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1. R4
() #14

K72 OD $& 100mg
K72 OD $& 200mg

(2) 4
DOPS OD Tablets

Q) BIDHEX
(—)-threo-3-(3,4-dihydroxyphenyl)-L-serine & ¥ DOPS & L7z,

2. —fE%
O ENGEDS )
Kr s K% (JAN)

(2)¥8 (fdik)
Droxidopa (JAN, INN)

Q) R T L

-dopa : dopamine receptor agonists, dopamine derivatives, used as antiparkinsonism/prolactin inhibitors
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4 DFRXRUVDFE
é:l\%ﬁ . C9H11N05
SFE 0 213.19
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e 1 B 3 W 1H 2 H 6 H 9 H
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94 %, 0.07 0.10 0.10 0.13 0.11 0.09
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(5) EMIE B ARREE &L
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pH 3.0 5.0 7.0
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(1) Z DD E 75 RHEE
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%ﬁ 2 5 HEDT
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N N . 7N 7
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RIE Limps | 30C. 75%RH | B@H T 2 (B) 39 A R N TR

. RARERVBERRORER

AR

. fFlE DESEE (MEEFHEL)

L L

. A

RZ7Z20D#E: B WHEERE (O RviE)




10. 7% - o

(N FENIDELGES - B, SENRREERS - SEICHT HF®

GASROTANA

(2) B
( KZZ 0D ££ 100mg)
100 £ [10 &8 (PTP) X10]
500 &€ [10 &8 (PTP) X50]
500 & [, /N7 ]
( KZZ 0D ££ 200mg)
100 £2 [10 &8 (PTP) X10]

Q) FHRBE
RN
4) BHERDOME
g s ME
. PTP PTP | PVC (RVUMEE=/V) | TILI =T L
OD #2 100mg o B |PE (FU=FL
’ % PP (RUFuELY)
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1. MEEXIEHR
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UvA FL—A—EEE, KEE7I04 FRYZ2—0/R8F—
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OFEWN - S50DE -6 bH, BER. HAR

2. MEERIFHHRICEIET HFE

5. PEEXIIHRICBEET HFE

(IR—F Y UREDIFE)

5.1 Yahr BJEE I CTAT — VI & HESNIZEBE~DHEHATH D Z &,

5.2 AFIDEFNENART5 T, T AR XIITEHL HANRRD LN D BEIZOLREOFKE %25 E S
AL,

(MEETEEDIEE)

5.3 BHTHE T 1% ORENLRFICIE AT 2Y 15mmHg VL EIK T 2 8BEF~OwEMATHDH 2 &, ks, AFED
TEFMEFII A CTH 0 | JRRE OIMER T OB EIXEENES 2B 25 O TIERW,

3. RZERUAE
() RERVAE DR

6. AZRUVHAE

UR—=F Y URDIBE)

RS L, Fe$s R LT 1 HE 100mg, 1 B 1 BEORA#KES LD, FEHIC 100mg
PO E, Rk G EEYEOMRFRE T 5 GEMERERFREIX 1 B 600mg, 1 A 3 [EI5EIEE)
¥, AR, ERIC X 0 EEIT 525, 1 H 900mg Z AN LTS,

(%A RL—H—EEE, KEM7I04 FRY Z12—0/F—DIFE)

W RACK L, R Ro8E LT 1 BHE200~300mg % 2~3 [E24 ) TRA®KG L 0 ihd., K
H2o5 1 #EMEIC 1 B & 100mg 3o E, K5 R4 EOMRFREE 35 (E¥EMEREIZ 1 B 300
~600mg, 1 H 3 [FI3EIEE)

2B, A, ERIC K VI EHEET 525, 1 H 900mg AR AW LTS,

(MBRBHMEBEDISZE)
WHRACK L, Ry K288 LT 1 A 200~400mg Z BT BHAS 30 2575 1 BRRRTICRE 0% 5-
T2,

72k, AFEHN, ERICE D EERET S, 1 FEIL 400mg ZE RN L ET D,

Q) BERUVAEDRERRE - R
['V-5-Q) RERICEHERAR) 0HZMR

4 RERUVHEICEHEYT IR

1. BERUVRAEICEEYT 5IE
(M&RBEFTEEDER)
14 ARG L THRRBBD bNRWSEEIZE, G2 hikd 52 &,




& ER A A
MERT—2 /v 5—
M LR

(2) B PR A B
DFEEERA D
fdEFER AN 24 & LT, D100mg, H[EIF G508 (4 61]) . @300mg, H[EIFE 535 (56 . O1 [H
300mg, 1 H 2 M58k (5 61) 230 LR, BMREITR., MERRAE, ZiirmE, ki, K
RICEERDT, DEREOERMRE COR R T NEAT IR 2o 72, Fo, BB A 4 612
*UCAKZ 1[0 300mgl H 2[5, 5 HFEEGE G Lok, @k, 8EOHREROF ., BRE
ORIE EH, ML =050 ER 2RO, Wb 3A & oK EERIZTE <. FOMOEERR
%ﬁf% TEDEM & B 7o To, fEFER A U, ZaME R L IR E 2 BT RITRRD o 12,
) AFIOER SN TN DHEE TSR L AEROHREICSOW T, [V-1L SEERIEHER] KO (V-3 BER
VHE] 0EzR

2) BT B 2
Mg B 11 6] (A S 561, RIE#RS 6 ) Zxtg s LT, HEEEG K OE R GHERZ 52
L7z, 723, 581X 300mg & L, HERG K ORKER G & & &EHT 1| REFRTICAR 25 Lz,
ZOFEF, WTNORBRIZIB DT HARFIFGIZ XL D &35 2 5305 BIWE K OV AR A 8 22 5 28 8h 1 338
5?)73?75)0710
) ABNOKE SN TWBEETE & AEROHEIZSOW TR, TV-1. $hREX ISR KO TV-3. iRk
UVHRE] ODHEEM

Q) AERIGERAER
D/8—F% 2 U5 i T ARRRER 3
WN=F Y U GERERE) OBFITKR LT, AHF 100mg/H Z#H&E&E L, FREHIZ 100mg 32 &
HEETE TR 21T o T2 fE R, MERFRIE 400~600mg/ B 23324 & & 2 HALzas, JERIZ X Y 900mg/
AR F CRAITHEFRER 2 L3 R S e, < AR, /MR TR E D3 < BBIRITH L THRIC
Hb‘ﬂiifﬁ‘yﬁgﬂtz’n IN—=F Y ER BRI B WD BT,

) ABNOEBE S I TWBEETFR E AELROHEIZOW TR, TV-1. $hEEXIEEhE ) KO TV-3. BiER
URAE] OHESH

DY YA R U—H—EMERE 55 RS 9
XA Rl —H—JEMERE (SDS) K OSHGR & iﬂ,1m~mmga%@%%kbf\@ﬁm%1
B 1A 100mg T2 & L, 600mg/ H Rii#4 Ml & 3 2% 5415 T, SDS K UMHRBRIE B
F 2SR R IAR 2B < B AITBERNIR D TRD b, BIEM &4 72 < A TN &J%zmi
%%T+A&9A (213 900mg/ H & THIET 2 HIEN LR OMBEOMF X 25 HiE L Bbhi,
) AHIOEFR STV BRI & ER O EIZ SV TR, TV-1. IR KO (V-3 A&k
UHRE) 0HESH

3)EESCMAR I 2 O MigE AT R - ATHIER I AREER >
BT AR 70 & OULE 2 T3 KM EREZ R 3 s s GE 3 [|EdT) Ik LT, 1 MO
BRI, AA] 100mg 5 HBE L, SE| EblLﬂkmm@ﬁommmmgifiéTt
L. 6 HEORHREREZ I Lz, ZORER, BIREHEC X 2R Z & OARKI D 250 &I x5
(PEEREEYGELL ) TRMET 5 & 400mg & HIE S vz,
1) AFIOEKRENTNDIRETZIER L EROHRICOWTIE, (V-1 SEEIZHER LV (V-3 AR
UVHE) OHEESR

(4) HRRE R ER
1) AR BR
O/3—=F Y 2« B IFARER ©
L-DOPA #FIEIEN R < | Yahr FIEEE M~V CI < AIEIR % E7F & T 2 BEAFIRAI0 A+ 5561 % 5t
BT, T REMEEL L —HERMERBR AT - 72, AA 100mg/ B #0582 E LT, R
H1Z 100mg o8 L #EFRF &t 600mg/ H (900mg/ H & THE & A]) & LC 6 M DB 5217 - 7=k 3.
Yahr EIEE M OEFNZBIT 5T < AR, 7o HL DAZIEIE L U BERUEE T 29.4% (15/51) Th-
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770 AFIBEREORWERRBBSEE L, 15.5% (18/116 %) THV . HbEr-o-BERIL, RER - IR
H2.6% B#) THoT,

i R O i FEBIEL (RFE%)
TIGE | heEEGE | REE | A £ | E | K | &
6 9 20 8 5 3 51

(11.8) (29.4) (68.6)

