202 158 AHET (E3M)
AAREZEEEGNEES 873999

E%Eﬁ VA E 32— 7 #4#4 — A
fied | FEEhEME2 0 1 3ITHEMML TYERL

B AR E A RH

=/ FAVERSE 1mgINIG]
2/ FAYVESE 50mgINIG)
Minodronic Acid Tab.
#l | 71oniba—TF 48

8 A o B W B S| B LGEEENL (B - BEMEOLGEICLVEMTDIL)

B o . & g |0 Imgi ST FuUEUKRIY)1.0mg B
B | 4 50mg : 188 S R u UK RI 50.0me G4

0 X/ Ko UK

B ﬂg B | p£4, : Minodronic Acid Hydrate

§ o e == EGAEA N 20184F 2 H 15 1
WElEXEXAH S A FL VA - 2021 4 8 A 12 H

MmBELEINE - HTHEAB SEEAH :20184F 6 A 15 H
U
A

JE5E
% - ®WERE (A - | K oG ¢ HIE TS
R#® - RE S # A | BWERTEC: AE DR THRIS

7

EEFHELEDERSE

HETHASHE BEEVR— 22—
B W& H £ E O |TEL:0120-517-215 FAX : 076-442-8948
PR A AT AR — 5—  https://www.nichiiko.co.jp/

ARIFIF202 1568 AKAT (f Img: 4R, % 50mg : ZB5hR) DRMNXEDELHICE
DEHET L 1=,

BT O CEE I, FEIEN ERESRER AR — A=

https://www.pmda.go.jp/iZ T ZHER T S U,
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O [TFFLHEERH2013) 1X, FRk259-10H DARRICAGE SNBSS B & 72 %
@ LA DEIETIZHOWTIE, [TFRR#EEE2013] (2 X A 7ER - #2358 H SN b b O Tk,
OfEH EOEEOWET, FEAME XIIHENE R RN 2323 S A7 RE R0 N #IGAE
DPERZEN 72 S, BT RENBEDRRE LK LD G EICIFIFNSEET S5,
IFOFABIZHT=>T
[MFEHEEE2013) I2BWTIE, PDFY 7 A M K D E A TORMEZ AL LTS, [H#RE
FIRT 23K, EFEELSHIR L CRET2 Z EARAITH 5,
A EARDIFIZ OV TIE, &35 R A TS O = 38 5 PRI A 1 AR IR — A — 2 fgidlk
LTRERE SN TN D,
RRAET TR A VF B a— T+ — AEROFF & | 1ITHE > TERL - 2863228, TFDJRS %
B E Z, EEBSGICRE LT D ERCIFMEFRC FEE UEEO SRS I o) TR O MRS
ANDA VHE 2 —IZ LV IEKIER SRNFERESE, IFOFAEEZEDLILERD D,
F7o, MERFSGET SN AR EOEEFICEAT 2 FHICEH L T, IFPSGETISN S £ TOMIE, %%
[ S L oD BUER s ARG 2 YA SCEC R A B CEL, H 5 WVITEE N ERE S E SR E Y —
2B KA S ET 5 & L b, IFDEMAICHT- > TE, B O SCE % E 35 E
PRI BRIH AR AR — AR — Y TR T 5,
728, EIEEHSCEEEOMERO SO LR SN TV D TR < [ E24MNE TORITEIRI
BT DTS IIARFHEICEADL Z 0 HY, TOERWICIT - ETRETH S,
FIAICELTOEER
IFZ A% B HEBICB O TRNT 2 ENTERWVERLERRE L UEH L TIEE 20, L
ML, EEESCEBRAERL 7 eE— g ra— FEICLAHENC LY, RUSESENEIRGIEHR &
L CRAETEZ2HAICIIATEMAND 5, IFTEFREODEEEZZ T T, YiZERL ORI
EPMERR - RIET 200 THL Z LD, Fifl - REUUTHINZZ T I 2252002 258 L T
BORTIZe 5720,
FRIEPET, IFAHL ETHIRMICEEZMTT HDHEREM THY, 5% ¥ —Xy b TORA
B LIEE 2, HEELEORERHICEMLUZ2NE YFE LERIN TS Z & 28R L CE#R%
EHT20ERD D,
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I. MEICEHI HIEH
1. RAROEE
AFNEI 7 Fa KRz H 20y &3 25 HRIEREAITH 5,

