2026 & 4 ARET (B 115R)
BAREERTERS : 871149

E ¥ & 4 v 2 E 12— 27 #4# — A
HBAFREERESD IF S2EESE 2018 (2019 EFHAR) ITHEM L THER

A A
2V)7 2 UBERE A1.0
21)7 = UERERE S0.5

Cleamine Combination Tablets

m

#l e | Arzse
/A OBER S| K
o (1 5E) A1.0 S0.5
5 0w - & B TV I A IR 1mg 0.5mg
WKH 7 oA 50mg 25mg
AV TNy FEY 300mg 150mg
4, 4
LI X I AT Ergotamine Tartrate
B e & WK 7 = A Anhydrous Caffeine
A FaenNT FEY Isopropylantipyrine
- e e A1.0 S0.5
BERERRFAB Ny man 200947 H 1A 200947 H 1A
FMELINE - WoThe —
£H5A A FE R Y 2009 429 H 25 H 2009 429 H 25 H
W 2 B 1A 197942 H 1H 19904 7 A 18 H

% - BERT (@A) -

o - Bl At g | THEWOLL  RIE TR
7 <

ERIFRID YT DOERSE

HELHRAS BEESTR— 22—
M W& bH ¥ B O|TEL:0120-517-215 FAX : 076-442-8948
B AT AR — L_—  httpsi//www.nichiiko.co.jp/

A IF 132026 ££ 3 ARET (E3MR) OBFREXDEHMICETEHRIT L=
AT O BIE, MSTATBIEN EFR A ERRE G ST O B TFHRE =Y TR L T2 &0,



2.

EERAVAEL—T7+r—LFADOFEIZOME —BHFRHEEREFMHE—
(2020 4= 4 A &ET)

. BEERKAM VA E1—T+—LERORER

PR RS O AR R B H & LT, ERAEELRMASCE UUF, BA3E) e b, EEE
B CEERD - SEAIATE OEFEICHEE DY B 3B B BRI O B 216 H 9 BRI, iR
CEICFE SN E R A BT 2 FICHEMRERDPLE ARG ENH Y | BIKAEEO EIEFHRM Y
(LLF. MR) Z~OEHOBMGFERSERIC IV EREMHTL TETND, ORI EHR %
MREMNZAFTHOOHEH VA M LTERGLA VX Ea—T7+—5 (BUF, IFERET) BSFEA L
77

19884FE|Z 0 AJBE Al (LT, BWREE) FINE2/NZBESNIFONE T, IFGEaERR. IFFiH
HARE L, £ O%1998FIC ARSI/ NEE S, 20084, 2013412 AFEEIRIERE B S
DIFFRREFHEDO KT 217> T T,

IFRE# EaE2008 LMK, IFIZPDFEOE 7 —% & LTI 2 Z ENFHIE 2572, 2T LY,
W SCEOFERUGT N H > -G A ICSGET ORILT — # 2B L2 IFAE MRt S 2 & &
Motz BOROIFIL, ERMERERRGHEME (LUN, PMDA) OERHEERMIERRBEO—
(https!//www.pmda.go.jp/PmdaSearch/iyakuSearch/) [Z TAB X T35, HIFIKTIL, 20094
LV HFHEHKGLDOIFOBERERFTT A E LT Mo a—T7+— 2R Z2EL, Hx OIF
DA CELMTET 2 EE GRS L CHEINER - L T2,

2019F OUAT CHEFLHBEHOETIZ A D, [FLHEH2018 03 ARK S L, Ak TEEHEIE G OI)R
TGRS T DA KT A4 ) [CBET 2 IE RO =0, TOEFMEZKE L1,

IF& (X

IFiZ T SCEEOFREMTE L, B - RIS OERIEFHIZ L > TH R EBICLER, EHREL
DREELDOT DO R, WHHEEO O DR, TR O OIFHR, FEIHM O IERH D720 D
., HLENIRBE T T OO OERENERN SR ANRENOERMEHEL LT, BRENT
HEAE A R E U, KA O 72 D10 Y541 3K 0 0 BE IR 78 T ARTE I #50 B R ZEITHERR KL O fE 24K
FHL TV DGR SALERT B D,

IFICFE#s 2 H B RSN AR RE U7 IFRR s E I L L, — 5 OB A bR E AGR O FEFHN O 1F
WOFH SN D, 7277 L, BEEEEOKEEICED S b O R ORI B OGN - ik - f2ft~x
FIEEIIFOTHFEL TR O, ENHZ 5 L, SEAEN RIS IR, FIREE S35
fili - fIWr - BRREH T 5 & & bic, BERMTEEZT DD ENIFRMEFF O L AR LTW5D,
IFORRMLITE 7 — 2 2 HAR L U, ®IEAETORKITLAETITZR,




. IFORAIZHT=->T

A EIAROIFIZ, PMDA® EH I E TG WIRR O~ — DIl sk E Sh T\ a,

RUSR S TR A 7 B a—T 4 — 2MERO T & ) 12t » TIFZMERL - #2863 528, IFOJF AL
EHEE 2 ERBGICRE LT D ERSCIFERRR RO U E RS 2 oW ISR 3 O MR
DA AE2—IZLVFIHEAOPNEERRESE, IFOFHAEEZ@O L LERNH D, £1-, bR
AT EN DA EOEESICET 2 FHEICE L CiE, IFAKET SN D £ TOMIT, RERAENRIT
DUGTNEZW LN L2 CEE H 25 WSO E R D IERIBMEY — £ 2582 L 0 AR A &2
i 2% & &bz, IFOMERIZH 7= - Tk, BT OU T SCE 2 PMDA D [ 355 [ B 2R T B R D~
— U THRT DLEND D,

7eB, WIEFERASCZEMNOMARO SN LR INTWD VA, BRME < IXI. 2E5&6, IXII.
&) BT 2HBETARELZIT TOWRWEFRN G ENDLZE0NH D, ZTOY FNIZITHoREE
TRETH D,