) AFNOAGE STV DREESUTRR L HER ORI SV TR, V-1, BREXEHR] KO Tv-3. A
ERUVAZ) OHSR

Qv ¥ A R —H—JEfEht : HIMARRER D

Vv A RL—H—JEERE (SDS) KOBERMB LM SN EBED > b, By HENEIC L5725
K B, RABBIENEFFE 2> COWDIEMERRIZ, 77 R ExEL Uz —H 5k %
1To72, AFl%Z 1 H 200mg 7 HHiEIZ L Y 600mg & HERFE (900mg/H £ THER) & LT, 4 HR
OG- 2T o155 F, SDS BEIZBIT DENMHRME, Kip, 2B HAHEIEEL U BRGEE
I, PEEYGEL E 40.9% (9/22) Thotz, RABGEOBRWERBBMEIX, 20.0% (10/50 #i1)
ThY ., EREWER XN - BAERK 10.0% (5 #1) . MK 4.0% 2 #) . W< 4.0% (2 #i)
Thol-, £7-. BEBREMORFZHE L L TIT AST (GOT) @ EH 2.0% (1 41) 233D LT,

B DR O 8 i SEGIE (SR FE%)

FHUGE | TEEE | BEDE | K £ | B b | K W | & &
3 6 6 7 0 0 22
(13.6) (40.9) (68.2)

) ARNOAGE SN TWDREEUIRR L HER ORI SV TR, TV-1. BEEXEHR] KO TVv-3. A
ERUVAE 0HEZMR

OFWMET IrA RRY = a—m RF—
MR L

@O NMEAR LT 2 £ 5 ST B - R TR S, SRR

1) %5 AR AR

ENT AR M AR R 2 £ O BT RS 152 Bl x5l L7 7 B ARSI —EEREERBRICB VN T, &
# 200mg, 400mg XX~ 7 & A ZEHBALAR 30 oAl G 3 [8]) (2 4 WG Lz & &, AR
JEZFERE & LT BRIRUGEE (PEEEYGELL ) 1L, 77 'R 12.8% (6/47) . AHK| 200mg #f 43.5%

(20/46) . AF 400mg #f 60.4% (29/48) T o 7o, AHFIF G-HE D RIVEH B IE 200mg T 4.1%

(2/49 f511) . 400mg #£ T 5.9% (3/51 %) THY ., WEEWTIUTHHE LCEWERIR, BEEK, I+t
FH2.0%&RE LB TH T,

i) 25 MIAH B

EESTMAR M AR IR 2 £ 5 BT R 107 Bl 5 & L7 7 AR EERERRICBW T, A
# 400mg XX 77 R 2 BHTEIAAK 30 4yE GE 3 [B]) 12 4 HE&HRE Lz s &, R EEIDE A
L U BRRIERE (PSSl ) 13, 7T B ARRE 14.6% (6/41) . AHl 400mg # 53.3% (24/45)
TdhoT=, KA 400mg B HREORIWER B IL 5.8% (3/52641) TH V., 2 FILL ERE L -FRIVEAH
IS 3.8% (2 61) . R 3.8% ) ThoTo,

) AR OERB STV SLIREUIRNE L FEROHEICOWTIE, V-1, SREXIEHR KO [V-3. B

ERUVAZR OESM

2) REEEAER

R B G508

O e
N=F Y U GEGRE) OBFIH LT, RHOEGHER (6 » AUE) &3 L, AAIOHL) -
LMD ZAT -T2, ZORE, ARIOEE GBI 2 AIMEDNHER SN, ZEMITONT
T, BIEGICE > THRHICREARBBEORMIZA LA, BELFEKOLOTH Y | KR
BIEIZ BRI NS RE IR b o7,
) AAOERENTOHHREXTR L ER OISOV TIE, (V-1 HREREHE) KO (V-3 ik

RURE) OHEBHR
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@ v A K L— A SR
S A K L— A —EEREO B LT, BIORERI (6 » ALE) %ML, AAIOI -
BARMEDTIEAT - T, ZDRER, =5 < bar, KD [ AR OSERA b, 2tk
R < A ISR B T,
E) AANOAB SN TV DRIEEIIZE & FIEROCHEICSOWTE, TV-1. $8eXITHER) KO TV-3. Bk
RUHRZE] 0HEZM]

OFMEMET I rA FRY =a—n/F—

O NPEAR LT 2 £F 5 T B 10

ECNT AR M IR 2 £ 5 BT 76 Bl 2 xt5 & Uiz RIIBG-3BRIZ 30 T AHI 200mg~400mg %
BATBRLARI 30 23Rl G 3 [E) (26 » ALLE (FE 14M) #5 L&, By ERnEE2EEE L
To BB IR LGERE (P YGEDL E) 1%, 48.4% (31/64) Th o7z, BIERFBIBEEIL 12.2% (9/74
) THY., EFRBERXME LS 54% @4 #) | 5 2.7% QB HThHotz,

(5) B - AR
R L

(6) ;R REH{E A

D ERARERE (—REARERE. S EEARERE. FRARBLERE) . AERTERT—IR—
AHE. HERFTERERABOAR
ONR=F Y U, Qv v A NL—H—EGRE. OFBEMET InA FRY =2 —a /R "F—
fo FH RS AR AT 1,852 f5ilHF 136 61 (7.3%) ICRMWER SR ® Sz,
TSGR BRI O FIERRBUEMZRIT, S—F 2 YV 06 7.0% (117/1,675) . > v A R L —H —JEfE
BE11.8% (15/127) . FHEMT I v A FRY =2 —a/%F—8.0% (4/50) Th o7,
RRCCEE DA NRIT, S—F 2 Y IR 73.9% (940/1,272) . ¥ A R L—H—IEERE 78.2% (86/110) .
FHMET R 04 FARY =2 —n13F—833% (40/48) ThH -7,

@SR L 2 £ 5 i AT B
fi FH R AR AT 856 1l 24 B (2.8%) ICRIVERNR® Bz,
RRTCEE DA RHRIT 86.1% (706/820) T - 7=,

NEABEHELTERFEOHABRIIE]EL-HE - HBROME
ML

QK06
) 3—F > Y 9% (Yahr BIERE 27— V1)
CHEMREGRER 0% 0K RBRICE N T, T<KAR, mhL LAEEEL LEBRRUGERE I,
Sl F 31.6% (61/193) Tho7z,

gE PR e P JEGIEL (R FE%)
EONGE | PEEGGE | BEXE | X X = | K | A& F
15 46 80 29 17 6 193
(7.8) (31.6) (73.1)
RO R IR EE RN EH L RIZUL T B THh o7z,
JIE PR ol JEGIE (RFE%)
JE IR FUcE | PEEENE | BESRE | R £ | E k| A | & B
12 22 69 56 11 3 173
THR (6.9) (19.7) (59.5)
JEBIEL (%)
JE IR e &= N & GOSN & it
_ 29 15 5 49
B 5% (59.2)
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)T A R L—H—JEfRERE
" EEMIERER D2 SRR RBRICB W, B ERmE, K. b OAEZEE S LIRS
R, PEESED | 32.4% (22/68) ThH o7~

it R e 2 i JEFIEL (RFE%)
HHMGE | PEELE | BEWE | A £ = (b R B | & F#H
1 21 25 19 1 1 68
(1.5) (32.4) (69.1)
G R ECEE A RN LI RIILL T LB THo 7=,
SER B B SEFIE (A FE%)
SE IR EHRWE | PEEYGE | BRERE R OE | E | A BH|E& FH
- 2 18 15 23 1 0 59
BRI |5 (33.4) (59.3)
2 6 12 29 0 0 49
Kot (a.1) (163) (40.8)
3 T 20 20 0 0 54
B B% (5.6) (25.9) (63.0)

WFEWEMT I v RRY =2 —nm/F—

FIEMET In A RRY Za—aXF—ROFEEET Ir 4 KRR 22— _F—0BFITH LT AR
# 200~300mg/ A Z #MiE L LT, 1#K % Bi&IZ 18] 100mg T2 & L, 200~600mg/ H %% [HY
2 1~62 G LT, £oRER, EMRmE, Kt 7256 A 2aiE L LBIRUGERE X, T
SREE LI E 37.9% (11/29) Th-o72 'Y,

bife PR D P SEGIE (FAFE%)

FHUGE | PEEYGE | RERE | K £ | E v | & B | A&
1 10 12 5 1 0 29
(3.4) (37.9) (79.3)

FRCRRIRGE EE 2SR AN EEGT LR RIZL T D & B0 Th o7,

SR SEBIS (BR%)
SiE IR EdGE | hEEYeE | BESE | A £ | E | R B A& Fh

HEIGE | o (185) ) 9 | 5 3
K 0 (134) (335) ' " 1 )
eH<bA <£§> (430) (750) ’ 1 " 3

) AFNOAGE STV DRBESUTZR L EROHEIZOW TR, TV-1L 2REXIEHER] kO TV-3 B
RUHE) 0HESH

4) i AT B
TR BRI S U ZEEREEEER SRV, B KM EAEEE S UK EE .
e Ll | 52.5% (73/139) Toh o7,

e R O 3 P JEFIEL (B FE%)

