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I. MEICEHI HIEH
1. AROEE
AFNEI 7 Fa KRz H 20y &3 25 HRIEREAITH 5,

I/ e UBEEE Imgl HIE T ROV /7 R UfEE 50mgl B IE T 1%, HE THRASHER %I
PRI & LTI AR L, BUS R ORBR L2, REMRER, ARtz
FEfaL, 2018 4F 2 A 15 AIT/KRA IS, 2018 4 6 A 15 HICRIFELBIA L7, (&%
1121 %5 2 %5 PRk 26 45 11 A 21 H) 1CES & AGEHGE

2. WROBEREN - WHZHEYE

(1) BANXI 7 Fu BRI E Gy &3 55 HBRIERRAICTH 5,

(2) FIMEZ =D DT, BEAIOMEIZH 4, &8, AL Img T4 7=y b,
50mg (X L —H—FIF L7,

(3) #& 50mg DBRES A Ny r—fH& PTP 1%, /NEOEKEGIEICEE L= AT 4 RXL
— NI — R2ERH L, BAENBIEROT Lo B —— 2 iRA LTz,

(4) \ERREWEH BEARH) & LT, EMEERTE, SHEEE - e atix, AHEETE
B, KERE#sT- T, WAL KEREEaE, T NS0 EEReir, FEREE, &%
JH, JEETED LT AMIERRE SN TV,



I. &¥#ICEI HIRHE
1. B4
(1) M4
X/ Fu UmEEE imgl HIE T
2/ Ne UmgdE 50mgl HIE T )
(2) *4%
Minodronic Acid
(3) AMDHEE
—xA &
2. —&#4
(1) & (as%)
2/ Fue @K (JAN)
(2) 4 (4%
Minodronic Acid Hydrate (JAN)
(3) RT L
vy AMRHETFAEEE ¢ -dronic acid
3. #EEXANTTERX

N 0

/) RO \\ OH
p

// S oH

N . Hzo

_ ¢p——-—OH

N\
" “on

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

5. L4 (F4XK)
[1-Hydroxy-2-(imidazo[1,2-alpyridin-3-yl)ethylidene]bisphosphonic acid
monohydrate (IUPAC)

6. {BR4, 4, KBS, B8
Brlza L

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



. BRI HRE
1. MELEENERE

(1) 48 - 5K
A A~ R B ARSI R IEOM R TH 5,
(2) BfEE

<BE 1mg> AT X /—)b (99.5) ([ZIT & A EEITR,
FKER LT N U o SRR OMERR IR T D,
<HE 50mg> KIZHRH TIRIFIZ K, =& /2 —b (99.5) 1[I & A EET R,
KEET B U o LIRS T T 0,
(3) JkiEtE
BRI L
(4) AR (AR, BR, BRER
#250°C  (Hfif)
(5) BIGEMBTEH
EUERR L
(6) HEFRY
U ER L
(7) DD XL REME
ZUERR L
2. AMHSOEEELTICEITHIREN
ZUERR L
3. AN OERRRE
<#E 1mg>
(1) SRS TR L E 15
AR OKEEET b U 7 ARIRERIZ D EWIN AT A ZRIEL, REDART hL LR
DB ANRY M ERIT H L&, WHDANXT MVIFE—KED & 2 AIZIRERO 5 E
DRI Z 588D %o
(2) RN AT RVRIE L
BAb U U LFERNEIC XD RBREZITV, KD AT ML ERLDBA AT L% g
T2EE, MEDARY MTFE—EED & Z AIZFREOTRE DWIN 278D 5,
(3) EMERIES
AR, MR R & N 2 CMEVE, KEMZKERLFT b o AR R CHhinT 5 &
&, VUBEoEERE (1) 2232,



<§E 50mg >
(1) EERBOS
ARETAKRZIMZINELL, BERE I V> 0 A—IKFEIR 2 N2 ES 2 & &, Aotz
T D,
(2) SR TR L E 15
AKEhDKEEALT B Y U NRIKERIZ O ERINANT MV ERIET S L &, R 280~
284mm (ZWIXL DFRK %777,
(3) AN A T S VRIEVE
BAb U U LBERNEIC LV RBRZITV, RO AT ML ESRAT M TEREM
J R UERKFIICONTRE LI AT MRS 5 & &, WjE DAY hVE[E—
WD & Z AIZEBEDOERE ORI ZFRD 5,
4. FRRSDEEE
Wik~ 7277 40—
AR« SN EEET
S
<$£ 1mg> v'r U U@F N UL KRR, RKT N7 7FAT E=T L R
Xy RRiR, Vo, A% —/VRIKR
<& 50mg> U EAKFE T MU T ATk, WERKET R T AF VAT UE=Y
L, K, TEr=h U, =2F L7 I NEEEKFE T R 7 LR
W®, U UBRIRIR



