

FiArhig R IR, DEV, FHF., BERK, K

Z D RIEART TN, FEEN

a) FEBVEIT TR A 2 & T,
b) B&hHZHIETHZ &,

<fER >

& EFHSS

JEB] L & o — 24T o 7o 5 K & O BREN BE i 2 PLFE MK M ] E 3895 D A EEF] 151 235 E
IN7=Z L5 CCDS™ (Company Core Data Sheet : BT —% > — k) MNekE] &i. CCDS &
DELGFIZIESE, Hlly [ZomoRIER) & LT TEERE | 285K L., BEWMEZITY Z &
&L, (2023 4E 11 Ak:T)

% CCDS : B E DA LE LA T DERICERE L LT 2 /SIFRCETH 5, RMEF BRI T,
RRE - 2. ANE - &, FEE R ORGICET 2 2 OMOBRBEEN TN D, Rk,
HRPOLEMEERE LR, FHl L, KHFOBFHRP SN D LD ITBRUET SN D,

VITI. &2 (R LorEs) 1+ 5HEE 28



SEBREEFRRRAERVIBRREERE—K
BIERRETEE (RHREHER)

HOAE e R RO 794
HOEE B KO 9,091
BILE 56 BUE Bl 4 © 71
Bl 1E 8 % B 5%k @ 78
Bl VE & BLRE B 2 0. 78%
(®,/@x%100)
apmomg | VTR Gpmom | HETESER
R G A) IR R B b 17 (0.19) | e B %R B F 1 (0.01)
¥ B 17 (0.19) e BB VE R 1 (0.01)
H B R B E 52 (0.57) | — XA EE 8 (0.09)
T 31 (0.34) IR T 8 (0.09)
Mg 0 9 (0.10)
BACRIR 2 (0.02)
e A 2 (0.02)
FE U 1 (0.01)
/G 7 6 (0.07)
&% 1 (0.01)

HREFHEIERGIZ

1) 1% 5l
b gl E R Bl % 5
H (%) i3
5 39 (0.79) 4,872 4,911
e 31 (0.78) 3,926 3, 957
it 70 (0.79) 8,798 8, 868
2) FEEAI
A gm@m@ui "
1 BT 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 s LA = 174 1 175
it 8,798 70 8, 868

VITI. &2 (R LorEs) 1+ 5HEE 29



3) ’5EH

o gl 1E H B %% .
S B ECD) e :
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

7t 70 (0.79) 8, 798 8, 868

9. BRRBRERBRICRITIFE

12. BRERIRERERICRIFTHE
A7 T AMZRBRED NV ECRETRBEMEL R T 20T, OREEETI 2L ™,

13. BEHRE

13.1 fER

g AERRREE R EAMSE ST

13.2 &

TSR OB G- 2972 £ ERICIGE U TR ZRAEEZTTY 2 &, A7 = ABRITINIEE A S
FREWNToD, MIEENTIIA H TIEau,

< it >

13.1 (R z—n8ge L70)

FEREIZ DN TIRIENE & DOAH 960mg IR L7= 9 » il el *Y | B3 fEO BRREEE & L
72 26 I DL POV TORERH D,

13.2 TEFEAEKGLOB L SN RMASCEORBEFIC OV T (BF 346 H 11 AT SEA%
0611 25 1% (5Fn 54 2 A 17 HiidaE) JBA@EESR - AlRfAREERmD) KO [Hit
FHH I H S < R R IRA SCEE O ERIZ H 72> TO QA IZOWT) CER 314 1 A 17 Bt
A EGEEE 54 5 (A1 3 4FE 11 H 17 H QAENN) HARBEEMAREASWE) #5512, CCDS*
EOEELSEEEE 2 IMBERGREOLE & L CRENTITA A TRV EZBR L, EERET S
Z L& Lz, (2023 4F 11 AkED)