FHE | PEEYGE | BEDE | A £ | E b | K B | A& Ft
15 58 30 30 6 0 139
(10.8) (52.5) (74.1)

R EE R 80 L BGRB8, B IITE 2 R & U7 E R O 1T
AL, | 51.2% (104/203) Th o7~

Bifp PR A P JEGIE (R FE%)

FUGE | PEEGE | BEDGE | R £ | B ok | &
24 80 52 41 6 203
(11.8) (51.2) (76.8)
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FROESHREERBRSINCHENT, OFEWV - 5h0X - 5L b, BERK, BAKREEEL L
JERBIMEE 1L, ThEN P EESELE 26.6% (33/124) | 27.1% (26/96) THh -7z,

SER B FEFIE (B FE%)
JiE N EHGE | PEESGE | BESRE | A £ | E k| & FF
HEG SDOX - 2 31 31 50 10 124
7=HL HH (1.6) (26.6) (51.6)
D 1 25 27 35 8 96
SN (1.0) (27.1) (55.2)
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VI. EEEICBII HIER

1. REZHICEESH HILEYMRITILEYE
JNVT KLl
FER B O S (LG OMRESUIHREL, BFOBTLSNTINGEEEZRTH 2 L,

2. RBEEH
(1) YERERLL - 1E MR
DYEFEL
O/R=F Y U9 INO 2 VT R U oAEB R (REARE)
@v ¥ A R l—H—JEGRE | RMAEMRE (RORER) R OWARIE 2 L7 KU U AEE AR (ROR
#5)

@FMEMET I A FRY =2 —/F— RIS GEAED)
@M EET A« RIS (FEARHR)

)VEFIRE T
ABFNZEERNITIALS FIET D HEERL-7 X BERIBEERICE D ER (- VT R U A S
. FEEER 2 RS 12,
O —=F 2 IFIEBIT BT AR, 2B L LAIIHT DR
N O L= 2 V7 RLF U v olElE, N 2 LT KLU AR B D /LT KLU
VIR A RET A Z L2k KT L AT R AEEM RS RE A B S H 5,
Qv ¥ A RL—H—JEBEHLOQZEEET I 0 A KRR Y = 2—a/"F—(ZB 1) 5 PHRIE, g,
725 BHRIZXT DR
HRRY DA ERAPRAERE 2 HRTE L. MERERONEHITFIC L 0 | FExtecSsro i T2 IMET 2
Z & MOMLE DRI AT 2RO WP IR RAIER T2 Z L IC Kk VI R AR5 &

FEAbND,
@ESCMIRIME 2 O MBI EFEICB T DO EN - 550F - 25 bh, BEE. BTk
REIES

ST RUT U O - etz LT, RAHOZEAERE 2 G40 Z Lok v | MmEKk
ORI, EEIHE 2 ET 5 LB A OND, 7, BRRERICR T 2 ME T 2RI
DWTIE, B A T TR0,

(2) E &= BT+ HHABRRHE
AT RLF Y RiBRA L LCOMER
T UAKROT v NOFEHESUIBE N LEONTTEE L-7 X BURBEEEZIEHSE 2 & (in
vitro) . AFNIBLREES IV I-/ VT RuvF U a4k LT 12,

QN—=F Y IRIZB T 5T AR, 2B L HAOUGEIZEET 5 FARIER -

OAFANLALIEMBIF 2 @i L TMPNICBITT 5 Z 2 RBO LN TS (R T A, Ty b, R, A X,
"j‘/l/) 12, 13)O

QN VT R U URBEMICB T, IR F L2 2 V7 RLur ) v EERE S, 72, /
T R LT U AEEEMR OIS TICE O REERZRIEIE D (v A, T v b, xa) 418,

@F/NE vy MM AT R — M XiTe NRMEE ST 7 Y — A E2HWFER (invitro) T, KA
TR R AI Y IAEND Z RO LTINS 19,

@F/NT Y FOREIF (invitro) K OVEREARZ FHWZFEZR T, #RERENLD /LT KLU v
DOEHE 2R S 5 20,

) A RU—H—JEERER OFERET 2 0 A AR =2 —a XF—281) 5 S MR £ 45 ok #
(B D R ER
D6-"A Ry RN N X RBAMREREMIE L7 v MWt % EH 85 2,
@DSP-4 (2L JvT RUF U AMAEBIWEMIR R 238 IRANCHIE L2 T v FEROIANFT T A b= A
(X0 HAAPRRET AW L7 Ty MCRBWT, IR HRISRE S RSP 2 il 5 22,
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@Y ¥ A N l—H—JEGEREEE 25 & LBVMPREERIEIC K0 MR L 7oRBR T, L2 HiF O 5
FLAZREATRE TR E) (EAHHE) HIMER RO BT D 2,

HFSTMARILE 2 £ 5 MBI EF BT 20 FEN « 550X - 25 b h, BERK., TAKOBEIC

BE 2 1EH -

Ot (ZMEEOK 1/5 &) ICLVMEEZ TFTEIEZT y MZBWT, MEx ER X852,

@i (EMiEEOK 1/58) ICX2MLKRET27Rd 7 v M ROWMEET » MZBW T, MififE
ZIINEED M9,

OWiIlL (BMIKEDOR 1/5 &) ICX2HBEHBORTEZ R LT v MIBWT, EEhif 2 tE S
w5 M,

DL ALY 2T KT U AEEMEAR R A BEE L 7RI W IR ABRIZ X D ET
B2 4 L, B L7 EoRE R 2 & E ST D 2,
Fo.DSP-AIZE Y T RUT U U AEEMPEMRE R 2B INICIE L2 T v PRUOINF YA h=
A R HARRRE AW L7 T v MW T, IR 5k ST E A i 5 2,

(3) {E PSRN - ERER
LT L
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VI. EWMEREICEII HIER

1.

e REO S
(1AM LA MR
LT L

()RR TR SN -IDRE
DR A K720 70 (5 1E) 100mg X% 300mg % 1 [BIRE O #S L2E . RELROmE+
TEFE 1T B 2 BRI ISRl (F2H 0.8ug/mL, 2.2ug/mL) (T3 L. & D% Ll AE=C /T L
CERIR 1.5 BFfE) | 12 R L A EER LD,

&5‘% N Cmax Tmax T]/Z
me | | gmn | ) (hr)
100 4 0.8 2 115
300 5 22 2 SR

E7o, Mg T KLU REEIREAGIR O i E R R L 0 B, $e b 4 RERR I aRm il (3
HRMEOZNENA 2 /5, #9315 ITELEY,

DBEEERLA 4 B K7 A 7 &L 118 300mg,. 1 H2E, 5 HREIRERAOKS LI-BE, 5% 1.
3LON5 HEOES 4 % oM R CARRE IOV TN LK luygmL Thotz, £/, T
O¥ERTROS BB O 24 BEAZIIZMIET /51T E AETHEEAELTEREY . MEREGIC L 2 E2IR
BY A IEY IO

3R AZ X5 & LI RS MR ORS R, OD 8 & MRLZEM T RS Tl 5 2 & D R
SR,

(faHERR N 29 i, 22y R o R %& LT 200mg % 1[5, & @ i Fa % R3)

%Uﬂ; Cmax Tmax T1/2 AUCO~24h1r
i (ug/mL) (hr) (hr) (ug*hr/mL)
OD #& 200mg
1.9 2.5 1.9 8.5
OKCIRA)
OD $E 200mg
1.9 2.6 2.0 8.1
(k72 LCARAD
HBRE 20%
1.9 1.8 2.1 7.9
(K CRRA)
(ug/mL}
25
[ EHmERmE]
g 2.0 m : OD#2200mg (K TERA)
EE + 1 OD&E200mg (k7 L THRA)
5167 o : #EH120% Ok THA)
¥
=4 -
<10
g
2 05
0 T T T T T T '3
0 2 4 8 12 16 20 24
B (hr)

M N &2 R REHER
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WR=F Y PTG, XA FU—T—ERFESROFEEET v A FRY =2 —a " F—BHFIC N T 2D
7L 300mg & 1 [RIRR ARG L2 E . RE(UIKRO i @ ERERFF X G- 4~5 IRl CREEERAIZ b
NN H -T2, e MR IXIZIZR CEE R L2 27229,

#hH8 (mg) xF E BB | Comax (pg/mL) | Tumax (hr)
300 PR PR 9 2.5 5
300 ¥ A N b—H R 9 1.56~1.89 4
300 FHEET I v A R =2—a/3F— 7 1.14 5

5)  UMmiEZEAT B I T 2 AR 1 3 5RO AR ZSAL AR d A R )
MIEHENTEBE 5 B K7 A0 7 &)L 1 8] 300mg & BATEIAA 1 FEREATCR 05 L2854, Mg
RENARO MAEFIEEE TS 6 Fefl: GBENTHE T 1 FERIR) IChmfE (1.43pug/mL) 2R L, #5
% 24 BRI T ORI S8, #4536 B ICITEREIRA (0.05pg/mL) LATF & 722-72,
Fio, MEEF VT RUF U RIS 3 REFLARE, SERiEICx LA BEREEA R, Dgk
. 6~36 FEff E CTRiE L 72 2,

(rg/mL)
it 1.5
3

rh

F 1.0

o

¥

v -

4 0.5

VA

® . .