V. RFIZEI HRAE

1. FiK
(1) FIORXA, SRR UHER
R 724 I Fe UfsE 1mgl HIE L) I Re URsE 50mgl HIET )
i I STV
G - A T4 ha—TF 4 T D7 4V ha—T 4 ThE
i (;téz 50) @;‘fso\\ —
HA (mm) 6.6 13.1X7
EX (mm) 2.8 4
BH& (mg) 100 309
2 RrY - .
. T/ Fr 250
PNV TN Eéi HET
Ay o — R @397 @398
(2) HEIDOYME
(MV - 4. AN OBFEEMETIZBT EME] DIHESH)
(3) #Aa—F
(Mv - 1.(1) AEOXHI, MR OWER ] OIESH)
(4) pH, ZBELE, ¥E, LE, EREOERUREX pH HEF
MG R L
2. RFIOHARE

(1) A#RS (EERS) OEE

WR7E4 I/ o U BkSE Imgl HIE T 3/ Fe oBEkE 50mgl HIET )
75 AN
ﬁ*ggﬁ;; 2 RE U RARI Img S Ko ROKFIY 50mg
HApEAFY, boEnas STy, v [ D-~r=h—, DA Aa—AhNL
Fex 7otk ro—x, X577 | Uh, ERedxr ol lio—X,
wy | SETIERYIL, TR, < | AR, ATTY B S Y
” Jnua—16000, XNV7, BbkFX | DA, BETRAD—R, v/ d—)
6000, ffbF 2 o, Z7, = bk,
A=
(2) &y
(MNv - 2.(0) BAxhsy GEPERRY) OEE] OEBH)
(3) =it
BT 2D
3. BRAF, HAFOHBEICHT HER

Y L




4. BEOBREEFHTICHSITIREMLE"

(1) IEFER
ARG X N
TIROR / e o fEE 50mgl HIE T 1%
&EDRHERI S 7z,

Bk (40°C, 75%RH, 6 ﬁﬂ) EAToT-fER, 2/ Mo U fiE Imgl A&
WEOHSHRE FICBWT 3 ERLZETHDH Z

O/ P UfgiE imgl BE T EGAER [R&aiEme (PTP &) ]
HIEEH = PRATIAH]
< B> &5 BRAAHE 1% H 3% A 6 A
PER MNDL 105 o W o T
— NPy - (=] e (=] 15
<BHBDOT 4N ba—F 4 TEE> MND1-104
HeznatEn MND1-102 o R
(HPLC, #4haieiEiis) | MO 103 e i
RN (%) MND1-102 3.5~5.1 3.9~4.2
(& B —MERBR) MND1-103 1.9~3.6 — — 2.2~3.7
< HIEAE : 15%LL T > MND1-104 1.9~2.0 1.5~1.8
G (%) MND1-102 | 94.3~100.6 | 92.2~102.9 | 92.9~100.3 90.4~97.4
<304y, 85%LLES MND1-103 | 96.7~102.5 | 94.4~104.7 | 94.6~103.4 | 91.6~100.2
’ MND1-104 | 97.6~102.2 | 97.0~103.6 | 95.6~101.9 91.8~99.4
N MND1-102 96.7 97.8 96.3 97.6
< 95 0~105.0% > MND1-103 98.6 99.0 97.9 99.2
MND1-104 99.0 99.7 97.9 99.8
¥ FBRERICKHTLEEE (%)
O Ko UfgsE 50mgl HIE T s Rk aisme (PTP i) ]
HIEEH = PRATIAH]
< B> &5 BR A 1% H 3% A 6 A
PR MIN50T2-1
< T TWIREAOKEAID MIN50T2-2 e A e bl
T AT —TF 4 T RE> MIN50T2-3
ﬁ%gﬁﬁ%ﬁ MIN50T2'1 A A
(AN AT FE 35 o0T2 e i
AN (%) MIN50T2-1 1.2~1.7 1.0~1.7
(& 2&¥— MR MIN50T2-2 1.9~2.2 — — 1.4~1.9
<HITEME : 15%LL T > MIN50T2-3 1.7~3.4 1.0~1.9
GSHIPE (%) MIN50T2-1 | 93.5~100.5 | 95.4~101.9 | 95.2~101.6 95.0~99.9
<154y, 85%LLE> MIN50T2-2 | 93.7~100.1 | 94.7~100.5 90.5~99.2 93.5~99.1
MIN50T2-3 | 95.3~101.0 95.2~99.7 94.8~100.1 | 93.4~100.4
aB (%) ¥ MIN50T2-1 100.6 100.2 100.8 100.8
©95.0~105.0% > MIN50T2-2 99.3 98.8 99.5 100.0
MIN50T2-3 99.5 99.0 99.6 100.3

Ko RTRBICHTOEAE (%)




(2) HwEEOREESR

FERERAE H - 2018/5/9

O/ Ru vt imgl AET) A% 40C (Y, SmA%E]

AEREE =y k PRAFHIA
<HiKg > & B4R IR 1% A 3 % A
ERN MND1-104 HEDT (LA AEDT 4 VA AEDT b4
<BAtOT gV ha—TF 4 U THE> a—7 4 U ThE a—F 4 VT BE a—F 4 VT BE
WHE (%)  n=6
<304y, 85%LLL> MND1-104 100 102 102
i (%) X
< 95.0~105.0% > MND1-104 99.0 99.6 97.9
(&)
E (N) MND1-104 62 71 70

