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(2) BRE
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e
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* :5ny bR/ MEL R KIE
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* 5 By hOEHME
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1-A 2% )—)VIpHT FEEIK A I
1-A 2% )—)VIpHI10 FEER A I
14245 7 —/0.1mol/L 7KfEE{bF K7 2 A I

(7) EDfDETREE
A 1.0 g ZF7ICE WL TR AEILTZK 100 mL (A LT pH 1E 4.0~5.0 TH D,

2. ABESOEEFETICHEITIREL

(1) FEFHTICBITHREK

vy RIS TRAFHIH] RAFIZRE fEE S
EHfRERER | 25°C 36 7 H THEARVZFLUEAD HEN
Ty A/N—RT A
(& R)
sk ER 40°C, 75%RH 6 nH TEHARIZFLUNAD HLEMN
Ty A/N—RT A
(#PA)
TR 80°C 12 HARAHBH AT ARBRE | 48RRI
- (PARR) HZ AR 7
i 1%LL F s
%ﬁ Vi e 25°C, 85%RH 4 JEH 14,777 2 HEN
25°C, 11%RH (FAf2)
¢ E=ti] 600 R BT A HEN
H AT (120 77 Ixhr (BAfe)
(2,0001x) (FEHPRS &)
AEREE - PRI, pH, IR AL FOIR Rl o A 9208) | fli R . K0 e, & &

VIR DOWIERE |



. MR HIEHE

() HmH A RICRDERY
H O
! ]

P (OH):

2-phosphonopyrrolidine

A b7 245 °C T 1 RFFRENT D& TR & L T 2-phosphonopyrrolidine 23 [ S 417,

3. BV OERRARE TEX
feaRakBryE © AASERS T7L o Ras B oKk c ks,
E ' c AARIERS 7L Ras B o LK LD,



V. HFICEHT HIER

1. HlW
1) FEonRXA5
VRS (X 27)

2) HADHERUHER
HECLTER AR PETES A

(3) BBIa—F
BN

() RAIDME

pH 5.5~6.5
=R 0.9~ 1.1 (0.9% E B B HAKIZ KT 5 1)
K AR L
b 1.0076
ZARTpHIK MR L
(5) =Dt

A ORI ORI ZIEOFE %
WEHOAE - AFNTEEAITHY, HREERBRIEDO AL T T T4 NH—IEIZ IR
LX L ZhICEST 5,

2. HE|DOER
(1) DR GEERS) DEERUFEMY
W44 R E o H wHE Y27 900 pg
ARGy | 100mL H BR TLURa BT RTAKFI 1,175 pg

(7L Ru el T 900 pg)
VNIl X (o WAV WVANNEZ =g o WLV AN/ Vg '

Q) EREFORE
MG R

() RE
MG R
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V. RF|CBII HIEE

3. FftBEMREOHEMERUVEE
BN

4. N
AN

5. BATORENEDSH SR
B TR CTRAT B HEIEOHLWEITROL I ThHD,

OH o. OH
Oyt ) NH
‘P—O\ 0 (HO),(O)P "P—0 2
HNCH,CH,CH,COH HzNM( ,Pf HzN\/\X
HO p_g H 0—Py  P(O)HO),
VRN IS0
O OH HO
4-Aminobutyric acid Cyclic pyrophosphate Dimetric anhydride of ( 4-amino-1-
(GABA) hydroxybutylidene) bisphosphonic acid
(Dimer)
H H O]
l L
:N: O :N: P(OH),
2-Pyrrolidinone 2-Phosphonopyrrolidine

o, TARTOREMERBRIZIN T, HIERMITRED BTz,
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V. HFICEHT HIER

BAOEEFHETICHBITAREN

PR PRATZRAF PRAFIERE PRATHAR AER
. 25°C, TIAF o8NV 36 9 H L
TR AOURI S ®
s 40°C, FIAF oA T D | 65 f B
AR 25%RH LA F | 4482
YL 50°C FIAF oI EN T | 35 ] BTE
sha% "
60°C TIGAF R ZRBEMRRDSI
Hhgx D oo o REE
. DA, TR B D
i IR A3 B 12 8
= HEHNOELTH-
5} =
= ot D65 T 7 | TTAF Ny FeMREE (1207 | &©F
shag D Ix-hr LA |
AT SRS R =
FILF—
200W-hr/m? 2L _E
—WEEETD | 25°C, FIAF oA 65 f L
i 40%RH
40°C, FIAF BNy SR, AR
25%RH AT DWENRBO LI
77 2. BFEL
OEEMBFRD BT
DEENOLE(TH
277,

a) RV 7L BNy 7 (— R a1 %)
b) KR KW 7 L (Z PR ELEE)
ABRIE H : MR, fERGAER, pH, IRBELL, U RS BREE B RIRTERY) . RNAEMERChL -

E, &8 (EREE) , MR &

RRERVBREROREN

LR

fibFlE DS E L (MELFNELL)
N BINE~ T R DA U LRSI & TR T 5 LB DD T, LD I

NI~ T X0 Do E AT D RMER TR L2028,

i danf i
A
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V. RF|CBII HIEE

10. -
1) FELSDELGRR-AE, NELFRRCER-QECETH1EH
BN

) 8%

100 mLx1 4§

() FiREE
ML

4) BEROME
o Gk RN b a=1=g PN IV A WA T YD S )b = S PAVZ: [F 2N

TR KRRRAERTE T v 2

11. RS HEME
LR L

12. ZDh
Rz
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V. ARICEATSIEE

1. FEXXIIHE
EHLRE

2. REEX(IENRICEEYTHIRE

5. MEEXIZZRICEET HEE
AHIOERIZHTz> I, BARBREF2OZWREESE LS E 0 BHRIEEDOZW
DIEEL CWDEEERETHIE,

3. HERUAERE
1) RERVAEDREE
WH . RAZIZ4 B 1 A7 R gl LT 900 ug % 30 43 BLE2NT CRiE i IRN 595,

(2) RERUVAEDRTEE EN
IR Bk ik B (GTH-42V-003 FR5R) (2381 DA 450 pg/2 3. 900 pg /4 ¥, 1,200 pg /
4 FREE 35 mg BERED B 12 3% OREHE (L2-L4) 5% 28R (L ERHEIE B ) 28 [FIFRE T
ooT=Z e, KD E TR BB EV 900 pg /4 182 A5 0 2556 ik &L L G
KL=,

4. AERUVHAEICEEETHIE
R ESIL TR

14



V. aRICEAYSIEE

5. BRERAIE
(1) BERT—21 05—

HAGEHERICHWEER T — 230 r =PI F O LB THD,

R X5y R4 BT A 5
I H[a G5Bk | 77 'A% A AR NPARE e 60
B iR
CAGE e | 7L RFox—b 35mg HEXT R AARNPARE ZctE 24
2 300 2 ic koA — R —
F—7 kR
SEIFH MER TR | 7L For—h 35mg SEX IR A AR N BT W) B HLERIE &
B iR PEEE 225 4
EAIGE FHS R | 7L Fr—b 35mg SEX IR H AR BRI T B HLRRIE AR
B R R # 325 f3
AL BEIRIEPRERER | A —7 3Bk HARNARSL LT, B
FERE E 5 7 ) OB BB A
TR (R, PR &
FE) 26 )
(2) EREREEHER
1) BERNE R E & 5 R AE ¥

PR % 201 60 151 (A7 2 AR cF 52 59 451) (2 ARA 100, 200, 400, 800, 1,600 K& T 2,000 pg %
30 3 CHRLETEF RN 52 771485 B B B GRS T T Z2ME L ORE
P, il RIZOWTRFIL -, MIEERMIRE L, 2 HFHIB O T the 238 5-B1467% 30 43
(Frfoed G4 TR ITBD DAL, Cmax X Y AUC IZHEAHBIME D B,

e 5-BRAATE 48 IRFfE ETORTEIR P3Pt 5 K O R 23l L 7o R B 5-BRAAKRD 48
R T (2,000 pg BEIE 36 B E T ITRG-ED 50 % 0N PRS-, $7- &% 58461 48 K
T (2,000 pug BEIT 36 KEF ET) OFRYHEIEED 90 %ritknd, B 5-Bith% 8 Refl £ Tl
ST,

& 5.4% 28 HIZB WU ~—7— (uDPD }2 NuNTx) DZE L Z st L7=E 25, uDPD OZE (L3R,
100 pg £, 200 pg . 400 pg #f, 800 pg #f, 1,600 pg #E, & 2,000 pg # TEEI-9.7,
9.7, —21.6, —16.4, —38.1 X U-35.3% T -7z, 7. uNTx DZEALFHIL, 100 pg B, 200 pg .
400 pg Bf. 800 pg . 1,600 ng B, KT 2,000pg B TENEN-10.0, —13.3, —17.2, —43.2,
=50.9 2 U33.7% Cdr o7z, 35 mg $E (35 mg/ilH) 38 1 [A], 4 B 5 L7 FRIZE 545 uDPD
Je OuNTx DD #EA RIOFRE R A A LIAE R, 1,600 pg #EIZ351F % uDPD £ L3 (-38.1 %)
& 800 pg BEICIITD uNTx 2L (—43.2%) 23, 35 mg $E (35 mg/i#l) &% 5.0 uDPD Z{L3*
(—38.4 %) & uNTx (L3 (=39.9 %) P LIFE[F L THAHZ ENH LN T,

AR ERE-SITZ 60 BlDHG, 49 BT 132 HEOFFRELNBFELTZ, 2055 32 #i] 43 1413,
AANEOR RBIENE E TERORIVER SISz, BIEFAZEBLEIX, 100 pg B, 200 pg B,
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V. ARICEATSIEE

400 pg B, 800 pg FE. 1,600 pg BE. O 2,000 pg BECTENZEH 37.5(3/8 #) . 62.5(5/8 ) .
50.0(4/8 1) . 50.0 (4/8 #31) . 50.0(4/8 i) . e O¥ 75.0(6/8 i) % T -7z, 77 BHREETIE 50.0
(6/1215) % T o7, A EFFR L OEIERHORBLF L G- 8L O MITIZIMHELRBIRITED B
TRhxoT=,

() AFN DO ARSI ik 8T 4 B2 1 [\7 L Ra gl LT 900 pg SiEEIRNEE S5 TH D,

2) BB IERMENREHER 1
PARE 1% 2 24 1) (AN HEREAT RF 52 23 1) 12 AAl 200pg HAIRIRFHGESIRIN I 5 M OF 35 mg
(35 mg/i#) BRI O e 52 2 /300 2 WIZ KD a2 — S —IKITITV Y, BRI O 544 30
B FEEE ST BRO BRER PRt & % O R 23 L7z, FroF SNk 0GR
ORI SR DAFNOERIR A HEE LT,
A 200 pg B K& ON 35 mg HE (35 mg/#) BEZ 1T D% G- BHARIE) DB A% 48 R T B HE
PR HR BB O S EEIE, 98.6 pg K TN 103.6 pg THY, BRI EE R LTZ, AFK| 200ug BE
J O35 mg $E (35mg/i) BEOWF AU W TH I L-BiliaT 8 IFFfH £ TIZ 48 I £ COHR &
D 80 %LA EAHEMES D ZE N RS, 5 5-Bllath 48 el £ T R FEIR PPtk = o g far
EEMEIL, AFA] 200 pg BET 49.3 %, 7L Rux—h 35 mg $ERET 0.30 % ThHh-o7=,
P G-BAARE O A 48 FEIECTOT LU Ru o R pPEIER IOV T, liEIE O b (35
mg FE/AFH] 200 pg) & FHWTRD -4k = L 0 A=W IR SR D S SE LT 0.60 % T
o772, 35 mg §i (35 mg/ill) DAY FEHIF RO KA D R HE - AF] 200 pg @ 2 8
1 i85 P HE 78 FH B0 420.5 pg Toho7z, [RILL, 4 W AR Y B g R H BHEEM I 840.9 pg TH
-7z,
ARARBRPNCFBIL A FF LRI, SR G-%05 23 Bl 12 Bl (FEFRIEBIER 52.2 %) 16
fE. B D515 24 5 12 41 (T HHRIEBLR 50.0 %) 18 fF ThoT, JEL, BERAFF
£ HEOAEFRIIR AFFRITEIDT LI -oT,

(1) A D ARSI v B 4 812 1 BT Lo R ge LT 900 pg AiERNE 5T b,

3)ENEHEEE T EEICH T OERRREHER 1
B 1% OB HERE IE 7 5 K OV R BEAR T SR 26 {51 (B 2 ST A ek 52 25 f51] : B HE IE 7 i %2
6 131, MR FEA T AE 28 i, Ho A EEA I RE3T B, o BEAR HE 44 ) 1T A 900 pg A HLIET
MRANFE-L . SEMENRE ) OVt 37 a4 — 7 R BRIC KO RRGET L2,
FHIERYENRE T A—H DA EEEIL FRIRT LBV THD, Coax KOENIVT T A
(CLnr) [ EBBECIRIERBROEE /R LTz, AUC K Y AUCine I XBEREOAK TSI CTHEINL 72,
B IVT T A(CL) K OVE VT 72 A (CL) 1B RE DK F IR TR F LT, ¢ 5-BRMh#%
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V. aRICEAYSIEE