B 13568 12 24 36 43
> (€220 53 0)
B

T
KSR FeViks-

HRIFE O 5RO MAEH K e o RS EEHER
(CEHfE+SE, n=5)
(M BT R H5 1) 2 SR 1 45 -1 0D AR 28 A% o A7 r g )
MENTREIZ R T A 7 &L 1 8] 300mg % 7 HEKEROEL L2HE THLERBEILRD 5
ot ?,

Coeli) PIEl SR 7 BB

i}

5 15

A

F 1.0

o

*

¥ 05

5

A

BE 1 3 5 6 (&5&KE) 1 3 5 6 (&R5%EHE)

—> +—>

2 B % B
BT A% T VS BT R % T VBe5

SRR O 5 REOIMER N e %o RoGREHER
(CE¥E+ESE, n=6)

(3) st
AR L
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4.

) ESE - ftRED

DR L

(1) B4 753k
AR L

(2) BAREE
AR L

3 HEEEER
BHTPE L

BHoIT752R
DR L

AR L

22 85

e

. EYRERINS A -4

BEH (REaL—Yay) @

(1) FR#T A
AR L

QRS A—2EHER

DR L
AR

(WA FT AT T ¢
EwT v MBI 585
v MZRFaXY RX%% 2, 10 XD 50mg/kg HpE G Lz & &, MIEH Fa X R2NRED Chu XY
AUCo.oold, BEEEITHHI U ARNENEIZHIEEDRRD Gz, XA T A T8 7 2132 N0En 72,
73 B X 65% T o717,

Q)W i, WRIER AL

MC-EER R e % o R/V% 10mg/kg HRIFR G LTz & & OWRIEIL 87% (10mg/kg % HL

[IfE O 5 L7256 2O e s | R 70%., PR 14%, 1B 3% DA 50 HEHR) L HEE

DHIE® 7 v M

ST,

2)7 v MZ MC-HEfk Fu v R3% 10mg/kg #% N &5 30T Smg/kg kNS L7-54 .
L7-#% 0 # 5.8E0 48 B[ £ T AUC IZEFRIRNTZ 58D 90% Tdr > 7= 29,

-
(-

FhE A IE

I)VTA, T b, AR, THFYIIC UCAZ# K e ¥ K% 10mgkg 2/ NS L2546, Eiig
HIREE (Cpay) (34 X (9.5pgeq/mL) Db, RWTT A7 YL (4dugeqml) . ~ 7 A (3.6ug

eg/mL) . 7> F (2.7ugeq/mL) DIETH 72,

4)7 > M MCAZF K e %2 K2310, 100, 1,000mg/kg 28 N85 L7254, &5 48 BEfll#% £ To AUC

FEGEICHHILIZ, £lo, MERITRO bR 722,
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5.

(1) I i%—AxBE P9 & i 4
BCHERR R RANZ v, w7 R (ddY &, #BEME) . 7 > b (SD SR, HEME) | = CdERE, MEME) |
A X (E—T v, BEE) KOV (T a7 BEE) CIRNBITHEIC OW TRE 21T 285 5R. ke
FL RANTRESRICHNICBAITL TWVWD Z R EnT,
~ DA, 7 v b RO IFIRNEEE T, A RO USROG THRE L7 ERIRNESOS5E121E
i&%@é 30458, BOREOBEITITRG% 60 5 H) o MIGEEEICT 5 MNIEE Ok iz:mﬁ%
KRBV THoT, YUA, Ty RS XFTFZEALERUMETH-7 19,

MO ¥ 1 3 > 1S S A B O I RATHE

14, Ny
L T Ty
(mgkg) | ik | TR e MIEHE | 4 R (%)
(ug eq/g) (ug eq/mL)

~ A 20 1.v. 0.16 5.78 0.028 0.018

7 v b 20 1.V. 0.12 4.45 0.027 0.005

* oz 10 1.v. 1.36 21.92 0.062 0.071

4 X 10 p.o. 0.25 9.15 0.027 0.020

+ 10 p.o. 0.18 4.35 0.042 0.038

(2) I i%k—HA A& R P @iE 14
IR 13 B H SUIEEIR 20 HHE D Z v MZ 14C PG R a3 o RoX% 10mg/kg #2 O &5 L7256, 1R 13 El
HDZ v MERTIE UC BEEIEOBITIXE E A EBO 7o 7203, ik 20 B H 0)7 D %Hé?'ﬁd
BEHA L R Uovh TRWD L1 14C ﬁﬁz%ﬂ% PESERD BV, 723, JRYLIMIEH ClE 3- 2 bﬂexﬁsrj@rﬁ:o
7= 30)O

(AN *C o (R IEBATIE)

BC HAHEYE (ug eq/e)
A TR 13 B H 1% 20 B H
Jibd <0.1 0.2+0.02
TN 7 1.7+0.23 2.7%0.18
it gk 3.5+0.44 6.110.28
e s 9.840.36 18.340.60
B 13.6+1.39 16.3+0.06
" i A 1.0+0.16 1.6+0.14
. & 3.3+0.45 45+0.11
& 1.7+0.31 43+0.35
-4 <0.1 e
T Jibd W 0.4+0.04
T M HEdd 1.94+0.15
R Bl e 24+0.22
i % e 3.5+0.23

(Zv b (SDR), 10mgkg O 1 FEf#, FE¥IEESE, n=3)
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3 Bt ~DOBTHE
AL ORES M2 ML I R % S 5% 10mglke 6 DB L7283, FLIF TR MC HORTEIE 124 5
BSR4 4 I F T 1.0ug eq/mL O il 7 L 7o K000 32 WS CHERO»
R Lo, SRR IEDR) T0% HAZEE Tl o 72 9,

4) BBE~DBAT
MCERE R o RNz v, JV TIMNBATIEIC DWW TR 24T o 7 R, IV OMFEREE 12 1C
BEHEES R S Tc, EOREIXIZIIMAEM COREE L RRETH 72 19,

(5) Z DDA~ DFITHE
YA, Ty b, AXKOT HFPIC UCAERE K a v FR3% 10mg/kgl [BIRR O BEE LIZ5E, &5
% 1A (U7 A TIX0S5RFHE) OFAEF “C BAHEMEIL B, g Tm <, M, Th~OBITH
OO, BBV AKDOT v FTIEEB Lm0,

<A Ty b, AXKOT BTV TEBIT HEN MC oA (ugeqlg) CF-¥)fE £ SE)
wfE G ~ A (ICR %) 7wk (SDR) AX (BE—=ZLR) Ve awis
SNtk - PRI 7 B - 1 7 Wk - 1 13 » Athn - 38 » Atk - HE
b5 - FERE | 10mgkg #H 10mg/kg # A 10mg/kg # M 10mg/kg MO
Be G (B3 0.5 (4) 1 (5 24 (5) 1 (1) 1 (1)
fird 0.140.0 0.140.0 0.10.0 (BE) 03 (FE) 0.2
H it 0.140.0 0.10.0 <0.05 0.2 0.1
AL flik 2.1%0.6 1.34+0.3 0.1£0.0 4.2 1.2
fil 22405 1.5+0.3 0.1£0.0 6.1 22
JHF Jik 3.5£0.9 247+05 0.1%0.1 18.1 42
i fik 22+0.6 1.5+£0.4 0.10.0 3.9 1.2
i Ji 18.1+5.8 8.1+3.5 0.140.0 5.9 1.8
() 10.7+4.4 0.30.1 252 9.4
B (RE'ED) 8925 13.1+45 0.1%0.1 128.8 12.1
i} W 1.3+0.3 0.8+0.3 <0.5 2.9 1.3
B i WEE7 1.6+0.3 0.1£0.1 2.9 0.5
il b 3.6+0.7 24%+0.5 <0.05 9.4 4.1
(6) MBEBFEEE

Invitro [BRAMERIEIZ LY Faxy RO F v FEOE MBI AMEEABAEREZNE LI-EE, R
2y RNREEN 0.2 L O 2ug/mL OFF, 7 v MEOE FEBIZ 2% FTHH, MiFH Ke v ko3
DI 0% MBI EITH D EB 2 bz,

6. fe
(1) (BB R DA B2 RS
AR L

{tb@m$&@ﬁ¢ﬁ%%&bf/w7vauy\}fb%ymﬁ@méﬂfwéﬁ\ﬁ%%ﬁ J
K OREHRBIZOWTHE L& NI R,

BFEEY (T A, Ty b, AX, TAFYL) BT HMH, RPHDVITHEMBEAHARE LT3-2 b
XK. PA. VA, HC. NA X TNHMPG 23MfH & 7= 30,
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OH

—
Ho_@—cucucoon —
i
NH,

HO

FaFy F23

I
HO-@—CHCHCOOH e

CH;0
3-

HO

e

X bF ik

OH

(NA)

[Hoé}cm}/ [

|
[z

CH;0

OH

1 1
CHCH,NH, —»> HO-Q— CHCH,OH

HO V7 Frry»

HMPG (conj.)