. FAICKRLTORBRER

IFZ HEEBICBOVTRNT Z ENTERWEREBERIRE UTUHEH L TWeZ & 720, IFX AR
DEGEZ T T, ML R IR O RIKEIRFE X ITARTE I B 3 MMERL - #8692 PR IE S E A
TeODFIER T D & ONLEDITTEA, Foal « RBUTITIEMEIE O JRE RIS =3 5 O iR 5eE
WARMEENCET 204 FI Ay, B a— R - 47 - 7777 4 2AZ0HNE —EREZT IS
AR, IRGEIE RSBV A N7 A Tl REKGRIECAFRIN O AL ICE T 5 F @I HHz SV
T, BIEBENERULEFEENDOORDIISCTITI T EIEFELILZRNE SN TEDY, MRE~DA
VEAE2—RHLOHFHAE R LTI FAZEE ORIFONE A REIELRELOTHDL I L&
ik L TRt by, BERMEN OB O A HEROBAIRILEZ R L, T OREIMEZ A
&, ERBFSICR T A EEM A AHET D 2 SIFERFOAE TH Y, IFZIEH L CH (B2 E
IAESH A DI L TWETE X0,
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I. BEICEYTSEE

1. FAROEE
AFNE, T TH I AR, AR 7 A VRO, YT a T oF Y v EEE LR IR
FTH 5,

(707 I ASE) X, BART LRSS (M) 231965 457 H 8 AIZ/AGEA BTG L, 1979 4 2
A 1 B SR L7z,

1985 4F 7 H 30 H. I CEO M) RN/ AR S, ARBEHO—H A2 2 H IUTSEFESE
14 &5 2 AT UKRBIEGFH) OWTIIZHEE LW & O R A5G,

(707 IV ARl OKFEIRDELREBEEALE (70730 SEE) % 19894 7 A 27 BITKR
L. 1990 4 7 H 18 HIZEEMHE L 7=,

HIETHRSHITZ, 200644 B 1 HICHEAT LV UBRAESHEEPEL. 127U TI A8 KDY T27Y
T2V SEE) DERGEE B LT,

2008 £ 5 H 26 A, FHilli (WMEEEMm) MESAFIN, BEEPE 45FE2HE I FANONE
TOWTIITHEEY LW & OfE R &2 157,

ZTO%, FEERFHGIEOD, 200947 A 1 BICRE4E (7 V7 I A8 o 707U/
BEEALO] KX 27U T IS8 7D T2 073 U EAEES0.5] ICEHEDKRAZE T, 2009 4 9
A 25 BB MRGE Lz,

2. HROARFEHREHE

(1) ARAHNZ, =A@ I EARE, KD 724V ROA YTV T7 o) o2 ils LSRR
BWHITH S,

(2) FKGREHZ O K OV OTAEIER] 451 ] PRk 2 ) (2B W T, BIFEANIZ 119 1 (26.4%)
RO bz, EREERIE. BECRIE 28 1 (6.2%). & 15 1F (3.3%). BB - EHAHEK 11
(2.4%), EH 7 (1.5%) FEOWMHELERRLDTSLOE 9 (2.0%). RLelT 64 (1.3%) FD
R CTh o7,

(TVIl. 8. (2) ZDMOEIEH] DIESMR)

BRZEWEHE LT, va vy, PElERLEEIERAEE (Toxic Epidermal Necrolysis : TEN), £

JEREIFEARSE BFE (Stevens-Johnson SEMERE) . ZATHE., =/L ¥ I VFERMEOTIE, R4 Fik &
T HERMTRES, RS REREE . SR, DA, O ZE, BRHERES S STV 5,

(v, 8. (1) EXRIER & HIHHER] OHZM)

3. HaOHFFENRE

(1) AFNX, B ERENORDABETH D,

(2) =T H I ANABEORELEHERT 5T ONEICEE LT,

(3) ZUT I VEABES0S L7 VT I UELEHE ALO DB ED LEEZEH/ LIERAITH D,



4, BEEFERAICEAL CTRMT NS4

WEIEE AN BT 2 B4,

R A K5 | b IR
RMP b

BNOY A7 MRS E LT |

R ST B

R A 54 > I

RO Lo R BT "

5. RBFHERUVRE - EALOKIRER

(1) RE&EH
LR

(2) FdE - ERLOHIREE
% LR

6. RMP O#IE
A L




I. &WICEYTSER

1. B5EA
(1) M4
7 U7 X UBLAEE ALO
707 X UEEEE S0.5
(2) *4
Cleamine Combination Tablets
(3) BAMOHEE
7 VT 2 UFLAEEALO/SOS L BHE T o W XD lclear) XV ARk L7ZHEE,
< 7 U7 I UBLAEE S0.5 0 ALO I LA EE S 105) L L, AlIBEZ/ISS LD T IS)

AT T,
2. —i4
(1) M& (WwAE)
(2) % (WmAE)
4 (JAN) ¥4 (JAN)
LI H I EARE Ergotamine Tartrate
WKD 7 =AY Anhydrous Caffeine
A Y 7ae 7y F Y | Isopropylantipyrine

(3) RT.L (stem)

LA X I AR FEHT NI OA RiFEK  (—)erg—
WKH 7 oA N- A F VA o F Rt BEE 3K . —fylline, —phylline
AT LToFEY T~

3. BEAXITTERX

== scr".
OH ."r_ N
O HEC O--._ : -"I“H-\N/
Txﬂw” fmi)% OH
EWH Y I _coH
| N O H ; . H@G’”j’
s N
- CH: OH
| . H i,
=
HN— |2
T H I AR
e O
H:C lx
mN) J N> H:C .%_{N\N_ ~
,. v v {
OJ\N"’ N f‘_{\o
HQGAQ
CHa CH:
HEK T 7 = A ALY TFa LT FEY




4. FFRRUSFE

i iR
LA X I AR (C33H35N505)2 + C4HeOs 1313.41
HEKH T = A CsH10N402 194.19
AV TN TUTFEY C14H1sN=20 230.31

5. {E%4 (M%) XEFE

(5'S)-5'-Benzyl-12'-hydroxy-2'-methylergotaman-3',6',18-trione

Ry s i VR & L)
= hemitartrate (IUPAC)

MERT T = A 1,3,7-Trimethyl-1 H-purine-2,6(3H,7H)-dione (IUPAC)

1,5-Dimethyl-4-(1-methylethyl)-2-phenyl-1,2-dihydro-3 H-pyrazol-3

AT FEY
-one (IUPAC)