1. BRLDIE

14 BRLDOIE
141 RHBRERDIE
MR & 5 LTH Rl e LTHVWD Z &,

VITI. &2 (R LorEs) 1+ 5HEE 30



12. ZDMOEE
(1) ERERERAICE D CER

15. 1 BRERFEAICED < B4R
JERT A PP SRR A B 5 S AL T B AP B\ C L — BRI A RIS 3 Bt
L OWEND B,

(2) FEBGEREABRICED < 1F#R
REESH TR

VIII. Z4ME (B EodrEss) 1+ 4HEAE 31



IX. FFEREREAERICEE Y HTHE

1. EEHER
(1) Z3NFEEHAER

[VI. BB HTHE | OESMR

(2) REHFEBHR
LR L

() ZOHOEBHE
LR L

2. HER
(1) HEEEE4HER

MU EE L
<sE>
RoZ—nvvy73.25%TldR A7 = F Al L TOHFEMEEZLLTIZRT,
LD50 28)
[/ e 5% LDs, (mg/kg)
v U A [ . 1,413%13
7 v b oo 1,420+26
(2) RIEEBRESMHHER
s>
(1 X 50 + 100 + 200mg/kg/ H 57 ¥

200mg/kg $&-5-HEZ FFAIIE O 7K B 22 T A M OV LBV IEDYE D H LT D %,

(v 200 - 400 - 600mg/kg/ H

400 K Of 600mg/kg $ G-REICNEI, o TEBHJCEHA, F-BEMEIMAEIC LV ELSEIE
FFD U o RERZE. R R OVE RN S AR, MR B TWD ¥,

(3) SEEHERR
AR L

() HARIERER
LR L

103 7

o)

)

NIPY 36}

IX. FERGRRBRICEIT 2 ITHB

32



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

(6) FFTRIBIEEER
LR L

(1) ZDtho%ikEM
& M RE I I E R
B =7 A FATKHN Z 13 38 MRk 085 L7z, i tEE iy NS AR RMEE m OFBLUIFE

DN,
MIESRARH €1, (53) | ARMERERFAE (%)
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

IX. FERGRRBRICEIT 2 ITHB 33



X. EEMFEICEYSER

1. HHEX»
# Al Y L
BRIy 5524 LR

2. A
AR - 44
(MV=6. BHNOAFERM FICRIT D LEN] DEEM)

3. BENRETOITE
fr ik EERF Bk

4. RIEWVEDEE
REEN TV

5. BEMITEM
BEMERLTA R 2L
<FvoLEY : HY
ZOMOEEFTER - 2L

6. E—m7 - BxhE
Fl—hpsy : R Z—)uh 7L 250mg, N2 H—IL#50%., R Z— VAR 98. 5%
[ %h 3. 72 L

1. ERREEERB
1962 423 7 28 H CKE)

8. ERGADFABRVARES., EMELERFEFAR., REMIKFEAR

- BUERR e KR - SHEATG B VLN W 7E BH 4
e [ 7
o 4 H R A H A H
Roa—iny7 200843 H27H 2008426 A
3.25%| (RFEAZMIZL D) | 22000AMX01496 i%i;ﬁg?ﬁ ; (RIEAZEEICL D)
[Ros—nvmy7] | [197T14E12 28 ] e [19784E6 4 ]

&[] RIEIRIRGEA

X, EHRFHICET 5HA 34



HMEER(IHREBM. AERVAELEEEMFOFABRUTEZDOAR
BRESUTRFSBNN, HE K O SA H BN
1986 4F 11 A 19 H @ [FEAT v A NYEHEREVRA O P RBHERIC OV T O (1986 4 9 J] 24
A3 788 B W R (2SO THIEROHE] OX R,

10. FEERRE. BiEBERAREABRUVZTORNE
PR RAKRFEH H
1994 529 7 8 H : AGRFIHD — i 2 2 9 FUTFATER 14 KE 2 HA 5 OWT IS HEEYE L2
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1. EHNETORTIKR
2024 FE 7 ABUE, A7 =S Al (W7 BAAIAIEER UL v v 7)) OFERIRGEEIZ, 77X,
AL U AL A A=A RNT VT TITUNVERHLL nEHTHD,

<EES>AT7 =T Ll (D7 /LA ICBT D ERNETOMRUIZIER, HERXOHREIZLLTO

LBYTHD,
i LA N AR
K[ DU S 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 214 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 >14 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.
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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 DL

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. R, REIGFICET HECHE

Mt RLA N AR
KIE DA S 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

Fetal Toxicity

mefenamic acid, increase the risk of premature closure of the
fetal ductus arteriosus at approximately this gestational age.