Ko RTRBICHTOEAE (%)

O/ P ofgdE imgl AET)  #Eadk 25°C - 75%RH [EOL, BEA

RERTE H =RV PRI IR
<K% > H5 LGS 1% A4 3% H
PR MND1-104 B0 7 4L A [SRERP NP W IN SRERP NP W IN
<HBDT 4 VAT —F 2 TEE> a—7 4 7§ a—7 4 VU a—F ¢ VU
WHM (%) n=6
<304y, 85%LLE> MND1-104 100 101 101
i (%) ¥
<95.0~105.0% > MND1-104 99.0 99.5 98.0
(5 1H)
B (N) MND1-104 62 52 61

K RREICHTTOEAE (%)

O Foomebe lmgl HET) #a%E  siE, B¢ [D65 Y6 (4000Lx), v —Ll &7 v

AS: bl
< HiK > H BH A6 30 7 Lx-hr 60 & Lx-hr 120 & Lx-hr
PER MND1-104 A7 4/VA | BHEOTZ 4 VA | ABOT 4 VA | BROT 4 VA
<HBDT AV LATT f 7> e s I s I T
wHME (%) n=6
<304y, 85%LLE> MND1-104 100 102 101 100
a8 (%) *
<95.0~105.0%> MND1-104 99.0 98.9 98.6 98.7
(ZE1H)
wE (N MND1-104 62 67 65 69

Ko RTRBICHTOEAER (%)




SRR E I ;- 2017/12/13~2018/3/22

O Fu ofggE 50mgl HET] oA 40C [EDE, KU AHR]
ABRE E SN PRAEHIH
< JiKE > iy bl 238 1»A 2 % A 3 A
PR n=10 IO FTWHRED | T S TWRED | Z< 5 TWHRAD | T I TWHRED | Z< 5 TUVIRED
< T I FUVWREDFEMFoO| CV0100 [FERED 7 4 L L\ FEHIEO 7 4 VA FERIED 7 4 VA (FEREDO T 4 VA FERIED 7 1 V2
TANDTA—T 4 TEE> A—TFT 4T | =TT | AT VT8 | 2T VT | a—T 4T
B (%) n=6
<1574y, 85%LLE> CV0100| 95.1~99.7 98.2~99.0 97.8~99.0 99.0~100.8 98.4~99.8
B (o D Q-
&8 (%) ¥ n=3
95.0~105.0% > | CV0100| 98.23~99.32 | 97.98~-99.66 | 98.83~101.41 | 96.07~97.55 | 95.40~-99.84
(2%1fE) n=10
W (N) CV0100 80~89 78~94 81~89 81~91 78~97
X BRERICHTLEHE (%)
O/ Mo UPfgsE 50mgl HIE T ok 25°C - 75%RH e, BAjk]
AR H SN PRAEHI
<Kk > F5 (LGS 231 1% H 2 % A 3 5 H
PR n=10 T OTVREAD | T I TVRAD | T ) TWVRED | T I FTVRED | T 5 TUVREAD
< A FTVSRGEOHEMED | CV0100 |FEHED 7 4 VL MERTEO 7 4 VA | HHIED T 4 VA MO 7 4 VA HEHTEO T ¢ LA
T AN TA—T o TEE> A—FTAUTEE | AT T | AT 4T | AT A U TFE | a—T 4 VTR
W (%) n=6
<157y, 85%LLE> CV0100| 95.1~99.7 98.9~100.3 98.0~99.5 99.3~100.5 98.0~100.1
@& (%) ¥ n=3 CV0100| 98.23~99.32 | 99.57~100.17 |100.16~102.56| 98.85~100.34 | 99.78~100.36
<95.0~105.0% > : : ) ) ) ) ) ) ) )
(3%1fH) n=10
W (N) CV0100 80~89 54~58 48~55 52~67 54~61
X BREICHTLEHE (%)
O/ R ofke 50mgl HE T MadE =R, Bt [D65 i (8 1600Lx), vy —L %

AYAS: Bl

il (N)

HERTE H =B T 5
<JHHE > Ham BHAGEE 30 /7 Lx*hr 60 77 Lx*hr 120 7 Lx+hr
PR n=10 T Y FTVRED T FTVRED T FTVRED T D TFTVRED
<2 HFOREOHTIEO| CV0100 | HRED7 4 A 4 ERROT 4 LA EMTDO 7 4 L GRBO7 4 LA
T 4N —T ¢ TEE> a—F 4 T EE a—F 4 U7 a—F 4 U7 a—F 4 T EE
MIHE (%) n=6 | (00 95.1~99.7 98.9~99.9 96.8~100.7 98.0~100.1
<154y, 85%LL E> : ) : ’ ’ ) ) ’
a8 (%) *n=3
05,0 105.00— | CV0100|  98.23~99.32 99.07~101.90 98.83~99.80 97.70~98.21
£EE) n=
(Z54) 0=10 | (6100 80~89 82~103 89~99 83~91

K RREICHTTOEAE (%)