48 IRffE] £ TO BRFEIR it e OB RRIR =i 3, 8B K& O S BB RE AR T REIZ I
TEHRBEFHIVE L
SEWENRE T A—4 L eGFR ZHEARIZENFLIZEX, AUC L Y AUCint 13 eGFR O FIZIGET T
H3ANL., CLr 1% eGFR DR FITIGC TR R L72s —77 . Crnax XU CLanr 1% eGFR EDAHEE IR
LI T,
KEINFEE-SNTZ 26 FlDHIE, 23 B 52 fEOEEERNBD SN, TOWNRIL, BHEET
HRET 7 6Irh 561 (71.4%) 11 4 BEEE, A5 KR OV BB REIR T RECENZ 0 8 11l 8 43l
(100.0%) 20 14, 7 51l 6 1511 (85.7 %) 10 4, 4 Bl 4 41 (100.0 %) 11 T o7, AFBERTITE
A EFEGOHILICEDLI A EELITR DO LN 5T,

%1 EHEREIE R TE: 90 mL/min/1.73m? = eGFR

2 TR RE IR T RE : 60 mL/min/1.73 m2=eGFR <90 mL/min/1.73 m?2

3 R RERCOEEEE(R TR 130 mL/min/1.73 m®=<eGFR <60 mL/min/1.73 m?
X4 EEBREE TR 15 mL/min/1.73 m2<eGFR <30 mL/min/1.73 m?

EEEDIE/ S A2 B EHE

RSy %X%%JEE 0% L P FAE B Hh 2 R AR rien L R RE

IEFRE 1K T RE 1K T RE K T RE
Crmax ( ng/mL) 70.9 74.7 76.0 74.2
AUC(ng-h/mL) 93.3 100.4 112.7 122.5
AUCins(ng'h/mL) 96.3 104.6 118.3 133.3
CL(L/h) 9.3 8.6 7.6 6.7
PR PR A (pg) 423.7 445.7 298.0 154.5
BRIR PR (%) 47.1 49.5 33.1 17.2
CLr(L/h) 4.4 4.4 2.5 1.2
CLnr (L/h) 4.8 4.4 4.9 5.6

(3) AERIGERRHAER
] PN ZBTTAR F e i kB 12)
IR THA B HLERIE Lo R (DRI kT 52 224 1)) 56 81T, AHI 450 pg/2 ¥, 900 pg/4 ¥,
1,200ug/4 8% R FIRN T 5-L | #5- 12 B#% O AR OZEPEZ-DWT, 35 mg $E (35mg/
W) Zxf R EL T, Siiak 45 A B B RIEIC KO BR T LT,
#5512 1% ONEHE (L2-L4) OB # BEA b ERIE, A 450 pg/2 3, 900 pg/4 1., 1,200 pg/4 #8 M
O 35 mg $i (35 mg/il) BEICH W T, /b IR BB TENLH 3.4, 3.0, 2.8 KLU 2.6 %THY,
FHREGHETHR GBI L TR BB B E O INZ R Uz G5 8 p<0.001),
35 mg $E (35 mg/il) FEITKE T 2AKIREL OREMIETIX, A BRZETRO bivieh Tz (G55 # Sy
M) o 72, KN 900 pg/4 FREEAH 1,200 pg/d BEEOLLEETIL, 35 mg §E (35 mg/##) BEIZ% 9
DHRER ZDENINTRRD bR oT,
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V. ARICEATSIEE

R~ — T — BRI~ — D — B~ — I —1%, S G EERE CRIFRE IR R Lz, £z,
LAPEIZ OV TIE, 224 1511 (450 pe/2 BEHE 54 41, 900 pg/4 HHEE 57 51, 1,200 pg/4 W 58 i,
35 mg $E (35 mg/l) #E 55 ) AR GUTMNT 2 T ML A FFRORBFRIL, 450 pg/2 ¥, 900
ng/4 . 1,200 pg/4 ¥ & O 35 mg $E (35 mg/lH) HET, L4 64.8, 66.7, 62.1 LT 72.7 % T
HoT,

LU XD B HEIN K OVE WIS E I, 450 pg/2 FRE, 900 pg/4 B L ON 1,200 pg/4 ¥
FEOWT NOEGREIZIBWTEH, 35 mg § (35 mg/ili) 1 1 [Bl8 5-RpE[EFEE CThAHZ LD RS,
AR OEFNEM &L, VD2V E TR GBS REEZEOFIEMEL M LT 56F 260
72900 pg/4 H EFERRS LD,

(15) AN OGRS T i FIEIT 4 3812 1 [E7 Lo Ras e LT 900 pg milfErIRN G- Tdh b,

(4) HREERIEER
1) B@hiEmREEHER
OEBLAITRAERGHER
M ERRL

QLR

a) BB ERER

BERIZHIT5FE MEREABHER
IBAT B FLRRIE FB A CHZIMEREA R 5 325 B, OB B HEBE 1L, A4 (900 png/4 #)7/162
i, >t FREE 35 mg $E (35 mg/i#) 12/163 i) (236175 52 WD B 5 HalBRIC T,
HE (L2-L4) ‘B 2 FEH ISR ORBHER 2 X 1 IR U, %5 52 %I DIEME (L2-L4) B
FE EVENNER D fe /N ) E £ SE 1%, ARAI (900 pg/4 ) # 5 6.120.3 %, XD 35
mg §E (35 mg/il) #&5- 5.50.3 % Th-o7z, AHI(900 ug /4 ) F5-L35mg (35 mg/
W) $ G- OIEHE (L2-L4) 5 8 BRI =R (% - 52 %) Of/ N " FEHIEDO (GED 95%(F
FEX M) 13 0.60 (-0.22~1.42) THY ., &A1 (900 pg/4 #) £ 513 35 mg §E (35 mg/i#l) £ 512
BOIRNZEBRFES IV, ETo, KRG B2 BN ORISR X 2 1R, &5 52
T IT KRR B8 IR O e/ 3 PHAEESE 13, EhZ2h 24502 % (900
ng/4 ) K 2.0420.2 % (35 mg/ill) Toh-o7z, AAI(900 pg/4 ) £ 5-& 35 mg §E (35 mg/
) 50 KERE B 5 BN (B¢ G- 52 k) D/ " RFIEED 7 (Z2D 95 %l HE X
i) 1% 0.48(-0.03~0.99) THY | [RIFLE D5 EHINh AR LT,
KRB I VT DAFN P G-7E (900pg/4 1) D2 AR HIRT 4 162 FiH 28 41 (17.3 %) I 44
PEDOREWER SO BTz, FRRIEMIZ. IR 8 11 (4.9%) . fiPIF 3 14 (1.9 %) . FEL 3
7(1.9%) . A M EREID 2 11 (1.2 %) TH-oTz, 228, ZEMIZEB W T, A4 (900 pg/4 )
B H-ORIWERRBIERIL, 35 mg #& (35 mg/il) & 5-LRIFRE ThoTz,
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V. aRICEAYSIEE

X1 BEH(L2-L4) B R EORBEHR (FH{ELSE)

(%)
o —O—  R%(900 pg/4 i)
—®— 35 mg 4 (35 mg/if)

1 = e ot EX}
N

C 1 1 1
0 12 24 52
&5 1R GR)

2 KEREBEEOREFRHR (THELSE)

(%) —O—  AHI(900 pgld i)

3 —@— 35mg fE(35 mg/iE)
B
z
1
fn
1
0 1 1 |
0 12 24 57
BEHMGA)
BEARFEIARER (35)

BATH B HUERE B (D ERTAM 6 52 297 191) 12331 5 52 o0 — B B M BRI BV ¢
JEHE (L1-L4) B2 BEHINER (B 5 52 8 4%) D fe/N 3 V-5 + SE 13, 35 mg 52 (35 mg/i)
Fe 5 6.310.4%, xHHEEED 5 mg $E (5 mg/H) 5 5804 % Th-o7, 35 mg FEfxk5-& 5
mg HEBEG-ONEHE (L1-L4) B8 BN (B G- 52 1) O e/ e EED 72 (GED 95%
{EHE X)) 1% 0.58(-0.31~1.48) THY, ‘B & LI RILIFE Th o7, o, KRG B
FE (#e5- 52 #) 1BV TH, 22 3.010.4% (35 mg/i) KO8 2.8+0.4% (5 mg/H) TH
V. [FIRERE OB EE RN R 7R LTz, 35mg BEfe 5-& Smg SE 50 K EREE 2 B H N
(B 552 %) D/ T EIMED 7 (2D 95%IFHEX M) 13015 (-0.65~0.95) TH-7-,
¥, LEMEIZIBUT, 35 mg §E (35 mg/il) & 5-ORIEMFEBLERIL, 5 mg §E (5 mg/H) &
H.LRRRE ChoT2 9,

AHBR I 35 mg $E (35 mg/il) D22 AMERFAxFE2 168 45171 22 451 (13.1 %) (2 28 4D
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V. ARICEATSIEE

RIERDSFED BV, ERIERITILETEE THY, 24 1L LNEEHIE 4 11 (2.4 %) . B AR
B4 (2.4 %), BEE 314 (1.8 %) . HR 3 1 (1.8 %) % Thol, T, MR A a2
HAEENT 168 B9 6 151 (3.6 %) 12 10 RO BIVIZ, ERHDIX y-GTP L5 4 14 (2.4 %) .
AST EF-24:(1.2%), ALT L5 2 (1.2 %) Thotz, 7235, 5%4& X D8 OFEIE R IX
RO HIIRDNST,

b) B (8%)
B EREIERE

IBATHIEHERIE RS 365 BTS2 A0 —E B M EGUER (B Ir A HE) 12k
T, MIEHEDFIR S I3 A RIT S mg S8 (5 mg/H ) 5T 12.2 %, MWK ( 7770y
RF—/L 1 pug/H) T 16.7 % THY, *FRIEIZXT 5 5 mg #E (5 mg/H) DIELPEDPREESIL
7o ZOFRBERIZINT, $ 5 6 H# H LIRITHA LT IEHED Fril g P38 A 21X, 5 mg #E(5
mg/H) 5 Tl FREEICH L T 84% KK FHAYICA B 222 R D 72 (R Xk BRjs b 2
66 %)

F72. 2 FENC I T DHNEME COBEDOFTHLE IR AL S mg #E (Smg/H ) % 5-CTlkt
SKIZHEL T 4.9 %E0 7= R R F 67 %)Y, SHI2, IEEHRBREL TEmESZ 3
R OBAREIZB W THEE 6 5 H DABEIZR A LT M EHEO Bl B PT84 3-IL, 5 mg §E (5
mg/H) # 5T 7.8 %. Xt FRIE T 18.8 % THY. 5 mg §& (5 mg/H) DA B/ HEMAE SN
B 3RS DT ORERS T 9,

WE5 E mMAEER
PR B HLERIE R 2,027 B BT 2884 3 RO T TRt B S M iRIc
W, IO 2 AERNE Sme/ B L 34ERIE 10 mg/ B G LfE RIT T ROLBITHS 7,

BT O BHEHIER (%)
i REHE DT B 47 %
2 (LA 1> B REEHE oD TR 4 90 %
PPN S PR VAL ISE iy 51 %

* X BHRICRDHIE

7233, 5 mg BE(5 mg/H) $e5-1% O ELIREHES 55 FEEEINSRIL, MBS 10 mg/ H #% 5
12 A HOMELENICEITS 5 mg/ B %5 48 % O ELMERRD B 1319 Fi-,
BRI A R T H 2 LR SN TS 19,

() ENICB T L8R ORERS NI AL HEIXT L Faso @il U CHE 1A 35 mg,
HBHNME 1 H 1A 5 mg THAD,
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V. aRICEAYSIEE

2) REMHER
M ERL

(5) BHE-REHEER
ARl
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V. ARICEATSIEE

(6) AR

1) EREERE(—RERREAE. FECRARERE. EARELRAT) . ®
ERTERT —EAR—ARE. MERTRERSRONE

R 7E (8 FA RUIR R E

O HEEMAMKHAE (RAKER)

A H ARFN O FEHE T d17 2 & Wil I IRpoD 22 4 Je OV (E I I o H42
BlE2 ] 5238 (1 4F) BA |

INERSE 5L EN 539 Jiixn 5 2,800 i

Bkt 201247 A 17 H~20154-10 A 22 H

F 7B A B <%zLt>

LERVEREAT RIS 2,144 il S ARAR AL 22 5 2 BR< BI1E 28 B3 K OVER IR
RAEE R ORBEMARBLRIX, 221 4.6 %(98/2,144 ) LT 0.2 %
(5/2,144 §) Th-o7-, EZeBWERIL, FHEEEE ST (10 £4) | O L THER
JE (6 11) . MR B RE IR | R YEIE X OB BT (% 4 1F) Tho
77

@ ZDOEEEARERE (RUMEARKOARNE)

A B Y AFN O SEHE IR HH 2, 2tk OOt o e HIE RO
oz

BRI 156 3 (3 4fH)

U EESE B 5K [EN 52 gk o 712 B3

AT IR 201249 A 25 H~20174-6 H 16 H

EEVAN <ZzeH>

LZEVERENTXIS: 651 i Fh | i R AR AL i 52 o 2 BR< BIVE 38 B3 K QNG AR iR
BAER G ORIWEFASERIL, ZNZF18.9% (58/651 ) K 10.6 % (4/651 )
Thotz, ERBWERIL, 5598 (5 14F) (R ONU R (4% 4 1F) Th-o7z,

2018 42 3 29 AT TAFIOFRHRARS ROA RS, EHM, EERE SRS O ME ., A& L2t
DHECREIZRETDIEHEE 14 556 2 T 3 5 OKRMES FH) OV HIchbizyLianesii,

2) RRBFUHLLTEREPEOABRXEREL-RE-HEROME

A% LR

(7) =Dtk

M ER L

(GB) TV, IRIRICBT 525 B ) CTlE, 7L Rax—hoR 5 ELIT VR @Be L To g &
Zond, b h TAK] 900ug NET 7L R gl LT 900pg %6 A9 HAHA] | % 5k
SRR
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VI. EHFEEICEHISHIERE

1.