HO CH,0H|—3> HO CHs

HO HO

kEHFI—N
\ (HC)

HO COOH

HO 7o hh7%v

(PA)

CH30

FRBHR

() RBIZBEST 2B (OPZ) OHFIE. B5%

KPR L

Q) HEEEMNRDERRVEDEE

M ER e L

HO@-
CH;0

Ho—@—coou

Nz y&

(VA)

CH,0

CHZOH] — [Ho@ CHS]

[ ]; not identified

ERT v AW B W T, KEOHLE N ORINEN 87% HEEEINHZ & L HEEY

72V TEHAE L 72 F) el

shiz,

@) KEYMDEEDERRVENLL, FHELEE
NIRRT ER L-7 < BRBLER IR R

Fras]
ﬁ—\“é—O

T OMORFHIOE H T

1. Hei

(DAL K OV
PRMERAL «

Q)HRiER
DfERERA

R AIZ K7 A 71 100mg X% 300mg % 1 [BfE 1 #e5- L7-5

BESIE I

14~22% &

FHE (Rl 2 R =

ESIDRAE S2iiSibAY o Rl Byl ¢ S ECA AN

IS%NARZERE LT, E728 6% 3- 2 FFR R E L TRAI Emént%

2) M AT B

MEFENTHRFIZ R 7 A5 70 300mg % 1 [ O#E L85
mbtiﬁmW&U/w7bvf)/®&47)#/xiﬁv7%%/&

. 24 R ETIS

WL — A AT A T EY T 1)

X0 1- AT RLF Y B S NIEMEM &

. BEHEEOR

\ MR AT O B ER R B =0 5 5L
EREETH-oT- 2,

(&%)
DA TEEMW)IZ I T 2 51% 72 FFETE CTOIR, FERORE T O PEt3R
%@%%} B DG4 72 KA E TOPRMEE (4 PR T%)%+ SE)
B fE ~ 7 % (ICR) 7w ~ (SD) AX (BE—7 L) T
(B0 (10) (5) (3) (3)
IR 59.81+6.6 69.2+3.9 71.3£3.2 68.41+42
#E 20.3*4.3 13.2%+09 8.7£1.5 10.1+7.3
e e 143+3.8 HEEd WERT
(. 10mg/kg, #M)

k. BGEL BGRE,

-2 -

P R QYN X 2 HRE O ZITRD b o722,



2)7 v BT MCAEGE R o %3 R3% 10mg/kg #EA#& 5 L7z, 5% 48 il £ To i 4C
HEMR I 5 “C & D 2.8% Th-71- 2,

(3Pl e
DR L

8. F5URAK—5—ISBT DR
KPR L

9. BRFIZKBBRER

HEMCENT « B4 E R L

migEHr « (&%) 2
MEENTBFC KT A D 720 300mg HilalPe G GENTBIAE 1 BEfaT) L7z & &, @hirdkkT
O Ru Xy RoNREELENTRRLAIRE, Blbh 2 Refltg, 4 Fpfifg & R LT Tk 0., Efric k-
T—EBRESND Z LR S N2, MEEIEEOBEFARAIREZEZNSHE I Lz Rafy RoRo
AT VY A1E 122.7299mL/min T2 L7 F = (125.1%=52mL/min) . //V7 KL+ U

(103.7%+8.4mL/min) &IXIFXFRETH -7,

B GROBITHHE T O R o o R RE

AT BH AR BATERAG 2 BRI 4 BB AE 4 WS4
A EIE EEAlST B End 0.14%+0.05 0.27+0.08
(E¥JfE£SE, n=5) (ug/mL)

T, MGENTREZIC R7 A8 7 &L 300mg & 7 HEKERS L- L&, @rdEitho ke
X ¥ RNREEIIWIERE 5 & 7 B GREO &R R ICH B 221338 bz o 7z,

A # 5K OBHTHEE T O B o B/GRE

ZHT BRAAIE FENTRRAE 2 % TR LA 4 IR
llal¥z HKE 0.03+0.02 0.28+0.07 0.17£0.04
7 B &5 0.01£0.01 0.32+0.08 0.180.04
(EH#JEESE, n=6) (ug/mL)

mEER (B, RE&RE) OfRO S B TR OEHHHET O Frks R REOHER 2
A L72RER, W OB HHE T O F e o RAREOHERIZIE, £n2hnmd Fa ¥ X
IREEDHERB IR L TV D EEZ BT,

MEHENTHRFEIZ R 7 25 70 300mg % Hilal, KEHRE L-FHoO
i, R OSENTHER T O K e ¥ > KSR E

Y ZHT B LA
A DEG o 4T
M R ey RoSRE 0.85+0.25 — 1.31+0.27
LS FEATHERE e o RoNIRE | 0.1420.05 — 0.2740.08
A #e 5 M R ey KSR 1.36+0.25 — 1.22+0.32
a5 5-F BRI Ry R SR | 0.28+0.07 — 0.17+0.04
A5 A Ky RoSRE 0.75+0.24 — 0.69+0.22
7 1 B 5w TP RS RoSREE | 0.3220.08 — 0.18+0.04
(CE#ELSE, HE#HE n=5, KEHE n=6) (ug/mL)

(BT - EEENTK, =7 m 77 B (mfE 1.5m?) MjfE 150mL/min, 2 A& 2ZEH)
ERE MR « A BRI L

10. BEOEREET SBE
DR L

1. 20t
DR L
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VI. £ (FALOZES) (T HEE

ERNBEEZTOER
EIN Ty

RO

N
YR

BEEHNBREZTOERH

B2 (ROBHIZFEBEELEWNI L)

1 ARFN 6 U BUE 0 B

2 PAZEMABNEO RS IRE2 B X¥5, ]

3 AHKNERHEFOBRF T, ~Na X U EO N G R ARESE RS Lanz b (101 2]
4 4T VF ) ED T a— LT 2 CRE RGO BE [10.1 28]

5 WG UTIHRE L T2 Al REME D & 5 etk [9.5 2R ]

2.
2
2
2.
2
2
2.6 HEAAARMMAENE BERWIEEIES) Ob 5 MikENTEE DERDELT 2682015, ]

3. MEEXIFHRICEET HTE L ZNHER
(V-2 hRERTHRICEES 5 DHESMH

4 RERVHEICEHEYT 2IBLTOER
V-4 RZERUVREICEEY 5E8) OHSM

5. EELGERMIRE L ZDER

8. EELEAMIE

(hae@E)

8.1 AR E L, VENGRMG UBIEL T IATWHEICHREE THET 52 L, 12EL. T OM
@ﬁﬂ—%yvyﬂ\%Eﬂ@&5%¢mﬁéz%i@wo

8.2 MEDATECZEZTZENHDLDOT, WEKGIZRLLRVWEIICHEET LI L, [13.1 2]
(IN=F Y UEDIHE)

8.3 ARMNBOLNRWNERITIE, BREEELLAVWESIEETL L,

(MKRENEEDEE)

8.4 JAIE (BHTBHAA 30 43705 1 RFFIATICRE D #e ) ROV EZEST L, Sirtk 0Bz ik s (@
EDORERIEBROND ZENHD) ITRBRVE I HFIEET D I &,
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6. HENDEREHI LBHICHTIIE
() &HHE - MEEFDOHLEE