6. {BER4A. fl4a. BE. BEHES
LI H I EAERE B4 AR L T H
fEKT 7 = A Bz L

AT AT oFEY s |Bl4: Tae vty




. HHEP BT SHER

1. MEEFHEE
(1) 58 - 1R

BEAORKEITAB~MEA AR LKA RORKBEOHRTH

T AL I AT %

HEKT 7 = A B0 ITHERT, I2BW e < iy,

ATaEALT TR Y | BREOMSSE XIS EOBR R T, I2BWE <, WiTbT iz Ewn,

(2) B

T X I AR KXF & 7 —v (95) IZEETFIT< VY,

7\ a ARV LTERITRY <L K BOKEERR SUIRERR (100) (200

KT T = A . .
. FIe< <. =& )= (95) XUV TFALT—F LEFICS N,

FERE (100) (Cfid THFRT <, =& /—b (95) XET+ hic

A TaerT oFEY | . e i
BIRT <, VTN —T IR T <L AKIZEFIZ W,

(3) WEtE
U ERR L

(4) R (RR). R, BER
TV AH I AR Ale K 180°C  (4yfif)
KD T = A Al : 235~238°C
AV TaeLTrFEY R 103~105TC

(6) BMBEAEREH

MR L

(6) HERE
UERR L

(7) 20O E4RHEE
T I H AR FeltEE A x Ik (o] ¥ —155~—165°
KT T = A 1.0g % /K 100mL {2 L=k @ pH (£ 5.5~6.5 TH 5,
AYTREALTFE Y BN ER e L

2. BYRSOEBEHTICETSREN
B R L



3. AMRSOERERE. EEE

(1) HeBaliRik

TLFZ I B AR

1) B

A % ElE ., HEER— T VIRIRICTED L, /KT TR 0 I 7253 S fift
MBalzx THETH LS, RITSEAT 2T 5, Tk ke () 3R
WaENZ 5 EE, WOBITHEO~FEROIEDD,

2) RIS

AL EABRIRRICEN L, 4P AFALT I ) R_RUAT T e K.
wAvgk () REZMATIRVIBEE S L&, RITHFAREZET S,

MK T = AV

1) REEOS

KR DKEWRIZ Z v = FERIR A TINT 5 & & AEOLEEZ £,
ZOWBITFEILY v = VR E TINS5 & EET D,
2) RAMG

AR LK FaRiR e OERE 2 N 2 TARLET 5 & X, EEY
BHERAERT D, /2. Tz T VBT RIEE ANTZRESRD £
ST & &, REAILEDY , ZOMGITKEET M) U LARKE
Mz sdéE, Hx 5,

3) BES

Ao OKERICEB R O ) Vv lRf%, WREERBRT ) oA
HEEMALEST D, AT AHEET R U ¥ L5017 & OUKER b
M) T AREZEMAD L&, HEEEET D,

AT T

1) R2EKG
A DKREERI AL (D) R E A5 & &, WITRREaE 2L,
E i anz 5L &, MEAIZED D,
A%#VT/%(m)%ﬁU?Aﬁﬁlﬁmﬁ(m)ﬁﬁ%M2
AR DOKERZIMA S & &, RIFRL ICEREE 2T 5,
3)%@&@
KA DKEHIZ S v = U ERIR 2T 2 & &, BaOLEE4EL
Do

(2) E&EE
T FH I AR HAHIE: N i e . .
AbhhZFERE (100) /MEKEERRIRIRI AL, BEEBR CHET S,
kST A o FEIKTE E 15 ) o \ ‘
Kz WelE (100) /MKFEERIRRICIE L, IEREE CHET D,
TR FE TE 1

A TrELNT FEY

Adh ZHER (100) /HOKFERRIEIRICIAD L, I RRE THHES 5.




V. RAICEIYSIEE

1. Fifg
(1) ERORH
HEibE
(2) HADIBERUHER
AR5 7 VT7 I UlREEEALO 7 )7 2 UELAEE S0.5
JE3 9 T NN WE TR R A A
3 S A B RS LS
~JR
. (G )
N?Tv 218/
a &
6457 T
\h,; ./
Wi — —
EE (mm) 11.5 9.0
EX (mm) 5.6 5.0
EE (mg) 510 290
) CLA
VNN NN210 NN215
wEEa— R NN210 NN215

(3) #EAHla—F
(Mv. 1. (2) WAIOHME KL OPER ] OEBR)
(4) REDOYE

(Mv. 6. BHDOKFESLETIC

B DLEM] OEER)

(5) £k
Y LR
2. SEIDOHERK
(1) FHES GEERS) OESERUFME
WRoE4 7 V)7 2 VUELESE AL.O
1 BEH
o T IX I EAEEE 1mg
sy KD 7 =42 50mg
AT ATFEY L 300mg
HBEARF), hyERa T oy iR = AR =TT A
VN[l AU = AT va— T, 27TV v 72U s, Hnd 5
(F—hrT7Tv)




W 7E4 7 V)7 X VELEEE S0.5
1 BEH

PN T IX I EARRE 0.5mg

WK 7242 25mg

AV TaELTFEY L 150mg

BT, hUERa T U LR — A AR = AT T A
TRINA RIv=A7nra— Ho3FAy)., e Fed7aitin—2 A7

TV VB~ IRV A, HA5 5

(2) EREFORE

B R L

(3) RE

6

B R L

. BRABREOHREUVRE

FAR/AA

. i

BRI

. BAYT SRR D HEHKMEY

B R L

. BAIOEEEETICE T ERES
(1) hnisaER v

FEREMEHIRT : 2016/8~2017/4

O7 VT UEAEEALO INEERER  40C - TA%RH [I#&adEmme (PTP @) ]
RERTE H = PRt
< B> el LGS 1% H 35 H 6 » H
fﬂf( n=3 . 1G020 . . . N
<HME DI A TR 16030 ke A pTEkey HE
H & DA e >
I H I I ANATRYE 1G020 87~89 83~86 81~83 78~80
w <30 %7, 70%LL 1> 1G030 80~90 77~86 71~82 72~179
Eﬁ MERT 7 = A 1G020 | 102~104 101~103 100~102 101~102
(%) <30 %5, 80%LL k> 1G030 101~102 100~102 99~101 100~102
n=g| Y 7uEAT FEY L | 1G020 | 101~103 100~101 98~100 99~101
<30 %5, 80%LL k> 1G030 101~102 100~101 97~99 100~101
TV I X AR 1G020 99.4 97.3 94.1 91.2
/%: <90.0~110.0% > 1G030 98.6 95.5 91.5 91.6
(f) MERT 7 = A 1G020 100.8 101.2 100.0 101.4
s <90.0~110.0% > 1G030 100.1 100.8 100.0 100.6
n=3| A Y7aenArrFEY > | 1G020 99.3 99.4 98.6 99.6
<90.0~110.0% > 1G030 99.4 99.3 98.8 99.3