2.

EEPNICRIEH DL EMRITEEMEH
EARAR I b (EF R B MY A, YR B Y 2ok R, 3/ R e AR, A3
VREART N SRF, LR e R F)

EE :BEEOLEE OG- NREL, RFOWMN LCELZSRT DL,

HKEER
(1) EREE-FRME
1) YERARGL

FiX, 27—V INERO R v I AANARBX L T REA NS LT O THY | A
PRAIZ SCFF T DHRBITIN R T 2D WSO B A A 2 MR AR L S - D1 RE 2 & ot
Fio T, TNHOMREZHERF 3272012 B INREZ A3 DB Mila & TR RE 2 R >
MR EY B OB NEAL A FEICH LD OB I TS, ZOBEITFVET IS (B
REEER) SRR, BRI K& OV D Bk D,

BRI D FRTH LR EHIRRIE, BRI S8 Lot MRS B LR X S sEIR A
0. EDOWNENZJE OSSN BREE A TE R T 2. AE HIRE, Bl DRI IR 2 B Rk &
R BEE I TE LS WK A U CR R A B R L S B ITKBEAT U Z T 5, 20
Te Ot LT S T PABHERBRIC R W TR DOANAR XU T R E A NOVEIR & OVE H B IEE D 53 iR
MEZY BRI SN,

TLrRuR— NI, BRI T OB I IR RA 2R A A L, RS T (pH 7.0) Tl
NARBF T REANIIRE G L TNDD, BRI O ES DR O PHEHER BE T C il
L. B I SEIRBIAE 300 D LB 2 b T D,

@ BITBTH2H (V)1

BT (8 Hiin) i SH-7 L o R rp— a5 W E A JE B8 TS 0.12 pmol/kg &KL F
FEL, 12~15 K& ICHBITDERE TORMERRIEZA B MBI~ BeEff
MK 8 FE <AL TV,

pH DEBWMZKBINIROAFS 7B EDFEEEE (in vitro)

MC-T LR — ey U E ISR A SEDRIZED, pH IZE2ARa v T/ Z AN DFEA
BOEZBRF U, 7L FaRr—MME pH 7.0 THARBaF U7 /82 A MIRGEA T D8,
Bt SR C 358 pH IKIFAICIFEEL . pH 3.0 TITREA LI D 95% 37 7=, Al e i A3
BRENNETHE BREEDOMITERSINAAHBRENZBRME S O Rafy
TIRBANEVE T D, Lo T, ZORBRAGED B M Z LA FRIUZ W T Lo R —h
PN AR D UERE 2 Z D R S LT,
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VI. EFEEICEHIHIEE

2) {EFR#F

TU U RaR—NIE WA E AR RAC A L S IR KO TE R S LD Bt 51 T CRASHER
BRI T 52 8T BB AR B IR AE R L KB A I H OISR R A T S
HZET, B RO B IGE A5, 2R SOME RIS D — S LT, BE
IZIIAENTZ T L RER— 23 B RIE IS U H DBERIE A IHI T 22835 2 54
%o BT, TV Fapr—NIEEHICIREZE BT 7L Ner— s mlicBmo ki
FTATBE DRSO DESE Z I,

Flo BB HRICERAENTZT LR R — b DRGA 7250 FER AL Lo ERFE 5 H
EARAR R —REARED . AN fR/aL AT a— VSRR 7 7 L% L 2 Uik (FPP)
B —RBEEZ BN, REEZEOEIX, 7 7=V T=/L 2 VW (GGPP) DR 2L
AR B8 O PR RSO AR PN /NS Bh 21 #8155 Rho, Rac, Cdc42, Rab %0 GTP f & & H DT
L=/ bzl 7R — 3 R AEE TR R O 5 BRI REZ N+ 56 D LB 2 BTz
(FED7,

ERRRRR—F O E#laICE 5B E SN SR ERML

HMG Co-A
l —— x5
VA==
AR DR Sl
IR EAR—R
T 7 VRNV PR
=Y
L A7 E—)b .
TV IL2U R
P2 YRU%e l TNV T =T — )L
ATA=YI% i =Y P AINA 4
ZA=IN =& Sl

=Y % =Y 2 | /
Y

HERE G #/ Naigs <———————— GTP MK figlEss 130 TF I 5= (By-

| |
| |
| S |
L YrunAFLYy)

GRULI /\ Z-VAD
TRR—T A
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EEE(ICEHIHIER

@ WEHMED NatIEEKTFYE HH R aRISH T B4R (in vitro) ¥
Tl RrAR—1(0.022~220 pmol/mm?) ZHTLILL 7= F AT A A, Ty MEEH XL
AR RN, S~ AR BN B S DR M 2 Ao 45 S BT IR O HY i RE 27
R LZ A RANTRE AR E MO H R Z ML, £ 1Cs 1359 0.022
pmol/mm? Tdh -7z,

@ WEHBEOMEICHTIER(GYR) Y
SD &7y MIT L Rer—h 0.31 mgkg &% F 54, b PTH-P ZFifeiE AL, BB 5 b
T OB AL O e 2 5 i A 7 - BEISE TR LIRS B TR LB RO 8 e D
IR A5 23 2% (BERE NI L72B AR BT,

@ BHEERBIRIZHT ZER(SYL)

SD FREETY OAT IS B BE A A B BRE | ZOH T L Rrr—h (0.8, 1.5, 6.1 K
30.6 pg/kg) & 6 R NG Uiz, T MR B L A I EfiE NI Ak L
TR A MR RER RN I ERAIL 7=, 2 ORE R, BHibRE% 7 B BHIZBN T, TLyv
Rexr—MIWTho A EICBW OB R EICZOHT AL E BRI EEY 5 2 eho
7o D% ZOFAEMWHRE TN TNOE G THIR 2 IZRINENTZD, 1.5 pgkg L EOT
Lo Rar— NI E OWIE A BIZMHI Lz, Lo T, ZORBREENHT L ReRr—h
BRI A B35 FHRICB W T BRI B R 5.2 72N EDRBE T,

@ BRINEBRKIEIZHTHER (S
SD #T7vMIT L RER—h 0.004~24.1 mg/kg % 10 HEE FEG5 . IG5 s o #ik
SERNTEAT 272, B RINE O HE T DI B i O E #®IX 0.004 mg/kg LA ET
U723 B A KA OFEEE TH 28 vt 111 M OB DJESIZIE 4.0 mg/kg THEZ IR
HNT, 24.1 mgkg TEURMR TSIz, AR RS, 7L Rar— O WU EE A K
b3 2852121389 6,000 15 OENW DGR DIz,

® WEHIED A/ OV EEERRIZXF BIEA (in vitro) 2
U REEERA G MR ISV T, T Rrr—R (15 X 60 pmol/L) &5\ M E HMG-CoA %
TR SE PR E A S ZAZF 2 (10 pmol/L) 1T H WINZ I LTz, e/ 3x2AZF o OERIZA S m
B LN T T= VAT =)L 2 ULk (A BRI O P A) IS N AL T =75
==/ (10 pmol/L) IZ&VH5HiEiv, 7L Rar—hOERIZT 7=V 7 =F4— /2L
LS NTz, ZNHDFERNG, 7L R —MNI, LIV TEOERRIZHAD AN
n R A P E T D2 EDVRIR ST,
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VI. EFEEICEHIHIEE

® 7RI 2 ) OB A—EITHT BYER (in vitro) 2V

a) 7L ReRr—R (10 pg/mL) DIFE FC, B EA e 8427y Mg A~ e A a
AR—RL7zEE DA TR O K% HPLC & W Tt Lz, ZOfEH, A m g
DO, AT =)V 2 U Bk (IPP) [ AT LT UL 2 U g (DAMPP) OEEINE 7 70 1y
I 2 U BE (FPP) DI 338D HIIZZED D | IPP 235 FPP ~D A [kEEHE ThD IPP A
VAZ—BHHNNE FPP Lo Z—En, TL o Rax—hMI LA EDEEESE ThHEE 2
Y (W

b) 7L R —NMNIb MBI D FPP ¥ ¥ — VA EERFANCEL, D 1Cs
IX 340nmol/L T -7z, 7L Rup—MNINFIY AN AnBE S FERLT IPP AV AT —
TR GGPP v X —LBEHEL) -7,

o) B EMARICIBNT, 7L R —NIPHI A Z7 b OFE A ~OfE &% 18kDa D&
FZEBREIH LIz, T2 T AT r— A Z2 B BRI E ~ORE &b I Lz, Zibo
ZEmn, Ty Rer—NMNIERICBS O TEBAO T L= b AT a— L& iz Hiiil
T HIENRII,

@ WEMBRO7RN I RIZEET 346 (in vitro) 7

FERIL 7=~ AR E 27 L o Rk —h (30 pmol/L) TLE 5281280, THRR— 2D
HIENC B E L= 7 ES T —E D Mstl (Mammalian sterile 20-like kinase 1) D&Mk
DEIZSITZ, TR ADOMEFRIZISN T, Mstl 135 A7 3—8 (Caspase) ([Z LV EIHr &L T
TEPE LSS ZOU)ErG GGOH K& Uk A/ — B EH A 0D Z-VAD-FMK (Z-Val-Ala-Asp-
fluoromethylketon) (Z LV IHI STz, L7223 T, T Rer—NE, EHZITHE MO
TIRI—=Y RZFHEIEL Fr A I—BIZED Mstl FT—EBOEIWN, 7R — AD@ERD —
HCHDHIEMNRBE T,

B EHRO7 R R EB BRI EDBR (in vitro)
U E A T L R e R—h (0.06~6 nmol/slice) & 72 KA 2 ~X—kL, PaT—
7o C KT a7 F R (CTX) Ol &HEC L8 RIAE M S i E il x5
éﬁﬁ%)ﬁﬁ:@%#?ﬁbfzo ZDORER E I AR SEDRED 10 430 1 LLFORRE
B WAL OIHIZBD DAV, Fiz, ZOFEWIINHIER L%+ A S — B EA CHiiisn
fmxoto LIehi> T T RrRr— ML B RIS ERNZIX, 7RM— 2 RAIEH O
B G IR ZEAVRIBS LT,

O WEHRO A OVERERISHT SER (SR>
SD RIEZTYMIT L Ruer—h 0.5 mgkg/ H % & F#51% ., KB %251 HMG-CoA &t
PUREAN IR UACIOGAL | SO OE MIIZI TS HMG-CoA EITHER D in vivo
TORBIERFILT-, TORER, 7L Rar—hNE HMG-CoA iEITiER D3 HLE 76 %Pl
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VI. EHFEEICEHISHIERE

L7z, E72. HMG-CoA EILEEFE DO EAITHLL v ANRZTF UL, T FrRr—MILD
HMG-CoA EILEEEFHEBLOMENWER LIz, ZNOHORERIT, in vivo IZBWTHT LY
R e = RN AR D AN m R U TR L TV 2 & 2R L THRY | EBRIZARN
IZBNTH ANV IR OBERLEN T L o R e — 04 TER R CTH L ATREME I VRIBE
niz,

(2) EhEZEFTITEHABRAE
1) BEREDIZHT H1EA
OIE L | B ey % 35
a) PR 2r AR OB 5HER)

SDRMET > MO AP AR L, Z2DE H LY7o Frx—1(0.04, 0.2, 1.0% T5.0
mg/kg) Z#1 H 1A, 25 A MR O &5 Uiz, ZORE%E, TV Rar—NIIERHIC L5 X
B Z ST KR 1= L ER O BER D & A RIS B A B 2 52 872< 1.0 mglkglh 1=
O 5B CTAHEITINHIL7-2 (Dunnett’s two-trailed test p<0.05),

b) FRAZIR (1EME A58
SDAMET b OB HEAFHL, ZOF H L7 Rax—h(0.1% 0.5 mg/kg) #1H1
[, 125 A B 0 8 5- Uiz, ZOfEE, 7L Raxr—NE, SR HIcX 5 & Shi-
NEHED B B & B R EE D) %0.5 mg/kgD e G- & THHI L7, £7-, KR EICB W THE
SRS A 52 527 BB ORI E IR LT,

CAREMR(IEHBRTHRESER)
SDAMET > OB ZfH L, 2061 A% I07 L Rur—h (1.4 014 nglkg) #1
W 2|], 1FERE TR G L, TOfER., 7L Rar—MNIH B AR5 &
ZHINLT-,

@ BIEEEEEITHT BERSY
FRAEEDOFMIIIR AR HL, 7L Rrx—k(0.04 % 10.19 mg/kg) 23 (2 1[E], 247 [FF#k
N5 Uiz, ZDOfER, 0.04 mg/kglh B CERHHEIERTTHEAS I B IERT HHAEL ~L T
NAHZEN, BB OAAEN~— B — R OVETEREGHA T A— 2L REn Tz, $72, i
e B2 B AR LA TREEETIRINS ., BB OMEBRMO TR 1k LT, VS o5
FEIET VR R — Mg G ZOEEINL | B & E TR E I TIEOMHBEN RO b,
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VI.

