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(http://www.pmda.go.jp/PmdaSearch/iyakuSearch/) (ZCTAB STV 5, HIFHETIL, 2009 4L 0 FHEIHELO
I FOBRERFTHMME LT M F Ea—T 3 — 0B8] ZREL, Hx D1 FRRMNCELHT
féﬁmﬁm%ﬁkbfﬁﬂﬂﬁﬁ-@ﬁbfwé
2019 EORMCEFTHEHEOE T IS, 1 FRdldEE 2018) BNAER S, 4% TERAERSOIK
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L. FEHIANS D72 10 Y 5% = 300 O S IR 58 IR GE I H#E D R 2EITERUR OMRHE 2RI L T 2 2448
B EAEMT SNB,
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EHIA 2 — T —IMERDFR & /- T I F 2Rk - 2t 528, 1 FORSEEE2, E
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W& 55 [ W& 58 A AGE
ALT alanine aminotransferase TI= T NTUART 2T —E
AST aspartate aminotransferase TANRGEXVBTI ) NT VAT 2T —8
AUC area under the concentration-time curve I FE R A MR T O i
BCRP breast cancer resistance protein FgEmrEE A
BUN blood urea nitrogen MR FEEF
CYP cytochrome P450 F 7 v L P450
EDso 50% effective dose 50 50% A #hi
EFC extra fine crystalline FEBON RS
F-405 aminodantrolene TI/ A bhulbyr
F-490 acetylaminodantrolene TEFAT I/ HE bR LY
Fo504 5-(p-nitrophenyl)-2-furaldehyde-2-carboxymethyl |

semicarbazone

F-563 5-hydroxydantrolene 5S-ERpXdov o bhrlby
GOT glutamic oxaloacetic transaminase TNEIBAX Y alig s AT I —8
GPT glutamic pyruvic transaminase TINEIVBENLEUENT VAT IS —E
i.p. intraperitoneal RN 5
LDso 50% lethal dose 50% Bt
MRE muscle relaxant effect o st
N.D. Not Detected R
OATP organic anion transporting polypeptide BT =4 VHkAR U _7F R
PCA passive cutaneous anaphylaxis SEEET T 4 T F T —
PDR physician’s desk reference ERI 25 E
P-gp P-glycoprotein PHES R
PIE JiE {5 pulmonary infiltration with eosinophilia syndrome |—
P.O. per os BO&sE
PTP press through package —
S.C. subcutaneous injection CANRER o)
SMON subacute myelo-optico-neuropathy AEY




1. BE(CEEd 51EH

1. BEAROERE
1967 % Norwich Pharmacal Company ® H.R.Snyder |2 LV BHFE SN & v ba Lo b U O LKRFIIEZIVE TO X
PEFRARA & 12 R 0 | KRR TH D L b T D, ZOVERIALIZ OV CTITAPRR- IS5 & 0 ISR IS
D, BT D ECH YTV v 7 OEMA~OEFEERC LD R IERA 238 E T 20 & SNTEY | MR-z
GEblcxf LTI ERL ., BELL TV AT AP OH/MUE~OREEZ T2 21k, Z2O9RERTHO
ThA) EHEINTND, —J, invitro EBRIZ L VR EZRMEICBWTE WML G Hiv, F72. 1970 FLURERK
AW S < e S, FEMERREA~OF AMERIL RO LT, 1974 FEIZIET A U A, A XY R CRIBSIRGERF 7] % B
BTz, 202345 ABIE, 7AV D, A XV AOMIERLETHA - PS5,
DRETE, WA B7 A7 7 A8EK) 231973 4F X Y Norwich Pharmacal Company (l7'm 7 % —« 72 K« ¥y
VTN Ty =T a—T 4 HNVARE) HKE FDA IR LIZERE AT L, 1974 4 4 A X0 HE - SEEEAOATFSE D
DNCEEREREBRZ . 1975 4F 1 A X 0 EERIEHEZLOMFIZ BB L, DWW CHLRIER IR AR T 1976 /£ 9 HX Y hXU Y
VIR A RMRIE L T T EERAIT o TR, MIRAVE SR S AL, EMEME R O EE 2 HIR V] 3L
T, 1980410 AWk T hm b MU A OERAERBEDY T4 N O AHT®L25) X4 N DA T &
v 50) ORI TREARE BT, D%, 5,286 B2t Hilk% 6 FHBAEFHA 21TV, 1988 45 1 Hiz [3REAE
1458204545 ERRIEGHH) OWTHIC Y L) L OBRERREEE, —H. DTEESEVE] 12OV TE,
1985 4% 4 HICH/DEIRIGHIN L LC X MY M) DSREARE G2, 2o DEEREEVE] &REROBEEIMEN
b5 THEVEEER) 1220 T, 1982 LIRS < OEFERE RN 2SN Tz, EARTY, BISEERTL 0 Al o®mEe
A MR R REAT SR BE D FEREFAE, BET NMC LD EIMEE TR T HWREDRINDFORBO, TEEMIE R
TRIRIE ] OBR%E & LC 1991 4R X D EEIRERBRZ . 1992 45 6 A XV 2h /13K eRaER 2 580 L7z, AZhREIC oW T, 1993 4F
1 ACA /DB RS E S, 1994 4F 7 BICBIES 2 UG Le, E70, TEMEEGERE (2oWC, 500 Filofs
FHRGRETRA 2 JE5E L 2008 4 2 AT THEFESE 14 16 2 A5 GRRIEGEH) OWTIUCHEZY LRV & OFER
FERAE 1T,
B RBHIZOWTIRAELRIIEE 935 5 [EIFEFHZ P 1LT 5720 O EIEROFRFE L OIRFEA DY s>
WT CERR 12429 A) 1IZHS IRFEA OB TG % 2006 421 AICES L, #ilkess (4 b Y oAl 7 &L 25mg)
(72 MU DU LHTENLSOmg] & LIz, D%, (X N U AH 7BV 50mg) 132014 43 HIZGEZ 1L L7z,
FARIE, AARSERFE RWEZ (Frbhelb P M oA & UTNEENT Z ST K D ARERZITV., AARIERS
BISRHKET (Frbu byt M) ook ICAHER L 27,
20154E 10 A, BRRStEA—T 7 30T 4 w7 13F 2 MU U Lh TRV 25mg ORGEIRFEA G & L7z,
¥ 1993 AFICIRFIELEIC Lo THRES N D BRAEIRG ) L1380 —BNRADIRERIELE L TRRZIHE L TRV 7,

2. BEOAERFHEYE
(1) MR X Oy Zte 5K [Tk 2 HRMENRD Hiiz,
(TV. 5. (7) Zofth) OEHRR)

(2) ARFNE, BIRAICTMEBIER 2R L, (w7 R)
(VL. 2. (2) 1) fpstisE/ER 1 OIEERR)
(3) EMEMEREICKR LT, HERBIOBIRNEES %, M5 " LECRAOKZ SN ARERGAICERE T LN T 5,
(Tv. 5. (7) Zofth) OEHRR)



(4) KGRI} O A% O FARAE A 1S 381 D BIVE RS BLER 1T, e, 28 Z 3 5V 5 CTlE 14.96% (879/5,877 1)
Th V. EEGERETIZ 20.30% (107/527 ) Th-o7-,
(TVIl. 8. &IEHBIRIEARBSEE R CERREEEE %) OHE

W
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)

R, BEARBEIWEMA & LT, BE, IFREE, PIEREMREE, MR, A VoA, WRARE, av 2, 7T 747%
G STV D,
(. 8. (1) FEKRZREIVEM & WIHHER ) DHSR)

3. HROBHLHHE
A TDRL L

4. BESERICELTAMNT NEHETE
IR BT DR,
B HELET A BT A 5

RMP

BN Y 27 f/MeiEE & LT
PER STV D &R

B HELET A R A
PR b oo B i @ g

A Nv, SRS

H|E (AR

=

=

(2024 5 9 A BFA)
ARENT THEMIEGERE] 2 FEZRE « 0% E LT1993 45 11 A 15 BIZEAFBREIC LY . FAERERLOFEE (FBE
5 (5HB) H285) ZITTW5D,
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(1) AR5t
Y LR

(2) & - EALOHRER

M L2
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0. A9 SIEE

1. ER5T4
(1) 4
&2 b U T ARH TRV 25mg

(2)*%

Dantrium® Capsules 25mg

(3) BAFRDHE
—f%4 Dantrolene Sodium Hydrate ® F##%5 & ¥ Dantrium & 4 L7z,

2. — &4
M Fg (&A%
o bhab it b gaKkfY (JAN)

(2) %/ (fdi%)
Dantrolene Sodium Hydrate (JAN)