X FRBEITHTEAE (%)




BRI : 2016/7~2017/6

Oz VT I UBRLAEE S0.5  dEER  40°C - T5%RH [fof& 2

JEE (PTP A1) ]

R IE H =V PRI
<HiH > &5 BH AL 1% H 3% A 6% A
Mk n=3 FG130
<HNED DT VN NET 1G290 PRy SRy A ke
WEE DY A~ R O DA K g > 1G300
. . FG130 81~86 84~90 79~84 78~83
TS H I AR
. 1G290 86~89 78~82 80~85 78~82
<45 4y, T0%LL E >
Vs 1G300 80~85 81~85 79~83 79~83
FG1 102~104 100~102 101~104 100~102
H kST A o G130 0 0 00~10 0 0 00~10
M N . 1G290 102~104 100~101 101~102 102~103
%) <454y, 80%LA >
0 1G300 102~103 101~103 100~103 101~103
n=6 o . FG130| 101~103 99~101 99~102 99~102
AT LT oFEY
. 1G290 101~103 98~100 100~101 100~102
<45 %y, 80%LL k>
1G300 100~102 99~101 99~102 100~101
FG130 95.1 90.9 94.4 90.0
LRI AR
elili 1G290 97.5 95.4 93.4 91.4
<90.0~110.0% >
& 1G300 98.0 96.8 93.5 92.6
= FG130 100.8 100.5 101.1 101.8
= WD T = A
(%) 1G290 101.4 100.9 102.3 101.2
% <95.0~105.0% >
1G300 101.1 101.1 101.7 101.6
n=3 o ) FG130 98.7 99.1 99.6 98.9
A Ta LT FEY
1G290 99.7 99.3 100.6 99.8
<95.0~105.0% >
1G300 99.6 99.6 100.0 99.8
X RRBEIIKTHIEAE (%)
(2) mofEREDRENS
BRI : 2010/11/23~2011/5/31
O7 VT I URAEE AL EAEE 40°C [, KERA]
BRIE B =R LRATHAR
<> & BHAGHEE 2 3 ] 1% H 37 A
MR n=10 . . . .
ET2301| A OS] | IREAOEER] | IREADEER] | A DEEA|
<IN 8 CPIRES B B DA > = ~ ~ ~
BHYE (%) n=6
(mva % 2 AR ARRE) *! 83.3~ 87.4 | 81.3~ 86.6 | 80.2~ 83.5 | 79.1~ 82.6
ET2301
(MK 7 = A ) #2 99.1~102.1 | 99.3~103.7 | 99.6~102.6 | 98.5~102.1
(Y TFaEALT L FEY L) *2 98.3~101.3 | 97.4~102.3 | 98.5~101.7 | 99.1~102.0
&8 (%) ** n=3
(mva 7 2 AR aRRE) *° 98.7~ 99.4 | 97.7~ 98.8 | 95.8~ 96.3 | 92.7~ 93.6
ET2301
(KT 7 = A ) *3 101.3~101.5 | 100.3~101.4 | 99.8~100.1 | 98.7~100.9
(Y TFaEALTFEY L) *3 100.2~100.6 | 98.7~ 99.9 | 98.6~ 99.1 | 97.6~100.0
SEAE
(518 ET2301| 76~117 83~107 79~110 89~122
A (N) n=10

%1 : 3097,

70%LL F %2 1 30 47,

80%LL | %3 :90.0~110.0%

4 FRBICHTIEREE (%)




7 VT UBAEE ALO

A 25°C - Th%RH (G, B

RERIE H PRI
< B> BH 4G 2 H M 1% H 3 H
PEIR n=\‘10 B 0 e BERIF BEFF BEFF
<HME DY TIREDS A DA RGEE > (R (R (R
M (%) n=6
(a4 3 AR ! 83.3~ 87.4 | 84.4~ 88.6 | 84.3~ 88.6 | 84.4~ 87.3
(HEKT 7 = A ) *2 99.1~102.1 | 98.3~101.6 | 99.2~101.8 | 98.4~101.9
(A TaELT o FEY ) *2 98.3~101.3 | 96.3~ 99.9 | 97.1~100.0 | 98.6~102.3
a8 (%) ** n=3
(a4 2 AR *° 98.7~ 99.4 | 955~ 97.8 | 955~ 96.3 | 91.1~ 91.2
(HEKT 7 = A L) *3 101.3~101.5 | 102.1~103.1 | 100.2~101.1 | 100.5~100.9
(A TabELT o FEY ) 3 100.2~100.6 | 100.4~101.9 | 99.0~100.2 | 99.2~100.2
(ZHB1H)
BWE (N) n=10 76~117 74~94 73~101 82~107
¥1:30%r. T0O%LLE %2 :30%), 80%LLE 33 :90.0~110.0% %4 : FREICHTIEAE (%)
O7 V7 I UEAEE ALO  MaEE SR, Bk [D65 R (1600Lx) . KU A 4]
BRTE H Fe R B
<JHHE > BHAGHEE 40 /7 Lx-hr | 80 5 Lx-hr | 120 & Lx-hr
B ﬁiﬁf M;;j; . et B OBER | HEADSEA | kGO ER | Yk e
WM (%) n=6
(=g 2 AR ! 83.3~ 87.4 | 80.8~ 85.6 | 81.6~ 83.6 | 80.1~ 84.6
(MRS 7 = A ) #2 99.1~102.1 | 99.8~102.3 | 97.9~101.3 | 98.9~101.9
A TabELT o FEY L) *2 98.3~101.3 | 100.6~103.1 | 98.2~101.8 | 99.9~102.5
e (%) ** n=3
(ma 4 2 AR P 98.7~ 99.4 | 96.1~ 98.7 | 95.0~ 97.4 | 97.5~ 98.4
(MRS 7 = A ) #3 101.3~101.5 | 100.2~100.7 | 99.8~101.1 | 100.4~101.1
A TabELTFEY ) 3 100.2~100.6 | 98.5~ 99.1 | 98.2~ 99.4 | 99.1~103.2
(BE1iH)
W (N) n=10 76~117 72~113 68~107 68~103