(X Roe @kse img RT3 ROV T3 7 Ka ok 50mg B ET /5 1F, ®REFA

77—~ RSB IEI & U TR A R L, Bk R OB TIE &% E, REMRER,
BRI SRR 2 e L, 2018 45 2 H 156 RIZ/AKGEBZ IS, 2018 4F 6 J 15 HICHL
ZRIMA LT, (A 1121525 (CERE 26 4E 11 A 21 A) ([CHES X AGEH

2021 8 A 1 A, REAT 77—~ St 5 B E LI B TS AR 578 &R
DM S, TORRICIGA DR E TRHET /N ) BINIGHZEE LT,
2021 4E 8 A 12 HICHAmINE &4, HIE TSR 2 Blts L=,

2. HROBEREN - WHZHEYE

(1) RANTI 7 e @R EREG &3 5 B HERERREATh 5,

(2) $81mgix 1 B 1 [EHEERAIT, PTP > — b 11 B 118 KO MEHERIEREA
DRIV B D,

(3) & 50mg 1% 4 #(Z 1 BEFGRHFIT, PTP > — M2 T4 18 1 80Te), MEHL XD
FEVRIEA ORI FIEORTLR & 5,

(4) #E50mg @ PTP > — M, BRASNBIIEHO Lo = — VDRt & 5,

(5) ERZREWEHR BEARH) & LT, EIMMEERS, SHEEE - e atix, NHEETE
5, KEREHET T, T KBRS B8, R ESesEoIee g, TS, &
JE, FEIRICBWTED LY T AMEN S STV 5,



I. &¥#ICEI HIRHE
1. B4
(1) M4
I/ Mo s 1mgINIG)
2/ Nu UfgdE 50mg NIG)
(2) *4%
Minodronic Acid Tab.
(3) AMDHEE
—xA &
2. — &4
(1) & (4%
2/ Fue @K (JAN)
(2) 4 (4K
Minodronic Acid Hydrate (JAN)
(3) RT L
vy AMRHETFAEEE ¢ -dronic acid
3. EEXANTTRERX

N 0
/) RO \\ OH
p
// S oH
N . Hzo
_ ¢p——-—OH
N\
" “on

4. 2FRRUVSFE
57170 0 CoH12N207P2 + H20
4y : 340.16

5. L4 (F4K)
[1-Hydroxy-2-(imidazo[1,2-alpyridin-3-yl)ethylidene]bisphosphonic acid
monohydrate (IUPAC)

6. {8R4, 4, KBS, 58S
Brlza L

7. CAS &S
180064-38-4 (Minodronic Acid)
155648-60-5 (Minodronic Acid Hydrate)



. HEMRSIZET HRE
1. MEEENEE

(1) §HR - ik

B~ WP E ORI SUTRERED R Tl 5.,
(2) BB

AR L
(3) Wit

M ER e L
(4) R (9BR), BR, RER
M ER R L
(5) BAIEEMREER
M ER R L
(6) HEFEM
M ER e L
(7) TDHD XL RHEME
M ER R L
2. BRHSOEEFHTICEITSRE.
M ER R L
3. MRS OmERABRE
(1) EVERIS
Az T =T RN LRI, Y U BEO G (3) 2215,
(2) SRAN AT N I 1
AREOKEEET b U 7 AREERIZ D E I AT MV ERIEL, RED AT hLEAR
DB ARY ML EERT D L&, WE DAY VTR EED & 2 AIZFEEEORE
DRI Z 78 5o
(3) TR AT N VHIE L
FAL A U o AR X 0 RBREITV, KD ART ML ERBOBRAANLY N V% g
T2EE, MBEBDARY MTFE—EED & Z AIZFEROTRE DWIN 278D 5,
4. BYHSDOEREE
"k~ 777 4—
ReEs © AN A
BEH: o) ot VUL, TRITFAT R0 L) R TOKER, K, U U,
A B ) —IVIRIE



V. RFIZEI HRAE

1. #if
(1) FRORR, HMERUMHER
W74 X/ Mo s 1mgINIG) 2/ KMo UfEEE 50mgINIG)
PG H D T YT WIREBDOFEHE D
T4 a—T 4 T EE T AN —F 4 TEE
A @ %JEQB =
e vlvivi=— —
Ef (mm) 6.6 12.1X6.1
EX (mm) 3.0 4.4
B & (mg) 103 309
RV M= IV S =R
NS 1 PN
NIG
(2) HEDOME

