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(fE5) 2 TORBRIKIZBW CHIE R HE AT 72 U, SRBRELE & A Ul b 38 H 288 o [R) 4 ME ) e
WE T,



ORESHIES

pH1.2 (50rpm) (Z351F 2 ¥ Ml pH5.0 (50rpm) (ZF1F 2 ¥ H Hhi#R
120 120 -
wor T o S ———— 2 100 + .
85 l’:p-- e e
80 A 80 F o
E ”’ E /" _
H 60 2 B 60 I . _
% 4 % ? REWNH D FEHFHES10%
o —8— =xYermrgiimg (7377 o —— =RYEsuLEEimg (4377
20 | ==Q== TAYEZurgE2mg (FI77) 90 | Q== TRAYEZOLfESmg (FI77]
0 ‘ 0
0 5 10 15 0 15 30 45
517 M ep] EHE (5D
- F> VR Y - F> NN Y
pH6.8 (50rpm) (Z351) 5 ¥aHdhigR K (50rpm) (21T DU AR
120 120
100 100 |
------- - >— &
_________________ -2
80 I
B ]
% 60 % 60 |
) % RENFOFHBMEL10% @ % B RH O T HHE L 10%
o0t =~ o400 b
—— xxYErulriEimg (rI77) Py TR/ EI O Img (4377 )
20 —=0== TR/ EZuEEmg (4177 20 Q== TAYEZuEtmg (5377
0 : : : ‘ : : Y
0 60 120 180 240 300 360 0 &0 120 180 240 500 380
EHE (30 R (5))
pH6.8 (100rpm) (Z331F 2% ¥ HH il
120 ¢
100 | o
80 | p
B / g
gl v T
W s O BERFOFHEHEL10%
& o1 I
—— TRV EZuriElmg (rI77)
20 - —O-- TAYEZuLEE2mg (7377
0 L 1 ]
0 15 30 15
EEfE (50
Offl = DEEH R

FR&HLIERE AU 36 1 2 RBR A O il 2 DR HHRICE W T W TNORBREIFIC BN T
bR O RO L 15% UANTH 0 | HIELEIES LT,

2) TAYEZulEE2mg (777
TRV v E 2mg [ X7 7 ) SARHERE] OV R X X BE 2mg) OB ORI 2 BEs
T 5720, MERERLOEYFIIREERBR T A R7 4 2 ) IV EHBERE i L7,
(FiE) WHRERE © X RViE
BRI : 50rpm pH1.2. pH5.0. pH6.8. /K
100rpm pHG6.8
RIS FHA L Bz 12 Xy B



HE HEAE

FHERAR <2 —

HIE ALY

FEUERIAN 231543 LAINIZ 4485 %
LB 556

RERBUA 2N 155 LANIZ ) 85% UL HIR 92 7y, XU 154%
(BT D e BREUA 0 SERE P HH R DS HERLAI 0 LAV H R +
15% DHIPFHIZ H D,

FE AL 2315~ 3047 LLN 2 1
85%LL EIs T 255

FEEHERIA O IR R D360 % J2 N85 %o f-13IT & 72 2 1 24 722
FESZ B W TR BRELA| 0O S PA HH SR ) YRR O SEX PR H
R+15%DOFPHIC I 50>, 2 B OEIZ42 L ETH 5,

FEERLAI 233053 AN -2 85%
PLEBRHET, HE SRR
RERIZ d6 W CHEVE LA D S5 ¥
HERA85% LI E L 72 D545

FE YEBLH D SRR HH 2R D340 % S V85 Yo £+ 3T 0D 3 24 732 2KF A
(BT RRBRELA] O S PA H =R SR HERIA O SR 3R+
15% DOFIFIZ 5 A0y, XIEf2 B OEIF420, FTH 5,

FEHERLF A330455 LANIZ 45185 %
PLERHET, HE SRR
FERTIC 38 TEBIE R A350%
DL ESS%IZE LW A

FEVERIA N E S = alBRIEFI I 38 1) 2 BRI =R D 1/20
SR R A 9 XY 2 R N OYUE S = alBRRE R Ic
W T, B RLA O R SR PR ERIF O SE v R £
12% DEIFHIZ  H D>, 2 B DB 46 LL FTH 5,

(R 3%
I,
pH1.2 (50rpm) (Z351) 5 ¥ H dhfR

AT ORBRIIZ W CTHIE R EZ T 72 L,

AR LA & AR YRR & I H 25 B O RA (LU 3 e

pH5.0 (50rpm) (Z351F B ¥AH dhf

120 120
100 . 00 |
85 T e GRS ’
50 b 80 g el
] e
ﬁ i o~
& 60 £ - T
— o < O BEMAOTFYBHES15%
% % 4 I
10 R . [ 0  f
—- I%jepn/ﬁm FR77 ! —o— TR VUrELfEmg (rI77]
20 | ==0== JL. 3 A 2§i%2mg 90 | cOmm R 2 Ei%me
0 0
0 5 10 15 0 15 30 15
R G R G
- 3> R Y - 3 R Y
pH6.8 (50rpm) (Z331) 2 ¥ phif K (50rpm) (Z351F D ¥ HHhAR
120 - 120
100 - 100
80 80 T_oommeTTTTTTTT
W % PN
% 60 - o % 60 e
7 ~ % REURDF BT L15% @ ol % AR T EE LR 12
T = a0
—— TRVErTrfizgmg (rIiT7] —— I XVEInriidmg [7I77]
20 --0-- %% %§i2mg 2 —O-- L% X & i%mg
04 : . : : . . 0 : . . : : :
0 60 120 180 240 300 360 0 0 120 150 20 300 360
R G HE &)
- 3 St y
pH6.8 (100rpm) (Z331F 2 ¥AH iR
120
100
80 -
b
% 60
m %%Mﬂmw%ﬂ%m%:u%

40

—— I RVVPIOr§i2mg (37>

27 --O-- L% % Hii2mg

1

45




3) TAYE/mUEE3mg (77 7

TAVE v 8 3mg [ 77
T 570,
(U715) wHaBRis « S RLiE
BRI - 50rpm  pH1.2

100rpm pHG6.8
A ARG & B 12
P FEAE

| CAEHERLA] LR A 2 §E 3mg) D HIZEE O FELINE A

(1% J8 1= S 5t D AW F R MR T A BT A 2] b HERER 2 FE i L7z,

. pH5.0, pH6.8, 7K

~Ny L

FHERAA 2 —

eI

FEYERIAN 231543 LANIZ 4485 %
LB 556

FRERBUA 2N 1555 LANIZ YY) 85% UL HIR 92 7y, XU 154%
BT B e BREUA 0 SERE A HH R DS HERLAI 0 LAV H R+
15% DHIPFHIZ H D,

T HERIE A3 15~ 3043 LANIC
85%LL LT 254

FEEAERLA D SR R 5360 % K N85 % T & 72 23 24 72 2
BESZ B W TR BRELHE| O S TA HH SR ) YRR O SEIPA H
R+15%DOFPHIZ I 50>, 2 B OEIZ42 L ETH 5,