SEEIN
R

3. HEXRITTRERX

(0]
ON | N r« 1
= % \N/N\«NNE ' B?HZO
L |

4. 9FRXRUSFE
45+ ClaHoN4NaOs - 3% HO
Sy 399.29

5. L4 (4R XITFE
Monosodium 3-[5-(4-nitrophenyl)furan-2-ylmethylene]amino-2,5-dioxo-1,3-imidazolidinate hemiheptahydrate (IUPAC)

6. BA%. Jl4&. BE. E58&S
F-440, YM166 (BHRES)
CASEGRE 5
14663-23-1 [Dantrolene Sodium Hydrate |
24868-20-0 [Dantrolene sodium |
7261-97-4 [Dantrolene]



M. 5T 51EE

1. YEeEtE
(1) 5188 - 4K
Ao ha byt b AKIIEE WD E~E WP WEORE O BER Th B,

(2) AR
ZorabrF b oLaKPITeE L 7Y a— L ZRORRITRT K, AY ) —UZRRBETIZ L, =%/ —b
(95) 1T TFIZ< <, AREEERE (100) (RO TEITIZKL, 72 M, TR 720N FV=FL—T L
WZIE & A EIEIT 20,

(3) it
R L

DEbm (R, FR. HER
BT 72 R 7R S 720,
200°CE TIHZEARD HALT 2000CLL RIZ72 5 LB E R tha IZE o b L, DRBRALOEEEZ{ L, @liEL 72
BOORET 5,

(5) BRIE EAE B TR
pKa : 6.6
KENIAKITEEFIZ VDT H ) — /L« KIBIRICED L= OB T E L, LR FSsMREIC X v e (22 -
1 Ly) & LTOHRNTOMEEEE (pKa) ZHIE L7z,

(6) HERA
R L

() ZDHD E 4 RIEE
pH : 9.54~10.36
WYEHE - E'Y (381nm) : 840~875

IR AL ) —)b 0.IN KE&fbT b U o AR
W AE R R (nm) 225 309 381 225 311 395
E\” 372 404 851 432 471 720




2. AMRDDEBEHTICHITEREM

i TRAFEAE AP RE RAFHIR R
- s B 7 A - WPFRORRIEE HI1E & A EZRRD SF, H
FHIRTERR et} i O0EA | i
Bt 5 AR
20°C i 6 5 WPRORRIEE HI1E & A EBNRD S, #
Bt 5 AR BNTH-T-,
\ BH A%
i 2 B A
ﬁ L OB ONERE 7 a~ 8T 7 4 —T F-524*D
% 50°C —— 6T H | IR ST, F O RERTE H 1228
A b fLid b, BN TH -1,
Vi
N o o et 7 A - G DOLALRD SIS, ZOMORBRIE 14
WE | 40C 75%RH e SEA | amw o nd. BN chH -
" ENKELLE (2,7 5 A 6 i1 WPFNORRIER LT A CEEZRD LT, H
A A Vy—L BHNTH- T,
WEEE : Mk, WRE, Wik, MEgre~ 777 0 —, MR, S8
k F-524

JFARICOTPMCEENTE Y, BHELIC L > TERT 2 0BW TH %,
5-(p-nitrophenyl)-2-furaldehyde-2-carboxymethyl semicarbazone

ch—4<:::>%—ﬂ:_jEL—CH=N——N——CONH2
0 I

CH,COOH

3. BMRSOREZRRRE. ERE
MeRidBhiE B & ha Ly MU o AR HERRBRIZ L D,
ERE: AR FrbhnLb ot ) oKk ERECES,



V. SR8 H1EE

1. #lf
OF:ili20]=%:]
fiifi 7 7 & L
(2) EF| DIV B UVHEAR
& Xy v T RT 4 NN - ST o/
NEY) : 2D DEOH R
N s RE S a

%35
KER ;0 290mg, WA : #J235mg

Q) @A a—F

Y LR

(4) "F DYE
FAERRER : 8 /0 LI AR —MRERBRESS 33 A EARRIE (4) W7 EAANC KV RBRZ1T O L&, ZHhIQERT %,

() £ Dtk

BARRANA

2. RFIDMERK
(MW AEMES CEEMS) DEERVFME

B SY 1 7 erfRE #FohrLrF U D AKY 25mg

g | AR, BURESSFLT S ALy ATV VRN SRS AL T ) MRS B
i v, REA3E HASE ETFV

2) BREZFDRE
Y LR

Q@ #E

BN

3. BtERANHERRUEE
Y LN

4. Hif
B ANA



. BAT SREMED B H MY
R L L, DT F-524 BIRA LTS, (M. 2. HEIAS OFFESEA: TR T 2REM] OESR)
F-524 : 5-(p-nitrophenyl)-2-furaldehyde-2-carboxymethyl semicarbazone

. MEOEBEETICHTARER
B [T (R TFE (1T o

- o PTP 41 O | WTRORBRIEE b3 L A LBERRD bR
RARAFAER | 25°C 60%RH | 5 D | OB | e

30°C 75%RH 6% | NEMONMLZITOTINCELATED ST p3,

ol IRImE PTP ) 4E FOMOFRBRIEEICIE L A EEDNZRD ST,
g;u; 40°C 62%RH 6 %A BN TH T,

B . WEFEAT T A | o | WTRORBRIER bIE & A LELAED ST,
o AR e SR i ot

AEIEH - Mk, REERER, A&

(BEBEN v b U LT TR 25mg D TR O ENERERE 5
[XI. 1. F340 - IRFESHRICE L CRERHIBT 21T 5 I8 7o > TOBBHER] DHESM]

. ARERVERRORENR

L

. fhFlE DEEEE (WMEEFHEL)

NN
(Z& 1)

(XL 1§« ARGESCERIZER U CRRIRHIET 21T 5 (272> TOZBER] OHSM]

7)) BHRBREF 21 (o —2MnD) [Tk VRBREIT5,

% IR SO0rpm

BRI K

() 45 43 COEHED 85% LA LDV 2 7= & S ITE G,




i1 (%)
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2 —--pH12
s ----pH40
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= L
10 e
g : I : I ] ! 1 ] ] | ] I
0 5 10 15 30 45 60 90 120 180 240 300 36

B HCER IR ] (43°)

10. &3 - A%
() FEMNRELGRR - B, NENRRERR - SRCHET 51ER
Y LR

2) 8%
100 7 7&v [10  7&/L (PTP) X10]
500 7 7 [ 3T ]

Q) FIREE
NN

4 BRFEOME
PTP : £— AR Vb =/, E-7T/13
NI Xy T —=T7VF, ARV —R)FL

1. BRRHShIEHE
AR L

12. =Dt
Hrize L



V. AEICET 5IEE

1. BRERITBHR
OTFRCHRBICH S EEMRE
fim EPEEREAE. BERE. SMEREE GEEIME. BHIREG) . BEHEHE. RMPIFEIE. FR/MNEEE.
EHEME. B, H0E. HEREARELE. SRMEEILE. REZ (SMON) . EKiE
O2F T LEREYRK
OB AEIRRE

2. BhEERIZHRICEET 5FE
RE I TV

3. AERUVAR

(1) BERUVAZOMEES
(EERERVEE L SRY R
WE, RAZEL ey T YAk E LCL A 1A 25mg K0S E2AD, 1 EEIC 25mg $o8EL (1A
2~3 BB ) HERFFRZRET S, 2720, 1 BEREESERIT 150mg & L 3 [BENCyEIET 5,
CEMAEIREE)
b b rd M T LAKRFERAIOBIRNIK 5%, MR 50 LE TR AR ENRRES. BE, JAZTF v
ke Ly b oAk E LT 1R 25mg Xid 50mg % 1 A 3 [ERAO#FEET 5, 7ok, FEilp, ERICE D EEHEET 5,

Q) BERUHAENRTERE - Bl
(V. 5. (3) AERINERERER] OEBMH

4. AERUVRAEBICEET 5EE
BRE I TV

5. BERERALAR
MERERT—2/\vr—
Y LR

(2) BRER SR ARER
DR L

) AE RIGIRFRHAER
1) FE R
TEIEIRREL 74 B, €O ORE (& U THMSMESRIFE) 13 FlOFF 87 Bl S\ TAHAIZ #llH] 12.5mg F 7213 25mg 1
H1EERENGIED, 1EIEICEE L CEEHRE CHERFT 5 2 LI LR, ARIOMHIL 1 A& 25mg £V 46,
1A EICEWERZ T = v 7 Lo OWilT 200580, BHEHOHBRELEZE TS L 1 HE 150mg ETIZLDLD
NEETHDEZEZ LN,