\

EEEICEHTHIER

® FEMEF YT BERY
SDARIET Y hDO— 5 D EFIR A DI 2281280 A lO%EERE L LTz, REME T
AT L Rex—h(0.04, 0.4% T mg/kg) 22 H [ TG LT=, ZDFER, 7L Rex
—MATALE X, B REEERZ IR, Fo, BaRICE L 52 52872 REMLICEDE
B0 %0.04mg/kg L Lo 5B THHILT,

@ BRBRLVEVERIYMETIVICRTZERY
SDRMHET v MZY A2 (T4) 250 pg/kgz LB RZ6[R] 2 F 532 LERFC, TV Rrx
—h1.34 mg/kgZ iz 2la], WS G- L, ZORER., 7L R r— NI E WA i)
THZEIZID, BAKIGIZEEE 5 2 52 870 BRI VB AL B A R N2/
U7 B s 2 i Uz,

2) EXSMORICHT IR
AL — 7 LV RIZT L Rrr—R(0.25, 0.5 KON 1.0 mg/kg/day) 2 1 H 1 [8] 3 4EfE#E 0 &5
L7z, ZORER, FERRAE & (5 mg/tMday : £ 0.1 mg/kg/day) DFJ 10 {5 EDT L Frx
—b 3G LCh ., BIREICR T 058 BB B O REITA, UINVEIT. B BE LR
OLIRINSTZ,

3) BB EICHTIRE
AXFPET BT, BHTRT 9 B K OVE T4 16 M, & B & (5 mg/tMday :
#J 0.1 mg/kg/day) D) 20 (5 ED T L RaR— ek OG- LI2DS, BB o e | &
SREE B H OB ARG E IS IERO bRl

4) BERELRERLIHER
@ REFEHSYNEITSER
SDAMET > RO BHATI R ARG H L, 7L Rer—R, 1y A $57-00.00, 0.224, 1.12, 5.6 X}
28 mg/kg> F ¢, A 8lnl (I#2[m) |, 4[] GE1[A]) iZ2[H] (21 _1@) (2 EILC3n AR T
BHLIZGE . B EASDRRNEDRO BV &IV T, H2F 5 FI 5O 88
M BT 2N A, 2812 1E OF B _ttbf{gh@/\fmx F @ HEEICB N T
ILIRFREE CTHY | KRB OB EEOIEINZ SOV THIARE Th o7z,

Q ZRHEEIFRIREEETTEES VMBS ITEH/ER
TN DR Z BN LD ZIRMERI IR RE TLEEE T M, 7L R —hd28 H 43 DA
B 580112, 1.12}% OM11.2 mg/kgZz1 H 1Al 2 B Z4m], 200, 1R EIL, HDO T
[BI24FFFIRHEEIEA T, L T G- LTz, 28 H IO 544 T#% . KRB OFHEZNELZ,
TV B OIMHI LV RSOV R 5 &2 RO T, T R — o 5573 A
U1 A 1[E 5 L LR 50 bl Cld, [RFRRE OF Ssd Bl E R 23 b,
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VI. EHFEEICEHI HEE

(3) 1ERSET AR - Frdu bR
ARl

(3F) VL. 3RZhBIC B2 A Tld, 7L o Far— b0 58 CUIALERE) TR
o ERHARE S L CERFE LT,
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VI. E¥MENREICREI HIEHE

1.

I iR EE DR

1) ARLEDGMPEE

WA EDRHRL
<BE>

AANTE IR RN UEICB O TER %,

() BFREBRCHEIh-ILPRE
1) BEEEROMmMERRE

O PARZOLHEICT L RafEELT 100, 200, 400, 800, 1,600 K TN 2,000 ug 25 A 3514

Flz 30 53 MIANT CHIEREGE S FR RN G- L2 8 X | tnax 1ERERER 594 T B ChH D - BRAA

% 0.5 BT o720 Comaxs AUC, HLHTE SR O ATV IIE (CV%) 1%, L F DL TH

[VIL.—5. 5340 | OISR

728

e 55 (ug) Cmax™ (ng/mL) AUC* (ng+h /mL) 1 H Y =R (h)
100 (n=7) 8.89(8.3) 8.53(8.9) 0.650(3.6)
200(n=7) 16.28(7.0) 16.04(6.4) 0.649(9.5)
400 (n=7) 35.32(13.4) 34.62(12.4) 0.632(5.9)
800(n=7) 70.32(10.3) 68.28(10.3) 0.642(9.0)

1,600 (n=7) 141.18(8.0) 137.69(6.0) 0.645(5.6)

2,000 (n=8) 170.86(11.9) 163.64(12.0) 0.626(4.7)

* : BETEIIE(CV%)

@ PARRSZ DL 2 /RpL 2 HI7aAg — =k oA — 7 U RBRIC T, TR gl LT
200 pg O HE R EFIRNEE G- (0=23) X 7L Ras gl LT 35 mg O HER O #% 5 (n=24)
EAT T2 | Crax DT EEIE (CV%) 1XENZ I 17.28(16.6) KT 10.25(142.4) ng/mL TH
o7z, AUC, DRMTEHIE (CV%) 1XZNLH 16.35(15.8) XY 16.29(149.7) ng-h/mL THY,
AUC vt DA A (CV%) 1 XZNE 4 18.59 (14.6) J2 ) 26.59 (126.1) ng-h/mL ThH-7= 19,

@ PARE OB HERE IEH & (n=7) K OMEE (n=8) « FZE (n=7) * R (n=4) DEHEREI T &
FIZT L Ra iRl T 900 ng 25 A T AR FlZ HRlR 5 LIl X SO BHEEER &
KT 2 Conax DRAPIME D LLARI T, BEERE, THEERE, GERFTENLN 1L, 1.1, 1.0 THo
7o AUC DRATEEMED L RIT, BEERE, THERE, mERTENT 11, 12, 1.3 Thol,
F7o AR O AT EIE (CV%) 1, BFERE L # R, BREERE, PR FERE, & AT
TENZEI 1.224(5.3), 1.381(7.2) . 1.342(13.5) . 1.692(6.8)h TH-7= 1V,

(1) AFNO GRS G BT 4 I 1 7L Rl LT 900 pg Al sHIRINTE 5 Th 5,



VI. EMENREICEET HIER

() HESE
WA EDRHRL

¢4) BE-HRAEOER
WA EDRHRL

2. EVEERN/NSA—E
1) fRFAE
MR

2) BIGEEEH

BN

(3) HEREETEH
LR L

4 PUTF7I2R
PARRIL L MEDRBHEBREIEH & (n=7) IZ7 Lo R Bl LT 900 ug 254 9 HiEs % a5
L7-&X . CL O Xl CEXE+SD) 1% 9.3(9.4+1.1) L/h Tho7- 1V,

5) HHBRE
MR

6) TDh
MR

3. BfHGREaL—ay) @i
(1) FRRAE
AL

(2) NFA—FEBHER
MG R
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VI. E¥MENREICREI HIEHE

4. I
(1) RNAATRAFE)T¢
YL

(2) BINEBEL
AN

(3) BinFE
AN

4) BRTER
YL
<BE>
FyMZ UC-T L Rux—h% 0.038~11.5 mg/kg O H & CHAEEIRN 5 L7-E2% . AUCo.2n
X, ARIISTTEMNL, W o HEIZEWTH MBS B EEIECNTH R LT, £
72.0.038mg/kg OH=T 1 A 1 [0 7 AMREFIRNE G Lz lAE&RGH~& TH%RO
AUCo.on 13 30 ng-h/mL CT&HY, Hi[al$ 5-00 AUCo.2n (21 ng h/imL) &R EZRE N T e o7z 3233

5. 9%
(1) I 7 -Hixi B8 PA & 4
<BE>
Ty MZ ¥C-TL o Rux—h 0.038 mg/kg Z BB SAZFHARNE 5-HHNE 1T B 1[E 7 HH

FAEFRIRA$ G- LTc & & 1FE A E O RITE 5T TSI RE IR H S ein o722 Lanb,
PE~IZEA EBAT LR EE 2 BTz 3239,

(2) Imni&k-Re#eREPT @B 1%
<BE>
TR 19 HEROZ M UC-TLRexr—h 0.038 mg/kg & H[EFIRNE 5Lz &, G
PN SR B R B U i R B RE SRR TR SRR T & A o 7o R 5% 24 RERIICEB W T
13.31+1.48 ng eq./g CE¥ME £SD) 2R L7228, JRIE AR CIRIEE A EOHRIE TR IR
KITHY, BV A~OBATIIT D 7072 32,
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VI. EMENREICEET HIER

3) A~
<BE>
PE% 14 HDZ > M2 ¥C-7 L Rrx— b 0.038 mg/kg % HEIFFIRN&E G Lz & &
FLi A AR IR B OB I 5% 2 Refi] Chem @ 13.8£4.13 ng eq./mL ((F-¥%)E £SD)
L0 B 5% 48 RERE CIIMHHIR RN & 22 o 7,

(4) HE~DBITHE
WA EDRHRL

5) TDhDOIEB~DBITIE

<BE>

1) B EEARAE S
7 BESOREMEZ M HC-TL R xr—h 0.038mg/kg % B RIFFRN & G- L7-E &, M & Y
HORLAR L TR B OB BEO A SR D B, B LR DO RITFEHN T
o7z (BURRE R - 180~240 H).
1L R OVBIGRELRER oD B BRI P 1 Jso i 2 L, P 5% 24 B CIE B I A OV (K
BIE) DA TIRFEA RO LN -T2 3,
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VI E¥)3

EICEI 5IEE

HC-ZLrFRR—b0 7 885y EEFARA R S Fr O BB D B R iR E

it L

BRI FE (7L R r— M ng eq./g or mL)

304y 215 8IRE] 24158 721:RA 30H 60H
i 16.84+559 N.D. N.D. N.D. N.D. N.D. N.D.
ik 32.81+10.50| 0.66+0.10 N.D. N.D. N.D. N.D. N.D.
i N.D. N.D. N.D. N.D. N.D. N.D. N.D.
BT 6.00-0.71 N.D. N.D. N.D. N.D. N.D. N.D.
i it 3.22(n=2) N.D. N.D. N.D. N.D. N.D. N.D.
Lol 7.18+1.37 N.D. N.D. N.D. N.D. N.D. N.D.
Hifi 11.65+2.19 N.D. N.D. N.D. N.D. N.D. N.D.
JiT i 6.25+159 | 2.32+0.34 | 1.78+0.11 1.22+0.06 | 1.24(n=2) N.D. N.D.
ik 85.73+12.02 | 18.27+3.54 | 14.13+6.25 | 11.19+0.77 | 3.91+0.15 N.D. N.D.
Ll 6.03+£0.77 N.D. N.D. N.D. N.D. N.D. N.D.
e N 5.83(n=2) N.D. N.D. N.D. N.D. N.D. N.D.
B 2.94+0.55 N.D. N.D. N.D. N.D. N.D. N.D.
i A 2.38+0.46 N.D. N.D. N.D. N.D. N.D. N.D.
W& 3.86+1.62 N.D. N.D. N.D. N.D. N.D. N.D.
FEE B 10.97+1.00 N.D. N.D. N.D. N.D. N.D. N.D.
Jibd T AR N.D. N.D. N.D. N.D. N.D. N.D. N.D.
R 10.65+2.79 N.D. N.D. N.D. N.D. N.D. N.D.
PHTFMRUL S | 7.56+1.89 | 1.86+056 | 2.37+1.05 | 1.41(n=2) 1.27(n=2) N.D. N.D.
ARy o8 | 7.61£1.25 | 1.57(n=2) 3.37(n=2) N.D. N.D. N.D. N.D.
AR ER 2.70+0.39 | 1.12+0.21 | 0.98(n=2) N.D. N.D. N.D. N.D.
Rl 6.50+1.88 N.D. N.D. N.D. N.D. N.D. N.D.
R 85.966.41 [18+23.97 | 33.46+ 0.68 [34.88+10.72 | 25.11+ 3.73 | 17.09+ 8.20 | 12.23+ 2.87
AR 5.21+2.84 N.D. N.D. N.D. N.D. N.D. N.D.
ra gl 6.42+1.52 1.87(n=2) N.D. N.D. N.D. N.D. N.D.
H 0.22+0.07 | 0.10+0.02 | 0.05+0.01 | 0.06+0.02 | 0.21+0.19 N.D. N.D.
/N 0.40+0.14 | 1.47+113 | 057+0.56 | 0.14+0.03 | 0.14+0.03 N.D. N.D.
PN, 0.21+0.04 N.D. 0.84+0.23 | 0.39+0.06 | 0.49+0.11 N.D. N.D.