PRUERIAN3 3057 LANIZ -2 85%
LB e, HE S h ol
IF RIS 38 W\ TR HERUA o0 - 84 1
HRD85% UL L2 D55

FE UEBLAN D S VR 2R D340 Y% Mo N85 Yo £ 3T D 3 24 72 2 IRF A
BT, RRBRELA] O PR H =R SR HERIA O SR A 3R
15% DOFIFIZ B A0y, XIEf2 B OEIF420, FTH 5,

FEHERLF A330455 LANIZ 45185 %
PLERHET, HE SRR
BRI 38 TEBIE R A350%
DL ESS%IZE LW A

FEAERIF AN HUE S 72 slBRIG IS 3 1T B EBTE R D 1/20
RS R A R Y 7 RE R ) OHLE S 7 i RIRE R 12 38
W, BB O S 1 R Y ME R D SRR H SR
12% DHEIPHIZ 3 57>, XIEf2 B D46 LA ETH 5,

10

(fER) £ TORBRRIZBW CHEREZ 7= U, 3B & ZEUERLE| b 3R H 28 O FERIME ) e
i,
pH1.2 (50rpm) (Z35(F 2 ¥ Hdh#R pH5.0 (50rpm) (ZF1) 2 ¥ H Hhi#R
120 120
wrr - —— 8 100
~— - Ormmmmmmm======0 | T e e O
85 fo o R R B ol bt <
80 | L/ 80 o
i r - g
F 60 A F 60 | .
= /4 & O MENHOTHHEHEE15%
% A % I
40 /’ —— TRVEIuLEmg (177 0T —&— TRVEIOLESmg (rI7v]
20 I ==Q== JL %2 X FE3mg 20 | --0-- &R 2E3mg
0 : : ; 0 . : : :
0 5 10 15 0 15 30 45 80
=) = )
pH6.8 (50rpm) (Z331) DI HIHEHR 7K (50rpm) ZRIT BIEH R
120 120
100 “[ 100 |
80 | AT eee=mmTT S T N
® - S R R L
2ol ) . % 60
% %%ﬁﬂmw$mﬁmz€:15% @ % S O T 2 - 12%
40 T
—@— TXVVIOrESmg 77 ° TRV SO Emg (7377
20 --O-- L& X 25i5mg 20 O A% Hi3me
°9 50 0 1% 20 20 310 o e ” I 150 20 - 250
B () .




pH6.8 (100rpm) (Z331F 2 ¥AH iR

120

100

80 -2
o
= 60 g’
% P %%iﬁé‘éﬁﬂwﬂiﬁ]%tﬁ%:ls%
~ 40+ )
‘,' —— TRVEIuLESmg TFI77)
20 --0-- L% X Hi3me

0 . . .
] 15 30 45
i ()

10. B3 -a%
(1) FENVELRES - 8. NEI/EHREERSE - BEICEHT 5188
A% L7
(2) %
(zRYVES YO VEINg 15227
100 £ [10 & (PTP) X10]
(TRYE OVEMg T4277]1)
100 # [10 & (PTP) Xx10]
(TRYVEY O UEIMg T2 77))
100 #& [10 & (PTP) x10]
Q) FEE=
A% L0
4) BHROME
PTP > — b : RUFab’Ly, TAI= A
W T7NITIFRx—}

1. BlgiRt s h 2 EMEE
GNP

12. Zoft
Y LR
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V. BEICET HIEB

1. ZhEEX(IHE
RERSE

2. FMBEXIIHRICEHET HFE
BRE STV

(1) Hi%&vﬁgd)ﬁ*nﬂ

6. AERUA=
W, RAIEZ= Ry e L LT 1R 2mg &, @& 12 1 5] 1mg 2 bE RN R 0 &
535, 7pE, ERICEVEEREFET 525, AT 1 3mg, @kE TiE1E 2mg 2 %
AANIP s VW

(2) AERUARORERM - 14
LR L

4. RERUVAECEEY HIE

1. ERURAZEICEET SIE

1.1 BEHEZBEZ THETAHEAICIT BEORELY T OICBE LN OEEREIZITIZ &L L,
JERDUEITE > TREICED D Z L,

1.2 RFNIBBEEANCRHSES 2 &, 72, IR L TEE L7k, ERGH TRz &R L
Tﬁ%ﬁ%ﬂﬁhﬁ“éﬁfﬁﬁﬁﬁ%é L é° IARA S 22nWE &,

1.3 B O ATHERE IEEEOBMEREDH HEETIX, 1H Img 2552 L L, H
%®h %ﬁﬂb&ﬂ%ﬁiuﬁﬁié Lo BB ETHHAIZIE, 1H] 2mg #2720

[9.2. 9.3, 16.6.1, 16.6.2 &&]

14ﬁﬂ@ﬁ%kﬁ%ﬂ@ﬁﬁ%@%%@ﬁﬁé:&o

B%EECIX, EERFEGICHEA_RAFOMPRENMET T2 ER3H 5,

[16.2.1 ZM]

5. ERIRAEE

(1) BBERT—2 N\ —
BARPANA

(2) ERPRZEIEHER
MU ER e L

Q) AERMIEERFER
R L

(4) HREIAIELER

1) B3R

17.1 B RULEMICEAT 5558

17.1.1 REERRESREE (KA ZxRELE-EASE D/MAHER
JRRMEARIRIE RS (A 72681255 L, 1H1RT IR, =AY 71 1mg,
2mg, 3mg, Y /L BT AHK| 10mg & 2 HEEG L2 7 7 B AR EEAL —EE ML
X EGRBR OFE R, EEFHMIEEE Th 2 KA MEIRFR U 77 7 fid (PSG) 2 & 5 MEIRIE I
KO FEHMERERII T EO LB THY, =AY 7 2 KO 3mg #HETIE7 7
ARG L L RN EENRD b Y,

T A / | |mahy o o
IR Img Z 3mg VLT A
R 315k 71 69 68 70
11.3 10.4
PSG 2k % 22.8 7.0
. (0.3, 132.3) (0.0, 59.3)
HAEAR RS e (0.8, 194.5) p<0.001 i) p<0.001 %V (0.0, 146.5)
. 25.0 20.0
FHIH 45.0 ( 22.5
; 3.0, 120.0) (3.0, 142.5)
Hﬁﬁﬁi@%ﬁﬁ (125, 2100) p<0001 1) p<0 001 E 1) (00, 1500)

12




i (43) ORoIMil, FeoRfiE)
1) BEE 2 R U 712 O & WO S-BE 2 IR S5k, 1A, B IE R OV ) 2 [ 8 2oh S . #Rsr
EEBENFE<KEIACRA R > & LIZREDFRET IV

L RVEFRAT X GHERNZ 31T B BWERFBUR UL, =AY ¥ a1 1mg BG#E 70 54 10
Bl (14.3%). 2mg BH5#E 69 FlH 12 6] (17.4%). 3mg %58 68 i+ 15 1 (22.1%)
Thoto, ERFEIERIL. WREE, BHIR, BFE #HEOENThoTz,