(MV - 4. WHIORFERME TSRS 2 ZEN] DHESH)
(3) #ila—F

(MV - 1.() AT, SR OMERIR ) DIHE M)
(4) pH, BEEL, #HE, LE SREOERUREL pHi%F

SR L

2. HWEIDHERK

(1) F»ES (EERS) O
We4 I/ e UgEsE 1mgINIG) I/ e U WgEsE 50mgINIG)
A 18 1 g

2/ Ru UEEAKFI# 1.0mg 2/ Rua UK 50.0mg
It onRay BibFE, ATTY | hvFuay, @BeFr e, ATT Y v
I e~/ 2 UL, XV, hUEBRAVT | BB RX VUL, XVY, RUERI VT
VU BRI, B S rAn—R, < | v, KR, e An—R, <

s ad—n Jma—), = TRR{kEk, Z oM 1y
(2) &Y
(Mv - 2.(0) ARy GEMERY) OERE] OHBH)
(3) £t
%L A L

3. BiEH, AFOSEMEICHT HIRE
GAS BT




4. HEDBEEHTICETEIRER"

(1) MESER

dEtER (40°C, 75%RH, 6 » H) OfFR, I/ Fvu fiRfE Img/NIGI &X' / e v
fefE 50mg NIG | 13 FE O HEE FIZB W T 3HFEMEZETH D Z E N HER S iz,
O/ Fr ogsE 1lmgINIG) SR [k alEmie (PTP wk) ]
AERE H PRAFHIE
<Hitk > B ARIRF 61 A
PR n=3™t HEDT (L La—F (v Tk B0 T 4V Aa—F (2 Tk
<HAGDT 4B a—TF (T E> A 7A Y A 7A Ve
WAkBR n=3¥1 o o
(HPLC) He He
BRI —HE (%) n=3% A A
<1B%LLT > L e
WHIME (%) n=3%
230 4y, 85%LLL> 92.4~101.5 97.9~101.9
i (%) 2 n=3% ¢ »
< 05.0~105.0% > 100.8+0.2%3 100.1+0.3%38

*1:3mv b &mv bhn=3

X2 RARRIIKHTL2EEE (%)

3 EHE R (S.D.)

O/ Fo Uk 50mgINIG)  Infakbr Bk adEEne (PTP ald) ]
ABE H {77 21
< HiK > BHhA 64 A
PEIR n=3%1

<TLK D TWIREBDOFEMTED
T4 a—TF 4 U TEE>

IO TWIREDFEMED
T 4N aA—F ¢ TEE

sl n=3"1

WA STy

Rt (%) 0= e T
<15%LL T >

%ii?;;%ga%gj?fz 95.2~99.8 95.6~100.5

gi(.?i 1X§5(;; 351 101.7+0.3%4 101.0+0.37%4

*1:3mv b &mv bhn=3
X4 EHE R ZE (S.D.)

¥2:3av bk KHrvy b6y

K3 RREITHTHEAER (%)