#1:30747, T0%LL L %2 :30 7%, 80%LL L %3 :90.0~110.0%
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SR I : 2010/11/25~2011/5/31

O7 VT 2 UELAEESO.S  MEEdE

40°C [E%\ ﬁ%ﬂ:@ nn]

RERIE H =RV PRAT ]
< Hikk > &5 BH 4G 2 #HH 1% H 3% H
<%J§r£§u$‘;(\)fim@f‘ GT0301 WOIENIEN %b\fib;fib\ %b\fib;fib\ %b\fib;fib\
P 1~ 0 0 FEH B OEER B OEEH BOEEH
M (%) n=6
(a4 2 A ER) ! GT0301 87.4~ 97.8 | 79.3~ 86.4 | 851~ 96.1 | 72.8~ 84.4
(KT 7 = A ) *2 100.4~104.3 | 99.7~102.1 | 100.1~101.6 | 97.0~102.6
(A TabELT o FEY ) *2 98.7~102.1 | 98.2~ 99.8 | 97.3~100.3 | 96.5~100.4
8 (%) *° n=3
(a4 2 AR *° GT0301 96.2~ 97.8 | 98.3~100.3 | 92.8~ 97.2 | 92.3~ 92.9
(KT 7 = A ) *4 100.2~101.1 | 101.3~102.0 | 100.7~103.0 | 101.3~101.6
(A TaELT o FEY ) 99.4~ 99.9 | 100.4~100.5 | 99.8~101.4 | 99.4~100.0
(ZHB1H)
HWE (N) n=10 GT0301| 90~105 85~110 86~115 93~119
¥1:457%5, T0%LIE %2 : 4575, 80%LLE %3 :90.0~110.0% 4 : 95.0~105.0%
X5 FREICHTHEAE (%)
Oz V7 I UELAEES0.5 MEEEE 257 - T5%RH IR, B
AERTE H =RV PRI
<HIKE > &7 LGl 2 1 fH 1% A 3% A
PR n=10 T e m— BEA BE A2 1 1T
<HEIL DT WIEWEWET  |GT0301 o - R R
PRI A~ K B DA KEBE > DIRIN S DIRIN S
WHME (%) n=6
(=g 4 2 AR ! GT0301 87.4~ 97.8 | 75.7~ 87.1 | 75.7~ 87.3 | 70.2~ 83.2
(KD 7 = A ) *2 100.4~104.3 | 99.7~102.3 | 99.1~101.8 | 99.3~101.7
A TabELT o FEY ) 2 98.7~102.1 | 98.9~100.7 | 97.0~100.3 | 97.1~ 99.5
& (%) *° n=3
(ma 4 2 AR P GT0301 96.2~ 97.8 | 93.6~ 94.0 | 94.0~ 94.9 | 85.5~ 89.9
(MRS 7 = A ) #4 100.2~101.1 | 102.5~103.0 | 101.4~102.8 | 99.6~103.6
A Y TaELT o FEY L) ¥4 99.4~ 99.9 | 100.5~101.5 | 101.0~102.7 | 98.2~101.3
- E_;%i@;:m GT0301| 90~105 80~99 73~97 72~103

%1455, T0%LUIE %2 : 4575, 80%LIE %3 :90.0~110.0%

X5 : AR HEHE (%)

Bk 0 R
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O7 VT I VELGEES0.5 oA =R, B (D65 R (1600Lx) , KU A ]
PRI H =N TR &
< B> &5 BH AR RE 40 77 Lix-hr | 80 5 Lx-hr | 120 5 Lx-hr
<571~J%'6;§§b‘1;;3?f:“1,\@w@ GT0301 Yﬁb‘fib;fib\ PRV LAY AN IS ARV AV AN I ARV kA kA
I B G 6 0 AT b > {4, D EEA D EEA D EEA D EEA
W (%) n=6
(ma % I EaRRE) ! GT0301 87.4~ 97.8 | 85.1~ 88.3 77.6~91.1 |55.1~ 88.1%°
(MK 7 = A ) *2 100.4~104.3 | 95.8~100.1 95.2~99.5 97.56~101.2
A TaeLToFrY ) *2 98.7~102.1 | 96.9~ 99.6 95.8~98.4 95.4~100.8
a8 (%) *° n=3
(maZ I laRRE) *° GT0301 96.2~ 97.8 94.8~ 98.1 96.2~ 97.4 96.2~ 96.4
(fEKH 7 = A ) *4 100.2~101.1 | 100.5~101.1 | 100.6~101.3 | 100.3~101.9
A TaeLNToFry ) ¥4 99.4~ 99.9 99.3~ 99.8 | 99.3~100.7 | 99.4~100.7
ﬁﬁ&;%iﬂgli:lO GT0301 90~105 87~104 91~112 76~106

%1455, T0%LUIE %2 : 4575, 80%LIE %3 :90.0~110.0%

X5 : AR HEHE (%)

7. BARNERUVERRORESE
RN

8. AL NEAELL (MEBILFHEIL)

FAR/YA

9. At
(1) R

¥4 : 95.0~105.0%
X6 11/12 B2 D=9, HEIZEES LT,

VT I UEAEEEALO KOV VT 2 UEVEEE SO.5 1. B AR FAMEIRSIHEE 3 EIZED b v
THEIEARRE BRI T A A TRENT UF Y UEEOIEHERRICES L TWD 2 LR

éj/b(‘b\éo

GRERIZIZK 900mL & vy, /S RAEIZ L Y, 50rpm TRERETT 9, )

R (707 I URLA#E ALO]

FORE FE RF ] R
LI H I AR 1mg 70%LL |
MK A7 =4 > 50mg 30 4y 80%LL
A Y 7a Ny FEY > 300mg 80%LA I
EHHEE (707 2 U EA$E S0.5]
FOoRE HiLE IRFH alks
T H I EARRE 0.5mg 70%LL I
KT 7 =4 25mg 45 4y 80%LA I
AV 7a Ny FEY > 150mg 80%LA I