17.1.2 BEARUVSEHOFREEEZXNRE LE-EARAREHAER
BN K OV R O AIRAE FBF 825 i) OREARE R (9 D9R%E) I X D RIRIEAE 161 BilETe)
Exg L L, =AY E7 ey (AT 2 XX 3mg, E#E 2L 1 Xt 2mg) % 24
M5 L7 e 4 — H eI T R I EGRBR OfE 5, EEMOMERER OHEBII TR O

LBV THoTm Y,
BN e R
2mg ¥ 3mg 1mg &F 2mg
60.0 60.0 60.0 60.0
R—2F A (15, 240) (20, 240) (30, 180) (15, 240)
84 1 77 1l 80 4l 83 4l
30.0 30.0 30.0 30.0
4 (0, 180) (2, 120) (0, 180) (2, 90)
81 4l 73 1l 75 1 79
30.0 20.0 22.5 30.0
8 I (5, 90) (3, 120) (5, 150) (3, 90)
79 72 1 72 1 75 1l
30.0 20.0 20.0 20.0
12 (0, 120) (5, 150) (5, 90) (5, 90)
75 1 69 1 70 ] 74 1
20.0 20.0 20.0 25.0
16 1 (0, 120) (5, 120) (5, 90) (5, 120)
72 1 67 1 67 1 73 1l
25.0 20.0 20.0 20.0
20 i (1, 120) (0, 300) (5, 120) (5, 90)
70 ] 66 1l 69 1) 74 1
20.0 20.0 20.0 20.0
24 i (0, 120) (5, 240) (5, 180) (5, 90)
70 1) 65 1l 68 1l 72 1l
27.5 20.0 20.0 20.0
FoRE AT IR (0, 240) (3, 240) (5, 180) (5, 120)
84 1] 75 1l 79 1 83 4l

e (99) OR/ME, FRAE)

L EVERRAT R GHER D 9 B AV ¥ 7 b itz G X huiz 325 Bt 156 # (48.0%) (ZH
TERMRRD bz, E2RIERIL, R (36.3%). BIR (3.7%) Tholz,
SVESE O ER

JRRMEARIIE RS (A 65 HZx5l L, 1H1ET IR, =AY EZ 1 1mg,
2mg, 2.5mg, 3mg, Y /LT LK 10mg % 2 AREE L2777 B RetRIEE AL &
BRI ORE R, BEFMEEA Th 5 PSG IZ L HMERERII FTRO LB TH
D, TAVE 72 KO 3mg WETIIT T ARG L ik U CTRERN A B
DR BT Y,

17.1.3

75 ER SN A VILET A
2mg 3mg
A IE 63 63 64 64
Eﬁsﬂgﬁgﬁ > 0 s (1.81,5.959.‘5) (0.51,3'911.3) 1.0 81.0)
B - : P<0.0001 %2 P<0.0001 %2 O

e (93) OR/ME, FRAE)
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TE2) AR T DT 2 B O FEHIME O VI 2 NERLZEH U7 2 0 25 8k, 3841, % HIE R O
a2 FE TR, WREE2EEHE<BLGIEHCRA > L LEERAGDIRET L
LERVEFRAT R GHERNZ BT D EWERRBURIUEL, =2V ¥ v Img 858 63 4 12
% (19.0%) . 2mg &5-£E 63 #1710 1] (15.9%) . 2.5mg #5£E 65 %4 13 1] (20.0%) .
3mg BHHE 64 HlH 15 6] (23.4%) Tho7-, EREIERL. BREEREF (R,
iR, B CH o7,
17.1.4 SNEFEMHERAR
JFOR A IRIE BT 23t Gt & LTe 77 B Ak IRIEVE 2 b 5 5 Ml AT AR HefakBR Iz ds 1
HFEEFMEE OFERIITEROLBY THY, WTFoHRIZBENTHZAY B v
DT TR DRFTFHIRGEAENRBD DLz D 19
DIN
77 kR 2mg 3mg
Bk 1 FA 51 45 99 104 105
(44 HM. 1. 15 | PSG 2k % 99.0 15.0 13.1
KOY 29 HBOD | EIRER: (1.0 tng) (0.8, 164.0) (0.8, 85.3)
M) (47) - ‘ p<0.0001 *?¥ p<0.0001 *¥
B 2 BRI AE 172 543
(6 » AM. 4~6 | 811 31.7
o A O | R 4 e 0 (2.1, 565.0)
(45) " : p<0.0001 *?¥
Bk 3 S A5 45 226 504
(6 » AR, 4~6 | &1 27.3
» AOFHE) | IR <4f§¥m (3.4, 196.7)
(45) = : p<0.0001 *?¥
e
77 R 1mg 2mg
AR 4 ERIAE 128 136
(14 BfF. 1. 2, | PSG 2L D 14.8
13, 14 H B O | HEARE:IE (413%ﬁ31) (2.0, 102.1)
JfiE) (43) o ‘ p<0.0001 ¥
o 80.4
o 247, 916 (59.3, 92.3)
© I p<0.0001 *?
Bk 5 S A5 55 79 70 79
(14 A ONY) | =810 35.9 36.2
fi#) AR P 4 7525'20 0 (0.0, 348.0) (5.4, 410.0)
43 " : p<0.0120 *?¥ p<0.0034 *¥
i (43) ORoIMil, FeoRfiE)
T 3) AN AW LieT — X It 2R EGREL Otk &2 K1 & Lz 8mtres v

2) REWHEBR
BB L
(5) B - MR
BB L
(6) samHaER
1) EARERE (—RERRERE. BEERRERE. ERRRLRER) .

R—RFAE. WERFTRERAROAR
BRI L

2) RBEHELELTERFEODHNEIIER L-FAE - ABOME
Pt A

14

LERFT®RT — %




M zot
LR L
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VI.
1.

2.

ERNEEIR(CREd HIEH
EEDHM(CEESH HILEYMRITIEEYEE
Srruay, ERVIVTRELVRIEEY (LT L), RV UTEEVRIEEY (U7
NI, =R TENRLE), T ) UTRBEUREEY (VaTFTENRL, ZmF VT LA TaTFY
AN
EIEER

(1) EREML - EFR#F

18. 1

ER#RF

TRV su R, TEIKRTHLE I uro—FoxF o FF~w— ((§) -=F o F A4
~—) Thh, v rOFEMEEOKR Sy 2HT WA TH S,

TRV T 1 TR D GABAA S EEREEERDOR L Y U7 B AR A
L. GABA |2 X 231 A v OMBEAIRN~OMAZEET D Z L2k D, GABA OfE
AEEm+T b0 EEZHND 1917,

(2) EEENMTHHABRMIE

18.2

18.3

BRI T SR

TAVE R v T A, Ty REEAEY MIBWT, /> L ABEIRIER 2 58HE S .
J v U ANEIRFF 2 R ST, U AREIRICIZAME R BT A DR oo 72 18 ~20)

Z Dt HiR/ER

TRV a R, v T A, Ty ROV EBW T, SIARZER R OSEEER 2/~ LTz 2V

~25)
o

(3) fERFII - FAEERT
TR L

16




VIIL.
1.

EWEREICRET HIEE

i Hh R EE D HEFS

() aRLAMGMPRE

DR L

(2) BRRRABR CHE SN OHIRE

16.1 MARE
16.1.1

H AN ERRRRA 2 6 51

FAEER G R DKM ERE T A — X

TAYVE/rYy1~3mg % 1 H 1[0 7 BMEROBE Lz
L XY SRR O E% 7 HEH OEMENRE T A —X 2 RIIR LT, TAYEI 1
> D Cmax M N AUCo-1ast 1T 3G B OB LT 29,