T TWIREDKETE D
T4 aA—F 4 T




(2) HEEOREESR

FRERERAE H - 2018/2/28

O/ Fu Ui 1mgINIG) s 40°C LY, XUERLE]
HERTE H = LRI
<HiKE > H5 BR A RE 0.5 % H 1% H 2% A 37 A
PEAR n=3 HED7 4 VA | FEDT 4 LA FAEDT 4 AN ABOT 4 V5| ARD T £ LA
<H®BDT 4 V1L Al17F1 a—F 4 Okla—F o Ok a—F 4 L P a—F 4 L Pk a—F 4 L Tk
I—T 4V T hE> ‘ " ’ . "
BEHYE (%) n=6
3074, 8Ll Lo | ALTF1| 94.3~96.3 94.9~96.4 94.9~97.9 93.8~98.4 93.9~97.2
&8 (%) * n=3
050 105.0% | ALTF1 | 98.46~08.82 | 98.43~08.58 | 98.32~98.77 | 98.23~98.55 | 98.53~98.82
(Z5 ) A17F1 | 53.25~65.80 | 51.88~60.80 | 55.11~62.17 | 53.15~62.47 | 53.74~59.53
fEE (N) n=5
X FREIIKTTOIEAE (%)
O/ P ofeeE 1ImgINIG)  MadE 25°C - 75%RH [, B
HERTE H = LRI
< Bk > H5 BRAA R 0.5 % H 1% H 2 % A 37 A
PER n=3 FEDT 4 VI | DT 4 VA | GO T 4 5| DT 4 VI | DT 44 A
SOROTAML AVFL | "0 gk o v S| a7 v S| 3T 4 v 7| a4 Tk
a—F 4 2 T hE> ‘ ‘ ‘ ‘
wHE (%) n=6
S50 4y, 8w po | ALTFL| 94.3~963 93.2~97.9 96.5~98.2 91.8~97.0 92.9~98.2
&8 (%) * n=3
050 105.0% | A1TF1 | 98.46~08.82 | 98.12~08.76 | 98.80~99.10 | 98.10~98.60 | 98.50~98.70
(B ) A17F1 | 53.25~65.80 | 53.45~62.96 | 56.68~64.48 | 50.70~61.59 | 53.94~61.39
B () nos . . . . . . . . . .

% BRI B ARE (%)

O/ Ko UfgsE ImgINIG)  MEa%E

25°C, BRYE [2000Lx, KRB EE]

HERIEH 7y b Fahg O &
<HikE > H5 aLGLE 60 7 Lx-hr 120 )5 Lx-hr
PERK n=3
(D) (N NN L A
SABDOT AL | ALTFL E%%ji;fi E%gji;fi E%?ji}af*
S g > § f Gt
wHME (%) n=6
<304y, 85%L 1> A17F1 94.3~96.3 95.2~96.9 96.4~99.5
a8 (%) * n=3
< 95.0~105.0% > A17F1 98.46~98.82 98.79~99.13 99.15~99.36
(ZE1H)
@i (N) n=5 A17F1 53.25~65.80 51.78~57.37 51.78~62.37

Ko RTRBICHTOEAE (%)




FRERERAE H - 2018/2/28

O/ P U fgsE 50mgINIG)  fEadk 40°C [EDE, KU AR
ABRIE H =7 PRATHIR
<HiKE > H5 BR A RE 0.5 % H 1% H 2 5 H 3»H
MR n=3 TOTWHREAD| T DT VRED | T 3T WHRAD | T HTWVHRAD | < 9 FVIRED
< T FTVKREOEMED| A1TFL |#HEO 7 4 VA FHED 7 4 A L FERIEO 7 4 LA (FERBO 7 4 VA FEHTED 7 4 4 L
T 4N a—F v TEE> A—TFT 4T | =TT | AT VT8 | 2T VT | a—T 4T
WHME (%) n=6
<304y, 85%LLE> A17F1| 92.5~94.6 91.9~93.9 92.9~96.7 93.2~94.6 94.3~96.9
PL=N P —
&8 (%) * n=3
<95.0~105.0% > A17F1 | 98.77~99.44 | 98.74~99.03 | 98.68~99.31 | 98.51~98.78 | 98.31~98.99
(B 1) A17F1 | 56.88~65.51 | 57.07~61.10 58.84~63.74 52.17~61.49 56.98~65.21
HE (N) n=5 ) ) : ’ ) ‘
X BHTREIIKHTLIEAE (%)
O/ o o feeE 50mgNIG)  #Eadt 25°C - 75%RH [, B Ak
ABRIE H =7 PRATHIR
<HikE > H5 BRAA R 0.5 % H 1% H 2 5 H 3»H
PER n=3 TLOTWRED | ZL 9T WHRED | 2L 3T WRAD | Z< 2 TWHRED | Z< 9 TWVIRED
< T FTVKREOEMED| A1TFL [#5HBO 7 4 VA FEHTED 7 4 A L |FERED 7 4 L N FERTBD 7 4 v L FEFIED 7 4 LA
T AN a—F L TEE> A—TFT T | =TT | AT VT8 | a =T VT | a =T 4T
WHME (%) n=6
<304y, 85%LLE> A17F1| 92.5~94.6 91.4~94.6 93.7~96.3 93.9~96.4 92.5~95.5
LB (o P -
& (%) ™ n=3
<95.0~105.0% > A17F1 | 98.77~99.44 | 98.98~99.12 | 98.59~99.22 | 98.59~9893 | 98.48~98.86
(B 1) A17F1 | 56.88~65.51 | 53.05~58.55 49.92~54.92 43.93~47.56 48.54~49.43
HE (N) n=5 ) : ) ’ ’ ‘
X BTREIIHTLIEAE (%)
O/ Fu U feeE 50mgNIG)  MEadt  25°C, BBt [2000Lx, KB
ABRIE H =7 Falg Y &
<K > EE BH G E 60 5 Lx * hr 120 & Lx * hr
PEIR n=3 . . , . ] B .
et ’ T YT WRBDFEIIE D T TVRBOFEIIE D T YT VREBDFEIIE D
<ZLSTV ﬁﬁé@%@ﬁ/@ ALTF1 T AN DA—T 1 T hE T AN TA—T 4 T T AN A—T 1 T hE
T4 ba—T 4 T EE>
WHME (%) n=6
<304y, 8B%LLE> A17F1 92.5~94.6 90.3~95.6 93.3~96.9
PL=N P —
&8 (%) * n=3
< 95.0~105.0% > A17F1 98.77~99.44 98.48~98.71 98.56~98.79
(&)
BE (N) ne5 A17F1 56.88~65.51 56.49~62.08 48.35~54.43