5. ANERUVBHREOREN
PAROrA

6. FlEDEREEIL (MELENEIL)
YL

7. B

(1) BHHER

<3/ Fwe UEE imgl HIEE T >

BFREEIL S DLW TR EMER T A R 7 A S EO—HBUEIC DWW T (CERk 24 /£ 2 A 29 H

AT 0229 F 10 B)

RER S

EE . AAREREHREBRE N NVE

[mldsd M OViRBATR  50rpm (pH1.2, pH4.0, pH6.8, 7k), 100rpm (pH4.0)
CHIE]

« pH1.2 (50rpm) T, AEHERAIR OAGIZE HIT 15 2y INIC Y 85% L FyRH L7,
- pH4.0 (50rpm) T, AEAERAIL OAGIZE HIT 15 2y AINIC Y 85% L FyRH L7,
- pH6.8 (50rpm) T, FEAERIAL O,

- /K (50rpm) TIE, FEHERIKI K AT E BT 15 43 LANIC Y 85% LA Bist L=,

1T & BHIT 15 S LANIC Y 85% LA Bt Lz,

+ pH4.0 (100rpm) TiX, FEAERIFILOARMGE HIZ, pH4.0 (50rpm) DOFERIZFHVT 30

S VANIZEY) 85% L A L7-Z &, 100rpm OFRERITEWE L7,

LIk, Agh O 28 A AR A & ol U722, 2 TORBRIRIZ W T MEFRELRL O

W FRIRIFENMERER T A R T A ) OHELEEIES LT,

(Vs Hi )
() pH1.2 (50rpm) A () pH4.0 (50rpm)
100 100
75 15
50 50
25 —— 3/ FOVESEIng THEI] 25 —e— 3/ FOUEfEIng TEETL
- FEENH (G, Ing) — = BERF (GH, Ing)
0 T T T 0 T T T
0 5 10 15 0 5 10 15
B (5) BFf (9)
BHE ) pH6. 8 (50rpm) A () A (50rpm)
100 100 e
75 75
50 50
25 —— =/ FOVESEIng THETI) 25 —e— I/ FOUEiEing TAETI)
2 - EENH (GEH, ng) - FEENH (G, )
0 T T T 0 - . -
0 5 10 15 0 5 10 15
Bl (9) BefE (99)

(n=12)




<3/ Fwe UesE 50mgl HIE T >
BRI EIESH DO EY) FHIRIFEERR T A K7 A VHEO—EHBIEIZOWT (PR 24 42 H 29 H
AR 0229 5 10 )

ARBR S
EE - AARERFEHREBRE S NVE
[Al#EEL K ORBRTE « 50rpm (pH1.2, pH5.0, pH6.8, 7K), 100rpm (pH5.0)
CHIE]
- pH1.2 (50rpm) TIE, EAERHFIR OARMITE HIT 15 53 EANIC T 85% LA EIRH L 7=,
- pH5.0 (50rpm) TIE, AEAERHFIR OARGIT E HIT 15 53 PANIC T 85% LA EIRH L 7=,
- pH6.8 (50rpm) T, ARAERAIL OAMIZE 1T 15 53 ANIC Y 85%LL By L7,
- K (50rpm) TiZ, FEAESRIAIR ARSI E I 15 5 LANIC ) 85%LL B L7z,
- pH5.0 (100rpm) T, FEHERLHINR ORGSR & H1Z, pH5.0 (50rpm) DOFRERIZIVNT 30
Sy UARIZ Y 85% L. BIAH L= Z L 226, 100rpm ORBRIZERS L7,

LIk, Adh O 28 2 B ERG & b L2 RER, 2 ToMBRIKICIH W T TRFEEKL DAL
YRR ENERRER T A BT A ) OREIEEITES LTz,

(¥ HH R
R W) pH1.2 (50rpm) A pH5. 0 (50rpm)
100 100
75 75
50 50
25 —e— I/ FOUEiEsng TEEI ] 25 —e— 3/ N0 UEEE50mg THET ]
== RERF (GEH], 50mg) ”’ == RERF] (§EF], 50mg)
0 . : . 0 . . .
0 5 10 15 0 5 10 15
BERT (D) BRI (49
BHE ) oH6. 8 (50rpm) R () K (50rpm)
100 100
75 75
50 50
25 —e— I/ FOUESES0mg TAET ] 25 —e— X/ FOUESES0mg THEI]
’ == RERF (GEH|, 50mg) o == RERF (GEF], 50mg)
0 : : : 0 . . .
0 5 10 15 0 5 10 15
B (5 B (59)

(n=12)
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8. EMEMRERE
MEERR L
9. HEIPDOERES OHERHERE
<#E 1mg>
Wik a< 727 41—
TERIECHT BRI R CIEMERR D X 7 Ra o v — 7 ORI E LY, £z,
ZNHDE =T DWINARY FJVEFRI =R O & Z AIZFERROIRE OWIN 27880 %,
<§E 50mg >
SR AT O I E
AREMOER L AKEELT B U U AFIRERIZ D ZWRINARY MV ERET S & &, R 280
~284nm |ZWIL DIRK % 7~ T,
10. HEPOFEMHSDEEE
Rk~ 777 14—
AR« SN
B
<$& 1mg> vl @r M) oAt+KI, K UVCBRIKET N TTTFAT E=Y
LR, VUmR, T b= U IMWRIR
<$E BOmg> VU KET NI TFAT RS LAEK, VU T Y DAk
W, K, Vg AF—/RIK
11. Hif
B LR
12. BAT HAIREMED H LKW
M ERR L
13. FBRMNLELESF - HEIEREEFICET S51HR
B LR
14. Tt
B LR