%5‘% &5‘ Cmax tmax AUCO-last tie
(mg) i3] (ng/mL) (hr) (ng * hr/mL) (hr)
1.3
+ + —
) 1HH 14.52+t4.46 (0.5-1.5) 79.60£36.17
1.0
+ + +
7HH 14.71£3.97 (0.5-1.5) 88.71%:36.33 4.83*0.89
1HH 25.40£7.40 1.0 147.89+t57.47 —
9 ' ' (0.5-2.0) ' '
1.0
+ + +
7HH 27.02£5.22 (0.5-2.0) 168.69£67.54 5.08+1.62
1.5
+ + —
; 1 HH 37.03=5.70 (0.5-2.0) 222.25+136.95
0.8
+ + +
7HH 37.59*=5.54 (0.5-2.0) 252.63£59.17 5.16%0.85

Mean=®=8D, 7272 L tmax (FHRAE (e ME—f5 KfE)
AUCo1ast 1T 5> & T8 873 A HE C db o 72 A B MR ] 3 C o i i B - IRE ] Bl AR P A 2 /s
Img X 1*3mg : n=8, 2mg : n=9
16. 1.2 £YFHIRIF SR
(ZRYVES O VEM 4277
TRV r g 2mg (X7 7] EARAZEE 2mg &, /R AF—/N—{EIZL Y Eh
FH18E (=AY 7 & LT 2mg) @A BIEICHERHERE G LT A
FALRREZRIE L, HoN7E a7 A —4% (AUC, Cmax) (Z2OWT 90%EHHX
BHEIZ TREGHIRIT 21T o 725 5. log (0.80) ~log (1.25) DHIPFANTH Y . MiFDEY
FHRSEPES MRS Stz 2,

PIERT A—H BENT A—X
AUCO-24 Cmax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
A e
N ? e 137.237%+32.820 27.349+t6.721 0.71£0.25 5.556+10.80
2mg 77 7|
JVR A K BE 2mg 136.6941+34.771 | 27.2631+8.379 0.74+0.58 5.59+0.77

(Mean+SD, n=24)
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(Mean+5SD, n=24)

—0— LA A FE2mg

ﬁi —e— ITAVJYruriEimg [737 7]
|

R e B E

24 (hr)

(TRVE YR VEIMg 7277
TRV BE3mg (777 EARAFEE3mg &, 7 B AL —/—{EIZ LD R
TN18E (=AY 72 & LT 3mg) f@BERA ISR EERE 0BG LT
ERBEZHE L, BONZEYENEE T A—4% (AUC, Cmax) (22T 90%(E 1 X [
B THEHEIT 21T > T2 /6 8. log (0.80) ~log (1.25) DOFEPHNTH D, Ml DL
AR S D HERR S a7z 27,

HIE/NT A—H BEIRT A—H
AUCo-24 Cmax tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)

T AV a g

- 205.2631247.020 | 39.064*12.410 0.78+t0.54 5.83£0.75
3mg (777

IV A K BE 3mg 199.6651+-44.169 | 36.159+10.876 0.73%£0.38 5.92+0.75
(Mean=*SD, n=29)
(ng/mL)
5 _
(Mean+5SD, n=29)
a b7 —— T AV u$3mg [ri7 7]
o —o— LA ASEImE
h T8
ﬁ 30
..fE
i 207
% 1
10t e
| %"-E‘ﬁ""“"{'“\—-.;
N | . —
0 4 8 12 24 (hr)

51

(AR EEN QN AUC, Cmax B D/37 A — 2 E, HERHE ORI, (KRR O TR -
RE DRSS X - TR D ATREMEN H 5.,

16.8 it

TRV UEE Img (727 7 ) 1% TEENRAR D80 [ERH] 00 AWy [R) S 55
HARTA ) ICHSE, =27 a8 2mg (737 7] ZEERFILE Lzs &, 5
ZEE LS LW S, ERSRICRSEE L s s 0,

(3) hiEt

BRI L
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2.

4) BE - ftREOZE
1) BEOFE

16.2 mR4x

16.2.1 BEDFE
HARNERRR A BEAZ XS, =AY 7 vy 3mg FHEROEE L&, R T &
L CTEE T T A Y EZ 8 20 Cnax 14 30%K F L, AUCo-24 1 L L7~ 72,
F 72 tmax D RAKIE 2.5 BFRELEIE L7- 2, [7.4 ]

N

) HRROES

16.7 EMHEEER

16.7.1 ¥ ta+vJy—iL
fEFRAIC =AY /7 nr 3mg &7 ha) Y —/0400mg & 1 B 1[5 5 HEEHEHE
B L7, BMBEREL KL T2 AV E Y 2@ Cnax 1% 43% 5 L. AUCo-. IE
125%¥M L7z, £72. 77 b2 F YV —1®D Cmax 1T 18%IE T L. AUCo . 1% 12%J L7z 2

GrNEAT—%), [10.2 Z]

16.7.2 7)La—JL
A IC = 2 7 my 85mg P L 7L a—/L 0.7g/kg A HREIGHHEEG L- L &, #&
5% 4 WEE & CITAMB 72 EESRE O E NSRS bz 0 GHEAT—4), [10.2
2]

16.7.3 A5 ¥ EY
A= A 7 ny 3mg 4T UYL 10mg ZHEEIFEHE G Lz L&, B
HREEHI L T AV EZ 820 Crax 1EELE T, AUCo1ast 1 6.0%HII L 72, F7=,
F T P D Cmax 13X 8.4% KT L, AUCodast 1325 L 72025 72,
— 07, FEAEEEERE OFREE & 72 D BT s E LA (Digit symbol substitution test,
DSST) A= 728, 2FIPEHRFCRE < CREFEEISRE SN EY(L) LY (UMEAT —
2)o

16.7.4 o5 €/ L
fEFERAIC=AY /70y 3mg £ 0T ¥4 2mg FHEEIFFAKRE L L &, BlEkE
REE G L T2 AV E Y B D Cmax 1 22.6%fK T L, AUCo1ast 1 7.0% 8 L7z, F7=,
177 B/ AD Cmax 1% 21.3% (KT L. AUCotast 1% 9.5%04 L7z % UMEANT—H),

16.7.5 /s xtF >
fEFER AT AV 7 12 3mg & /3n b F o 20mg Z HEIGHHKES Lz & &, Fmfk
HREL L T2 AV 7 82D Cmax 1 11.6% 57 L. AUCoast 1% 9.3% M L=,
7o 280X F 2D Cmax 13 1.6% EF- L, AUCoast 1 3.5%584 L7= % GEAT—4),

16.7.6 >dx> v
fEFERAICY 2% % 1 HEIC0.5mg % 2 0% 5 L, 2~6 HEIZ 1 H 1[5 0.25mg %
RO L%, THHICZAY EZ Y 3mg £ VA% 0.26mg Z#0FH#& S5 Lz L
T, VAF YD Cmax 1T 12.3%1K F L7223, AUCo - 1ZE L0722 BEANT—
)