2) BMEAEREE
FEMEE (R AR 27 (2 RIBUCE U 22 B 5 5 IE R OEIWER 2 E O EoEE R 2 I T2 5% HOICERIEHR 2 &
i L7-fE R, BG5S Lk, MIHRIRTIE, AL e Y Az PEE 40mg B L, EIRIC
ISCTHEEHEE L, REHEE LTI 7 BENBERERD Z &, EMEHEAREE U TR, SRR T D AK %2
1[5 25mg % 1 A 3 [\, 2~3 &L L, & ORMICHERERICR 2 aEesIia st 2 B EIC B U, MR ORE
WHBMR RN L 2B L TR ER T T2 EnNEE LV EB 2 b Y,

(4) AT R ER
1) B AR ER
kit do & OV BEMERRBLIS S5F L CHRER h LX) Y o et REE L U TR & BRI HOW T TEHERABIEIC LV Rt E
Mz 7= 5% Dontorolene Sodium [3SEMERREIZ 5T L AR 2RI T D ZRMEITOWT b X RIE L IZIEFEROBGE 27~ L
=3,

2) REMHBR
DR L

(5) B - AR
R L

(6) JAmaIE A
D ERARERE (—REARERE. FEEARERE. EARELERAD). 8ERTERT —IN—AE. HiER
ERERABRONE
MV 8. @I RBIRIERFEBMBR K OB RA AR — 5] OB

) RREM E LTERBF RONERERE LS - BROBE
R L



(1) £ Dtk
DEERE. 25T 0RYK

FHRRE BT L E BRI Y 2SRRI A FhE L, A HMENRD b,
BB ARl Lk

i i A o 5 4 T 51.1% (97/190)

Jibd e R g 31.9% (29/ 91)

SMELESE (BEERAIME. FRETRLE) 35.9% (23/ 64)

IR HENE 45.0% ( 9/ 20)

BB LE 75.0% ( 3/ 4)

Tl MM PR SE 583% ( 7/ 12)

ER e/ IR SR P R R 41.2% 21/ 51)
Fhask 60.0% ( 6/ 10)

HHEIE 50.0% ( 5/ 10)

7 2 A SR A i 36.4% ( 4/ 11)

2R MEREALAE 35.5% (11/ 31)

ZE (SMON) 30.0% ( 3/ 10)

B K9 80.0% ( 4/ 5)

BH I HIRY JF 100% ( 6/ 6)

2) BERE
FEPRSE SRR T D ERIRBRIC I W T, FRIRN B G-1% . fiRfei 503 LB TR D ¢ 5-03 WIRB 72 BB 12 Bl L TR

D&%%%%LKOE%W®@%%&

FIFHERF CEIEBNE 91.7% (11/12) Th-o7=2,



VI. EMEEICEI HIRE

1. ERPWCEEDH S LEYRITEEME
RNrardzy, TrursrTay, FY=D UEEEE
HE  BEOH 26 OEE - DIREIL, BKFORMNIEEZ BT DL &,

2. XEBER

(1) YEFRERAT - YERHEF
BRI O B — IHEEBNCESHER T2 2 &8, Fx OFERIZEVEH S TR Y 49, ZoHE —IUiEER- O & oEhr
WHERT 2 2O W COBIEE TOMZETIE, T/ D IV T bA o DT 2 M2, P aR =0k
BTDHINT T DA F U ZWOSEDLZEDRBEINST | BTV AT A0 H/MURIE SIMEES N DR L v b
gLy YT AKFOEEREAL EHEES TS 0¥, Fr ha L d U o 2ZKFIEREEOFEERTH Y |
HHREREE 0> BAE 7> & il /NR D T3 V2 0 A A LR B 2 BB R A W5 L B2 b TWb, Zofl, ¥rhr L
N U T AKFIERR AR A V2 A T WA OB AR T O LT A A AR LK S =
YRUTOHNY T DA F BB ERET D E b VDbRTWS, Frhrb T MUY ATEEEGREO B MEKD
WZBWT, 2 OEMRBFIC L EEESERE DR Z IR T2 b0 LRI TV D,
BEPHEBEORR & LT, BRBICE T DH/NAEN S D27 A F 5T QN P RR I B 1T 2 PN
AN DA T PRE RIS Rt r b= MRS O RSN HE S TWd, #r hrlbrF MU ook
T EAE BT MNEIED D DTN T A F 2 BEREZIIHI L. PARRRIZI W THIIRN I LS D A A A
FE 5% ] AR OWEHE T 2 I AR, RN vk m = U RGO AR R UET O O E X
bivd,

(2) B E=E T B ERRAE
1) Frstiz/ER
OB E AR B RESRAER (v R)%10
~ 7 AIZBW T, morphine (2 X DERSISITHRT 2 IHIER L HstiE R A . F7o, BlESERE B L D HHE
WATERAREILIZE ZA, XU br Ly R ULKFMIZZ e LT ERF R, T EANL YARZ T
VERIZH L, X 0SSR ER 2 RS D Z L AVRE T,

R OREERGICE 2HMBEFOHNR LR LM (i.p.)"

EDso EDsq LDso MRE®
SA “(mg/kg) :(tflg/kg) ) (mg/kg) oo Ereeticr -l
ZERIS D 2 (72 WREfE) A
AU RV E R —LF R Y DA 29.0¢ 11.0 122 0.3 4.2
DV TAUN 8.0 4.0 327 0.5 39.0
AT xR 130.0° 8.6 394 0.7 3.0
VA= e 8.0 4.0 90 0.5 11.2
YR GY 0.2 0.2 0.5 1.0 2.1
VAN =25 S N RN 37.2 62.0 1,390 1.7 37.0

a) MRE (Wit {EM) F5%=EDso (B#MEBIJHH) /EDse (ERLUG)
b) LAHEH=LDsy/EDso (FERIIE)
o) EMMHNRKDND E THERIIG~ DB NI n o7,




QBHIGIZXT ZER (Y9VHII : invitro)™
7 3K VB AR U EAR R A EA K VT S REFRIE AR AR 0O BLIAE L %t LSRRI EH 23380 Tz,

Zrhulb g UKW 1~100mgkg &7 v b O+ HRBRICEREG S0 & AEMRERTTIC X D RIEE O
HUBCHE 3R 2 Wl S 41, K9 30 0 RICIRRIZEL. ZOERIL 120 0% £ TR L 7c, > br L g U oAk
VOFHMRIERIL, HORENBKFIETH o720, KRERE (FHE. FoRBERS) 2l-oTh, BIltEDE4E
MHNEEED b e o Te, Fio, FHESRPIC &0 A9 2 BIGHEIZ 6 LT, M & FROIMHIIR 3B 5

T3,

I UL 100mg/kg

d 6 8 6 300 60 120 4

2) BREHAEICR T B4R (Sy b, R*a, DAL
bkl rF ) AR, v b, X2, UUHTAEBRW-ERT, HFHNAEMIOITEACEEL 52

ol Ty hOLEAAAEARRIC X0 R SN A TR OMRER) (R RS &R LT L7z,
T DR EIERIL, FRREMEZMHEI L TWARNWZ e R, Foha LT Y T LK O RREIER
MFEEERICER L TWD EE X BN,
3) EERMEMBOMFIER (2 : in vitro)*®
Fohr by MY U LKL, 2 OFRIKERER VT > b OB MERRAK EiE A B L7,
4) BRI T 1R
OEMERERBETIVIZEITAHEER (Sy MWD
Z v MEMEREEE T MZBWT, KR LS, EELE QMG V7 F VR AR —EIHEEO LR/ 2 L,
QMBERDILY I LA F VEEEICHT B4R (AT, IR @ in vitro)
L DOBRRFICBN T, 20BN X 2WMEZ2IEI Lz 19, —J5, ~ 7 AOBEMPEEIR 17 KON T 7 b
V=AW IZBWT, ENEI C48/80 UM T N Y ANC K BRMARNA N T AA A RED R BRI L, £,
BETEOICRBWNT, _T MY s kb tn b= oz Lz 19,

(3) Ve R HIRIER - FirsR
MU ER e L



VI. EMEREICET 5I8E

1. MhBEOKR
(1) S LA e
R L

(2) BRI THR SN RE
TERERNCAA] 25mg 4 FIKL N 50mg 4 5% AR O #G UZBRom SRR, 4 Mg ICREE (0.27:gmL KO
0.60ug/mL) %7~ L, FEHNIZhEh 6 KR OV 7RI TH o 72,
T, MIERRERRR T OE (AUC) 1. 3.26ug-h/mL LT 7.08ug-WmL TH V| FEEMIZI T D e b g K& O
AUC 1T & bITH G RITHAF LTz 20,

FURYDLZEERANROKRS LI-LEZ0MmMERSV FALVEE

(eg/mL)
1fiL O 25mg
% 05F ® 50mg
?: Gl %, n=4)
b
v
7 02f
it
3
0 2 4 6 8 24 ®
5
(3) &
MU ER e L

) BE - FRENZE
NBEOTE
U E R L
2) frRROFE
Y LN

2. FUGEERIIS A —5
(1) B A3
DR L

(2) IR 3
DR L

(3) MR T
R L



DIV TFIUR
B R L

(5) A
DR L

(6) Dt
R L

3. BEE (REalL—va) @i
() BB 5k
R L

(235 A — 8 EHER
DR L

4. IRIL
WAL = IR
W : 70%2)

5. 9%
(1) Mm% — XEA P @id
LR L

(2) % — B RIFIE B
ML L
<BE> (Fv 2
KEBR 13 B HB X9 B HOMES v M HC-# 2 b r LT b U5 SokR Imgrkg #1157 RO BIHBEO I~
BAFRIRT L B0 DPNCBITT 2,

BBIRADFEIT (Tv k., Img/kg P.0.)