11



V. ARICEI HIEE
1. ZEERIIZHE
BHLERIE

<%heE - HRICEAET HERLOEE>
AHAOBEHZHTZ-> T, ARFREHFEZOBWEESRZS5C, FHRIRIE LS OZEIS
MEELTWOIREERARLET LI L,

2. BERUVHEE
(N D/&ﬁ1myazin
WE, RACEI  Faev@kfiime LT img 2 1 B 18, &R+ (8 180mL)
DK (X iméi%)&k%’@mﬁﬁﬁéo
¥, RA%DZR &S 80 SITBIC2 6T, A OKEBRL) WONCTA O FEA DR 1R
HlETHZ &,
[i J Ko UfEsE 50mgl HIE T )]

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 SERALDEE>

[T/ FOUBRSE ImgTBEI], =/ FOUEfE S0mgIBET ] #iE]

BHIZ BTz > IR DO R A BFEITIRET 5 Z L,

(1) ARFNIAK CUIRD EH) THRAT D Z &, KA OEE (Ca, Mg D& BDOF;
IZEWIR TN T +—F—%5Te), BYROMOIER & —FEICIRAT 2 &, TR
BT D2 ENHDOT, KL, ROOBERNCIRAL, oA%< Y
30 Z3 LKA DOERAE 2 RET B,

(2) BEXVRF~ORIWEROARMELZIRT ST 57280, HLNIHEN~EBEIE
HZENEETHD, RAICELTE, UTFTOFRHICEETDHZ L&,

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

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

3) BEEREITEIRATNCRA L2z &

[S/ FOEssE 50mglHETL]]

(3) AFNX 4BIZ 1 BIRHATHHEATHLTD, RMASNRNEIITEETDHI L,
AROIRAZENTHEGIE, FRIC1ERMTSZ &,
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3. EREKRTE
(1) BET—421\v45—o
MR L
(2) EBERME
M ER R L
(3) ERRREERR
MR L
(4) BREMHER
MR L
(5) HREERIEAER
1) BEALEETRAERGHER
M ER R L
2) HEEGEAER
MR L
3) REMHER
M ER R L
4) BE - WEHRR
M ER R L
(6) BB
1) SEABERE - SECEARERE (FIEGRE) - RERTREBRRER (TIREERKEER)
MR L
2) RBE&EH L LTEEFTEOABTRIIERE L -HBROBME
BARSANA
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VI. EEREICEET HIEHE
1. EBEZRNICEEHHILEMITLEHH
B AR AR — R

2. EEEH

(1) R - FRBF
B AR AR SR — M, E IR X B BRI OB OBEYEEREE T TR D AR E
ARICHL D IAEN D, ZOREE, BEMIIXT A h— A2, BWRIDHEH S5,
I/ Fe s =RicsEsh D,

(2) ENEEMITHEBRAAE
U ER L

(3) {EMRBRRE - FinbkRE
U ER L
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VI. EMEREICEEY 5IRE
1. mMAREDOHRS - BIEE
(1) ARELEDGOPRE
BRI L
(2) mEMPRESERRE
(THEPRFAER CHER S L7z i HIREE | DIESM)
(3) BRFBRTEEIN-ODRE"
<3/ Fo fg$E imgl AE T >
BRERLOEWZLRRENERBR T A BT A DO —EHSIEIC SN T (CERE 24 4£2 H 29 H
AFEARZ 0229 5 10 )

R/ Ro U EsE imgl A& T) R OMEHERIF %2, 7 o A4 — "=z L 2 168 (2 /
Ru KR & LT 1mg) BEFERRA S FISH R R A& G L TR < 7 N e R
ZHEL, SN YEHRE YT A —4% (AUC, Cmax) ([ZOWTHEEN 21T ->7-, T D
FEE, AUC 1T DWW TIETRHEE O E D 72 D 90%(EHEIX ]2 1og(0.80)~1og(1.25) D#ii [ N
THY, Cmax (T OV TIIREAE D D ZED3 10g(0.90) ~1og(1.11) T, »o, IAEHRERT
HET DT R COLRMTIHEHEZEHNEL L Ce, 2L 0 Ao A a R S0 0 iR &

iz,
(R ERR) X7 A — 4 ]
HENRT A—H BENRTG A —H
AUC: Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
2/ Re UlRbE
Img HET 1.266+0.693 0.34866+0.24234 1.169+0.638 3.24+2.84
Y R 2 .
PR 1.338+0.659 0.34731+0.16560 1.203+0.544 2.75+1.20%*
(524, 1mg)
(1 #e#¢ 5, Mean+S.D.,n=43) ¥|In=42
(ng/mL)
0.5- —— 3/ KO sEImg [HET]
g% ~ -o-IRMERE] ($EF, 1mg)
EF' 044 1l 1§83%5, Mean+S.D., n=43
j’
K 0.3
|
-
;&02
Pl
K041
0 . . 4]
16 20 24
BERE (hr)