K RREICTTOEAE (%)




5. ANERUVBRBREOREN
PAROrA

6. FlEDEREEIL (MELENEIL)
YL

7. B

(1) BHER
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AT 0229 F 10 B)
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WiE . AARERGEHRERE S Pk

—HRIEIZOWT (PR 24 4F 2 A 29 H

[R5 K ONRBRIE : 50rpm (pH1.2, pH5.0, pH6.8, 7/K)

]
- pH1.2 (50rpm) TIiZ
- pH5.0 (50rpm) TiX
- pH6.8 (50rpm) T
- /K (50rpm) T

, EEERGRI R ORI E I

, EEERGEI R ORI E I
TIE, ARMERA R ORAIT E BT

T, B L ORI L BIZ

15 53y LANIZ ¥ 85% LA EIRH L 7=,
15 5y LANIZ 3 85% LA EIRH L 7=,
15 53y LANIZ ) 85% LA EIRH L 7=,

\um’ﬁw%%uhﬁmuto

LR, ASh O 258 2 AR ERLA & ol U2/, 2 ToORBIRIZ IV T MERERL O

B FHIRSEMERER T A R A ) OHEREMEITEE LT,
(P i i)
BHE (%) pH1.2 (50rpm) BHIE (%) pH5.0 (50rpm)
100 100
80 r 80 |
60 r 60 |
40 40 |
w0+ /-7 —e—s3/rOvEting INIG) 20 | -7 —e— s/ FOVESIMg NIG)
- - & —RERH (FF|, 1mg) - — & —FERE (FH, 1mg)
O LY 1 1 1 0 L' 1 1
0 10 15 0 10 15
Eefl (9) Befl (9)
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 100 _
80 80 I ==
60 60 L
4 | 40 |
20 L _ -7 —e— =/ FOuEstimg NIG) 20 | —e— =/ FOUES#Img TNIG)
g — & —RERF @EH, 1mg) - o —RERF (FH, 1mg)
O L‘ 1 1 1 0 L‘ 1 1
0 5 10 15 0 5 10 15
BrfE (5) BifE (9)
(n=12)




<3/ Ru Wi 50mgINIG) >
BREIRIE DAL RISV T A N7 A VRO HWIEIZOWT (k24 42 A 29 H
HAFHRIE 0229 F 10 &)
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L8 - AARERFEHRERE S NVE
(AR N ONRBRIE  50rpm (pH1.2, pH3.0, pH6.8, 7K)
CHIE]
- pH1.2 (50rpm) TIE, AEAERHFIR OARMITE HIT 15 23 AN T 85% LA EIRH L 7=,
- pH3.0 (50rpm) TIE, AEAERHFIR OARMITE HIT 15 23 PANIC T 85% LA EIRH L 7=,
- pH6.8 (50rpm) Tid, ARAERAIL OARMIZE HIT 15 53 ANIC Y 85%LL B L7,
-k (50rpm) TiE, FEHERIKI KL OASIT & I 15 43 AP 85%LL s L 7=,