W (h) 0.5 4 24
Mg g
e 138 H 19 H 138 H 19HH 138 H 19HH
iSRENIIR S 1.31 0.99 0.34 0.38 0.01 0.01
r R 0.10 0.19 0.04 0.07 N.D. N.D.
ER 4 0.44 0.38 0.20 0.24 N.D. 0.01
E K 0.03 0.04 0.03 0.02 N.D. 0.01
THARDN B 0.72 0.61 0.20 0.21 0.01 0.01
noTE 0.69 0.63 0.34 0.32 0.01 0.02
noF 2.14 2.01 1.22 1.10 0.23 0.26
B 2.29 1.67 0.93 0.97 0.14 0.21
(Fvbhr L d LTO ug/mL, 3 HloFH) N.D. : Not Detected



Q) Eit~DBITHE
UG R L
<BE> (TFy WP
itk 14 B HOWES » BT UC-Z v bu b rd U D LK Img/kg %t 05 L7ZERO LI Rl EE O HER 1
TEROLBY T, FITPRET 2 B TREISEL O BRA D L, 24 FEZICITRSEOK 4% D% R LT,
FLIT PR IRIFHCIE Lo R ICH L, 2272 0 &<, 2 R Ok i FERFISHI 9 R ITE LTz,

Fit~D#BT (v b, 1mg/kg P.0.)

e (h)
St} 0.5 1 2 4 6 24
At 1.76 3.54 6.01 5.02 2.53 0.21
g 0.84 0.78 0.69 0.43 0.26 0.02

(#vbhrLE LTOug/mL, 3 Fl0NH)

) BB~ DT
DR L

(5) Z D DI DI THE
DR L

(6) MIFEQHES R
#196% (& b)

6. K

(1) FCBHERAL R UM BR B
TR I AHA] 25mg 4 B % Y 50mg 4 iz Bl O &5 Lz & &, E2M3E, 5-8 Fedv X ey (F-563)
ROWZTEFAT I Z halby (F490) ThHY ., JRAGEI=ERIZ, 25mg KON 50mg & 5RFCEILEIL F-563 2
12.8% K% TF 14.0%., F-490 73 2.6% K% (X 2.8% T~ 7= 20,
Ty b AR, B NZF R LT M) LK EFIRNEE LT EEDR (Fy b A X, BN, B (T
M. 3 (B M) HFITHRESNIZAGEHDD OHEE LI REREZ LU TIOR LIz, ¥ hr by U o AR OREH
WU ToEBY, £E LT3 SORBEICLVRE S, EREDIT 5- Faxo o brlby (F-563) BT T

NT I F v vaby (F490) THY, ZOMOMREWITIZE AL ERV, IRPIZHEHEEND L DIRIFE A EREWMT
I B 2324



AL oORBEHRR

O e

5?'/]~Ul//

7/}‘ly \_,,i»fz ©h

H

HZN—W C—N—N—< 0N @—Q— N—N—( <
H

NH
HO
TI/¥halby < (%) io

17» vk SEFOF L8 LY (F-563)
HyC—C— N@—Q —N—N—<\I —@—UCOOH
TEFINTI) T ralr (F-490) VR A (F-434)

Q) RBIEA5T HER (CYPH) DNTFHE. HF5%
CYPIAL, CYPIA2, CYP3A%

) DEBEHNROERRUZ O
DR L

) REMOFEORERRUEL, FAELE
R L
<BE> (vy )W
RABOFDTFITAT LB, 1FE A LR DRRH, DT,

Ao bOLoF FYDLKMYRUVREMOFHMEER (XOR)

S} EDso ((Izg/kg) #
AR E A
AN WA il 15.5 (9.9-24.3)
F-490 500<
F-363 230 (153-345)

# BB OIENEN G- 30 5312 1C morphine 15mg/kg (S.C.) %5 L7z & & ORISR T 2 50% i 1 &

() 13 95% RS

7. HEih

(1) EEEREANICAN 25mg 4 B K% U 50mg 4 Fil & HIERE Q&G Lz & & 56 24 K E TR TICgRtt S e w2 ik

BEEOZNZN 1.0% KV 1.4% Th o722,

(2) B MZBC-HFr ha Ly MU DA 100mg BRAFE Uiz & & BGTEEITIRFIZ 72 FFE £ Tl

34.2%.

ME TIZ 50.8% 03k X 4u, MBEIEERIT 85.0% TH o 7=, RHHEIERS D 5 B 97%I1% 48 FRREILIANIC

95 98% 1% 72 BRI LA ICHEIE S 7z 27,

FANZIT 120 B
. FERHEET > 0

1) AR DRV VB Z T Bk Y RIS L CRREN - HEIL L B 1[H25mg & V52440 1 B a5 813 150mg Th 5,

AFN OBV U OGRS N2 HRIE 1 (8] 25mg XL 50mg % 1 H 3 A5 TH 5,




et (B . 100mg P.0.)

iy (h)
24 48 72 96 120
IR 24.7 333 34.2 34.2 34.2
#* 1.2 343 49.8 50.6 50.8
7 25.9 67.6 84.0 84.8 85.0

(3) 45-50%HMET PR S 4% 20,

[0 ¢)

10.

11.

bSO RR—E—IZET B
In vitro RERIZEWNT, v ha L id, BCRP ODEETHDHA, P-gp OB TIEA\ ¥, F£7/-. BCRP LU OATP1BI
FOYXI% OATPIB3 2kt 3 2 BHFEMEM 2R L7122,

. BREFICKHIREE

LA EBRES NN,

BEOEREHTHHE
R L

D
U E R L

(% 3 BlDF1)




I. ¥ (EALDOIESF) (B SHEE

1. RNEE EDEHR

H
[=]
ESH TN

B

2. ERNBELZOHEB

222 (ROEHICEFBELEZWLWIE)

2.1 PASEMERIRE S 5 VITORBICE Y . F LWVDODAIEREIR N O A b 5 B3 [RAIOFMEERICL Y | &
KR TDRBZENLEH S, ]

2.2 S PER OB HEF [(ARFOFHMREERICL Y | BRI T o821 H 5, ]

2.3 WREEOHHBEH [93.1 ]

2.4 RANDpxt LimEUE OB RO & % BF

(fi#in)

2.1 AROFERIMEH LV BZ T, ZNHOEREE [HEm) OBICEH#HL THEEREST 22L& L,

22 RENOFEHER LV EZEZ T, ZNHLOEFE [EE) OB L CEERETLIZ &L L,

23 AEICBWTHREH SN TR Y, E-ENEERRR THAANC L AFEEN RO DEFANRE STV T
O, INLOEEEY 2] OEICEH L CEEWMETLIZ L& LT,

2.4 RENORSTITKE U CGRIBUE DBEERE D & 5 BIFICRK & [F—lR Ay 2 58T 2 EKAD &G SN GG, 7 Lr$—
JERE 2T DAREMENE L, v a vV SEOEEREIVEREZEC2BTNNH D, AFIORITH L CREUEOBEE
BObHHBEICAFEZRG Ly a vy 750RBMERARG b b L ofE vy, TERRFIER] omEiC
avd, TTF 74 7% —ICHETHIEENTLEHINTNWDILENDS, 2L EEY [B5) OWE|IIRH L TFE
B2k & LT,

3. BEEXRIIZRICEET HEBE L T DER
BHEIN TR

4. RERUVARICEEY $ERE TOER
BRE STV

5. ERGEFHNIR L ENER

8. EELEARMIEE

8.1 BHIIVELVBIAL., HEGBARIIITAERE (AST, ALT, 7L AV 74 A7 7 4 —F, BEULE Y
%) BEMMICATY 2 &, [11.1.1 8]

8.2 IRK., HEN - £« KEHESENEORTARIDZZ L AHDIOT, AFRGEFOBEITITEBED
IR ER 2 O RO BIEICEE SR WL Y EET L2 L,

8.3 HEMIEMRMEREICBW TR ARENRD bbb OWENDH DD T, WHFRIERKE NIEHT A EDT — % %
BB\ RAE A F i LS ARG T 28, [11.1.5 2#]




(fiAEz3)