9.1 AfHE - BERZEOHLEE
0.1.1 ahA vhBEDEE

IBE ERDE AR LB SN A BAERE | FELARNI &, a4 IRERICBVN T T
ST IV OFERY AR ET B0, ARIOIER ST 5 BN D 5,
9.1.2 DEMEHNHLBE

IBE BT ERR O LM SN A BAERE , FE LRV b, IERAET 2BZNAH 5.,
9.1.3 BEDERE

EILEZ B SED 2 ERb D,
9.1.4 BIREEILEDEE

BEDRERIGHEZ 5 BENNRH 5,
9.1.5 FIRISHEAETLERE D RS

BEREE DIER N AL T B BENNH B,
9.1.6 MEEDHDEE

SERNEALT 2 BZNNRH B,
9.1.7 EELMER. [REXMEXIIANBREBEDHDEE

ZHE DIERAELT 2 BENNRH B,
9.1.8 1BHBAKIBARNEDEE

RED RT3 B2N0 55,
0.1.9 WRFESH L MEBHES

PR ORE CGRENIEER. MUE. MEFEHA L ORES, MEAIHEORER L) 1T+ RET
Z b, WEORERG &AL MBI RS TR E % L U B B2 d b 5,

N

© © :I]IE
3

-y | =
b | R
o ﬁ
|
| o

I Ot

i
IH o

=
3
®
o
i)
it
il 3

— 3
S

2

FF

3R o
Of

o ¢

B ETEREE RS 5F
BRE STV

(5) b4

9.5 1F4%
AT SUTIEIRE L TV D ATHEME D & 5 oI G- L2\ 2 & B EBR TRV ORI IhE ORI 23
Fro, H -7 Rt y) CTFEIE ORGHEZ K 0 IBRAMRIEIREE L 725 2 & 3|l &
W5, [25%H]
9.5.1 REWHHSHER
SD %7 v MZ 60, 200, 600mg/kg/ HEReHs MG L 72 BT, 200mg/kg LA L Tha O AR E RN &
ORI E OFBBEE OBMMBRO b=, ERIEETIEREDO LD TH 7= 3,
9.5.2 FEH - RELAEE5HR
SD %7 v NI 60, 200, 600mg/kg/ HiHReAs 115 L7 FHR T, 600mg/kg CAaToH M D 5HE 358
BTz 32,
9.5.3 BIR~DBAT
R 20 HHOZ v M MC- Ru Xy K%% 10mgkgl [BREO#& G L-54A, B5% 1 BB ORI
O, g, B & OMLIE H o> UC HEHE I RHA & [/ Cavh LR L Th o 72 30,
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OF:-£R "

9.6 RELIW
TRIE LOBAWRMER ORAREOFSMEEEE L,
FIFF~OBAITH, Fiz,

9.6.1 FEIEH - RELHREHR
SD%F v T 60, 200, 600mg/ke/ F Iz
PHIAFTED 7z 32,

9.6.2 FiF~DBIT

Y

BT ORET v M HC- R e F F%% 10mg/kel FREO#ES LT

FALOMRUTPIEZRETT 2 2 &, BERT

RHERA~ DA B E B W TR OB EMHIAHwE STV

¥ 5 L7 EBR T, 60mg/kg LA ECHAROAZRIEE O

W LTI UC BT D

(D INR

97m%%
INREE G L U AR ARBRITSE LTVh e,

(8) S EnE
9.8 SENE
BEBEGICRLRVWEIICEET I &, RICEFBENMETL TS
1. HEEHR
(M HrAZR L ZFNDER
10 1 1#%—.!:1&.\ (ﬁ{fm l/f&l'\ t)
A4 % WG RE R - Tk KR - falix 1
mna O Na U E | BEIR. ODEMBIOGRAEE | v U Ea R AREENL, DO S VT
e NG K5, KLF U k3 5z emo 5,
[2.3 ]
ATV F Y EO T | REAR. SAI L0 OEIE | AR COIERS/ER) 28inEw

a—)L 7 3 R
A A =—)b
Tuak)—) &
[2.4 ZM]

ZEITBINARD D,

60
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2 fEREE & EDEH

10.2 HtRAEE

(ftRICEET S L)

A4 5

HRPRAEAR - FEE A

PRFF - fEpRIA T

T T X UHRALEE L E A

[1]

YRR

DA

(I

fﬁ/ \j:)—li
AITSTI
TINITFY L &

AR ER
Fx v
)T H I
pre 2% I Al
ra)nyg =3 5%

AFIOVERA AR S v, MED
RELAZETTZENDHD,

JVT KLU v ofE»
HEi, VT RLF U oop
FENEEINT 5,

MR TDO LT RLF Y
COFRINSBEES N, VT
KLU v OREREMT 5,

FEANAC AT R 8 U 1R
M) ZmSE 5,

o-SE A AOEIRTEFH D & 5 FE A
A INAT

ARANO Ve AN BES S D Al HE
HRH 5,

T D DOIFEANT 0 A AR
TERZH7 %,

e

TR Yy

TLHLZLENRDD,

A
ATz 7Tad)
TA =7 N AFNOVER MR S, MJED | #RERKTDO /LT FLT
BEEREEAETIERNDD, | OFWRIL - RETHEE S,
JIIVT KL F U v DN
¥ s,
LV E URRER AFIOER NI SN DHAEE | LA EIIMAN 2 LT KL
LAk MEND D, FU . BRI UVEEDEE
éo
LR RS INHDOEEGLOEMZER | BiMERTLR RN, T~vo ¥

U OIEMEET H 2 LR
WD HNTND,

T ) FTUURMEK, TFm
7 x /v RIEH

KA OERAP M T 5 = & 5
5%,

I D DOFRITH PRI M
FOIEINTHRAE D o 52 BT
Bl ZHT %,

A AFIOVER N S5k | BERTEFL— 2L,
PG D, AHN O DA 25 & D
END D,
. BlEH
11. Bl¥EH

ROBIWERRH DI ERHDHOT, BIEEZ 01TV, BENRD LNGE I3 s 29 1k
T 575 EmUIREE{TY 2L,

() EXGEIER & MEEK

1.1 EXGEIER
.11 BEERRE (BEA)

D& DG EITIE, BERGIIOSEITIE L, £, kG TOMELER - hIERFOLEIX
—HbH EOREEICR U BEEICHE L, RmEL KROMHREOBEYRLEZITS 2 &,
11.1.2 gk, EERBRE. IFRBRD. /MRS (DT b HEARR)
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(2) ZnthdEIER

1.2 ZDHDENER
1%L4 1 0.3~ 1% 0.3%ATi NS
FEARARRRR | L), 9R - BHEEE | B4R, MPREE (O | FEIROHE B | KA R. B
(3.4%) . HFEW | HIBRL, BB, | B RIE R, N—
BAESE) | R, 1| 2 Y VIER OB
2O, AR, RREE | B, R 85, Rk,
EH, BT — o & | [EffG, T, S
T3 EEOEL, IRR
Hib#s L, BARCRE. T | R, 0V, B, | SR, S0 b
(B PREE) | AR (e |
) L fERL. T
it THE
TEER AR MmEES 22%) . | MoE (EAPE, | REIR, 77 7 — | JRE
EjREs A P ) Y. T
JT ik AST. ALT ® & | ALP, LDH ® &
WEHOE 95 ¥
iR A=A
AR 2 BAPR. IRIEE. JREA
Z DAh, R IETY (BA | HIE, IRIpRE, B | o3, BiF. CK
HALEE) T, FE, WF0 | E&H-
T =Rl
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S EEFEIFRAREHEER VERRREERE &

A R
¥ A R L——JE R LR HT
FIMET I oA PR =2 —p8F—
HEGRIZD | T R it ARZO | AR ozt -
R A ; R A 3 !
A 621 1852 2473 322 856 1178 3651
BRI A HE Bk 135 136 271 34 24 58 329
EIVED S B 233 200 433 49 39 88 521
RIVERFRBUE GRS 21.7 7.3 11.0 10.6 2.8 49 9.0
B VE 45 DO FEEA BIVERI S ORI BUES] (FE0 [ () PIIERBEIS : %)
MR LV Y DNREE 1 1 1
A Ekigd OE) 1(0.05) 1(0.04) 1(0.03)
REBLUVXEREE 13 10 23 23
B 13(2.09) 8(0.43) 21(0.85) 21(0.58)
oL AT e — LIE 1(0.05) 1(0.04) 1(0.03)
KA Y U AlfdE 1(0.05) 1(0.04) 1(0.03)
RHEE 37 29 66 2 68
LI 13(2.09) 14(0.76) 27(1.09) 27(0.74)
= 3(0.48) 3(0.16) 6(0.24) 6(0.16)
= 4(0.22) 4(0.16) 4(0.11)
FhRR 5(0.81) 5(0.27) 10(0.40) 1(0.12) 1(0.08) 11(0.30)
Rz 4(0.64) 1(0.05) 5(0.20) 5(0.14)
19 SREWR 3(0.48) 1(0.05) 4(0.16) 4(0.11)
FErE IR 2(0.32) 2(0.08) 2(0.05)
e 2(0.32) 2(0.08) 2(0.05)
SR AR TE 1(0.16) 1(0.04) 1(0.03)
RHRE 4(0.64) 1(0.05) 5(0.20) 1(0.12) 1(0.08) 6(0.16)
HRERES 55 32 87 16 103
VAF Y — 6(0.97) 2(0.11) 8(0.32) 8(0.22)
=Y R 2(0.32) 3(0.16) 5(0.20) 5(0.14)
ST 1(0.16) 2(0.11) 3(0.12) 3(0.08)
R BIRR 2(0.23) 2(0.17) 2(0.05)
PRk 1(0.16) 1(0.05) 2(0.08) 2(0.05)
s 551 1(0.16) 1(0.05) 2(0.08) 2(0.05)
3 HEHR 1(0.16) 1(0.04) 1(0.03)
RhbEE 1(0.16) 1(0.04) 1(0.03)
SR - BRI 25(4.03) 4(0.22) 29(1.17) 7(2.17) 6(0.70) 13(1.10) 42(1.15)
LD £ 11(1.77) 8(0.43) 19(0.77) 1(0.12) 1(0.08) 20(0.55)
FErH IR RE R 4(0.64) 3(0.16) 7(0.28) 7(0.19)
fEHR 2(0.32) 4(0.22) 6(0.24) 6(0.16)
= 2(0.11) 2(0.08) 2(0.05)
THADT 1(0.05) 1(0.04) 1(0.03)
Jopd 1(0.05) 1(0.04) 1(0.03)
IR[EE 2 1 3 3
7 1(0.16) 1(0.04) 1(0.03)
AR B e 1(0.16) 1(0.05) 2(0.08) 2(0.05)
DEES 12 8 20 10 30
i 10(1.61) 5(0.27) 15(0.61) 3(0.93) 4(0.47) 7(0.59) 22(0.60)
REENR 1(0.16) 1(0.05) 2(0.08) 2(0.05)
HISMIHE 1(0.16) 1(0.05) 2(0.08) 2(0.05)
BliE 1(0.05) 1(0.04) 1(0.03)
F7 )= 2(0.62) 2(0.17) 2(0.05)
DER 1(0.31) 1(0.08) 1(0.03)
MmEEE 5 1 6 2 8
e I 1(0.12) 1(0.08) 1(0.03)
IFTH 5(0.81) 1(0.05) 6(0.24) 1(0.31) 1(0.08) 7(0.19)
IFRes. MIERE & UHtRES 1 1 1
I PR 1(0.05) 1(0.04) 1(0.03)
BIEES 55 44 99 15 114
AL 14(2.25) 24(1.30) 38(1.54) 3(0.93) 3(0.35) 6(0.51) 44(1.21)
Mg - 6(0.97) 3(0.16) 9(0.36) 9(0.25)
WHEIZKE<
%) REPR AR AE B H R B & B e
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R=% Y IR