LIk, Adh v HzE8) 2 R ERG & bl L72RER, £ ToMBRIKICIH W T TREEKL DL
WA R A R T A ) OHEIEMEIES LTz,

(Vs H )
BHE (%) pH1.2 (50rpm) BHE (%) pH3.0 (50rpm)
100 A 100 r - =
80 | -8-" 80
60 , 60

'd
40 t e 40 |
20 | —e— 3/ FOUEgE50mg TNIG) 20 | —e— 3/ FOUEEES0mg NIG)
- & —RERF (§£F|, 50mg) - & — {RERF (§EH|, 50mg)
O L‘ 1 1 0 L' 1 1
0 5 10 15 0 5 10 15
Bf (5)) B (99)
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
00 - 100
80 80 - -
60 60 L
40 r 40 r
20 | —e— 3/ PO UESES0mg TNIG) 20 —e— =/ FOUESR50mg TNIG]
— o~ —ZHERE (F£F], 50mg) — o = 1EAEEE] (FFH], 50mg)
O L‘ 1 1 O L' 1 1
0 10 15 0 5 10 15
BefE (5) Bl (9)
(n=12)
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1. ZEERIIZHE
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AHAOBEHZHTZ-> T, ARFREHFEZOBWEESRZS5C, FHRIRIE LS OZEIS
MEELTWOIREERARLET LI L,

2. BERUVHEE
(2~ D/mﬁ1mmen
WE, RACEI  Faerv@kfiime LT img 2 1 A 18], &K% (8 180mL)
DK (X iméi%)&k%’ﬁmﬁﬁﬁéo
¥, RA%DZR &S 80 SITBIC2 6T, A OKEBRL) WONCTA O FEA DR 1R
HlETHZ &,
[ 2/ Fw UEEsE 50mgNIG) ]

WE, AT 7 Fa KR & U< 50mg % 4 B2 18], R4y (K 180mL)

DK UTab EH) & EblaRngEs4 5,
7B, RWH#EDZR< ED 30 TR 6T, B OKZERS) WNTOFER DR 0 R
HWETHZ &,

<Hi - AEICBEY SERALDEES>

[/ FOUEgSE ImgINIGI, =/ FDO Y ERe 50mgINIG] 8]

BHIZHT- > TUIRDO REBFIIEET L2 L,

(1) ARANIAK CLUTas £H) TRAT S Z &, KUAOEHE (Ca, Mg & D& Ok
IZEWIR TN T +—F—%5Te), BYROMOIER & —FEICIRAT 2 &, TR
T DI ENRHDHOT, K%, RIOMERNZRA L, »oRAKD R &L
30 SR LIS DR A 5RE T D,

(2) BEXVRF~ORIWEROARMELZIRT ST 57280, HLNIHEN~EBEIE
HZEMEETHD, RAICEL L, UTOFHIZERTDZ L&,

1) FBENHSERE O FIREMED 8 2 DT, ARAIZRHATEYD LA R TENLZD L
ok,

2) +4&E (K 180mL) DK (I d£#H;) & & bICAL, kRM% 30 ldsE
PO b,

3) BEEREITEIRATNCRA L2z &

[S/ FOBEEsE 50mgINIG])

(3) AANX 4BIC 1 EIRATLIEATHL1-0, RABNLZVEIICHEETDHZ &,
AHNORM 2 SN -561%, FRIC1ERITL2Z L,
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(1) BET—21\v45—o
MR L
(2) EBERME
M ER R L
(3) ERREERR
MR L
(4) BREMHER
MR L
(5) HRRERIEAER
1) BEALEETRAERGHER
M ER R L
2) HEEGEAER
MR L
3) R
M ER R L
4) BE - WEHRR
M ER R L
(6) ABINEEHMH
1) SEABERE - SECEARERE (FIEGRE) - RERTREBRRR (TIREERKEER)
MR L
2) RB&H L LTEEFTEOABTRIIERE L -HBROBME
BARSANA
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VI. EFREICEET HIEHE
1. EBEZRNICEEHHILEMRITLEHH
B AR AR — R
2. EEEH
(1) R - FRBFE
WEMIN T 7 Lr e w U a2 HE L, s i o8 W RE 2 #i 3
HZ Ik, BREEEAIKTIEL B2 N5,
(2) ENEEMITHEBRAEAE
ZUERR L
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VI. RMEREICEET 51EH
1. mMAREDHRS - BIEE
(1) ABARLEVGODRE
MER R L
(2) EEmPREDZERRE
(TR PR ARBR CHERR S U2 L H RS | DIESR)
(3) BB TREIN-MAHRE"
<3/ o fEfE 1mgINIG) >
BIREI S OEW LR EMERBR T A R T A L EO—ESIEICHOWT (CERE 24 4£ 2 H 29 H
AR 0229 5 10 )