FAEIT B +SD (n=3) &R 7,
N.D. : & HH RS A
B, MR OKIBOMIT, #5RICT5%E L CRELE,
% RUE H ORCE 4y
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VI. EWMENREICREI HIEHE

HC-7LrFRR—b0) 7 885y EERIRA R S kOB i D B e iRE

FESTREIR E (7L R — MR ng eq./g)

4= ik

3043 21RF[#] 8IRFfH] 2417 7217 30H 180H
RERE | 724.1+124.2 | 817.2+173.3 | 937.5+95.7 | 878.0--45.3 | 870.5+94.8 | 372.6+50.1 | 156.9+14.0
flse g 562.0-98.2 | 663.8+117.7 | 828.6+38.3 | 738.4+255 | 783.0+40.9 | 353.3+39.1 | 146.6+4.3
s | 560.0+67.6 | 665.9+105.2 | 719.5+43.8 | 764.2:32.9 | 717.7456.4 | 329.2-31.2 | 134.7+3.2
UHZRE | 208.8+28.5 | 244.8-30.7 | 260.2+37.9 | 253.1-24.6 | 249.8+30.3 | 185.1+56 | 78.6+6.6
HeH 917.3+144.2 [1116.1+158.4| 1167.1+84.8 | 12185+60.1 | 971.6+118.2 | 447.9+27.3 | 152.2+28.3

FAEIZEHELSD (n=3) 77,

2) REHIRAZRS 2
7 WESOIEM:Z M UC-TL R r—h 0.038 mgkg 2 1 H 1 [E 7 BB REGHIRNZE S LZ
LEDFGRED Sy A A L H A Bk LI ZIERER Th o7z,

(6) MWEAF/SE

[Nk 3

6.

(1) REBELR R B

2 REIEETHIRER(CYPF)DHFE. FE5E

<sBE>

BC-T Lo RaRr— RO MR E B AE G 31X 85.6 % Th -7z (in vitro) ,

HEVED > B R OBEPEA XUTMC-T L o R r— e IRV I G- Lol & L AANTERNT
R#EZ T REEDO RIS, Tz B PICERSNDIBSTREIIRZE
IRIZE D D THDLZENHERIILTND,

AL

() MEEENROARRVEDES
WA EDRH L

4) REYVOEEDFERUVETDHES
MG R
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VI. E¥MENREICREI HIEHE

7. ittt

(1) BEMEREI R R
FELLTRIVHRES S,

(2) B
1) BARBLOLYEIZT LU Ras il T 100, 200, 400, 800, 1,600 & TF 2,000 pg & H 3 5iE

2)

BE1% | 30 [ TR SR SRR G- Uiz & B 5-BAa 5 48 RE[H E7C (2,000
g BEITHE B-BRAAD 36 BFRIET) O 7 Lo R feo B R kit 8o 4 -2 i
(CV%) IE. LL FDL B TH-o7=,

e (ug) FRER PR R (ug)
100 (n=8) 46.19(17.6)
200(n=7) 106.27 (6.0)
400(n=8) 186.27(17.5)
800(n=8) 384.21(10.6)
1,600 (n=8) 855.10 (7.6)
2,000 (n=8) 962.27 (7.3)

s 45T (CVOR)

VL EXY BFEIR R 2 X, FHEIIRAFLTHEINL, Z2DI1FEA LT HK G4 8 Rl ETIZ
Pattsn= 8,

PHIR PR DRI 2 /3300 2 7 m 2 — N —{RIZ 84— 7 3BT T, 1R 30 73Ry
Lo RrU gl LT 200 pg OHEBELETHEFIRNE 5 (n=23) XK OT7 L RrofEEL T 35 mg O
HERE Q5 (n=24) 21T -T2 & B GBRMGID 48 I F T RAR TP ki o 5oy
FEE (CV%) 1ZZ70E 7 98.55(12.5) pg K O* 103.59(124.3) pg Thro7z, RREIR kMR
B OV ORI 33 T RL o RAEHiz 10,

PR A HEE R (%) |
HE RN P 5 Bo#h A=W R 22 (%)
PRSP &1 49.28(12.5) 0.30(124.3) 0.60(122.1)

% ST (CV%) ;n=23
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VI. EMENREICEET HIER

3) PARRARLMEDO BB IERE (n="7) KO (n=28) - PEHL (n=7) - S & (n=4) DEHAE
K TFEEICT LR fREL T 900 pg & A T DIESAIZ IR G L7z L X B 5-B1A5 48
R ETOT LR o BRER PR &0 B ATEEIE (CV%) 1, IEFERE, SR,
HAEFERE, MERECENE11423.69(18.5) . 445.73(17.2) , 298.02(29.2) | 154.47(25.8) ug T
ole, Flote 1% 48 W] £ T RREIR HHEME RO BT EAME (CV%) 1T, IEF B RE, B
e PSR, mERETENL I 47.08(18.5) . 49.53(17.2) . 33.11(29.2) , 17.15(25.9) % T
HoT 11)O

() AFNO ARSI AER O &L 43812 1 BT Ras il € 900 pg S EHIRNE 5T
YR

8. FSUARKR—E—ICEET H1EHR
WA EDRH L

9. ENMZHFIZLKIBEE
LR L

10. BEDEREZAIHESE
BEREEEEE

P14 LM DB HEBE L # (n=7) K OMEJE (n=28) « FEEE (n=7) * @ JE (n=4) DK T
BEIZT LRV ERELT 900 ng 25 H T H1EHHIZ HEE 5 UT-b& | S REOBHRE R 54
(2T D Crmax DR PEEME DO LT BEERE, PR, MERTZENZN 1.1, 1.1, 1.0 Th
STz AUC DA D LRI T, BEERE, THRERE, mEFTEREN 11,12, 13 Tho
2o FEo M A TH R O B EEIE (CV%) 1%, BHEREIE & HE, BEERE, PSR, A
BECENTI 1.224(5.3), 1.381(7.2), 1.342(13.5), 1.692(6.8)h Th-7z, Fio, & HBHIEND
48 W ETOT LR RO RFEIR R RO BRI (CV%) 13, IERFRE, BER,
SEERE EERECENTI 423.69(18.5) , 445.73(17.2) . 298.02(29.2) , 154.47(25.8) ug TH -
Too B 5% 48 WefH £ CTORFEIR P HEME=R O LMTEIIE (CV%) 13X, EHERE, BREERE, h %
BE, EERECTENTH 47.08(18.5) . 49.53(17.2) . 33.11(29.2) . 17.15(25.9) % CTH 7= 1V,

(1) AANOARBEN-HELOCHEIL 48121 BTV Raf#EL T 900 pg ASiFEEHIRN
&5 Thsd,

11. £k
mEEReL
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I. et (ERLDER)ICET HIEHE

EERNARLTOER
BRIESI TR

ERARLETDOHEA
2EERROBEFEZITREL2NIL)
2.1 REID LS BDNIMOE AR AT R — NRIEFN R LR BBUE O BEEE D85
2.2 ALY AMSED B [8.2, 11.1.2 ]
(fZ&%)
2.1 KFNIDRLGT DU NIMOE ARATR R — R IEAN S IS BUE DB ERE O & 2 B TR HI &
U256  IRBEOSE R T RN S LD TH G LignZE,
2.2 ARFNOFRIHNHEIERORER, MIF D LD TR IDHIENHDHDT ARV A
FEDBF TR G- LN L,

MEER(IZRICRET HTBETDER
(V. IGRICET2HE 1223528,

HERUVARICEET HERELTDER
(V. IGRICET2HE 1223528,

BEELGERNIBLTDER
SEEREARNER

8.1 H#IZIT, BFEENL DRIV LEARRESEEZE, [11.1.2 2]

8.2 BN AMFEN B D8 A IZIE, ARG RNAR 2D AEZTRR T 528, £,
XV D RZIEXITE X D RGBT OLeIx T AR ERH L5121, H5
DUDIRREITIZE, [2.2, 11.1.2 ]

8.3 B ARARF—RIMANC L DR EZIT CONDEE IR T, B - B E 5 B & A
HoONDIENRH D, WAESIIIEF O 03 Pt 2 O FHE T3t DR BE ety B AL
KSR TG BE L CHBLL TD, VAV K- LTI, BRI (LS k, s 8
AEBREIE, VT aRT oA RIER, ORI L, OO AR A, BRHLE OBE A
SNTN5,

AR O E-BREARTNT DN OE IR B AR L . MBS T, BE TR LiE b7 s R
A AT AR R RHLE 2 CE DRV IF 8 CRLIDEE T8, AAIER G- HIC
(RERAY R R L E DS BN 72 S Te G B N IARKN DO IRIEE A B E T 528,

Flo, AERNZTRRIROZE ERERHR AL 2T 528, RS 2 RFICARAI DL
Mz ERERICE ML CRENZHEELE X TEDRVRET 5228 2 B T+ ai A
L. BEPRBOONGEITIE, EHICZHEE - AN 222 T 5018228,
[11.1.4 ]
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VI. et (ERLDER)ICET HIEHE

8.4 EARARI—NRIEHNZH L CODEFITHW T, S FEFEENRBILI-EOHE
WD, ZNHOHE T, HORG0IMEIZBE L CRBLLTIEFIH RO DL EN
HUANVES, B, BREOERDS IS, FaEGR 22235108452
&, [11.1.5 2]

8.5 B ARAR R —REAIZEHEH AL TODERE BT, FEMENME T2 i X
VWA 110 T Gl NI (VAW 141 = = i ST VA NG = - (e AP SR U= /AR 8= A By et D)
WENDHD, ZNOOHE TIL, 22BN 2550 255 A B KBRS, B
BB BB S BV THIERE 2SR b TWVAIRELHHZ LMD ZD XHRIER A ERD
SIZHAITIE, X BRESZ1TO ., MU EE1THZE, Fo, W{APED BB ELD
ATREME DN D ZEME, A CHERLE IS & -5 B12IE . BOHRAI O ERAL D E IR S5 %
R L., X BREAATORE | HEICBIET 2L, X BRERHIITE REDOEESE, FF
AR BHE AT AR AL TEY, ZOLI 7RG A I E R @EE2To2 8, [11.1.6 &
R

(fR&%)
8.1 ‘FHIRIED VBRI EIEMITIE YR BED N T AOBRAMLETHY LR L TOIUE, #f
LTI b2, LTe3> T, BREDL 07 vy MBI IR ET AL,
8.2 AHIDBWILINHIVEF OFE . MIGHNL LT AOIR FRAEZDZENHHDT, AKH L7 L
MIEDHLEE TG T D5 E1E. HONLOIREEITIZE,
[VIIL2. ZE2NEREZOHE | OES M
Flo  BXI D RZREXIE XL D R R OL IR T NRBIEERHDLL, BENLD
TN DR F 2B BAR A LSy ASEZ R Z LT20 | REIOIRED RN+ 3120
RNZENEZBNAD T, ZOIHRIEENH LG EITIE, HONPUOIRREITIZE,
8.3 B ARAR R —RRIEA|DIEEEZIT CODEFITBW T, SAFELERHLONAZ LB 5T
b, FEE ROV AR -, BE T HEESE2TEL, EERE T oL 39, K
FIH G BIAICHT-0 | R 5 - BB B B R O SRR A7 K F (A RO AR E %) A4 i
THZENEETHHIEND, A GBI, LA TR (D FENOE BLRRE) 2 feal D
b MBS CHE B R R A A2 T R A e BHLE 2 CEARVF EE CT<ID. i
WIHZL,
OO EEER: (7 7y 7)) XN Th it QnHn
@& M AR A A FENE B A2 1 TV D)
QB EW FHAFR 2T TWDh»
Fo AR G PR R e BHLE S B AR o T B IIARI ORI G 2 5452 L,
8.4 WS LRSS TEARAR R —NREAN 2 L QD B 2B W CHN BB B EE5E O BIl/EH #
EREFEINTZZED, EEMRE OO LT,
8.5 B ARAR R —NRIEANZ EWHIfHE L TODEE TRV T, MBI/ DIz LD K
BRE R T SO RERE B R ARG B i O IEER B I OMEDNH DT80 | B
BEDPT L O AIPE D E P DY RS ZFR# L, EEMRE e LT,