PR EE I ONS AUC, Cmax % 0/87 A —X 1%, BRE OBR, HROBEALL - 1
P4 DORBRGMEIC L - TR B MRS 5,
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<3/ Fm ofgsE 50mgl HE T >
BRIEIR G DAY FHIFRIEMNERBR T A R A4 EO—HBEIZOWT CERli24 42 A 29 H
HRAFAFE 0229 5 10 &)

X/ R UgdE 50mgl HIE T R OHMEHERF 2, 7 o A4 —_"—kIck v ZnEn 18 (2
J R gk Fi & LT 50mg) fREEPARMZ RIS R ERR O &5 L iR < 2 Fr v
FRIFE 2 E L, 50N 3EMERE X X —4% (AUC, Cmax) 122\ T 90%/5HEHX MIEIC
CTHEFHRNT 21T > 725558, 10g(0.80)~1og(1.25) DEIFHNTH ¥, i Al D A F 0 [R) ENE 23 e

RSy Wi

MR ERRE) N T A — 4 ]

HIENT A—H BEINT A —H
AUC Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
2/ Fua UmEE
50mgl B Z T | 50.09+27.07 13.28+10.62 1.65+0.78 6.9+6.0
FEAERLA
+ + + +
(5e%1, 50mg) 50.08+25.72 12.94+6.89 1.52+0.79 7.3+6.1

(4)

(5)

(6)

(ng/mL)

WMHER\ O« </ BEE

0 -

ja—y
(&}
i

=

(41}

(1 $2#5-, Mean+S.D., n=288)

—— 3/ FOR#§E50mg [HETL]
- -1EHERA (3EF], 50mg)
14835, Mean=+S.D., n=88

32

40 48
B (hr)

MmAEFIRENONT AUC, Cmax %D/ 3T A—21%, #ERFE ORI, (KEROBRIEEL - K
ORI K-> TR D RN H 5,

thai
AR L

BRE tHEOEE
(vt - 7. #HEAEH] OHEZSH)
B&EH (REaL—Yay) BFICKYHBALE-ENERNBSIREESHER

LR L
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2. ¥EMEER/NTA—4
(1) BHAE
ZUERR L
(2) BPLEETEH
U ER L
(3) "LATRLFEYT«
ZUERR L
(4) HEREEEH
ZUERR L
(56) VU7 VR
BRI L
(6) HMER
ZUERR L
(7) MREAHEIE
EUERR L
3. R
BRI L
4. 5
(1) Mik-KEFEa%E
ZUERR L
(2) mi&k-KadkRIFMEE M
(TVIl - 10. 4k, pEfm, RAMF~OEG] OHESH)
(3) At~
(TVIl - 10. 4k, pEfm, RAMF~OEG] OHESH)
(4) HBE~DOBRITHE

ZUERR L

(5) ZDoMB~DIHBITHE
R L

5.

(1) KB R UK ERERE
ZUERR L

(2) KEICEAET 2EBFK (CYP4S0 %) D4rFiE
ZUERR L

(3) MEEBNROEERVTDEIE
R L

(4) REPOEEOEERULLE
ZUERR L

(5) EHERBMOEERN/S A —4
ZUERR L

17



6. Hitt
(1) St R UHE
LR L
(2) Hip=
AR L
(3) it
R EEE R L
7. RS VRR—E—IBT BIRE
LR L
8. BMHIZ& DBEE
LR L
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. &2% (ERLOIES) 1T HHEE
1. BEENRLEETDER
AR L

2. EENBELE0ERA (RAIEEZED)

[ (ROBHIZEBELEWNI &)]

(1) BERAE T 727 (REMEARREE) FO/EmRRLZ BILIEEEOH HBEH
[(ARANOEEBBEASEIES 5 2 22XV, BERTCE T 2EITERZRBLOfERRED & <
725, ]

(2) ARARFIC K% 30 0Ll B LTWnWA Z D TEARWES

(3) KEIDRGY & DI D B AR AR R — hRIEAN K UIEBOE OBEERE D & % BFH

(4) A&V T AAED B (LG A L2 D MEDMET LKA L2 D S EORER 23 E 4
HBEBENND D, ]

(5) I SUFIEIR L CW D ATREMED & D N (T, FEdm, WIIMmE~ORE] OHSMH)

3. FEXFIMNRICEET HERLOIBLEEDER
(TV. JBRICEAT2HA ] OHEBH)

4. AERUAEICEET 2ERALOIELETDER
(TV. WWIRICEET 2HE ] OESH)

5. REREABTLTNDER

(1) WeFNEE, mER, Ha, +f68hx, NIHEGSFO LEEEREN S 588 [
THALE RS RT L, FIBER 2R3 2 L3 H2 0 TEMKEZE{ ST 82NN H
%, ]

(2) EELBEEOHLEE WP EBIET 28T 1H 5. ]