¥ A R L—H—IEGERE MREHT
FHET I oA KR Y =2 —a/8F—
RGO | B e RGRBIED | B e 2t
Rt A : R FLES 5 8
B VE 45 O FREH BIVER S OREERIRBUES () [ () PIEREHEEE © %)
g 11(1.77) 4(0.22) 15(0.61) 1(0.31) 1(0.08) 16(0.44)
B AR 5(1.55) 5(0.42) 5(0.14)
e 5(0.81) 5(0.27) 10(0.40) 10(0.27)
=3 5(0.81) 2(0.11) 7(0.28) 1(0.12) 1(0.08) 8(0.22)
{5 F 5(0.81) 2(0.11) 7(0.28) 1(0.12) 1(0.08) 8(0.22)
A 4(0.64) 2(0.11) 6(0.24) 6(0.16)
T HEE 2 3(0.48) 3(0.12) 3(0.08)
I O R i 1(0.16) 2(0.11) 3(0.12) 1(0.12) 1(0.08) 4(0.11)
I 1(0.16) 1(0.04) 1(0.03)
EEHLUVETHBES 8 4 12 1 2 3 15
g 4(0.64) 2(0.11) 6(0.24) 1(0.12) 1(0.08) 7(0.19)
JRFEIE 1(0.16) 1(0.04) 1(0.03)
G PEREEE 1(0.12) 1(0.08) 1(0.03)
ZITIE 2(0.11) 2(0.08) 2(0.05)
15 1(0.16) 1(0.04) 1(0.03)
RS 1(0.16) 1(0.04) 1(0.03)
IR 1(0.16) 1(0.04) 1(0.03)
ps 1(0.31) 1(0.08) 1(0.03)
HERRS L UREESHEBES 2 3 5 5
DU e g 1(0.16) 1(0.04) 1(0.03)
NE R UI=N 1(0.16) 1(0.05) 2(0.08) 2(0.05)
LR 2(0.11) 2(0.08) 2(0.05)
BB L UREBRES 2 4 6 1 1 7
R 1(0.16) 2(0.11) 3(0.12) 3(0.08)
JRIREE 1(0.16) 2(0.11) 3(0.12) 3(0.08)
R P 1(0.31) 1(0.08) 1(0.03)
£ EBEESLUBRERAERE 20 16 36 7 2 9 45
=F) 8(1.29) 2(0.11) 10(0.40) 10(0.27)
Jadi 6(0.97) 6(0.32) 12(0.49) 1(0.31) 1(0.08) 13(0.36)
A 0 1(0.16) 1(0.04) 1(0.03)
TR 2(0.32) 3(0.16) 5(0.20) 5(0.14)
1B 1(0.16) 4(0.22) 5(0.20) 3(0.93) 3(0.25) 8(0.22)
LK 3(0.93) 3(0.25) 3(0.08)
E 1(0.16) 1(0.05) 2(0.08) 1(0.12) 1(0.08) 3(0.08)
BN 1(0.16) 1(0.04) 1(0.12) 1(0.08) 2(0.05)
RRERE 22 46 68 17 13 30 98
e 14(2.25) 17(0.92) 31(1.25) 7(2.17) 3(0.35) 10(0.85) 41(1.12)
AST B30 4(0.64) 7(0.38) 11(0.44) 4(1.24) 1(0.12) 5(0.42) 16(0.44)
ALT #4 4(0.64) 10(0.54) 14(0.57) 3(0.93) 1(0.12) 4(0.34) 18(0.49)
ALP #40 5(0.27) 5(0.20) 1(0.31) 1(0.08) 6(0.16)
LDH #1 2(0.11) 2(0.08) 1(0.31) 1(0.12) 2(0.17) 4(0.11)
CK (CPK) 4 1(0.05) 1(0.04) 1(0.03)
BUN 41 1(0.05) 1(0.04) 1(0.03)
y-GTP H4l 1(0.05) 1(0.04) 1(0.03)
LAP k5 1(0.05) 1(0.04) 1(0.03)
R if BRE s> 1(0.05) 1(0.04) 1(0.03)
E M ERHOE N 1(0.31) 1(0.12) 2(0.17) 2(0.05)
TEHEE D o VR 7T AT VR 1(0.12) 1(0.08) 1(0.03)
CRP 40 1(0.12) 1(0.08) 1(0.03)
ifi A SR R 0 1(0.12) 1(0.08) 1(0.03)
A7 v — g 1(0.12) 1(0.08) 1(0.03)
A VRN % 1(0.12) 1(0.08) 1(0.03)
i U 1(0.12) 1(0.08) 1(0.03)
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9. BRBRERRICRIZTTEZE
PREZILTWVD R

13.1 5%
BEOCHERGEREZTZ NS, [825H]

N EALDIE

14, FRLEDIE

(0D £&)

14.1 FEFFHBFOEFE

HE DO AT A5 /IIRTIAZERH D20, by "oy MIBZEIIEETHZ L,

14.2 ZEXRIRFEHOEE

14. 2. 1 PTP GLZEDHANI PTP > — " OBV L THIRAT 2 X H9HEET 5 2 &, PTP v — hOREERIZ &
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a4 Lundbeck
W24 NORTHERA

PR H 201442 A

HITE « Hikk 100 mg, 200 mg and 300 mg capsules

BEES TIN5 | 1. INDICATIONS AND USAGE

NORTHERA is indicated for the treatment of orthostatic dizziness, lightheadedness, or the
“feeling that you are about to black out” in adult patients with symptomatic neurogenic
orthostatic hypotension (nOH) caused by primary autonomic failure (Parkinson's disease
[PD], multiple system atrophy, and pure autonomic failure), dopamine beta-hydroxylase
deficiency, and non-diabetic autonomic neuropathy. Effectiveness beyond 2 weeks of
treatment has not been established. The continued effectiveness of NORTHERA should be
assessed periodically.

HiEM O HE | 2. DOSAGE AND ADMINISTRATION

2.1 Dosing Information

The recommended starting dose of NORTHERA is 100 mg, taken orally three times daily:
upon arising in the morning, at midday, and in the late afternoon at least 3 hours prior to
bedtime (to reduce the potential for supine hypertension during sleep). Administer
NORTHERA consistently, either with food or without food. Take NORTHERA capsule
whole. Titrate to symptomatic response, in increments of 100 mg three times daily every
24 to 48 hours up to a maximum dose of 600 mg three times daily (i.e., a maximum total
daily dose of 1,800 mg).

Monitor supine blood pressure prior to initiating NORTHERA and after increasing the
dose.

Patients who miss a dose of NORTHERA should take their next scheduled dose.
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8.4 Pediatric Use
The safety and effectiveness of NORTHERA in pediatric patients have

not been established.