39



I. et (ERLDER)ICET HIEHE

6. BEDEREZHTIEFICHTIZE
(1) AfHHE-BREREEOHIBE
RESN TR

2) BHrEEEEE

9.2 BHEEERSE
921 ERLEREETOHLIESE
(1) B EERE E DB B 2t R E U R BBRI I I L T ewy, [16.6.1 S ]
(2) ENDERIFR T — 2N — 2% W F AT LB HRRIED IR R IZE AR AR
F—NREEFEE LB EBE DY FRC, @R B EERE S R (eGFR)Y
30 mL/min/1.73 m2K3i;) C, BEHEAEANIE 7 D B L el UK AL o A fUiE (fifi 1E 1
1AV IMEHS mgldLAT ) DUAZ I LIZEDOWMERHH, [11.1.2 S ]

(fRER)
AFNTBE M OIEANTH 5, EERBEHEREEOHLBF IR G LIS G gk [ESH
i R BE S RRE L TR L S0 A UE S O RIVE 2N B2 AT REMEN B2 D T, HIE /R BHERE
EEOHLEE TG TIBIEE T,
B REfE B T O AR AR A — NREFIR RO Z BVEIC R T 0E e BRI ELTE
HBEL T, INATBUE N E IR R MR A A 120 MID-NET®™!) 2 F W gl A3 5=
STz, £ DfER, BRI T 26 0 28 MAREBE [T ARAR R — R EEA| 2 LT
BRIC, FRIC, MR B E R IR W T R LT AMED BN T 5 ATREME R 5
ZEDVRIBE NI,
FREAREEEX | BHERE I E B B T HAAE GREDK A L LT A ISE DY AT TN THE iz
eI D72 | ARTHIZREHLTZ,

1) MID-NET® (ZDOWTIELL FOBR—LN—T 2T S LTES0,
https://www.pmda.go.jp/safety/mid-net/0001.html
¥ 2) MID-NET® % FHW o i A il SR o 22
(MID-NET® % i o A A7 R — MUAI OB B RE R 3 B 1231 IR LoD A,
HEDYAY GBS0 7 — 2~ — A 4r)
https://www.pmda.go.jp/files/000249186.pdf

) FrieEEESE

R E STV TR
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VI. et (ERLDER)ICET HIEHE

(4) 4GEREER T HE

94 £FEREER T HE
TN D AT REMED B D INEIZIT 10 EOFmMENERMEE BRI SIS D551 7
K552,
EARARF— R IEHNTE BB IA N TR EH MR~ R4 I Shs, £EEER
OB ERIFE ARAR R —FRFEH| DI 55 - HIFICHERE 2,
EARAR A — R EAN O 1 1EDDAEHR ORI SRR ML O BIE XA STz,

(fRER)
EARAR AR IEANTE EE I IAENT-RIC T IER ~ R4 IS, #5452 IEL
T bk R B S NA ATREMENR BB D T IEIRRAT O 5 Th-> Th ZDO%RITIRLI- 5812k
IRAOER TR TETERND EARAR R —NREAFLBEOV A LU CTREH LTz,
<BEE>
Ty NIBIT DO BRI O 853N\ C TR bIvRh T2 h3,
7 A 22 (10 mg/kg/ B & OY 25 mg/kg/ ) IZHB W T BB BIEDS RO BT,

5) N

9.5 IE 4%
B0 AR L CWOB RTBEME DB A MEIZIE, {RIE LA R MEN G2 ERID &S
DB DB T DL,

(f&E%)
R OB G T 2R AT CORWDO THEE LR E LT,
<BE>
IR 19 B#EOT M UC-TL o R r—h 0.038 mg/kg Z HEFFRN G- L7I-L & i
BRI B 1 M PR BE SR R R R L 7p o 7o B 5% 24 BERIZIRWVLTH 13.31%
1.48 ngeq./g Z/RL7=M, IR IR CIXIEEA L ORIE S THRIBA R THY., IBIE~DF
T 72D o723,
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I. et (ERLDER)ICET HIEHE

(6) RE.Im

9.6 IZFLI%
1R EOF MR ORI BROAWEMEEZ B L Lok XTIk mard52l,
W ERR (TR TT LR L I BIT T A2 LN HESh s,

(fRER)
3w~ FARRER A2 | FB FEBR (T M) IZB W TRFIOHH H~DOBAT ARSI T
WHDTHEREZHELL,
<BE>
FET% 14 HDOZ YN MC-TL 2 Rrr—h 0.038 mg/kg % HLAIFFIRN & 5-L7- L& FLit ik
STRER L O -1 34 544 2 FERE] CHed @ 13.80 ngeq./mL &7V | Z D% IS P i RE
JEXEEZ RO AL ., 5% 48 ] ClIM i BRAAR o7,

(7) 'MREF

9.7 /NRE
INREO B HERIEA SR EUT- MR ERBRITE B L TR0,

8) HinE

R E STV TR
7. HHE{EHR
1) SFREERETDOER

RESIL TR

Q) BtREELEDERA
RIESIL TR

8. EBlEA

11. El4EH
WORIWERNHHONDLZENHDHD T, BIEE 51TV, BENEDOOLNT-HE RS
Z b T 57 B eV E AT THZ
BIVEF OSEEE 1L 35 mg B8 (35mg/ T ) D i b 7R BR K OVRR & A D A st L0 B H LT,
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VI. et (ERLDER)ICET HIEHE

(1) EXGEHEREDBER

11.1
11.1.1

11.1.2

11.1.3

11.1. 4

11.1.5

11.1.6

EXLEIEA
FreaeiEE . #8E (WThLHEEREA)
AST. ALT O _ERAZFEITHERERRE | BIEAHLONL LN DD,
EHIL 9 LIEE (0.09 %)
feig | T =— LML, RS, QT ERFEA MR LU AMIERHHHOILHIE
WD, BENROONTH AT IN LT LH O ST 555258 TH28, [2.2,
8.1,82.92.1 &H]
th514 3% /2 1% SE B2 SE (Toxic Epidermal Necrolysis: TEN) | % |8 $5IRARfE IR 7
(Stevens-Johnson FEMREE) (W9 FUH AHE A< H])
HEEE-FEREREX(0.03%)
(8.3 ]
S\ BB (HERE)
(8.4 ]
KBREEFTOEMXKBREERH.EMREFRBFOEER FH FETRH)
(8.5 ZH]

(fR&%)
11.1.1 AA R 7 Lo Rr—E (35 mg/i8 ., 5mg/ H ) D& FRIE 0 [E PN g PR BR CHIRERERE £ 0

LT, LLARRS, 7L Rax— MEDOENO TR % CHEERITHSRERE E DO L
DY FEREL CHEIEAFBLIEFINRH-T- 2Dtk LT,

11.1.2 AR 7 Lo Rar—hE (35 mg/iE, Smg/H ) OAGEREO E N R RER T h L Al

JEDE L7200, LU s, N LT Lo Rar—b 5 mg SEDENO T % CERARAE
WREERII LT AMFEDRE D HD LN HREHE LT,

7k, TR A vy Kb 1R TARRAER (B T AH B mIEe 5-5A80 10 41, 565 1 FERA B REEK
B 2 5, 55 T AHER PR SEBEEER 2 f) TS SN V0D, WL IERE THY KL oA
MIEIZLEI BRI R ChAFE R, 74 =— LONEOIERIZALN T, 5 14 HZET
IZHEEENICEIE L TWD,

F7o, BHRERE B 1T A AR AR — MR IR 5RO MR BT 26 A e e
SEDHTEEHMEL T, MNATBUE N EFR G EFRE SR G2 LD MID-NET®Z v 7z
AN RS2, ZORER, BHRERE LG 0 28 HERIE R [T ARAR R — RS
FlAAE LB, FRIC, SR BRI EAE B W TR LoD AMAE D FE B I
FTHEREMENBHDLT LIRS,
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I. et (ERLDER)ICET HIEHE

11.1.3 KFI K O T Lo Rur—hE (35 mg/hif . Smg/ H ) O REREO [E PN G R FABR C ik 2 fo i
SR IFIE (ToxicEpidermalNecrolysis: TEN) | FZ & kERARE B RE (Stevens-Johnson JEERE)
DAL,

LU, WS L T Lo R r—RED E N O T it C H #E e R B B AE il i e
(ToxicEpidermalNecrolysis: TEN) | B¢ &b IRARE (B2 (Stevens-Johnson JEMERE) D 7
HHZEMBRIHEILT,

11.1.4 AF e 7 Lo R r—hE (35 mg/hif. 5 mg/ H ) OG0 [E] PN i PR 5 5R C Bl E 850 - 5
BEBEROWE TR, LU AR OT Lo R —MEDENO il THUE
B SUEE R OMEDH LN DR,

11.1.5 ¥4 SRS CEARAR R — FRIEA A H L CODEBF TR WO B R ORITEA
WENERSNIZ LD, EEME O OREHEL T,

11.1.6 [EN M OVEIMI BV TRITER SRS PRS2 8D EEE D70 Rk Lz, KR

HEAT T T RERE B AR E E e EOIFER T2 ECDZ LR HLD T, +
TTBIEZATV, BEPFOONIG A TR G2 LT 5708 MURLEZITIZ L,
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VI. et (ERLDER)ICET HIEHE

(2) EDHhDEI{ERA

11.2 T DD EIEFR
1~5 %A 1 %A B EEANH
A
SN B - LE R B | I, R, RACNIR, IS | SRR RN Rz
PR - O BN | SRR, DN, H e | WE T IR, AR
SR WS, MEPGEEE | MERGER
AP, <O A, 18
Fib L B THIEARR
B ¥ « B2 Jg A+ W5, DI, BT, | ALEE, W85
JiiiR7:7 2y GRifuBREE D, ~F€
7ue ARTE) . HiER
B, 1) SWekde
JHF ik e (AST |5 ALT
5. yGTP _HH%H)
X fi BUN L5 BRIR . HEIR A5
A « AAH FFENMED FU, BETE AR VED FuN, En R IR
e B
75 - Bk B, A G, A
N N s
T - R AR ()
B MAFYART | i 7Y
AN
i[5} ARJER (DT A, BFn | SEIESK, LiafER
REINEHLTN
Zfth, e, 5 U%) . W | A AR, LDH L5
B RAYMEEIE, B | 2L AT e — L E |k
fEE, B W) () L %8 | H-. g7 L7 IR
BROARRAETCOEE | . iR
AL, BV CK k-
5, 1 E 5

1) & G-HTH D8y H1%IZ FAUS, B AT 2 R -3 IO R A2 ELL TR ESNLT
WD, IRBFLAE B G T IRIZIVEIRL TV S,
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I. et (ERLDER)ICET HIEHE

REABAEERRBEERVERREERY —K
FREREERR (F L AR ERABRUFE IHREARHARESH)

e AP IE~ 331 43
IR FH 38 B S 57 13l
(%) (17.2%)
BEAOIE | A | T | g | BEROmE | | o |
(%) (%)
BIER KUBEBAE BERRELU
SRSk 1 0.3 1 WEERBEE
e 1 0.3 1 ESIEiNGi 2 0.6 2
REREE b 8 2.4 8
T L L — 1 0.3 1 B 1 0.3 1
HEREE R E IR 1 0.3 1
FEIED F 1 0.3 1 7 PO 5 1.5 5
SER 2 0.6 4 i3] 1 0.3 1
LSRR 3 0.9 3 S 1 0.3 1
ARfEE B R B 1 0.3 1
g | 1 [ 03 | 1 | BeiURBEES
EBFJURKES 1R 1 0.3 1
[l 0 | 1 | 03 | 1 SR 1 0.3 1
DBEE B 1 0.3 1
B | 1 | 03 | 1 | meesmEsLU
mEEE BEEMIDIREE
& I 1 0.3 1 NSRS 1 0.3 1
& % 1 0.3 1 JlobLd 2 0.6 2
BEEE e 2 0.6 2
JE EBAS PR 3 0.9 4 3k 1 0.3 1
ISR 1 0.3 1 FEL 3 0.9 3
- E R 1 0.3 1 FERRE
FERHRY — 1 0.3 1 mrrrsFs . 03 1
X 3 0.9 3 RARF—E A :
TR 1 0.3 1 1oAY AN 1 0.3 1
MR R 1 0.3 1 1 H pR SR N 2 0.6 2
i {58 2 0.6 2 TREE SN 1 0.3 1
B 2 0.6 2 M i ER B 2 0.6 2
IR 1 03 L ORI Bt TR L) I B OB B B
DR PR ! 03 L | EbiEasLsbo T,
FIREREE . s
BASE | 0.3 1 B i@lllau%aﬁﬁjéom pugi‘éf?() nel2 TE, n=54)., 4 JEERT 11571900 g 900
RIS H KU R THE#E ug/d JEIE, 1=57) . 4 BRI 1151 1,200 pg (1, 200 pg/4 TBAE, n=58)
= ZERR B, B BRI 12 R,
Ll ! 03 ! W55 SRS A IREAER
TOFIE 1 0.3 1 4 AR 1[5 900 ug Z AR 5 (n=162) .
FEI5 1 0.3 1 Be 5 AR 52 R,
T . 03 . (%) gx%}m%@@ém:m%—- SRS 481 | F7 L R
== UEEELT 900 pg AU ERAER 5 CThHD,
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VI. et (ERLDER)ICET HIEHE