16.7.7 (R,8) -7
fEHER ANIC =AY B/ nr 3mg 2 1 H 1815 HENERS L, 5HEIC (BR,S) -U
77V 26mg HOFHAKE L&, (R)-ULT7 U RO(S)-UNLT 7 U D Cmax
KON AUCoast 13254 L 722 0v o 72 %) (SME AT — %),

) ABRNOARBINIEHELTHERR AR, AZIEZ=AYE & LT 1E 2mg %, &

I 1A Img 2B BN O BEGT %, 228, BRI X0 @ a5 23, AT 11E
3mg, @A TIX 1A 2mg 2B 272N Z EET5, ) THD,

EUEEHN/S A —5
OF i
AR L
(2) RAGERE R
AR L
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(3) HERETEH
PAN-L A
4 2)F7I32R
PAN- L A
b)) HFTEE
PN L A
(6) ZDith
PN A
3. B&EH REaL—ay) @
(1) fR#rAE
BRI L
(2) NS A—Z3EEFHEHR
BRI L
4. IRIN
BRI L
5. &
(1) Mm%k —xEEr@aE T
PAL- L A
(2) Mm% —RREEEAF @B
VII-6. F5EDE RE2HTHEREICET21EE B) EiE) DHESMH
) Eit~DFBITH
VI-6. ¥ D RE2ATHEEICETIEE (6) B DOESK
4) BER~ADFBITHE
BAN- L A
(B) ZnihoiER~DFHEITHE
BAL- L S
(6) MIRELFESE
BAN- Y A
6. {tt
(1) RHELLE VR BHRE

16.4 {3
TRV u ATRAEG%, e BRI E =, RO EREmIT (S) Ve
78y N-FXFYRER(S) N AFALIEra s Thsbd, 2055, §iEITss&EICkt
T AR E RS T, BEITHRR Y T PV ZRIKICESTHLOD, TAY /1
vl LR U TR A PRI 21 Ko T2,
Invitro fGHFBRICL Y, =2V 7 o o OfGEHTIE CYP3A4 LT CYP2E1 23B85- L Tw»
5D ENRENTZ D [10. BIR]

(2) RHI<EAET H8HE CPF) DOHFE. FE5X
TVI-6. R (1) FREHEA K O] OHSM
Q) YEEANROEERVEZDEE

AR L
@) RBNOEEOERRUTE, FELE
KPR L

20



1.

Bt

(1) BEMER AL B UM ERR

16.5

Bttt

S E AR R AN B UCHER- Y B v T.5mg ZHEROK G Lz s & &5 120

MIE Tz, BE5 L MERED 74.8% R HPICHEI 3. 0D 9 B 85% #5144 24 W]
FCICHRE S -, #PIZIE. 15.8% 3R X du7 3,

(2) Bt

8.

10.

11.

MVIT. BEE (1) BRI R OB ) DTS Y
bS5 Y RK— 5 — (BT B 154

R L

B %I & DREE

R L

HEDEREHT BE

16.6.1 BikaElEEESE

WRRE, HPAREE K OVE B DO BRSRERE E B ICBIT A= A B 7 0 D Crmax 1. FEEERLA & b
RTENEI 22%., 8% &N 25% LU, AUCoint1E 40%., 28% K N 45%H8 ML 7=, +
72yt 3ENEI 19%. 24% K DN 33%IEE LTz, (S) -BiAF LY 7 r D AUCoint
IXENZH 40%, 88% KN 127%Hm 7= WEAT—4#), [7.3. 9.2 &H]

16.6.2 FFikaElEEEE

L, PR OV E ORPRERR B E ISR 2= XY B 7D Cmax 13, T &

HA_TENEN 183%., 29% KT 25%(ET L, AUCo-int (FEEL TIL 4% L, PHEEK

OEETIE 5% KT 80%HIM L1, £z, tie i FZNLI 2%, 66% LT 130%IER L7z *
AEAT—4), [7.3, 9.3 2]

16.6.3 EtndE

HA NGRS CEXER 69 5) X2, =AY/ ar 3mg™ % 7 ARIKERSE L
7oL & D Cmax LN AUCo-24 1, fERERRA & AT T G 32%EM L, tie X 64%IER
L7z 40 [9.8 7]

) RRNOAGRINTCHEROHET HEE, A=Ay E v L LT1FE 2mg %, =il
FI2IE 1 1mg ZREERNCRR OB G5, Ak, MERIC X 0 B EEET 525, A TIE 1 E
3mg. MIE CIE 1B 2mg A RN L ET5H,1 THD,

Z D

LB L
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VITI.

6.

Zel (ERLOEESF) ICEYTHIER

ZERRELEEDEH
1

B8

Zﬂ@%ﬁ%t~%555ﬁ%~@ﬁ%ﬁﬁﬁ(%ﬁﬁﬁ%)ﬁ%%bhé:&ﬂ%éoit~
ARETO. HHIVEHRREROHEREZEELTOWEVIEAHINTIEET S &,
[9.1.5, 11.1.6 &H,]

AR ETDER

2. B2 (ROBEIZIEHBELEWNI L)

2.1 AKIORKS XY © 7 a okt LidEsE O BERE D b A B
2.2 EIERHIESEDBE

[t EIC K VIR ZE(b S D BTN & 5, ]
2.3 TWEPAZERR A RRNBED B
(B2 U AEMIC KV IREDS ER L, EREE(LSELZ LB H D, ]

MEXIIHMRICEAET 5FE L ZNDER
BRE STV

AZERUVHZICEET 5EE LT DEH
V-4, HELOHEICHEET HERE] OHESMH

EELGERWIE L ZDEH

8. BEELHEXRNIE

8.1 HAICKVEMIKIFEELDZ ENHDHDT, EBIRE Lok 512 X 2 EWIMH 28T 5
Ll ARG ARG T DA, BR EOVEEZ SRS A2 s, [11.1.2 &
]

8.2 AAKIDRBENBFALIKIZ LY, IRK, EES - P )] - KEHEBRENEDOKR TN EZ 5 2 &
BHDHDOT, HENEOER: SEREZ LD OB EICEREI TR WEL Y FEET L &,

BREDERERI HBEEICHTHER
(1) &#HE - BERFOHLESE

9.1 BHHE - BEEFEDOHLIEE

9.1.1 D, MSKE. SREXMERVIKNOEEETDOSMIE CHEREENSEICETLTWLS
B2E
R ERDE SRV S SN DA ERE, &5 LR2NWZ E, RBBIATVaA— A%
LT, [11.1.3 ]

9.1.2 T5B&E
HEMOIERAD RS & B i, BWEANRFEL LT,

9.1.3 LEEDHLIEE
MFEETRHbNABENRH Y, EROE(NICORNDIBENRH 5,

9.1.4 HNICHENEEZOHLHEE
TERRRLS H o dBENNH 5,

9.1.5 ARHFIZ & Y ERRFEHFIEIR (BEEKE) L TEBTHERBE LIV HIESE
BHEORILZRETT 5 2 &, EERAE - ETA, FEEICTE D MERFEEHER 2 7883
LBENWRH D, [1., 11.1.6 ZH]]