8.1 ENAMZ TIFEENIRE SN TV D, EFMZRIFHREREOERIC LV BEERIFREELSE 5 2 L HET 5729
B EAMEEOBHEICRE LT,

8.2 B L USEICBWTCORHE 2S5 EITHRE LT,

8.3 TMR% OFRIWERER AL Shicfcw, EEREARWEBISER AR OWCRHE L, ERZENEROEIZ S I

WA % 5 L7z,

6. HENDEREFRT HBEICEAT IR
() EHHE - BEEFOHOBE

9.1 &HHE - MEERZDOHLEE

9.1.1 BETHRERDAS5NEEE

FERDEL T2 RBENRH D,

9.1.2 A LORDHZIESE
AFNOFMFRMERIC L0 | JERDBLT B8R H5H, [11.1.4 ]

(i)
9.1.1 [EINBRRFRBRIZ ISV T IR ULIIA & 72 o 72 iEF] 5326 < . PDR I HRAIEM & LT TFRIDLERN & % 7= O E

L7
<£% :PDR> FTHRINTIOEL D L ENH Y FRHIIFT—IHICARNC L5 1RFEZ P IEERIER 580 nh Lz,

H LAFIOKEHE G CTFRBHLNTZHE, IBERIXT-SAKBEIICRSO D& TH D,
9.1.2 ERAREHOIIZ T/ LU R ] OREEHLA DD, LVEEMEL T L7 L,

(2) ERREEERE

9.2 BT RE
PR BIE S D BT & D,

(i)
—RIZEHEREIREE O & 5 BE TIE, ARG OB, FRMEORENRH D Z & L VRE LT,

Q) FHREEERE

9.3 FFiREIEEEE
9.3.1 FEEDHZEE

BeH L2 &, RANZ LD IFRENEDLNDIEFRHRE SN TWD, [23 BH]
9.3.2 FFEEES L C IIFFHEEEEA LI A SN BE

AHNZ X DIFEER DD ERM DG STV D, [11.1.1 8]

(fiFs)
93.1 2. o NELZOHE] OHEBHK
932 AAEICB W ThIH SN TBY .. E-ENBERRRTHLAANC L DFEENREDNDEFANRE SN TWS T

BERE LTz,



D) EEREERT BF

9.4 KR HT HE

9. 4.1 ITHRT 2 ATRENED & 2 IEITIX, AFEG-H L Ok 544 6 1 A BIZ R\ CRET -2 B 2 OS#E B 72
WHREIZOWTEAT 5 2 &, [9.5, 1522 2]

0.4.2 BYEIZIE, ARFIEGSH R OFHEEEE%3 D ABICENTAY 7 (2 F—20) % AV CHET3 2 3Pk
WCOWTHHT D Z &, [15.22 2]

(fiFzn)

R RRBR CHEGFHED Y 27 RBO LN TWEIZORTE L, [EELOEGICEES 28T 0 LESICET 5
HA XA T, Bia@mrt (EIRZERER) O DHERMIOWVTEL, LT SXTie+6 7 AR, BT SXTie+
30 AMOBENHERE S NS Z ERFEHEINTE Y, AANCOWTH Z OHARIC IS\ CRIEIR 255 E L 7=,

() 124w

9.5 1%
BRI SUTAEIR L T D AIREMED & D B PRICIT R G- LW EREE LV, F24ER 13 HEKOC 19 H B

Ty M MUC-F v br Ly b AR Imgkg ZRROES LB, IBIRA~BITT 5 Z ERAMESIRTWY
52 [94.1, 1522 ]

(i)
AEICEBWTHRE L TR Y, ERNERERAS D7 e ~ORGHRE LRV & FERKRBR TRIBmIENTE
DOENTNDZENBRERE LT,

9.6 =L
WALV ENRNLEE LV, it 14 HEDOMET v M HC-F > hua Ly F b o LK Imgkg %A
U, JHTeBIT T2 Z 8B MiEshTns 2, [1522 2]

(i)
7 v MZBWT, KRBT PFA~BITTD Z LB LN TV DI ORE LT,
(N INREF

9.7 INR%
NS A G & LT BRRERBRI I T2 L T 7Ry,

(i)
ANV 2 R ARMEDENL STV RN DTEEBLE O 72 DIZFE# L 72,

) mtnE
9.8 B#E
AR (B2 1 B 25mg) »H&L5 2L, HECHTZ-> ULBEFORELBE LN D, HEICHET

DT L, AENE, EL LTHBTRH# SN DY, milsd Tld, IFEEME T L T0D 2 EBE NI @mnil
TRENRHE T 28 TN D 5,

(fiFzn)
B I3 I HTRRE MR T L CW AT, EEE DO DIZEH LT,




7. HHE{ERA
() BtRZR L ZDER
BEIN TV

Q) HREE L ZNEH

10.2 SRR (BFRISEET S &)

CTEEURILEY.
ML Y TR
VA=V S AVE

R4 5 EERIER - 518 715 W - fERRIA T
TA RV HERIFEERZWVWEDORENRDH D, G N
BtEER O & 2 358 TERD RSN Z R H D, PR (st ER) 2B nfER IS
CTERLEDR £,

BT DB A F ) U AMEICHE D DS, JER | M) U AMIEZRTEEX B,
NI IRINE EWEDR D bbb ZL3d D,
REGEEE S PR SO VR 2 3 2 mTREPEAS | PRS2 (FROR ol (R ) Ze4en
b5, TERIC X %,
(i)

[z brvY=]

SEOHE T, AH & OPFAVEFICHERIFRERZ N & STV DI ORE LT,

[FstiRlEH O & % 349 ]

FIZDEE TIPS ND Z L2 d 5O THEEMIE D72 HFEE LT,

[ v sF:5HAI

BRI N T, Wy U AEFAIGFRRCOEMRBI 2L Clo E OoRERHY . £, ARV TEZ MUY
LA E Iy DEFHIE OOFRICE D . EA Y U AMIECHE S DI (MEIREETe) BB LT & Dl

IR E R DD Z EMBRFE LT,

(EEEEEE S|

Pros—F 2V A G LTER TR EOWME DR H Y . TP &0 FER ARSI R 2 58 L 7= 720

WCHRIE LT D THLINE S IB AR TH -T2 Z LBRE LTz,

8. EMER

1. BI¥EA

LY IRILE AT O Z &,

ROBWERDH DD Z LR3dHD DT, BELTDIATV. BENRBO DN GE I3 REGE2TIET 57




() EXGEIER & HER

1.1 EXLGEHER
11.1.1 &E (0.1%A%0) . FEE GHEAR)
[8.1, 932 H]
11.1.2 PIE fEMERE (BEFEAH)
\\\\\ R, PR IRIEE, MY, BKETRL.
11.1.3 MafE%R (BHE AR
s, MKEEERH LD ER3H D,
11.1.4 41 L9R (0.1%Ki)
[9.1.2 Z]
11.1.5 FFRARL (0.1~5%A)
[8.3 &#]
11.1.6 avy, 7HF7245F>— (0.1%EH)
HHAH, MEKT, FFRREERS bid 2 Enb b,

GHRERIE S 2 D IERD D B o Z &b D,

(fEan)

11.1.1 ARK, ENERARRER, SAECO®RE LY IFFEE] 2508 L. BEAPBRFC B5E) 2B, BFEAER
\ZT GOT, GPT O LFEONFHRERY | #:B Lz, IRMEIXEO TERZEIEM) #ekic kv [FRE, FEE)
LL, F0%, CEEME LT NITHERERESE, #E) ICAT L CHEEMEO 7D E LT,

11.1.3 i BIVE RE B 2N ERE S Tz 7o D Red LT,

11.1.4 R BIVEREBI 2N ERE S Uiz 7o Red LT,

11.1.5 itk ORIWERVERIZS @S S iz, HER AR
WP AN 42 2 JBNFEH L7z,

11.1.6 HERRBRICEIERERN S SN iz/=Ded Lz,

IPRARAZOWCRER L, ERZREEHOEIZY

2) ZD D EIER
11.2 zoOtoE1ER
5%LLE 0.1~5% AT 0.1% A5 BAEARE
FE AR R IR, DFEV, BER, BERR—y | K, RIR, B | 815 o, ke,
L35, SEREE, i SEEL, FAETRG, 238 | CAMATRIE
Hibas BHRRIR, A, o |, T | e, YEE Jig e A
Fi. MEIRE R, MER. HUR. Wk
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1) JEMERRIE, 28 2T 5D 4§