BEEARERE (RHASER)
(MedDRA/J version (18.1) TH5})
AEREFZOIRR HEFEAKERE "
SAEAE 515 331 2,144
BIERSE D FKIRAEFIZ 51/7 98/5
BIEREDORBRHH 68/7 132/7
Bl RZE D FKEAEHIZE (%) 15.41/2.11 4.57/0.23
BlEREDESE BEAZE DR RRES (H5) & (%)
REFESLUFERIE 2(0.60) 5(0.23)
*SUE R 1(0.30)
* I 2% 1(0.30)
RIS 2(0.09)
* HRfRIEZ 2(0.09)
* BISENES 22 1(0.05)
sk JR S G 1(0.05)
Bt BHESIUHETHAOHEY 1(0.05)
(BERBFIUR)—TEST) '
=N 1(0.05)
RERESE 1(0.30)
EHIETLILE— 1(0.30)
REBLUFREREE 2(0.09)
* @al AT m— LI SE 1(0.05)
A7 S E 1(0.05)
FRHEE 1(0.05)
AHRE 1(0.05)
HREREE 6(1.81) 10(0.47)
sk A IE 1(0.05)
k FREE 1(0.05)
FEMED F 1(0.30) 3(0.14)
GIEbR 2(0.60) 3(0.14)
SRR 3(0.91) 1(0.05)
sk BRI S AR 1(0.05)
REE 1(0.30) 1(0.05)
AR fEEAR 1(0.30)
i 1(0.05)
EBLURRES 1(0.30) 2(0.09)
* HHE 1(0.05)
[El#RME D FU 1(0.30) 1(0.05)

1) BIVE S5 O FEBEGIEL, A5 TEBIER (%) (X TRIVE 1/ TERAR R A SR DIETRILL TWD,
* EA LOEENSTRITEIROEIE
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VI £ (EALDE

B)ICETHIER

(MedDRA/J version (18.1) CT££E})

ABEZ DR BEMEARERE "
BERZEDIELE BlERE DRI FHIRAEF (HH0) 2 (%)
DMEES 1(0.30) 3(0.14)
kODARA 1(0.05)
kB ML 1(0.05)
Gyl 1(0.30) 1(0.05)
mEESE 2(0.60) 3(0.14)
AL 1(0.05)
s ) I 1(0.30) 2(0.09)
* I AE 2% 1(0.30)
FER 3% ERE LU FRIEE 2(0.09)
sk [ i R 1(0.05)
* Sl 1(0.05)
sk Wi IS 1(0.05)
BIRES 15(4.53) 14(0.65)
EFRAS Rk 3(0.91)
P A 1(0.30)
2] 1(0.05)
g 1(0.30)
=P 1(0.05)
5EF 3(0.91)
T 1(0.30) 3(0.14)
HIERE 1(0.30)
k fi 2(0.60)
S 2(0.60) 1(0.05)
* B AR 2(0.09)
e A A 1(0.05)
* H IR 1(0.05)
GOV 6(0.28)
N 1(0.30)
* KGR —7 1(0.30)
DR AN R 1(0.30)
R {5 1(0.05)
FFREERESE 1(0.30) 4(0.19)
k APEHFER 1(0.05)
R E 1(0.30)
i # e 2 3(0.14)

1) BIVER S O FEBUEFIEL, 15 JEBI=R (%) 13 TRIVER 1/ TERAR A E S H ) OIETHRFLL TWD,

* A EOEEPL T TERWEIEH
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 REEERLOER)ICEIHIEH

(MedDRA/J version (18.1) CT££E})

el PAOYy o HEFRARERE "
BMEREDIESE BlEAZE DR RIRES (H50) 2 (%)

RESLUE THBES 3(0.91) 10(0.47)

k & 2 1(0.05)
I 1(0.05)
sz 1(0.30) 1(0.05)
HL B 2(0.09)

sk B2 T HH i, 1(0.05)

* Z{HIE 1(0.05)
EOFEIE 1(0.30) 2(0.09)

* SREIE 1(0.05)
I 1(0.30) 2(0.09)
EAIINZS 1(0.30)

HEBRBIVEAEBES 19(5.74) 16(0.75)

BA R 2(0.60) 3(0.14)

* BEEI 1(0.05)
R 8(2.42) 2(0.09)
B 1(0.30) 1(0.05)

e =N Y Py N o Y Y (g 1(0.05)
£ IRAbSE :

* BEEERR 1(0.30)

RES 1(0.05)
ik 5(1.51) 4(0.19)

sk FEE IR 1(0.05)
e 1(0.30) 1(0.05)

* G 1(0.05)

S 1(0.05)

* fi BRI 1(0.30)

sk B A A [ 1(0.30)

BERLUREESE 3(0.91) 6(0.28)
k R 22 3R ME 1(0.05)
* JREGHRE A 1(0.05)
s IR 1(0.30)

BRJR 1(0.30)
* B FE 1(0.30)
* BRI 4(0.19)

1) BIVE S5 OFEBEGIEL, 115 SEBIER (%) X TRIER 1/ TERRMRA R ) ONETRILL TV D,
* A EOEENL TR TERWEIEH
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I. et (ERLDER)ICET HIEHE

(MedDRA/J version (18.1) CT££E})

ABEZ DR BEMEARERE "
BEMERZEDIESE BEFAZE DN RRES (H5) & (%)
— -2 BEESLVRGEEZOKE 9(2.72) 26(1.21)
) iE 2(0.09)
P AN PR 1(0.30)
J9m (0.60) 2(0.09)
*FET- 3(0.14)
FLH R 3(0.14)
U 1(0.05)
(=¥ 2(0.60) 6(0.28)
KA PE S 3(0.14)
Sk AR M 1(0.05)
Z2] 1(0.30)
kP 1(0.05)
FEEL 3(0.91) 1(0.05)
*k FEEN 1(0.05)
) 1(0.05)
RAHNER 1(0.05)
sk P NERAL P H if. 1(0.05)
T e G- H i 1(0.05)
BE.FEELUVLE & HHE 16(0.75)
* KRB FAERE 4T 1(0.05)
* KRBT 1(0.05)
* g E i 4(0.19)
*FHEE BT 10(0.47)
ERRRE 7(2.11) 5(0.23)
i A v B 2(0.09)
%ﬁ7v7%/$2$%f%ﬁ 1(0.30)
k7L 7= N 2(0.09)
i H AU LHEN 1(0.30)
1 R RN 2(0.60) 2(0.09)
* REIE N 1(0.30)
H i ERE e 2(0.60)
(kN-T T FR 1(0.05)

1) BIVE S O FEIRAEGIEL, A SEBIER (%) X TRIE )/ TER AR A SR ) OIETRTLL TVD,

* M EOEENL T TERWEITEH
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I. %2 ({ERLDZEE)IZETHIER
T DD YFE M FARERE (AohE)
(MedDRA/J version (20.0) TH5})
ABEZ DR BEMEARERE "
SREAE 5138 331 651
BIERE D FKIRAEFIZ 51/7 58/4
BIEREDOHRBRHH 68/7 92/4
B 1E A D FEIRGEHIZE (%) 15.41/2.11 8.91/0.61
BERZEDIELE BMERZEDEERNRERESN (BH) %= (%)
RPES FUFERE 2(0.60) 6(0.92)
*RUE IR 1(0.30) 1(0.15)
* EE R 1(0.30) 1(0.15)
* Jifi 2% 3(0.46)
* Rk se 1(0.15)
* R 1(0.15)
B, BB X OGEIARIH O
HAEY 2(0.31)
(BB LOR)—T 25 Te)
ki AR 1(0.15)
k i D BT A= 1(0.15)
IR ESANONINFAEA -5 1(0.15)
3 25 Ifi. 1(0.15)
G R E (0.30)
* EHIPET L LE— (0.30)
o7 A 1(0.15)
sk FUIR R REAK T E 1(0.15)
REBIUREBEE 4(0.61)
kHERR R Z 1(0.15)
k 1 R I IS 1(0.15)
kPRRZ 1(0.15)
BARIBOR 1(0.15)
KRR 2(0.31)
AHRE 2(0.31)
PR R 6(1.81) 7(1.08)
* = 1(0.15)
FEED FU 1(0.30) 2(0.31)
GIEPE 2(0.60) 2(0.31)
RTINS 3(0.91) 1(0.15)
Jr SRR 1(0.15)
%k BENOLOFUEMERE 1(0.15)
ARfEE 1(0.30)
RIS 1(0.30)

1) BIVE S D FEIRAEGIEL, AFE SEBIER (%) X TRIER )/ TER AR A SR ) ONETRTLL TV D,
* EA EOEENSTRITERVEIE
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VI £ (EALDE

B)ICETHIER

(MedDRA/J version (20.0) CT£E})

AERBZOIRR HEFEAKERE "
BMERZEDIELE BMERZEDEERNREREN (BH) = (%)
ERJURKEE 1(0.30)
[EIiRPED F U 1(0.30)
DEEE 1(0.30)
O]} 1(0.30)
178 PR 2(0.60) 3(0.46)
s i 1L+ 1(0.30) 3(0.46)
* MLE R 1(0.30)
R 3R . 2RSS LU FRIES 3(0.46)
sk WK 1(0.15)
k TLILX— B 2(0.31)
BIRES 15(4.53) 10(1.54)
PR AS R 3(0.91)
P R v 1(0.30)
REE 1(0.30)
(s 3(0.91) 4(0.61)
sk [ oy 1(0.15)
T 1(0.30)
HIEAR R 1(0.30)
s fifi 58 2(0.60)
S 2(0.60) 1(0.15)
H R E W R 2(0.31)
L 3(0.46)
N2 1(0.30) 1(0.15)
* KGR —7 1(0.30)
L AN R 1(0.30)
FFREERESE 1(0.30) 1(0.15)
IR E 1(0.30)
S RE % 1(0.15)
RESIUVETHRES 3(0.91) 5(0.77)
* FZ JE 2% 1(0.15)
e 1(0.30) 1(0.15)
EOFENE 1(0.30) 1(0.15)
I 1(0.30) 1(0.15)
ZERZ 1(0.30)
* RH O 1(0.15)

1) BIVE S O FEIRAEGIEL, AFE SEBIER (%) X TRIER )/ TER R A SR ) OIETRTLL TVD,
* EA LOEENSTRITEIROEIE
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VI. £ 4 (EALOEE)ICEATHIEH

(MedDRA/J version (20.0) CT£E})

ABEZ DR BEMEARERE "
BEMERZEDIESE BMERZEDOREERNKRES (BH) ZFE(%)
HEERBIVESHERES 19(5.74) 18(2.76)
B 2(0.60)
R 8(2.42) 4(0.61)
* 15 5 m 1(0.15)
B 1(0.30)
k PRI 1(0.15)
* BIHIIE AR 1(0.30)
JEEE 3 ME P B A2E 2(0.31)
RES 3(0.46)
5 AT 5(1.51) 1(0.15)
sk AP B i AE 1(0.15)
VU e 1(0.30) 3(0.46)
* DU 1(0.15)
* BRI 1(0.15)
sk T [ ] 7 A7 e R A i A 1(0.15)
k BTN HERE 1(0.15)
* k% 1(0.15)
* g 2% 1(0.15)
* i B AR 1(0.30)
sk HERIRR 22 H 1(0.15)
B & 7 B9 1(0.15)
B R A [ 1(0.30) 1(0.15)
BEBLURBES 3(0.91) 3(0.46)
s If R 1(0.30)
sk BRARVEE bt 1(0.15)
R 1(0.30)
* B R 1(0.30)
*BAL 1(0.15)
* B RE R 1(0.15)

1) BRSO REBAEGIE, A5 SEBIR (%) 13X TRIER 1/ TERR AR R | DIETRZLL TV D,
* A EOEENL T TERWEIEH
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VI £ (EALDE

B)ICETHIER

(MedDRA/J version (20.0) CT£E})

ABEZ DR BEMEARERE "
BEMERZEDIELE BMERZEDOREENFRRES (BH) ZFE(%)
— -2 BEESLVREIREIOKE 9(2.72) 6(0.92)
P A Rk 1(0.30)
JaJma 2(0.60) 1(0.15)
* HBEFE 1(0.15)
*ORAEEAL 1(0.15)
ey A 1(0.15)
(ysNR (0.60)
T 1(0.30)
kP 1(0.15)
FEEL 3(0.91)
k ZERIEAIE TR 1(0.15)
k ZEIEA AR 1(0.15)
GE. PERSLUVLE S HHE 7(1.08)
* KERE 2B 4T 1(0.15)
KEREE 4 1(0.15)
* BT 1(0.15)
*BEEE T 2(0.31)
*FHEE AT 2(0.31)
kBT 1(0.15)
ERIRRE 7(2.11) 4(0.61)
LA 7L 7 F o AR ARFF —BHN 1(0.30)
k7L 7= N 3(0.46)
1 FR Y KN 1(0.30)
1. FR R FEEE N 2(0.60) 1(0.15)
* REIE N 1(0.30)
i ER A 2(0.60)