2) BHEREERE

9.2 BHtpEEEEE
AKFNDOI VT FZ U ANMETF L, MPEEN EFTIBENANH S, [7.3. 16.6.1 ]
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() FHREREERE

9.3 FFHaEfESEE
AKFNOI7 VT FZ U ANMEF L, MPEEN EFTIEBENANH D, [7.3. 16.6.2 ]

4) KhEEex BT HE
BRE ST R
(5) i

9.5 1E4R
WS S TSR LTS ATRENED & 5 e MEIC I, 1eiR oA RIEp kit 2 LRl &l s h
LHLEIDOREGTH L,
TEARG N AR & e b S 83 X0 B U7 RIS PRIl ket IRk, Byt Wil
WS OEERIEIR D B Db o BZNAH D, b, ThbOiERiE, #rARRIEE LTH
HINLDEELH D,

(6) #=FLim

9.6 274
BRLERES SH5 22, b NERLPICBITL, BARIOEIRE BT BThS 5 5.

(7 MR

9.7 MNR
ANk & LT B RERBR 1355 G L TuhZeuy,

(8) =&

9.8 BHE
1 1mg %5752 L& L, HETLIHLAICIE 2mg AR\ &, Eilid COIRYE)
RERBR T, MHREREWVEAIAED G TB Y, EHEEBRHEORIERNEZ 0T,
[16.6.3 Z ]

BEAER

AFNIE L U TIFED R CYP3A4 TRE SN S, [16.4 ]

(1) HRZEEEZDER
BRE I N TR
(2) HEIEELZFDERA

10.2 BREFE (BRISEET S L)

A4 K BRRIER - I8 71k ey - fERIK T
i A 36 INLOERNERIND Z | NN HUREER ., A
AXHA N LB | ERBHLOT, PFHLRNWZ & | BIEHWER R S 15 A6E
KFn DEFE LV, REGTERES | X5,
YR TV UEARER | T AGAEIITERICKR TS
VI ILY) k.
N ra=g KB
R AR FT ) 41

7 x ) FT VR
2L Y —)LEEERER

St

T =—b (BKM) FHEACER 2542 2 & 25 | #dEIS & 0 AR s 4m el £
[16.7.2 Z ] b5, DRI ND ZENH D,

FRRIPEEF FERR 23 Db D Z &5 | AFNZ K0 FERIH 23 & 5 5
FTrI7—=NFTRIUL | HLHOT, HEICKETLZ | N2 ENHY, FEHMILY
FAR =T R | L, FRANAIZ R A3 1) S 40 % 7]
A REMED & B,

[11.1.3 =]
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FEHIA BRIRIER - F1E 515 Ty - SRR+
CYP3A4 HENEHEZHT D | AAIOMNH MM L, 1ERZW | 2 b OEF O CHEERS
FEFA FIELIBENLRH D, HERIZE D . RAEIOGHD
V77 oy & Rt S, R OGS &k
ZENDD,

CYP3A4 [HEMEHAZET D | AFOMREEZILE L, fEHZE | 21D O3 ORFHEESR R

FEFA MEELIBENLRH D, EMERIZE D . REIOHD
A hTary— & PEEE S AL, AKI oD i i
[16.7.1 =] DEINT5BZN0RH 5,

Bl 1EF

1. BlEH

WORWER R 6o ZEBRHLHDOT, BEELToITATV, BEDRD LN GE I3
G b4 %7 EEp g 21T 5 Z &,

(1) BEXBEIEA & FHEIK

1.1 EXLEEA
M11 23v9, 7774 75F 50— (WT b HERH)
ZRZ, MEFESEORENBO NS EICIEFERG LRI L, EURAEZITY 2 &,
11.1.2 {&R7TFMHE BEEAH)
B K VEMIEIFEZ AT D 2 ENH DD T, BEE HociTv, FAER O A
BEUEEICKRS T2, £70, #APICB T 2% 5 BEO20 B v LS oF ki
X, R, Bgipd, B, HAH, MBHERIRGEOBETUEIR S H b d Z LR H 5
DT, BEHEERILTHEAITIE, R ICBET R EEEICITI 2 &, [8.1 /]
11.1.3 FEIRHNG] (BHEEAH)
FEASEE N IR T L OV D BB G L2 HE., KBV AT LVa— v A2 248
FNRHDHDT, 2O X I BRGEICIFZGEZMHR L, K52 X5 7 EEU R LE AT Z
L, [9.1.1, 10.2 ]
11.1. 4 FFi8aEMES
AST, ALT. Al-P, y-GTP ® EF%E% 15 el SE (1%A0) . E (BEA) 2
HobNDHZ ENRDH B,
11.1.5 FBAER., EFBEST
A (RERE) B VULOERT (4% 0.3%). B (). $55L GEELIREE) . LR,
W A%, BEITE (WTHRLHEERY) ERbobNd I ERdH D,
11.1.6 —@MRTRMERTS. £ 5 5 5KE, EBRMEER (BHERE) GEE R
AHN B G5T DGV EN LG T 272, EEICER5F T2 L,
B, IR LVWEE, Hoilin, K FEELITV., ZOHSRFEZEL T RnE
DOWENRH D, [1.. 9.1.5 ZH]

(2) ZotoEIER

11.2 Z D DEIER

3%Vl I 1~3% A 1% Al A
Kt R | fEAR SEIR . TRENMEO F | A2, EEIREE, | AR sk,
A BRI OO | B, BB R
BB E, BEELIR
W HUE HIE ., FRIEE
H{bas SRy EF) ARERN AR, B | MEARR, IEH:
R TR, 8
Fib, A
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9.

3% I 1~ 3% A 1% A BEE AN
Jikg =4 AST. ALT. AI-P,
v-GTP, U L E
NAPNE
Z D R, W, R | U B R—Jalk, A
7 R oBERGME. IR | . TR, R
rh i B L, AR

CRBREERICRIZIHE
RE STV

10. BERE

11.

13. BERE

13.1 fE4R
AFI O EF G L HHR, 55, MEIRA A U, HICIHAH, HEEET, mMEKT, A b
NEZ 0 EMAE, FPEEEEIR T, SHESICELIBTNND D, o s mHFe 7 v
a— )L L PR OB ER GITEN L 2D 2 ERB D, . AIHESCEININEEZ L OfEkk
K723 % 5561, IERITEEBLT I EBENAH Y, < FNICBSERN ki a8 2 &
N D,

13.2 &g
AR OBWEREGENHATERELNEHEDOREL L TIA~YE =L (R VTR VA
REHHD) 25T 2548121F., EHRNC AV~ L O EOREELTHZ &,
7k, MIBENTIC X 2 BREFAZTIER,

BAEDIE

14 BRLEDIE

141 ERIRMFFHOER
PTP w#D#ANT PTP > — F2xbHIROH L TIRMT 2 X 5 ET52 L, PTP & — D
AREIZ &0 OIS BIERE AR U I3 L2 2 L THERIA R SO BB R G
PHEZHFET D22 LD 5,