FRFRREZ ORI i A R A &3t
WA OE B K 591 5,286 5,877
BIVE % O FBUEGIE 273 606 879
BIAEH % 0 BRI 452 963 1,415
BIEA % DRBUERIE (%) 46.19 11.46 14.96
FBUEBIE L O (%) FBUEBIE L O (%)
BIlE 2 o fEE AR E T fifi A i ast BIlE S OFRKH GBI E T fili A i P
DR P o O P =
BHEER 70 (11.84) 174 (3.29) 244 (4.15) TP I e 0 1 (0.02) 1 (0.02)
IR 28 (4.74) 57 (1.08) 85 (1.45) 5479 0 2 (0.04) 2 (0.03)
HEN 16 (2.71) 44 (0.83) 60 (1.02) FREA 0 1 (0.02) 1 (0.02)
NI 1 (0.17) 0 1 (0.02) BUN |- 5- 0 1 (0.02) 1 (0.02)
et 15 (2.54) 23 (0.44) 38 (0.65) REA 0 2 (0.04) 2 (0.03)
et 3 (0.51) 0 3 (0.05) FRIER 0 1 (0.02) 1 (0.02)
HE 0 9 (0.17) 9 (0.15) IR 1 (0.17) 0 1 (0.02)
SiEkEE 4 (0.68) 12 (0.23) 16 (0.27) EIRER 0 3 (0.06) 3 (0.05)
AR 1 (0.17) 3 (0.06) 4 (0.07) BT 0 2 (0.04) 2 (0.03)
PR 0 1 (0.02) 1 (0.02) VAR ERY4 0 1 (0.02) 1 (0.02)
PR R 0 1 (0.02) 1 (0.02) EX=2n3N 218 (36.89) 389 (7.36) 607 (10.33)
ES R 1 (0.17) 0 1 (0.02) Al 139 (23.52) 221 (4.07) 360 (6.13)
AT IR 0 4 (0.08) 4 (0.07) BRI 38 ( 6.43) 91 (1.72) 129 (2.19)
TR 0 4 (0.08) 4 (0.07) BNSNY-: 41 ( 6.94) 77 (1.46) 118 (2.01)
SHEL 1 (0.17) 0 1 (0.02) RERR 13 ( 2.20) 14 (0. 26) 27 ( 0.46)
1AL E 0 2 (0.04) 2 (0.03) WAbEE 5 ( 0.85) 2 (0.04) 7 (0.12)
92 Ik 0 3 (0.06) 3 (0.05) R 1 (0.17) 2 (0.04) 3 (0.05)
ENchE ) 0 1 (0.02) 1 (0.02) FR 0 3 (0.06) 3 (0.05)
HNERT 5 0 1 (0.02) 1 (0.02) 50 0 1 (0.02) 1 (0.02)
IEARY TS 0 2 (0.04) 2 (0.03) L O 3 (051) 4 (0.08) 7 (0.12)
BERR—y &T5 0 7 (0.13) 7 (0.12) OV VY 0 1 (0.02) 1 (0.02)
JHiEER 124 (20.98) 213 (4.03) 337 (5.73) BENRCALATS 0 1 (0.02) 1 (0.02)
Rl 30 (5.08) 38 (0.72) 68 (1.16) VST Y s 2 (034) 0 2 (0.03)
RERAIR 38 (6.43) 53 (1.00) 91 (1.55) HPAZERE 1 (0.17) 0 1 (0.02)
5% 9 (1.52) 3 (0.06) 12 (0.20) BSFY 1 (0.17) 0 1 (0.02)
L 29 (4.91) 44 (0.83) 73 (1.24) 1% 0 5 (0.09) 5 (0.09
Mgk - 3 (0.51) 9 (0.17) 12 (0.20) R ER 0 1 (0.02) 1 (0.02)
NN Jak 3 (0.51) 11 (0.21) 14 (0.24) FRIMLEREE % 0 1 (0.02) 1 (0.02)
AR 0 7 (0.13) 7 (0.12) A iRk % 0 1 (0.02) 1 (0.02)
JIE A R 0 2 (0.04) 2 (0.03) /N R 0 2 (0.04) 2 (0.03)
LR 1 (0.17) 1 (0.02) 2 (0.03) BEE 6 (1.02) 45 (0. 85) 51 ( 0.87)
DR AR 0 1 (0.02) 1 (0.02) ¥ 4 (0.68) 27 (0.51) 31 (0.53)
MR 3 (0.51) 13 (0.25) 16 (0.27) D FEIK 2 (034) 17 (0.32) 19 (0.32)
H 0 7 (0.13) 7 (0.12) YA RBUE 0 1 (0.02) 1 (0.02)
HHich 0 4 (0.08) 4 (0.07) Z0ith 7 (1.18) 37 (0.70) 44 ( 0.75)
M=o 0 3 (0.06) 3 (0.05) R 4 (0.68) 8 (0.15) 12 (0.20)
ks 2 (0.34) 3 (0.06) 5 (0.09) 0 [ 3 0 1 (0.02) 1 (0.02)
FEH TN 0 2 (0.04) 2 (0.03) Mo L 0 1 (0.02) 1 (0.02)
08 0 1 (0.02) 1 (0.02) B 0 1 (0.02) 1 (0.02)
T T IR 5 (0.85) 2 (0.04) 7 (0.12) P 50 S 0 1 (0.02) 1 (0.02)
L1 R 0 1 (0.02) 1 (0.02) T A e 0 1 (0.02) 1 (0.02)
i if. 0 2 (0.04) 2 (0.03) To < Frk 3 (051) 1 (0.02) 4 (0.07)
F ifi 0 1 (0.02) 1 (0.02) THIE 0 3 (0.06) 3 (0.05)
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{5 ek 0 2 (0.04) 2 (0.03) e 0 1 (0.02) 1 (0.02)
FFfiet 8 (1.35) 59 (1.12) 67 (1.14) SOMET 0 3 (0.06) 3 (0.05)
iR e e 8 (1.35) 57 (1.08) 65 (1.11) wBiT 0 1 (0.02) 1 (0.02)
B 0 1 (0.02) 1 (0.02) Vv 0 1 (0.02) 1 (0.02)
FFIER 0 1 (0.02) 1 (0.02) 11 J& B A R 0 1 (0.02) 1 (0.02)
PATEESN 6 (1.02) 24 (0.45) 30 (0.51) IRE R 0 1 (0.02) 1 (0.02)
JRICEE 1 (0.17) 6 (0.11) 7 (0.12) AL LIELLIETD 0 1 (0.02) 1 (0.02)
SR 3 (0.51) 8 (0.15) 11 (0.19) HZY 0 1 (0.02) 1 (0.02)
B PR 1 e 1 (0.17) 2 (0.04) 3 (0.05) i 0 1 (0.02) 1 (0.02)
FE) IR 1980 4F 10 A 25 H~1986 4510 A 31 A
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FRFRRFZ ORI i A R A Y a5
O E K 27 500 527
BIVE % O FBUEGIE 15 92 107
B VE 25 o 38 BLE 5 58 132 190
BVEASZEORBUERIE (%) 55.56 18.40 20.30
FBUEBIE L O3 (%) FBUEBIE L O (%)
Bl 2 o FEE ARIEE T fifi A i - BIlE 2 o fEE ARIEE T fifi A i & 3t
DR A e DY A1) =
mEH LV DIREE 0 1 (0.20) 1 (0.19) FFARE RES 0 31 (6.20) 31 (5.88)
TR 7 P EE 0 1 (0.20) 1 (0.19) HE 0 1 (0.20) 1 (0.19)
REB L URBESE 3 (11.11) 2 (0.40) 5 (0.95) AR RE R 0 25 (5.00) 25 (4.74)
AR 0 1 (0.20) 1 (0.19) ks 0 5 (1.00) 5 (0.95)
[&F N Y ¥ AlfE 1 (3.70) 0 1 (0.19) RESLURTHEREE 0 2 (0. 40) 2 (0.38)
& U & A fE 2 (7.41) 1 (0.20) 3 (0.57) 5 0 2 (0.40) 2 (0.38)
&7 v — L fgE 1 (3.70) 0 1 (0.19) MERRS LUHEEHEES 0 1 (0.20) 1 (0.19)
BrEE 0 2 (0. 40) 2 (0.38) i 0 1 (0.20) 1 (0.19)
TR i 2 0 1 (0.20) 1 (0.19) £ 5BES L RERFTHRE 0 3 (0.60) 3 (0.57)
L5 0 1 (0.20) 1 (0.19) IR 0 1 (0.20) 1 (0.19)
= 0 1 (0.20) 1 (0.19) B AL 0 1 (0.20) 1 (0.19)
MERES 1 (3.70) 14 (2.80) 15 (2.85) ) 0 2 (0.40) 2 (0.38)
BB TUE 0 1 (0.20) 1 (0.19) ERREE 12 (44. 44) 16 (3.20) 28 (5.31)
Jo gk 0 5 (1.00) 5 (0.95) AR RE iR A S 0 1 (0.20) 1 (0.19)
GREL PR 1 (3.70) 2 (0.40) 3 (0.57) TARTEVET I ) T/ AT 27— 28 7 (25.93) 5 (1.00) 12 (2.28)
RIEEre 1 0 1 (0.20) 1 (0.19) I E AN GV EY s 8 (29.63) 6 (1.20) 14 (2.66)
T L~V 0 1 (0.20) 1 (0.19) ey e 8 1 (3.70) 0 1 (0.19)
FEIMED E 0 2 (0.40) 2 (0.38) uf YU T ) RTFE—Y LR 4 (14.81) 0 4 (0.76)
] 0 3 (0.60) 3 (0.57) y - IVEINVNTYAT 2T~ LR 6 (22.22) 1 (0.20) 7 (1.33)
DigEE 0 6 (1.20) 6 (1.14) AT A Y RRT 7 2 —PH 5 (18.52) 0 5 (0.95)
Ak OARE 0 1 (0.20) 1 (0.19) TNT I ra7 ) R 2 (741) 0 2 (0.38)
DRA 0 1 (0.20) 1 (0.19) ifn H LR K S R BE N 2 (741) 0 2 (0.38)
A EE SN 0 1 (0.20) 1 (0.19) ML = L AT 1 — LN 1 (370) 0 1 (0.19)
=M R 0 1 (0.20) 1 (0.19) M= v AT o — g 1 ( 3.70) 0 1 (0.19)
IS 0 2 (0.40) 2 (0.38) MFHEE P 1 (3.70) 0 1 (0.19)
mEEE 0 9 (1.80) 9 (1.71) i R e 2 (741) 0 2 (0.38)
PER 0 1 (0.20) 1 (0.19) M I LTFy AR 0 1 (0.20) 1 (0.19)
R 0 8 (1.60) 8 (1.52) M ~Y 27 UET A REEN 1 ( 3.70) 0 1 (0.19)
IEIR 3R, MR & VHthRiES 2 (1.41) 20 (4.00) 22 (4.17) AR M ERER 0 1 (0.20) 1 (0.19)
e 0 2 (0.40) 2 (0.38) ~NEZBEUET 1 (370) 0 1 (0.19)
I AS 4 2 (7.41) 16 (3.20) 18 (3.42) ESAYARES: il 1 ( 3.70) 0 1 (0.19)
W& H 0 1 (0.20) 1 (0.19) M i EREE N 1 ( 3.70) 1 (0.20) 2 (0.38)
Sl 0 1 (0.20) 1 (0.19) MRS EE N 2 ( 741) 1 (0.20) 3 (0.57)
BEES 0 14 (2.80) 14 (2.66) M SRER 1 (370) 5 (1.00) 6 (1.14)
B 0 4 (0.80) 4 (0.76) i RSN 0 1 (0.20) 1 (0.19)
Mgk - 0 2 (0.40) 2 (0.38) JLTF=VIET 1 (370) 0 1 (0.19)
I 0 2 (0.40) 2 (0.38) JRHEE F R 1 (370) 0 1 (0.19)
5% 0 1 (0.20) 1 (0.19) Jiiik7 Wy 1 ( 3.70) 0 1 (0.19)
H B H 0 3 (0.60) 3 (0.57) C- e PEE [N 1 ( 3.70) 0 1 (0.19)
WREEA L A 0 2 (0.40) 2 (0.38) ] - N e
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15.1 BREREEAICE D < ER
1 A 200mg 22 THREG Liz e &, IEEREMERES 220 LOWENRH 5.
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(2) REeMHEEHER