12




(2) w2
<7 U7 UELAEE AL.O>
ARG
iE  BARKR S wHRBE SRk
[R5 K ORBRIE « 50rpm (pH1.2, pH4.0. pH6.8, /K)

CHIE]

Oz Iy I EAEEE
- pH1.2 (50rpm) T, 15 70 LANIZ ) 85% LA BRI L7z,
- pH4.0 (50rpm) TiX. 15 70 LANIZ ) 85% L L¥sH L7z,
- pH6.8 (50rpm) Tlit. 360 Sy LANIC T 50%LL FIRH LA A>T,
- /K (50rpm) Ti, 30 57 LANIZ ) 85% LA s L7z,

ORI T = A v
- pH1.2 (50rpm) TiX. 15 0 LANIZ ) 85% LI EIgH L7=,
- pH4.0 (50rpm) T, 15 /3 LAINIZ ) 85%LL BRI L7z,
- pH6.8 (50rpm) TlE. 15 2 LAPIC T 85%LL -3 L=,
- K (50rpm) TiE, 15 53 LANIC Y 85%LL R L7z,

OA Y Tub LT oFEY

- pH1.2 (50rpm) TiX. 1543 PANIZ ) 85%LL FESH L7,
- pH4.0 (50rpm) TiX. 15 57 PANIZFH) 85%LL FEsH L7z,
- pH6.8 (50rpm) T, 15 77 LAPNIZ ) 85% LA IR L7z,
- /K (B0rpm) Ti. 15 530 LANIZ ) 85%LL s L7z,

707 X UBLAEEALO IXAWEFFHMEICK TS [ 3% I AR 1mg » K 7 = A > 50mg -
A TabELT FEY L 300me FE] OEMERIFITH 5,

(VA H il A7)
QI X I UEAETE
FEHE (%) pH1.2 (50rpm) SEHE (%) pH4.0 (50rpm)
100 | T O% = BEORE 100 TILO% v ELEE
80 - 80 |
80 | 60 |
40 t 40
20 ¢ —— &) T I UEAEALD 20 —— 5 T = UEEEALD
0 ‘ L L 0 ‘ L L
0 5 10 15 0 5 10 15
BEfE (99 BEfE (99
BHE (%) pHB.8 (50rpm) BHE (%) 7K (50rpm)
100 | TILO% = v iBEaEE 100 | T O% = viEGEE
80 | 80 |
60 L 60 L
40 + 40
20 r —— 5 T3 URSEIAD 20 r —— Y T I UELSEALD
O 1 Il 1 1 0 . 1 Il 1
0 a0 180 270 360 0 10 20 30
BFfE (530 BFfE (47)

13



OHENRY T = A

B pH1.2 (50rpm)
100 WkHT 0

(%)

JEHE (%)
100

pH4.0 (50rpm)
WkHT 0

100 EAD T

80
60
40
20

B (53)

80 80
60 60
40 40
20 10 20 —— 7T I UEBHAILO
0 1 O 1 |
0 10 15 0 10 15
BEfE] (430 BFfE (430
BHHE (%) pH6.8 (50rpm) EHE (%) A (50rpm)

100 ENKDT a4

80
60
40
20

BB (53)

AT EAT L FEY

BHE pH1.2 (50rpm)
100 AVdOELT RS

(%)

80
60
40
20

0

BFfal (530

FEHHEE (%) pH4.0 (50rpm)
100 AU FOPILTF L FE U 4

80
60
40
20

0
BEfEl (530

pH6.8 (50rpm)
AuvJavLTFTFE Y

BHE (%)
100 -

Bifal (53]

7k (50rpm)
AvdOELT L FEY

BHE (%)
100

80
60
40
20

—e— 7 )7 X UELEHALO

0 5 10 15
BFfE] (530

(n=6)

14




<7 VU7 UEEH S0.5>
AR A
2EE - AASKFRS  BHEBE N RUVE
[R5 % OGRBRIE : 50rpm (pH1.2, pH4.0, pH6.8, /K)

CHIE]

O H I AT
- pH1.2 (50rpm) TiX. 30 73 LANIZFEE) 85% L it
- pH4.0 (50rpm) Ti. 30 /rLANIZ ) 85%LL IR H

L7,
L7z,

- pH6.8 (50rpm) TiX. 360 43 LANIZ L) 50%LL EsH Lo Tz,

- /K (50rpm) TIE, 60 77 T¥H) 85%LL B L7,
OWKRH T =2 A

- pH1.2 (50rpm) <TI&. 15 23 LANIZ Y 85% LA s H

- pH4.0 (50rpm) TIL, 15 LA 85%LL s

- pH6.8 (50rpm) T, 1573 LINIZ ) 85%LL IR H

- K (50rpm) Tik, 15 3 LINIZ Y 85%LL EiEH L7
OA YT ENT oFEY v

- pH1.2 (50rpm) TiX. 1573 LINIZ ) 85%LL IR H

- pH4.0 (50rpm) TiX, 1553 BANIZ T 85%LL EERH

- pH6.8 (50rpm) Ti. 15 3 LANICZ Y 85%LL it

- /K (B0rpm) Tk, 15 53 LINIZHE) 85%LL FsH L7

7 U7 2 UBLAEE SO0.5 X E FRHEICK I D T= v 3% I AR 0.5mg- /KD 7 =1 25mg-

AT T oF Y v 150me $8] OREHERIFITH 5,

L7,
L7,
L7,

o

L7,
L7,
L7z,

o

(P HH )
QI X I U EAEETE
EHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 | TILd% = EOEEE 100 | T d% = EOeEE
80 | 80 |
60 | 60 |
40 | 40
20 r —— 7 7 I UESEES05 20 ¢ —— ) 7 I ESEES05
O ' ' L 1 0 ‘ ' 1 1
0 10 20 30 0 10 20 30
BERE] (59 BEfE] (490
BEHE (%) pHB.8 (50rpm) EHE (%) A (50rpm)
100 r TILO% = iBamEE 100 IO = il aEE
80 80 o —e
60 | 60 |
w0 w0
20 —— T I UEE S0 5 20 —— T E A S0S
0 : ‘ : : 0 : : :
0 ) 180 270 360 0 15 30 45 60
BERE] (59 BEfE] (490