ARICET S 19.7 MR

Z) DHORDFIIUTOLERBY THY ., Eitsixii s,

9.7 INR

NS 2 R & U T IR IRRRER (3520 L Ty,

- 38 -




XI. f§&E

1. ERF - IREXEICKR L TERRKRHIZT S ISH> THOSEFR

AEOERICEAT 2 HE - REIIIEKREZ T TORWREICET 2RSS £ D, RERFTIEEN
HESLL TOWRVWAARDBEENTEY , HLETHRBSH TV LRBRITIETH O NI REFEL L
TIRRLTWD, EREFEEDBREH 2 BT 2 ETOZEFRTH Y, MLEOAGEZRTHO
T2,

(1) %8
1) K72 OD #& 100mg D #53tet% 0> 72 7 P akiifs A
(G ESD|
TRAESRAT: TRAFHMH TRAFA %
TREE - W 30°C. 75%RH 3% A e A (BRk)
i 25C, D65 77 120 /7 Ix * hr T AT v —L (R
(GRS |
OIRE - WELM (30°C, 75%RH (GIEE) )
R TH H B AAE 1% H 25 A 3 s H
E2IN HE DB FEDOBmAR F DB AR SRRV F S
(%) 98.9 98.5 98.5 99.2
@5t (25°C, D65 7> 7)
HERTH B BH 4G 60 77 Ix * hr 120 J5 1x * hr
E2IN FEaDB AR HEaOBmE | BaOBhE
& (%) 98.9 99.0 97.8

(2) fRiE - BAMRURBRERSEF1—J0EBMN

1) K7 A OD #& 100mg, OD #& 200mg O #&E M K OFRE T = — 7 @il 12 B3 % 5B G R

[FR5% 515]

O A B R R
VY (TARE, FARAR—=PT LU Y 20mL) O R MUEERREERY, U VN
WCBREZZOEF IHANTEA M ZR LT, U P02 55COIRY; 20mL Z W EY | f&de o
HEELTCS5HMBERKE L, vV P& FTo0 E 15 HEEMER L, fEE - BN AR LT,
@it AR
FRTHONBRERE T 2 —7 (BAY Yy —Uy Rl =a—x22 77V TJ40—FT 47
Fa—7 8Fr.) DIFEAMGE VK 2~3mL/FPOBHE THEA L, @iEEEZ#ER L, HEOKEF L
YUY TROVERY  EALTCTF a—TWNEEREGF L, VU U VRO 2 — T NORIROEAT % i
WL,

[FRBRAE R ]

D AR LR AR
5 LINIC ABORETRIC I D 2 & B Lz,

@it R
Fa—THNTHEEDI IR T a—T 5@ LT,

| ZOOBERH
MR L

-39 -



& Sumitomo Pharma

BGEARFETT

FR77—XHRARH

T541-0045 APRMTHPREKEZHE] 2-6-8

(WRICET HBELEDEE
[ <gbhE@HRtvyy— |
TEL 0120-034-389

B85 A~& 9:00~17:30(%- FEERL)
https://sumitomo-pharma.jp/




	表　　紙
	目　　次
	Ⅰ. 概要に関する項目
	1. 開発の経緯
	2. 製品の治療学的特性
	3. 製品の製剤学的特性
	4. 適正使用に関して周知すべき特性
	5. 承認条件及び流通・使用上の制限事項
	(1)承認条件
	(2)流通・使用上の制限事項

	6. RMPの概要

	Ⅱ. 名称に関する項目
	1. 販売名
	(1)和名
	(2)洋名
	(3)名称の由来

	2. 一般名
	(1)和名（命名法）
	(2)洋名（命名法）
	(3)ステム

	3. 構造式又は示性式
	4. 分子式及び分子量
	5. 化学名（命名法）又は本質
	6. 慣用名、別名、略号、記号番号

	Ⅲ. 有効成分に関する項目
	1. 物理化学的性質
	(1)外観・性状
	(2)溶解性
	(3)吸湿性
	(4)融点（分解点）、沸点、凝固点
	(5)酸塩基解離定数
	(6)分配係数
	(7)その他の主な示性値

	2. 有効成分の各種条件下における安定性
	3. 有効成分の確認試験法、定量法

	Ⅳ. 製剤に関する項目
	1. 剤形
	(1)剤形の区別
	(2)製剤の外観及び性状
	(3)識別コード
	(4)製剤の物性
	(5)その他

	2. 製剤の組成
	(1)有効成分（活性成分）の含量及び添加剤
	(2)電解質等の濃度
	(3)熱量

	3. 添付溶解液の組成及び容量
	4. 力価
	5. 混入する可能性のある夾雑物
	6. 製剤の各種条件下における安定性
	7. 調製法及び溶解後の安定性
	8. 他剤との配合変化（物理化学的変化）
	9. 溶出性
	10.容器・包装
	(1)注意が必要な容器・包装、外観が特殊な容器・包装に関する情報
	(2)包装
	(3)予備容量
	(4)容器の材質

	11.別途提供される資材類
	12.その他

	Ⅴ. 治療に関する項目
	1. 効能又は効果
	2. 効能又は効果に関連する注意
	3. 用法及び用量
	(1)用法及び用量の解説
	(2)用法及び用量の設定経緯・根拠

	4. 用法及び用量に関連する注意
	5. 臨床成績
	(1)臨床データパッケージ
	(2)臨床薬理試験
	(3)用量反応探索試験
	(4)検証的試験
	1)有効性検証試験
	2)安全性試験

	(5)患者・病態別試験
	(6)治療的使用
	1)使用成績調査（一般使用成績調査、特定使用成績調査、使用成績比較調査）、製造販売後データベース調査、製造販売後臨床試験の内容
	2)承認条件として実施予定の内容又は実施した調査・試験の概要

	(7)その他


	Ⅵ. 薬効薬理に関する項目
	1. 薬理学的に関連ある化合物又は化合物群
	2. 薬理作用
	(1)作用部位・作用機序
	(2)薬効を裏付ける試験成績
	(3)作用発現時間・持続時間


	Ⅶ. 薬物動態に関する項目
	1. 血中濃度の推移
	(1)治療上有効な血中濃度
	(2)臨床試験で確認された血中濃度
	(3)中毒域
	(4)食事・併用薬の影響

	2. 薬物速度論的パラメータ
	(1)解析方法
	(2)吸収速度定数
	(3)消失速度定数
	(4)クリアランス
	(5)分布容積
	(6)その他

	3. 母集団（ポピュレーション）解析
	(1)解析方法
	(2)パラメータ変動要因

	4. 吸収
	5. 分布
	(1)血液―脳関門通過性
	(2)血液―胎盤関門通過性
	(3)乳汁への移行性
	(4)髄液への移行性
	(5)その他の組織への移行性
	(6)血漿蛋白結合率

	6. 代謝
	(1)代謝部位及び代謝経路
	(2)代謝に関与する酵素（CYP等）の分子種、寄与率
	(3)初回通過効果の有無及びその割合
	(4)代謝物の活性の有無及び活性比、存在比率

	7. 排泄
	8. トランスポーターに関する情報
	9. 透析等による除去率
	10.特定の背景を有する患者
	11.その他

	Ⅷ. 安全性（使用上の注意等）に関する項目
	1. 警告内容とその理由
	2. 禁忌内容とその理由
	3. 効能又は効果に関連する注意とその理由
	4. 用法及び用量に関連する注意とその理由
	5. 重要な基本的注意とその理由
	6. 特定の背景を有する患者に関する注意
	(1)合併症・既往歴等のある患者
	(2)腎機能障害患者
	(3)肝機能障害患者
	(4)生殖能を有する者
	(5)妊婦
	(6)授乳婦
	(7)小児等
	(8)高齢者

	7. 相互作用
	(1)併用禁忌とその理由
	(2)併用注意とその理由

	8. 副作用
	(1)重大な副作用と初期症状
	(2)その他の副作用

	9. 臨床検査結果に及ぼす影響
	10.過量投与
	11.適用上の注意
	12.その他の注意
	(1)臨床使用に基づく情報
	(2)非臨床試験に基づく情報


	Ⅸ. 非臨床試験に関する項目
	1. 薬理試験
	(1)薬効薬理試験
	(2)安全性薬理試験
	(3)その他の薬理試験

	2. 毒性試験
	(1)単回投与毒性試験
	(2)反復投与毒性試験
	(3)遺伝毒性試験
	(4)がん原性試験
	(5)生殖発生毒性試験
	(6)局所刺激性試験
	(7)その他の特殊毒性


	Ⅹ. 管理的事項に関する項目
	1. 規制区分
	2. 有効期間
	3. 包装状態での貯法
	4. 取扱い上の注意
	5. 患者向け資材
	6. 同一成分・同効薬
	7. 国際誕生年月日
	8. 製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	9. 効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10.再審査結果、再評価結果公表年月日及びその内容
	11.再審査期間
	12.投薬期間制限に関する情報
	13.各種コード
	14.保険給付上の注意

	ⅩⅠ. 文献
	1. 引用文献
	2. その他の参考文献

	ⅩⅡ. 参考資料
	1. 主な外国での発売状況
	2. 海外における臨床支援情報

	ⅩⅢ. 備考
	1. 調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	(1)粉砕
	(2)崩壊・懸濁性及び経管投与チューブの通過性

	2. その他の関連資料