1) AR MIEA~DMER 1Y
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(B8 7 2N A NN

2) BEHRERADER?
Bl AZJEARE By OV AZIEARE 569~ 2 BT 8 2 WMTIETRIE 338D S o 7z,

L - IHEDEE '
IR TIE, RETHBESNI X LIHI O 278 L72s, BN T e 5 2 b7,
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(3) ZDthD FEIBHER
MU EE e L
2. =HHER
(1) BE% 5 EMH R
Ak 3
LDso (mg/kg)
FFE P51
i qu| B2 TS RPN TR 5+ BRI TS
B Tt 10,243 > 16,000 455 >50
7w b
I 7,431 >16,000 413 >50
Tt 8,113 > 16,000 698 >50
<7 A
I 9,936 >16,000 534 >50
Q) RIEHREEMHER
DEaMESHE Y

Z v MZ 34 HEEARDES (10, 30, 63, 125, 500, 2,000mgkg/day) L7z & & OARK| O AKMEEMEIT 125mg/
kg/day TH Y, 500mgkg/day LA EOEEFETIX, (KEHMOIE, RH D WVITBMEBSF ~O B A/BREE (¥ b
o Ly ROEOREB) OHBL ROZHILHE S BORYKIERA BT,

2) tetEE Y
Z v M 26 HEE R DS (10, 30, 63, 125, 500mg/kg/day) L7-& & OAFIOR KEMEH BT 10mg/kg/day T
INU OB SR CIHREOBIMOMEIA A ST, WarEsEERE (500mgke/day UL EOBERE) THLIZEIC
BT BT 125mg/kg/day DL EEEGHEZ W TAH LI,
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~ U A& 24 71 ARSI AEVERBR Tl ARIO D AR 20w 4 S U3 b hie o7z,

(b) EFEFEE B AR

1) FEORRAT - SEIRHDHA IR 5 5B °
F v MZBWT, 6mgkg #H 5 CIXRE TR D SN0, 60mgke 5RO M TR S HM% Y L0 Mtz X 500
71, EFEB OB, REHMOAE ZRIMH N A Bz, Fo OBFERRICITEER L . BIE~OBSEER. REMHIE
AR OMEFIER bR b olz,

2) lRIRZFE BT 5 ER
Z v MZBWT, 6mgkg BESRETIIREITRO LRV, 60mg/kg £ 5-HET Fo OIREIMOMH], BEIREDORD,
Fi OBEAEEOMHINA BNz, £z 20 KT 60mgkg # 58T Fi OIEEERN/EEIZEMEIZ o720, 03B
HEIKAT Lie oz, ZOMOIEN, HAER~OKE FIBIHER L O P ~OEBIRD Hivenoiz 39,
7YX TiE, 60mg/kg T GHETH ., Fo lCEENRWN, 60mg/kg 58T FI DIEEERNEEICEMEE 72, Lx
L. ZORBUTHEIREE T, BESGEER. BEMSIER R OMESFTZERITRD S o737,

Z v h T, 6mgkg FE5H TIXEFIIRD DNV, 20mg/ke #5585 T Fo OEETR O, 60mg/kg 51T Fod
WEBEMOIHE], FRBEOWANRH BT, Fi RO R 6 EEITR O Lo,

(6) BT RIS ER
0.33mg/mL ORFETTHFHAMNITES Lz & &, IEFITTHVEIEENED i, FaTRREOERIC e R IRIER
% 37C30504 v F 2— h9 32 L2 L0 R THRREE/RISMLASER 8 5 LT 3%,
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HEEOHMB A DI, IFFRET R Cldizs L ORI ERME, AR 02Ueohn, SAuiEE o HBl e & A Y
Wb HIBERLNDENIZT ThHoT2,

2) B ER ©
ENAEY MZBTFLT7 7 40 7F%F 0 —KILEB LU PCA KILNTREETH 72,
3) BAKIK T ER ©©

F v N TORBRTIE, b RUKEREEL LU L Y L— MUK EHTERAED W TSI il h o7,
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W—msy : 4> b Y o AHEER 20mg
R Nyarzy, Tourrar, FE=U U ERE
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LA Dantrium® capsules(dantrolene sodium)

ZhEE - 25 | In Chronic Spasticity: Dantrium is indicated in controlling the manifestations of clinical spasticity resulting from
upper motor neuron disorders (e.g., spinal cord injury, stroke, cerebral palsy, or multiple sclerosis). It is of particular
benefit to the patient whose functional rehabilitation has been retarded by the sequelae of spasticity. Such patients
must have presumably reversible spasticity where relief of spasticity will aid in restoring residual function.
Dantrium is not indicated in the treatment of skeletal muscle spasm resulting from rheumatic disorders.

If improvement occurs, it will ordinarily occur within the dosage titration (see DOSAGE AND
ADMINISTRATION), and will be manifested by a decrease in the severity of spasticity and the ability to resume
a daily function not quite attainable without Dantrium.

Occasionally, subtle but meaningful improvement in spasticity may occur with Dantrium therapy. In such
instances, information regarding improvement should be solicited from the patient and those who are in constant
daily contact and attendance with him.