12. ZDHOEE
(1) BRRRERICE D ER

15.1 BRERERIZE D C1ER
BELFERPEESNWEFICZ A= )L (R OT7 B U B/ETFEGH) 2 &5
SNTHBE T, HilcA R 2R 5T 28546, AFIOEE:, PUKSIERNEl, BiET 8%
NNndH 5,

(2) JERRAREBRICE D W

15.2 JEERPREAERICE D < 1B
AFNX, FEIKTHL Y EZero—FoxrrFAd~— ((§) -=FrFA4~—) Th
5, B v TIREERHAEDOR 800 % (100mg/kg/H) 2~ A, 7 v M 24MES L
TRBRICBWNT, ~ U REOR T, MO, 7 v NEORURAR, 1D FLIR T o REEE 7 A 5
DRBREECHE_E W E OHRER D 5,
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IX. FEERPRELERICEE9 SIEH
1. ZEIHERER
(1) EzhFEEHAER
(TVI. SEZhIEHICEET 5 HE | &)
(2) REMFEEHR
P - L A
() ZDihDEEEAER
Pt A
2. EHMHEER
(1) BEEHxE5HM4HRER
MU ER L
(2) RiEHRESMHHRER
MU ER L
() Ef==MHER
MM EE L
4) KA RMFER
MU EE L
(5) HEIEFESMEGER
MM EE L
(6) BRTHRIEMEEER
MU ER L
(7 ZothoEHk=E!
MM ER L



X. EEMERICEAISHEE

1. HRERS
B A EEMEERS ED EEEEESHY
L5 SR B 1 2) EE-EMFEOLTEICLVMENTLZ L
ARy =AY e my R EMEMEER S (EE-HEESH D)

2. B
34

3. BENRETOIE
HPiE - SERIRAT

4. BIRWLEDEE
REESN TV

5. BERITEM
BEREELTA R AY
<FTVDOLEBY : AY
EREEEE

IZVEIOVRIZSTI7I%

o Y 0TI EERICIRAL T <L,
BATN5EETA BELECETERTHS. IBALELES.

SECHINT. BRETIELED. ATSREFITLTLRE

- v, s
BEENBRYILSERR E‘ T3, B TEEDIERERLELED. BERVLIEDTSEE

s ROMET BTELBOET, & PEMSEEERMCERL

r=77| TAEELY,

SR FEF RSO T <BEFRALENT S .
SEOREEHDIREEDBFT.

IBRAICSH - TOIER

| SEALTHEL R EFNRCEES T AW EETS
| EECBSLEHRALELT L,
| SCOBEOREN ROBELFCHSNT, BREELED. E
BEERT SN TEL LS LNESO0T, BENEEOE
SR S ORIEEL L TUEEL.
OF )L O—LEEIE, COBFEOHRICEBLEFTOTEIATL
T2,
o DOEFEORARIL. BRI THERREN S hNaTs
HabeEd.

FEICOWT

STDBREMD MBI FENTIIEELN
| *FHOFOEMINETBICREL TAEEL.

COBFERFREDETETT .

| e BTEMERERAMORTAO AL T, | el e R

FICESERDBSBE. HDSEVCLOBHEEE.
EF I EREIC CHBCEZL.

[Ta=E S TR TF1Eny

WEEHTHREEL.

6. R—R7 - RHE

[Al—pR 738 : LR A X EE Img * 2mg * 3mg

Wl %h . vyerer, YAETAEARE, NV T YT A TALTAY
1. EFEESAH

2004412 H 15 H

8. HERFTARDFABRVARES., EMELNHFAB. REMKFAR

i:m;;/rgi ; ;fﬁ 222211;'; 30300AMX00091000 202146 A 18 H
;Em;;/r;i ; ;jﬁ 222211;’; 30300AMX00092000 202146 A 18 H
;—m;;/rl;i ; ;fﬁ 22;)21155'; 30300AMX00093000 202146 A 18 H

27



10.

11.

12.

13.

MEEXFZRIEM. RERVAELEEENEFNEABRVEZDOAR

A% L7

BEERR. BIMBERARFABRVZOARE

Y LR

BEEHM
A% L0

REHFFIRICET 2 1F®R

AAFNE, B (DD VITERE) BIRICET DHIRITED b Ty,

£fEa—F
=] A fih 2 S

_— IR | it a— | HOT G4 |Lv 7 b

e SOOI WEee #FS (VAT LM=—F
TRV a L f

g ? 5 1129010F1010 1129010F1109 128446102 622844601
lmg 77 7|

AJE v HE

N ?D/fm 1129010F2016 1129010F2105 128447802 622844701
2mg [ 77 7 |
TRV a L f

g ? 5 1129010F3012 1129010F3101 128448502 622844801
3mg 77 7|

14, {RIRFGHT LDERE
AFNIZ PN L OB FEEEKLTH D,
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XI.
1.