15




OHENRY T = A

EHE (%) pH1.2 (50rpm)

EHE (%)

pH4.0 (50rpm)

B (53)

100 F WKAT 100 WEARDT 7
80 80
60 60
40 40
20 20
0 0

BFE (4 BFRE (4
BEHE (%) pHB.8 (50rpm) EHE (%) A< (50rpm)
100 ¢ M T A 100 il S R

BB (53)

OA VT LT FEY

BHE (%) pH1.2 (50rpm)

BHE (8)

pH4.0 (50rpm)

100 - A FOELTeFEY L

80
60
40
20

Bifal (53]

100

80
60
40
20

100 AV AT o TFE L 100 r AV ZAEILF T EY
80 80
60 60
40 40
20 20
0 0
0 5 10 15
BFE (430 B (450
BHE (%) pH6.8 (50rpm) BHE (%) 7k (50rpm)

A FAEILTFE

—e— 7 )7 X UBELE#ES0.5

5 10 15
BFfE] (530

16
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10. B -aF
(1) FENRELESR - AF. NE/RKRLESR - ABICHT51EH
Y LR
(2) A%
<HVVTFIUVEERKEA1.0>
100 &£ [10 $EX10 ; PTP : #JEAIA Y ]
500 £ [10 £ x50 ; PTP : #ZEAIA Y ]
<H)T7IVEEHE S0.5>
100 &£ [10 $£X10 ; PTP : #EAIA Y ]
500 £ [10 & x50 ; PTP : #ZEAIA Y ]
(3) FPEEE
Y LR
(4) BROME
PTP : RVEIE= LT oAb, TII=LE
to— RV 7Ly s RIZF Ly - TIAI=ZTAETILX— M7 4L A

1. BRI ShEEHME
MM ER e L

12. ZDh
MG ST L

17



V. ARICEYSEE

1. PEERIIHR
mEHEERE. M. RIRMERE

2. DEXIHRICEHET HIE

S5.EXISRICEET HEE
FREVE P BRI S . MR R AR AR BRI R B B W IR B O BB T IT R G L e
[

3. AERUVHE
(1) BERUVAEDOHES
<YV VYTFIUEEHEA10>
HWEAAN, 1E1 8% 1 H 2~3 FRE NG9 5, BHRBIEORIIKNH 5551L 1~2 82 BT 5,
ek, Pl - SERIC XV EEEET S, 72720, LEMICES 108EETET 5,
<Y VY7 UEEHE S0.5>
HWEAAN, 1EI28% 1 H 2~3 FRENEG7 5, BHRBIEORIIKNH 5551 2~4 BEX AT 5,
72k, Pl - ERIC XV EEEET S, 72720, LEMICES 20 SEE TET 5,
(2) RZERUVHAEORERE - B
MR L

4. AERUARICEET 5EE
RESI TV

5. ERERRLIE
(1) BERT—321Rvr—o
MR L
(2) EREREEHER
MR L
(3) AERGERFERR
MR L
(4) BIEMEER
1) AREREERER
17.1.1 BR—BERRHER
VT I UBABEALO KON U T R UECAEE S0.5 THEME L 72— % EEEER 305 D HLhHRIL 67.5%
(206/305 fil) TH-o7z,
BITERIE. 14.1% (43/305 f5) 123D B AL, £ DITAERCRE (1961, BHES - IR (8 #1) .
B - R (6 6) Tdh o7z 917,

i GE ik
1 A8 SRR 70.6% (48/68)
J IR 78.7% (85/108)
EXARMETER 59.2% (58/98)
1RA VSRR 48.4% (15/31)

18




17.1.2 ER—EEASER
MEMEREEEZSRE L, =34 AR lmg, 77 = > 50mg % & A3 2 35| & %f
LTI To e —EERRAR (7 V7 2 UEAH AL0) I2BWT, AFIOAZIRIL 56.8% (50/88 )
ThHol,
BIERIL, AFIFET 37.2% (32/86 #) 125D Hiv, E2HOIFEXR (13 4]) ., BRECKE (461).,
WE: (4 ), @5 (460 SOWEIHER ESDSBIE (7)), IRK 46]) Thorz19,
2) R&EHUHER
MM EE L
(5) #BFE - WBHFAR
MR L
(6) ammER
1) EARERE (—REARKRAE. FEEARERE. SARGELRAE). RiER
—RRE. RERFTRBRAROAR
MBI L
2) RBEHELTERFEORNENITEEL-RAE - RBROBME
R LR
(7) =0ttt
R L

m

BT — 5~

<
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VI. EMEBICEYTSEE

1. EEZMICEEHSLEMNITILEYE
(1) =vax I EAEE cEZMTAIRA R (Ve Raxz)vI X I A VVIRKE)
(2) KB 7 = A XY UTFUBENR (T4, TI T4 U V)
(3) A YT HEALT FEY v BTV R RAEA] (ALY LKF)

HE  BEO® 2bAEMORRE - DIREIL, BHOBFRXESRT L5 &,

2. XEER
(1) {EFAEREL - fERRF
18.1.1 T)LT4 = VERRIEOMEICHT HEH
TV X I AEATE 0.837~0.5mg OFARNTESRIC X 0 A K O 8RR O BE OWT BT
& (ISEEN AR & OV SEEV IR O FAE) . HRIE DK 50% 2338 B iz, B B IC B W BRI E O
IRIGID & AFITAAT U CHR OTHRF8 8 ATz 19,
181.2 TILJA S VERERIE. BKATzA4Y, 4AVFTRELTUFE) VEREHIOHEEER
~ 7 A% IR Writhing 1%, Haffner 2875, JERIIEIZ K 28RN R OB RIZHB N T, 3
Ay DEAFNTNTROFIEICBNTH, A Y 7R ELT UF Y B L e U O SRR 2R
L. BLEIC K DMHEB RN D b7z 20,
1813 TILTR S VERBRIEL H 74 DG HEA
ERATOT AT I EAIEEE 7 = A4 LV OREHI L LI 4 I A R B R 13
HBOHBIZEWT, Ihmunif= L34 I REPESHTHELN, 7 =A ICidTra s
SEABREEOEALE LD OWIEERTRD 57z 20,
(2) ENERMT SRR
MR L
(3) {EFARBRSME - FribmE
MR L
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VI. EMBEICET HRE

1.