Brief withdrawal of Dantrium for a period of 2 to 4days will frequently demonstrate exacerbation of the
manifestations of spasticity and may serve to confirm a clinical impression.

A decision to continue the administration of Dantrium on a long-term basis is justified if introduction of the drug
into the patient’s regimen:
produces a significant reduction in painful and/or disabling spasticity such as clonus, or permits a significant
reduction in the intensity and/or degree of nursing care required, or rids the patient of any annoying manifestation
of spasticity considered important by the patient himself.

In Malignant Hyperthermia: Oral Dantrium is also indicated preoperatively to prevent or attenuate the
development of signs of malignant hyperthermia in known, or strongly suspect, malignant hyperthermia susceptible
patients who require anesthesia and/or surgery. Currently accepted clinical practices in the management of such
patients must still be adhered to (careful monitoring for early signs of malignant hyperthermia, minimizing exposure
to triggering mechanisms and prompt use of intravenous dantrolene sodium and indicated supportive measures
should signs of malignant hyperthermia appear); see also the package insert for Dantrium® (dantrolene sodium)
Intravenous.

Oral Dantrium should be administered following a malignant hyperthermic crisis to prevent recurrence of the signs
of malignant hyperthermia.
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For Use in Chronic Spasticity: Prior to the administration of Dantrium, consideration should be given to the
potential response to treatment. A decrease in spasticity sufficient to allow a daily function not otherwise attainable
should be the therapeutic goal of treatment with Dantrium. Refer to INDICATIONS AND USAGE section for
description of response to be anticipated.

It is important to establish a therapeutic goal (regain and maintain a specific function such as therapeutic exercise
program, utilization of braces, transfer maneuvers, etc.) before beginning Dantrium therapy. Dosage should be
increased until the maximum performance compatible with the dysfunction due to underlying disease is achieved.
No further increase in dosage is then indicated.

Usual Dosage: It is important that the dosage be titrated and individualized for maximum effect. The lowest dose
compatible with optimal response is recommended.

In view of the potential for liver damage in long-term Dantrium use, therapy should be stopped if benefits are not
evident within 45days.

Adults: The following gradual titration schedule is suggested. Some patients will not respond until higher daily
dosage is achieved. Each dosage level should be maintained for seven days to determine the patient’s response. If
no further benefit is observed at the next higher dose, dosage should be decreased to the previous lower dose.

25mg once daily for seven days, then
25mg t.i.d. for seven days

50mg t.i.d. for seven days

100mg t.i.d.

Therapy with a dose four times daily may be necessary for some individuals. Doses higher than 100mg four times
daily should not be used. (See Box Warning.)

Pediatric Patients: The following gradual titration schedule is suggested. Some patients will not respond until
higher daily dosage is achieved. Each dosage level should be maintained for seven days to determine the patient’s
response. If no further benefit is observed at the next higher dose, dosage should be decreased to the previous lower
dose.

0.5mg/kg once daily for seven days, then
0.5mg/kg t.i.d. for seven days

1 mg/kg t.i.d. for seven days

2mg/kg t.i.d.

Therapy with a dose four times daily may be necessary for some individuals. Doses higher than 100mg four times
daily should not be used. (See Box Warning.)

For Malignant Hyperthermia:

Preoperatively: Administer 4 to 8mg/kg/day of oral Dantrium in 3 or 4 divided doses for one or two days prior
to surgery, with the last dose being given approximately 3 to 4hours before scheduled surgery with a minimum of
water.

This dosage will usually be associated with skeletal muscle weakness and sedation (sleepiness or drowsiness);
adjustment can usually be made within the recommended dosage range to avoid incapacitation or excessive
gastrointestinal irritation (including nausea and/or vomiting).

Post Crisis Follow-up: Oral Dantrium should also be administered following a malignant hyperthermia crisis, in
doses of 4 to 8mg/kg per day in four divided doses, for a one to three day period to prevent recurrence of the
manifestations of malignant hyperthermia.

Bk 25-mg opaque, orange and tan capsules: bottle of 100
50-mg opaque, orange and tan capsules: bottle of 100
100-mg opaque, orange and tan capsules: bottle of 100
Y i Par Pharmaceutical
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Par Sterile Products: Dantrium® Capsules
< https://www.parsterileproducts.com/pdfs/catalog/sterile/DantriumCapsules_PI 20200609.pdf> (2023/5/31 7 7 & &)
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i Dantrium Capsules 25mg
Dantrium Capsules 100mg

ZNEE - 2% | Dantrium Capsules are indicated for the treatment of chronic, severe spasticity of skeletal muscle in adults.

FHVE - & | Dosage for Use in Spasticity for Adults
For the individual patient the lowest dose compatible with optimal response is recommended. A recommended

dosage increment scale is shown below:

1st week One 25mg capsule daily

2nd week One 25mg capsule twice daily

3rd week Two 25mg capsules twice daily

4th week Two 25mg capsules three times daily
5th week Three 25mg capsules three times daily
6th week Three 25mg capsules four times daily
7th week One 100mg capsule four times daily

Each dosage level should be maintained for seven days in order to determine the patient's response. Therapy with
a dose four times daily may offer maximum benefit to some patients. Maximum daily dose should not exceed
400mg. In view of the potential for hepatotoxicity with long term use, if no observable benefit is derived from the
administration of Dantrium after a total of 6-8weeks, therapy should be discontinued.

Elderly
A similar dosage titration schedule should be used with the elderly.

Paediatric population
Dantrium is not recommended for use in children.

Method of administration
For oral use.

Btk Capsules 25mg, 100mg

St4 Norgine Pharmaceuticals Limited

KRB | 19894F 10 A 25 A

2023 4 5 A BT

The electronic Medicines Compendium(eMC): Dantrium 25mg Capsules

< https://www.medicines.org.uk/emc/product/1098/smpc > (2023/5/20 7 7 & A)
The electronic Medicines Compendium(eMC): Dantrium 100mg Capsules

< https://www.medicines.org.uk/emc/product/4706/smpc > (2023/5/20 T 7 & A)
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FDA : Pregnancy Category C (2009 4F)
F—A NZ VT D53
(An Australian categorisation of risk of drug use in pregnancy)

B2 (202345 A)

<ZE  SYROWE>

FDA : Pregnancy Category

C : Animal reproduction studies have shown an adverse effect on the fetus and there are no adequate and well-controlled studies in
humans, but potential benefits may warrant use of the drug in pregnant women despite potential risks.

A —A NZ U T D435 . (An Australian categorisation of risk of drug use in pregnancy)

B2 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing age, without an increase
in the frequency of malformation or other direct or indirect harmful effects on the human fetus having been observed.
Studies in animals are inadequate or may be lacking, but available data show no evidence of an increased occurrence of fetal

damage.

(2)NRFICBIT HECHE
AFNZFT 2B FIRIL 19.7 /NRE] OHEOLHITLUTO LB TH Y | KIEDOIRMSCE R OEE D SPC &R D,

INRE
INREEE R G U T2 ERRRBRIT S E L TV 72n,

i RPN

KE DTS CE | Usage in Pediatric Patients: The long-term safety of Dantrium in pediatric patients under the age of 5 years

(2017 4 5 f)*1 | has not been established. Because of the possibility that adverse effects of the drug could become apparent
only after many years, a benefit-risk consideration of the long-term use of Dantrium is particularly important
in pediatric patients.

DOSAGE AND ADMINISTRATION

Pediatric Patients: The following gradual titration schedule is suggested. Some patients will not respond
until higher daily dosage is achieved. Each dosage level should be maintained for seven days to determine
the patient’s response. If no further benefit is observed at the next higher dose, dosage should be decreased
to the previous lower dose.

0.5mg/kg once daily for seven days, then
0.5mg/kg t.i.d. for seven days

Img/kg t.i.d. for seven days

2mg/kg t.i.d.

Therapy with a dose four times daily may be necessary for some individuals. Doses higher than 100 mg four
times daily should not be used. (See Box Warning.)

Je|E o SPC Dantrium is not recommended for use in children.

(2022 =1 A)*2

X1 Par Sterile Products: Dantrium®Capsules

< https://www.parsterileproducts.com/pdfs/catalog/sterile/DantriumCapsules_PI 20200609.pdf> (2023/5/31 7 7 & X)
$¢2 The electronic Medicines Compendium(eMC): Dantrium 25mg Capsules

< https://www.medicines.org.uk/emc/product/1098/smpc > (2023/5/20 7 7 & &)
$¢2 The electronic Medicines Compendium(eMC): Dantrium 100mg Capsules

< https://www.medicines.org.uk/emc/product/4706/smpc > (2023/5/20 7 7 & R)
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