6. EELGEXRKIBLTOERARVRESE

(1) BB 2EWERANIME SN TWADT, ZALDIERNS bbb HEIT,
ARORAZHIEL TREEZIT L ORET L L,

(2) BHERIEORIEIC= A ha v RZ, MEUAOERNEE L TWHZEbHDHDT,
BRI LTI IO L) REREZBETLILERD D,

(3) [R/ FOUERSR ImgTHET]]
BEORFICEEZ NNV U T A, B4 20 D OEBRAR D258, vy Aty
I D EMETHE, 2L, DAL T AHRAIKL NI T L, TV =7 A,
~ 7R LEFRBNL, RAORINELT D2 ENHDHOT, AR ZZE 2 TRA
S5z L, (MBAEEH] OHEZBMH)
[2/ FO B SomgIBET] ]
ARNBEHZIL, MGV T MEME T T 2 RN H 5720, MiEH LT LADLEH,
WCHEEL, MEISLT, IVYULAROEE I D 2T s28, 2120, Ay
U AR OV T N, TAI =T A, v TRy AEARAN, AREIOWRIL A
FHZERHHOT, RARNEZEZ CURASESZ L, (THEEH) OERR)
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!

&

(4)

(5)

(6)

AR AR F— FREANC L DIEHFEEZIT CODEEICB W T, SHEEL - e Eik
WHLONDZENH D, WESNTIEFI DL < BRI OEE 6T 5 IR ER e R
WUE PSR PTREGRIC B L CRELL T D, U RZKT-& LTI, EBHEE, (byRE,
MAEFAERESRE, avFaxTaf N, BERIRE, DEO A, sRHLE OBE
LSRN TN D,

AR OG- BLARNE OENOEBRRIEZ MR L, MBS U T, BE Ik Ly 72 s R
MREZZIT, RENLZERLEZ CX LRV BFEE TR LHEET L2 L, RRIESL
HIARBRAY 70 B BHLE S LB 72 o e B IR BI ORIEEZ ZET 5 2 &

Fio, DERNEZHERICERSZ L, EHMRERRELZIT L2 L, WASZRHIIAR O
2 HwRHERNCS M L CREM 2 ERLEIXI T ARV BT S e 2RI+
AL, BENEOLNZGEAICE, ELICHER - nEAREZ2T 5 L) IcfRES
LTk,

EARARL— FREFZHEH L TWDEFITBWT, SNHEEEENIEBL LT & O
ERSDDH, TIHOWRETIE, HORBYIMEIZEE L CHBLLIEF RO HILD Z
b, AER, Him, HREOERN R HBEICIE, HREER+=Z23 5 X 58
THZ L,

B AR AR R — R REHZEHFEH L TV D EBEFIZBWT, FEIMEME TR 1
£ KBEEHET T, AL KERE B8, IR BBl EOIEEREINEI LI LD
WERDD, ZNHOWMETIE, EFIIEZ 2ECARM S8y HAlC KRR, &
B, BB Z I B W THIBAAREDO LN TWARELHDH T Enn, ZO L 95 RERN
RO OLNTHEITIE, XBRRESEZITVY, EURAEZITY 2L, £, mAEOFT
WAL DAREER DD Z Ennn, FITCIFER I E & 2 HE12IE, RHU oA D
TEREZHRL, XMREZITH 2L, HEICBET 228, XBRERIIZERE D
RS, RS2 A A O TEY, D X 5 RGA Il 2B 2175 2 &,

7. HE#%H

(1) FRZER L ZEDER

P RLRRER L

(2) FRZEE L ZEDEMR

GtREE (BFAICEEIT S L)

A4 % B AEAR - i E T T B fE R IA
KU DR, &Y [FIRF R4 5 & ARAN ORI | R FNL LA A A >

il A A (s w b, 8k ~ 7 | OREYCHEH 2 BT - IR L | D & ARH oW % K
FTU L, TAI=ULE) GHEEANNNE S, BEERETLZ L, TsED,

BRI PARS O L ) REm Ny | BEEZ3BFNRNHHDT, K|EEEKEZE/RT D2
U LEHEREY FIORRA %D 7< &b 30TER | 08B DHDT, PR

SRTIVAY EZ I H
| e 751 2
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8. ElI{EH

(1)
(2)

1

2

3

4

5

(3)

(4)

BEMERDOBE

ARFN A FH Rl A S O RIE TS B L 23 B & 72 2 A 22 560 L T 7Ry,

EXGEER & RAER (CL T, & THERH)

) EERHAEERESE - + AR, [iRGS0 LMEERER S DN D Z L3 5

DT, BIEETDIATV, BEPBED ONGEICTHR G2 LT 572 8, @yl diE

21T9 2 &,

) SREIEE - BEEML  HEEE - HEEURNHLODOND I ENHLHDT, BlEE
FATV, BEDPBEO SN HEICIT R G 2RI T 570 8, WURLEEZIT I Z &,

) NEEBER NN HEFEERDH b DZERHHDT, BlEsHoIciTyy, BN
MERO LG AT G 2R IET 572 8, MURMELRTTY 2 &,

) KBRBEETFT, EXBRERHE, EMREEFHRHBEOEEREFHR - KIRFETT,
VAL RER B B85S, IR BB B W COEER BT E2AE D2 ERH DD T,
Bl %2 +731AT0, BREPRBD ONGEICIIE G2 ILT 570 L, WU 0E 21T
2z,