I R E DHERS

(1) ARLEDGOPRE

RUERR L

(2) BREABRTHERBShOPRE

16.1.1 BEEFS

R AN SN 24 4127 VT I UEE
FEA BN ARG LK RS o .

<I)LT4 = ViEREIE>

400 1

20048]

pg/mL

b
i

AL0 (CLA) 2 b 5032 U7 S o lilasE $0.5 (CL) 4
s R 22,

CLA (o—o) 555\
CL (e--0) 50D
IMAEPHRE ¥l +SD

’ 0 4?8 Fig [H]
1A% R i B HERS
MAEFYREE N T A — X
Tmax Cmax (V¥HE=ES.D.) T3
CLA 2.5 B 297.7+103.4 (pg/mL) 6.5 I
CL 2.0 W] 303.5+124.9 (pg/mL) —

21




<E|EKHAZzA>>

ug/mL

4.0

CLA (o—o0) #5d %\
CL (eo--0) x50
M5 © Pl + SD

1
48 R

24
A PSR FEHER
MAEHFIRE T X —H
Tmax Cmax (CE¥fE+S.D.) R
CLA 1.2 W 3.0+0.38 (ug/mL) 5.0 ]
CL 1.3 B[ 3.2+0.49 (ug/mL) —
<AVTRELFTVFEY V>
ug/mL
12 .
CLA (o—o) #5d 2\ id
CL (e--o) x50
e MAE AR @ SEIME = SD
> Q
24 48 R
1 B H S HE RS
MAEHFRE T X —H
Tmax Cmax (E¥fE+S.D.) T A
CLA 0.8 B[ 9.53+2.91 (ug/mL) 1.9 B[
CL 0.9 B 9.57+2.08 (u g/mL)
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(8) il
B R L
(4) BS - ftAEORE
(vit. 7. #MEEH] OESMH)

2. EMEERONTA—4
(1) BifAE
AR L
(2) WRUREEER
AR L
(3) HEREEEHK
MR L
(4) PVF3532R
AR L
(5) HHEE
LR L
(6) £t
MR L

3. BEE (KE2L—>av) @
(1) A
LR L
(2) 185 A — S EMER
gk L

4. R
MR L

5. 9

(1) mi%-fxBEFTEiE
R L

(2) mE-fadREarTE G
(Tvii. 6. (5) 4fhw| DIEZSM)

(3) A~
(TVIl. 6. (6) #=3hw) OHSM)

(4) FEER~DBITH
BRI L

(5) TOunfEB~DBITHE
MR L

(6) MP|ELAHKEEE
BRI L
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6. R

(1) KREBLLRUCHRBERE
MR L
(2) REICEE5T 5ER (CYPE) OHFiE. F5F
AFNCEEND TN TH I AT EICHIEESRE CYP3A4 TR 0T, ABZOMEEREZAT
LA E OPICEE TS Z &,
(3) MEEGBMNROFTERVZTOEE
MR L
(4) REVOFHEOERRUELL., FHELE
MR L

7. B
LR L

8. FSUARR—E—IZET HI1ER
MR L

9. BNHEICKEKRERE
B R L

10. HEOURERT 28%
AR L

1. EDik
EER e L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHRIZEBRELAEWNI L)

21 KfMmERE, PAEELEREOSH 5 EE (3 ¥ I v oMEFEERIC X 0 IER % B X &
DEENEDD,]

2.2 PEDBE [LEBEROZEIC, FIVEORIELZSISEZTBENLH D, ]

2.3 EERMEALIE OB (BRI X0 RIES LI EL R TB8End 5, ]

24 =V br— A RELEE, a7, EEBREDOH 2 E8F DERkEE I 2B8200
»5b,]

2.5 FFUBEREOH 5 B8 (9.2, 9.3 & ]

2.6 iR [ 2 E ORGSR R U, B A4 O ENIET DB 2R H 5, ]
2.7 W SUTIEIR L CTW A AREMED & 5 &tk [9.5.1, 9.5.2 ]

2.8 &3l (9.6 =]

29 RH|, ZATNVIIuA R (23 g IvE) Feoye s R¥EH (A 7I /80 &
) \xt VIRBUEOBEER O & 5 B

210 LT a—MRAEICL Y | DR RIEE, DR AT EHIBR KON Z 4 SIS fE 9 PRAEE O UlEFR IR O Jp
ERHER SN BEROZOBEOH 5 BE UEREZELIEIBZLNH 5, ]

21MHIV 7 e7 7 —EHER (V FFELERERA, AT eV Ga-AD, avs 22y FaAl
A, ~7u oA FROUVAEWE () 2ua~xAy, ValbsAvr 77 AavAvy, ndy
2awA V), TY—ILRHEFEE ([ v T3ty —, JaFy—n (RO, EHA. OpE
AN, 7ratry—n, mATZvary— RYaFry—)v RKaiby—i) LTILEEIL,
TV RLENL, LT AREN, nF T =T Y F=T7 5-HTieip ZRMBIEEEK (2~ b
VIR NI RNVTE VNV TE S U N T E ST NITEY) EAT IV
oA K (A R)y, AFLz)Lax ) y) 2EEHRFORE [10.1 2R]

212 12 KIDINIZ T T 7 V> (TT 7 Ax v y) ZHEMAT5EE [10.1 8]

3. MREXIHRICEET SR EEDER
(TV. 2. ZEESUINRICEET SR 22452 L.)

4. AiERUHREBICHAET 5EELZDER
BES N TV

5. EEGEFNIE L ZDER

SEELEXRNIEE

8.1 WHUEREZ THIT27-0+0 M2 EITH> 2 &,
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Drug Name Category
ergotamine C
F—=A 7 VT D caffeine A
Isopropylantipyrine —

5 SO

(2024 £ 9 AHBHR)

F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)

Category A :

Drugs which have been taken by a large number of pregnant women and women of

childbearing age without any proven increase in the frequency of malformations or other

direct or indirect harmful effects on the fetus having been observed.

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.
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