SR

5| A >TEk
1) ARG T3St - 2EthicB+ 288 ENEED
2)  HARHEL TS - MEALEIRAE « PTP ALE L 0L EPEIZ B 2 8k ((ENE R
3) ARG TEKASH  ImHIcET &8 FNERD
4) E%%@THE{“EE-%@T%& U 7-BRREE /M AEERER (ENEER) L xr A& 6E 201241 A 18 H
KR, HFEEEMEEE 2.7.6.24, TR ML E)
5) Tﬁar%%%xﬁ%k L 7B SEIARERER (EWERER) (LA X8 2012 42 1 A 18 HIKR,
HEEEEMIEL 2.7.6.25, BAMEE)
6) JFRMEARHVE RS 255 L Uiz HERISHRER GMNERER) LA Z6E:2012 4 1 A 18 HA&GR,
H S SR 2.7.6.26, HA ML E)
7) Zammit G. K. et al. : Curr. Med. Res Opin., 2004 ; 20 (12) : 1979-1991
8) JFUIESMEANRERE & kt5 L LR AR (UERER) OV A X EE : 201241 A 18 H&K
. HEEERHMSEE 2.7.6.27)
9) JFURMEAHERE ZXI5R L Uiz B GR GMERER) OV A2 2 8E:2012 4 1 A 18 HIA&GE,
EEEEMIEL 2.7.6.28)
10) Walsh J. K. et al. : Sleep, 2007 ; 30 (8) : 959-968
11) JFURMEARIRGE B 25t 4 & U2 BRR S IAEERER (AMERER) UL A X 6E : 201241 H 18 HK
. HEEE MR 2.7.6.29)
12) McCall W. V. et al. : Curr. Med. Res. Opin., 2006 ; 22 (9) : 1633-1642
13) EnE R RIRIE RS 265 & U RSB IFRRER (OMERRBR) (L A X EE : 2012 4E 1 H
18 H7&GR., HEEERMEEE 2.7.6.30)
14) Scharf M. et al. : Sleep, 2005 ; 28 (6) : 720 727
15) i S MEARIRIE B E 2 x5 & U7 RSB AR ER (OVERER) (v A& 8E . 2012 2 1 A
18 H7KFE, WFEEEHMEZE 2.7.6.31)
16) Hanson S. M. et al. : J. Med. Chem., 2008 ; 51 (22) : 7243-7252
17) GABAAxfe;W)W & A TRBIAIZE T D GABA 8 EREMIEH L2 8 : 2012 4 1
H 18 A&, WEHERHYE 2.6.1, 2.6.2.2.2)
18) vﬁ%@ﬂiﬁ%ﬁi&:ﬂ#éﬁ?ﬂ% VAR AZEE 20124 1 A 18 HAR, WiEEEMIE 2.6.2.2.4.1)
19) 7 v FOMIEITHT DR UL 2 X 8E - 201245 1 H 18 A/&ZR., HEEEMTEE 2.6.2.2.4.2)
20) Xi M. et al. : Sleep, 2008 ; 31 (7) : 1043-1051
21) ~ T AICBITHEFHER L A X EE 2012 4F 1 H 18 H/&GR., HEEEHMEE 2.6.2.3.4)
22) ¥ U AIZET LU LZEN (BIRGFERER) UL AZEE 0 201241 H 18 A&, HigE =
2.6.2.3.3)
23) Carlson J. N. et al. : Eur. J. Pharmacol., 2001 ; 415 (2-3) : 181-189
24) VIVIZBITHIAZER (2707 FllR) UL A X EE : 201245 1 A 18 HAR., HiE&Er
9E 2.6.2.3.3.3)
25) YILZRBIT HEEHEN L A Z8E : 2012 4E 1 A 18 A/AR. HEEEMIE 2.6.2.3.4.3)
26) BKA&UEA@%E@BEA%ﬁ%& U 7-BRIRER T AR e 53kl (OMERRER) (v A & 6 1 2012
1 H 18 HAGR, HiEEEMEE 2.7.6.2)
27) AR 77$ﬂﬁ/\fﬁ: CEMTFRRSEEIC BT A B R GENE R
28) HARNERER AN Z X5 & U= & B0 872 2 WA O A0 [R5 R OV F o ARG
Br (EWNEBR) (Lr AZEE 2012451 A 18 HKRR., HEEEMYZE 2.7.6.5)
29) 7 b otV — v OEDBFEEERRER OMNEREBR) (VR AXEE 2012 4 1 A 18 HAGR,
REEEEMIEE 2.7.6.19)
30) Tva—)L b OERMFEEIERRE GMERER) LR AXZEE 201241 H 18 HA&ARR, HiFER
9L 2.7.6.12)
31) A7 W e O AEERRE GMERER) LA ZEE: 20124 1 A 18 HEGE,
ERMEL 2.7.6.14, 2.7.2.2.3.2)
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2.

32) 1T ¥ RLLEOEYFIMAEARER GMERER) UL 2 X8 20124 1 A 18 HARS, HiEE
EHEEE 2.7.6.15)

33) e Xt F LY AEIEARE GMERER) Ovxr A X8 20124 1 A 18 BAGRS. HGE
BRI 2.7.6.16)

34) vAXT L OEYFIMHAERRER GMERER) LA X8 201241 A 18 HAR., Hig&
EHREE 2.7.6.18, 2.7.2.2.3.5)

35) U7 7 U & OEYME BN OMERER) (LA Z5E 2012 4F 1 H 18 HKGE, HFh
CRMEEL 2.7.6.17, 2.7.2.2.3.6)

36) it (ERERIOE) (L3 2 X5 2012 4F 1 A 18 H&KR., HEEEMIEE 2.6.4.5)

37) GABA SHEE AR T A BME L 2 &6 : 201245 1 H 18 H&ZE., HEEEEHEE
2.6.2.2.1)

38) SMENMEEER A Z XS & Lz~ AT AR (OERBR) OV A ZEE : 201241 A 18 HIK
7. HEEERHMTE 2.7.6.23)

39) BHEREFEE R ARG L L ERERER OMERE) L A X EE : 2012 45 1 A 18 HAR,
eSS RIS 2.7.6.11, FAREE)

40) THRERE ERE 255 & L2 mEhReskin (OMERER) (L A X §E : 2012 4F 1 H 18 HIKGE.
HRE & EHEEE 2.7.6.10)

41) BARNEEEIE 23R L U-BRE T EKER G5B (ENRER) LA X8 : 20124 1 A
18 A&, WEHEEMEZ 2.7.6.4)

42) AR I 7 7 RSt - g o EEIcBET 288 fENEERD

£ DDSE Tk
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XTI
1.

2.

SEEH
FHNETOERTIRRT
BEA=RANA

V=511 DI X B
LR L

31



XIII. {&%&

1. FR# - lREZEICR L THRERHIZIT S ICHT=> TOSEFER

AEOERICET 2 EE  AEIZIIAREZZ T CORWREICET 2 1HEERNE D, RS
EEPHEL L TCORVWARDEENTEY, HETHLREINTW DR FIETHE LI
FERAFZL L TR LTV D, EENEHEENEREHZHR5T 2 ETORBHEHRTHY N
TEEOR[ G AT H O TR,

PRI - TP S O IRE W IR INC BT 2 A 7 A VICT 5 QA IZHONT (£
D 3) | (FHRILE 9 A 6 BT EAGEIE EE - AT EARERIEE « FRESERRES

HLE)
(1) ¥
PRt 2z e kbR 2
RBVHEA)
PR, R RRBR, Rk
Uit 3]
IR e 4 PRAFSAE {17 RIFFERE s S
40+£2°C 5 i N« KRB s b7 L
TRV E S u b 25+£2°C . e A7
g (52 7] 75+ 5%RH 5 W - BHSL 7 L
25+2°C $Ef Y E BN
13 r((lﬁ\ﬁ'\gx £ rr St O =
60+5%RH mxgé-hég AR (HiFsSh) . a8
10001x KT HAEN)
40+2°C 5 i N - KRB s b7 L
TRV E T 1 25+2°C il S A7
2mg 4 <70} 75+ 5%RH 5 A WS - Bfk b7z L
25+2°C $E Y E BN
13 ’(“/ﬁﬁg £ o st nn 2=}
eo=5%RH | ool MR s | ommon), an
10001x KT HAEN)
40+2C 5 i W - [ EAv7e L
TRV R 25+27C B SHEYE P Ay 7
smg 53 7] 75+ 5%RH 5 A JWESE - Bk 27 L
25+2°C 130 (A it E N
60+5%RH SOﬁlgfﬁi. KA (BiHEsh) . B8
10001x KT HAEN)

2) B - BAMRURERSTF 1 —JD&EBEN

AR L

2. ZTOMOBEER
REER e L

32




	表紙
	IF利用の手引きの概要
	目次
	略語表
	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
	6. ＲＭＰの概要

	II. 名称に関する項目
	1. 販売名
	2. 一般名
	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
	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
	2. 製剤の組成
	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
	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
	4. 用法及び用量に関連する注意
	5.  臨床成績

	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

	VII. 薬物動態に関する項目
	1. 血中濃度の推移
	2. 薬物速度論的パラメータ
	3. 母集団（ポピュレーション）解析
	4. 吸収
	5. 分布
	6. 代謝
	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
	7. 相互作用
	8. 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

	IX. 非臨床試験に関する項目
	1. 薬理試験
	2. 毒性試験

	X. 管理的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
	2. その他の関連資料