2/ Fou UBEEE 1mgINIG) SAEHERK A2, 7 o A4 — =B ZNETNn 18 (2 / e
AR L LT 1mg) R B ISR R IR 05 U Tl < 7 Mo iR A
EL, Gbh-HEYEEE T 2 —% (AUC, Cmax) (22T 90%1E #8 X MIEIC THEFHIRT
AT T2A4ER, 10g(0.80)~10g(1.25) DFEEPANTH W, WAID LM A RIS R S 1Lz,

—— = /ROVERRIMmg[N | G)
---0-- fRHERE (FEAL. 1mg)

0.8 f
T+ AR, n=39

S
o

MEERRE (ng/mL)
<
=

0.2

0@ &
24 36 48
185 EDOISE (h)
R /N T A — 4]
HIERT A—H BENRT A—H
AUC: Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
3/ b R 1.8285+1.0813 | 0.4531+0.5738 1.4240.67 18.65+19.46
1mgINIG]
i 4 ]
Lk 1.9967+1.2677 | 0.3905+0.2671 1.8541.83 16.06+12.85
(#£A4l, 1mg)

( Img # 5, PRHEMERZE, n=39 )

MAEFER AW NS AUC, Cmax 25087 A —H %, HBRE ORIR, (KK OEREE%T - R 5%
ORBREMIC L > TR L MR D 5,
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<3/ Fwe UEEgE 50mgINIG) >
BISEIE L DLW PRI SRR T A KT A EO—H W EIZ>WT CFERK 24 422 A 29 H
FRAFRAIE 0229 55 10 7)

X/ o UgsE 50mgINIG) & HEERIFIZ, 7 a 24— _"—klcLZznEn 18 (2 / F
AR L LT 50mg) PARRE DRERE R A IS B HER A5 L CmfEh I 2 e
VIR ETE L, SO YEIE T A —& (AUC, Cmax) (22T 90%f15 #8 X Mk
\ZCHERHRNT 21T > T2 555, 10g(0.80)~1og(1.25) DEIFHNTH W, i Al D A F AR LA
R S iz,

20
[ —e— =/ FOVEEZESOmg[N | G
i ---O-- {SEERIH] (82Fl. 50mg)

15 4| EHERERE. n=30

MmEPEE (ng/mL)

0 12 24 36 48 60 72
5% O (hr)
[BEW) R ERR) N T A — 4 ]
HE/INT A—H BENT A —H
AUC: Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
2/ Fua UmgEE
50mgNIG | 61.51+31.38 14.646+6.545 1.47+0.78 11.87+9.44
FEUERL A
(5e%1, 50mg) 60.24+30.48 14.563+7.098 1.424+0.76 11.80+8.85

( 50mg #5., VHHEHERZE, n=230 )

MAEFER AW NS AUC, Cmax 25087 A —H 1%, #BRE ORIR, (KK OEREE%T - R 5%
ORI L > TR L HEERD 5,

(4) Bz
U ER L
(5) BE - fHAEDEE
(TVIl - 7. FHAEAEH) DESH])
(6) BEH (REaL—>3ay) @BHICKVHIBAL-EMERSEEEER
M ER e L
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(4) HE~DOBRITHE

ZUERR L

(5) ZOoMB~DIBITHE
R L

5. &

(1) KRBERER UK ERERE
ZUERR L

(2) KEICEAET 2B%K (CYP450 &) 4rFiE
ZUERR L

(3) MEEBNROEERVTDOEIE
R L

(4) REPOEEOEERULLE
ZUERR L

(5) EHERBMOEERN/SA—4
ZUERR L
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R EEE R L
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BAHILY D LMEE : o B AKRARFR— FREFCBNTERE, 74 =—, LU, %
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