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 1imb 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).
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PRECAUTIONS

Pregnancy

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
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Data

and later in pregnancy, because NSAIDs, including
mefenamic acid, can cause premature closure of the
fetal ductus arteriosus (see WARNINGS, Fetal
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 preghancy 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.
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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
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
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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
have difficulties conceiving or who are undergoing
investigation of infertility.

%2023 4 11 A, KETERES L TH2R,

(2) NRICEHT HiBsMER
AR DBEDEREZHTH2BRECHET2EE 9.7 /NES% ) oHOZHIILL TO LB TH
D, KEOTRA SCEL OYEE O SPC LT R D,

(0. %BENERZAITHEFICHT HIE]

9.7 MR

ROJICERETDHZ &,

s A TN IS BB LT, JRANE L TRAIZ RS Lisnz &,
cBIERORBUCFHZER L, BER/NROFHICE Ed b Z &, R BRIEEEN KA TH 5,
- BRI ORIR ER 7R ER 2GR WERICORERET 5 2 L, FAERIT—RITAEH
HiFE AR 222720, AFIOBRGIZZVEEOKRBMETAEZTBEZn1dH 5,

<BE>AT7 T Ll (DT RNAD IZBTSERIZLTOLEEY THD,

H i LA
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
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
A) Mefenamic Acid Suspension (50mg / 5ml).
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FERUK, AKEK, Bomy 7 NP RIS ny S XX ) rvny s XTI F
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2) HAERIER
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FEHI4 - 0 wET (15°C) - # At =R (25°C) - Mt
(&14) B | WA 1p [3p[7R]4R AL It 1H [3H|7H|14H fii %
418 [ - MR |aeE R4 | A | A | A - ik [aensy] m 2 | R e | Rz
T pH 4. 40 4.40 |4.40|4.50]|4. 40 4.40 4.40 |4.404.50|4. 40
Sy Iz G O Ol O | O HE O O]l O | O
IS Hu O O] O | O Hw O Ol O | O
(=38) o ki - o | — | 3| - - o [T
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S8 [ - BRI (Rt R4 | [RA | FA | A6 - BEBIR (Rakiy ([ 4 | FAE | FAE
75 | Pl 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|O S 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 - R aegy [\ A | RA | 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 & O O] O | O bkt O O] O | O |HEBALAKKE
(veyyvr. | B o O |l|O0o|lO]|O o O |O]|O | O |ttt
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 SRR wk | kx| ek | A TRBIR| x wk | owk | Rk | g O TRBIHE
F AN pH 4. 49 4.35 |4.58|4.45|4. 40 4.49 4.32 |4.50|4. 45 |4. 40 micH
snyT eSS 1A G O Ol O | O HE O O | O O |=: —REioMHm
IS Hu O O] O | O Hw O Ol O | O (]
(HLRI0 sy - o | — 1] - — o [ZTT =k e mmiE
a5 (%) 100. 0 100. 3 {100. 1{102. 9|102. 0|  100.0 99.2 [103.2101. 1101. 7] T : B - K
S8 A - BRI | R * * * |[Af - BRI | B * * *
NERY Y pH 4.05 3.90 [4.08|4.00]4.00 4.05 3.90 [4.10(4.00(4.00]| % : —“JE/yE
vay B VR O |lO0]O]O VR O |O0|lO]|O REIH
B S Hu O O| O] O Hu O O| O | O |k & BHE
(=38) o3 e - I I A - D [ R R [ SRR
a8 (%)  100.0 97.4 199.7(98.6|97.8 100. 0 96.8 [100. 3[102. 0|99. 8
F4x ) DRSNS b7 B * *  [KEEEG - TREIR|AaEY  * * *
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,
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