) FFHEERESE, 3|/JE : AST (GOT), ALT (GPT) %0 EH %05 IFineksss, HEN
HHbNDZENHHDT, BEE STV, BENIRED OR-HEICITEREZ2H
1B, HEERAEEZITH Z L,

EXLEIER (%)

EAIILS I LMSE : tho B ARARR— FRIEHNZBWTEE, 72 =—, LT, %

RN, QT RS2 BNV T AMIERS LI D EORENH L DT, Bl

FAFATV, BREPBD LN HEAICTHR G2 PIEL, WURLEEZIT) Z &,

ZDHOREIVER

ROBWER D HHDLND Z LN LHDT, BEPZEO NG EIITHREEZT T 572

EOME R E AT I Z &

(E/ FOVESE InglBET]

1 A

B B OE | B, O T UATEER

W (e E-E%KR@,@%,%%,@ﬁﬁ%é%,%b,%%,Tﬂ,ﬁﬁ,@%@
i, LR, BFRIE, DN, DEX, 0¥, WRE, 1 OKR

m B | BMERED, ARMERNED, MRS, BRI

P P AM%&ﬂUL%,ME(@W)L%,v%ﬂPL%,HU»HVﬁ%,Y»ﬁ
VARA7 74 —¥ EH, LDH L&

B & | BUN L&, REgLH, 71 7F=2LF

- BT mﬁw»yﬁA@Q,7wﬁ9$x77&~€ﬁ9,m{@HOiﬁn%-%%
o (B8R, &, SR, DUBOE, %W, BW%)

BRMER | LONW, LE5HRE, DEV, BHE

2 0 a9, :vx?m—y%m;%%,%%%,@%%%,%EE,EEL%,E$
Uy bR, f Y o wd, BimiE, e
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[E/ FO VB 50mgTAET]]
N

B B OE | B2, O T UAX—EEER

M op = “ﬁ"- H’E%BK‘I%@%, Hﬁﬁ?, H K, @/ﬁf@kﬁ@_ﬁ %L“‘) Mg, R, 15'%& JEER
Wz, WALARR, BEKAIR, OWNE, OER, 108, @AM, OO

i & | BMmEREY, JRMERED, MR, BB N

- e AST (GOT) bS, ALT (GPT) ER, v -GTP EH, ©ULES ER, TA%
YRA7 7 &2 —F L5, LDH L&

>4 fi# | BUN L5, REgLS, 7L 7F=v LA

. BT 7@%U$277f B, v o Lgid, CK (CPK) EH, /- 8%
St (BIETRE, EsE, ARPE, PUER, K0, EIRS)

BEHMER | LOW, LB, DEV, R

2 0 fags, = VAT a—VHE, BB, B, mlmpEds, e, mE LA, i
by BE, ) ), BT, B

) SVEHROR (RAG-% 3 HUPIZZEEH L, @EITEA LINICEE T ) (S8 T 2RE 2

/E\UO

(5)

(6)

(7)

BERAEEAREHEERVERREERE—

MR L

ERER, AHHE EEERUFNOERSERINOBERAREHARE
MR L

EM7 LILX—I2x7 5B RUVERRE

1)

2)

BE  AF OIS & D WO B AR AR R — b RIAN I LIBBUE OBEERE D & % A
FliFgG Lz b,

FOMDOBIMER  BHEUE 82, T O8E, T LAX—MEER) NROLREAICIE
B a2PIT 57 E OB AT Z &,

9. BlRE~DRE
AR L
10. 48R, =R BIABRE~O#HE

(1)
1)

(2)

TimE

I OISR L W D AREME D S s NiiZ 5 LanwZ &, (o B AR AR R— b

FIFH & FRE, AFERER (T v b)) IZBWT, BV T AMEIS & 5 ik ok R

LEZ LNARE O NI HAERDIE TERNL SN TWD, ]

EARARA— FREANIH LB IR A ENTRICEHBER~R 2 IR SN DD

T, IR 2 REMED B D s A~I, 1RIR LOFRENEBRIEE LA 2 LR s b
HFCOHREETH &, [RHEREA~ORTEIZIE AR AR — MREROEG & - #)

FICFERE T %, B AR AR R — FRIEH O F IR HALYR F TOMIRM & falt: & oBEX

B & Clde . ]

RELR

AT O NIE, AFEE R IIRALEFIES TS 2, [(BEW (T ) ~&E5 L

e, HHHRICBIT T2 Z e RENR TS, ]
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11.

Y %%’\G)EE}

AR E IR AR, FLUIR, ShIR XA/ NIRRT 33 5 Ml TfESL L TuZewny,, (RS
IRTRN,)

12. BRRERRICRIEZTEE
YL L

13. BE®RE

(1) fER ARV VT AdfgE, EETHLE PR
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