1) B S O REBAEGIE, A5 SEBIR (%) 13X TRIER 1/ TERAR AR SR | OIETRFTLL TV D,
* M EOEENLTRITERWEITEH

9. BERBRERKRICRIZFTEE
BRESNTULVEL

10. BEHRE
R ESIL TR
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VI. et (ERLDER)ICET HIEHE

1. EHEDOFEE

14.1 ERABEFHOIERE
14.1.1 AFNIAEFFIRNEGIZOAE L, 30 7 LL BT Tdo<Khit 59528,
14.1.2 AN LTI R DAF U EREG LU TR ZTERR T 2280305 D T,
AN LT T AT DG AT D RIS TR LN L,

(fRER)

14.1.1  FUEFELANO FETOME AR 2= Rtk L7,
AFN BTS2 L AFIOFE IR EICLD R OM ., B ORME ZFEEL, BA
BERTREMENE 251D,

14.1.2 —fRICEARARR—NRIEFNL, AT DT~ T Ry DEERETER T HZ LN FHI
TEY, IhOEEH T5AMEREIRE T 58 BBV LILEZ A UD T REMED DD,

12. ZDHDFE
(1) ERERERICESIHER

BREII TR

(2) FEEREREBRICE I<IER

BREII TR
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X. JFERIRICRE9 4IEH

1. REHR
(1) EMREHR
VI SENEEIC BT B H OB

() REMREHR
MR E U TR ARRER | PR - PR BR 4 R L TR R K R OVEARE G, k% &
USRI R TR 3% | ZNEN FROISRRERERT,

1) PIEHERICRITTEE
e & 5. & (mg/kg) g
A A e o) gg}é f?;. A
—RE R ~7A | 0.15,0.8, 3.8, i.v. 0.8 % U* 3.8 mg THED H$25-1% 180
71T grip strength DA E2K T 23558
OO, MoIE B Ik 21EH
WIERD BT,
<7 A |0.08, 038, iv.(5 HE) | TEMZL
& ) ~7A | 0.15, 0.8, 3.8, i.v. TER72L,
SRR <A | 0.15, 0.8, 3.8, i.v. RIS FEVEH L O L 2 —
IV T IRBM R D8 L,
ST <A | 0.15, 08, 3.8, i.v. BB, T RTY R UARYF
U S XFBREBIHLTH RO
FEPUERZL,
R D1EH <A [0.15,08, 3.8, 1iv. FER% writhing £ TIERZL,
IEF AR T D 1EA ~J7A |0.15,0.8, 3.8, i.v. TER7Z2L,
iR SR Y (e 7YX | 0.8, 3.8, i.v. B 6 0 3 B OV B IR L2 L CHE
A7,
BAEBIC T AIEH | v | 015,08, 3.8, iv. AN SN AL
2) R - FIRABRRICRIFTRE
. P& 5B (mg/kg) s gosx
R BRIE H ByifE den) 5%:?2 A
WER I i AX 0.8, 3.8, i.v. ARUBNLE X — LR TORE
DAEL OV E] W, I, I Ok OV FE
UL TR,
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X. SEERRICBE9 4I1EE

3HIERRIZRIZFTEE

. Bt b (mg/kg) s o
AR TE A Yy FE TR R AR
fii HA a1 15 E/LEYR | 3x10 6 ~1x10 *M | 1) & FEIGHE 2125+ 2160 1x10
(in vitro) M ET. TEF LY BAEI
L AL U B KA ISR 5D
ER72L,
2) BEEEYN T HEH 1x107*M
FC., [FIGOF LR IGE I35
YERZ2L,
5 PN B S HE Fvh 0.15. 0.8, 3.8, i.v. NS D R KRB BN U CHER 72
Lo
BN AR Zvh 0.15, 0.8, 3.8, i.v. HEL R, pH, MEEE , X7V h
P U CTERAZRL,
AERAEE | B EE) S 0.15. 0.8, 3.8, i.v YERZ2L,
R Zvh 0.15, 0.8, 3.8, i.v. Behtk 5~6 FRCIXERAZRL, #
24 el 12 DOBIZ2 T, 3.8 mg &5
FED 1/5 BIO I P E D RIE,

HARBRUVERBERHICRIETRE

. e h & (mg/kg) g
Al R IH . ° by
AR IE H FY O R AR
REERNERFFNITA, | Tub 0.15. 0.8, 3.8, i.v. fER7Z2L,
TV, 7aFAR
S)MiERICKRIFTEE
oy 58 (mg/kg) ow
Ea'l E N ¢ TRE
ABRTE H F Yl TR R AR
iR AVRS 0.15.0.8. 3.8, i.v. APTT KO PT \Z/ERZ L.
3x106~1x10*M 1x107*M DOERETRED APTT
(in vitro) IEEDNEIROSNTN. PT 1XEAb7
L/o
YA i E AV 0.15. 0.8, 3.8, i.v. IKIR BB ORIz L TEH
L,
3x106~1x10*M ERZ2L,
(in vitro)
RGeS 7 0.15. 0.8, 3.8, i.v. NES O EE S NES e

R EE (/AR o S B B AR R
packed cell volume . 7 IfiL ER I % i
BE L ARILERER, /B, B ERE
(XL TIEAZ L,
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X. JFERIRICRE9 4IEH

ORERIZRIZTEHE
. 58 (mg/kg) -
AR TE A EULyEi TR R P
Pk pEA <A 0.038, 0.38, i.v. T SRBC HURFEAITIL THOEH
(7 HI#) R,
PBIER T L L — <A 0.038. 0.38. i.v. HT SRBC BEFEA! T L /L — I
(7 HF) KU TER R,

(B) 7V Rrr— o8 58 CUILERRE) 137V o R ik R E TR L,

() £ DfthDFEEEHER

YR RL
2. BHEHR
(1) HEEEE5SERR
EulyE $¢ 5.5 (mg/kg) FSCRE MR
Tk 0. 8.8, 13.3. 20, 30 - BeHBEE LTS T % 30 mg/kg OMERES 1 B

[0. 6.7, 10.2, 15.3, 23.0]

BWTRD, f/NBBEEITHERESSIC 30 mg/kg

T, 1 B4 2 88

FRIRN % 5 LEZLNT,
WERE 1 B4 5 T * 30 mg/kg TIXME, AREB O T, PAIRM A
Sy Wit
* 20 mg/kg LA EOALEHITIE, BANROREL
B ONEIE , BIROAE R e OB O IR| fig
DERGTREDRD LI,
AX 0. 5. 10, 20 - 10 mg/kg T 1 #i, 20 mg/kg T 1 BT LIZZE
[0, 3.8, 7.6, 15.3] Db, /NGB EIE 10 mg/kg B Z BT,
FRN 2 5 S FETSHITTIT A REB O T AT AT, B,

A RIROART | BB ER IR AN D PE5E & UK
JEZEVES B DI,

- LB TCIE BN B R IR AN DHESE, N

2k, LR M ORIEVEMIE DRI BT,

- 5 mg/kg UL EC BUN KOMILF 7L T F =R

DOEEIMAFRO B, FFIZHE T HITIRBETH-
77

EYRPO[  IPNTT Lo e iRz R~ LT,
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X. SEERRICBE9 4I1EE

2) REHGHERR
ZwMZ 0.001~1 mg/kg/H (0.0008~0.8 mg/kg/H) . A XIZ 0.0025~1 mg/kg/H (0.0019~0.8
mg/keg/H)Z 1 H 1 [8] 13 3 H RN 5 LR, RO b7 222 0T 1) OB TH
DH, ZIHDOKEBITEARK O EIKEVER THLEWIMEIEA I SI<b D LB 2 b, %
7o, EIEBR O BAR I 2) IR LTZ,
72E. MR EILT YN TIE 0.01 mgkg/ B (0.008 mg/kg/H) . A XTix 0.05 mgkg/H (0.038
mg/kg/ H) Tho7z 3940

1) SHENEL
By Zwh AR
FHEBAEA (BB EIER) + IfYE Al-p {EPEOIRTT
IZkpEEZ LN o MG AV I EE DI
< —YRUERE O
- U1 ORI (T~ )
Gl DRI k& I KD IEEE | - REEB NP
BN IS - NETRE YRR
- PRl R —
- RIEIR
- SH N RO &N
ZOfth < AL IRANE O b | o BRI DI A R
HMEEAL s
+ CK (CPK) IGMEDEFE 7218 0
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X. JFERIRICRE9 4IEH

2) ENEHEEROAHE
Zy TR, DITRUIZ @2 LI BRSO LT,
— 7 AXTIIRIRE LIS E 23610 o — R OHEINZ RO CEIE DR i,
() ()T L Rur gL CoRE/RLT,

<BE>
W3vh0 14:BFE RV 53 B0 REZEORESEERR
b & s N
Byt #5411 (mg/kg/day) FCAE
vk 4 3 0,125,255 | - KEENELOEEERD M Smg/kg/day
1 FEMERES 15 T - WEICRELE T L
- —fReRER, IRBFFRORAE, IR AR A, ML
AALTFHIRRA RIS P B R A
T2 M OV BB 228 (k7 L
- EEMEE
Ik 5 mg/kg/day LA E
2.5 mg/kg/day
(REHMNEEHEIXT)
3 JEfE 4 0.0.5.2.5.5 |- —fiikiE
1 B, MERESS 30 T SNE HERE - 5 mg/kg/day
(27 1 BT 1 BEMERE REOR N EERRIESR M- 5 mg/kg/day
% 10 3L 11 Pz REHINEOW D 5 mg/kg/day LL I
el f)) EEE RO I : 5 mg/kg/day

- IR R A
IRIMEREDR D M5 mg/kg/day
M4t : 2.5 mg/kg/day LA
- JREH AR R A
g o> i A1 i,y
- 5 mg/kg/day
- 0.5 mg/kg/day LA 1
C BB LT L
- IRFFERRRA . KA LR A, R, #
Bk O B B 222 k7L
- MEFEME R
2.5 mg/kg/day
(B EE . ARILEREGED | MR OBEs s
1Mo TLiE)
I : 0.5 mg/kg/day AT
(Mg o> Bl A1 1 T )
LARFHN DB WAL INHIAE RN ES<EbEL T, —
DM B DN, ED B B DWW D3RO B
ALTWDS, AR IMLEREL D I8 K OV D 6 51 1
MOTCHEITZ TR “IRINE L EE 255, ]

s AHNOFEEWE T o8 WM E N B S EARA 7R Z2 k& R
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X. SEERRICBE9 4I1EE

HAXD 1488, 27 8RR Y 53 80O REEORESEHER

i

P b5 H1fH]

B b
(mg/kg/day)

AR

AX

14
1 B, MERESS 4 58

0.2.4.8

- BRAR R RO AR A
< g >
U BE SUV TR FE D JRAAE S MK
OBEILE LA (4mg/kg/day DL L
DYH)
- BB LSBT
- —RRE, R, BT R, IRBM RO,
ECG, MK FHIRRA, MK E LTI,
PREGA | H & OVidias s S8 k7L
- EEME
WERE : 2 mg/kg/day
(RABAE Z5VE B OV B B SR B IR AE)

27 JAHE
1 B, MERESS 4 58

0.05.2.8

- WEICRE LSBT
- RIREE, R A, IRE RO A,
ECG, M I, ik b 7RI
PRI, T BAE AR AR AL L IR M OVt
HEIIEL
- MR
e - 8 mg/kg/day LI E

53 R 42
1 B, MERESS 4 58

0.0.5,2.8,
8% (PR

- REHIN &R
1 : 8 mg/kg/day
- B RO A
< gk >
T DD T A FE DB ME R R
R K OB LB LA
M 1 31 B OREFE DT 1 451 (8
mg/kg/day)
- WEIZREELZE TR
- —feRE, HeE, IRB PRI ECG.
MR RO, MR B LR, PRI
. Ik Oidas B &AL
- MEEEME R
1k : 8 mg/kg/day L |
I : 2 mg/kg/day
(REEIN &R BIEOMRZEL)

*  AFIOEBERATHDBRIVNFIERICE DCEENEEILZERR]
% :8 mg/kg/day % 13 BEREHREL. T D& 40 BREAKE
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X. JFERIRICRE9 4IEH

Q) EEEEHR

AR H R
A B 18 IR 52 RS kR Bt
LI A B\ B G T2 AR Btk
In vitro Yt RSB HRRIR: A = — X AAL — i RNk s
CHL : g ALFR I (24 K OF 48 BRI ALER) e OV RS ALY (6 MRS L) -
In vitro Ye K B BBR : Ty = — K L AX — JP L Fh SRR b
CHO: ZZRE [ ALEE A (3 IpRE]ALBE)
In vitro T MNFHIIET L U R BR Btk
~ A& S in vivo BB Y (AT 5 AR Bt
~ U A% WD/ MR (Exis

ko FERFFEINIIAE BRBEMNFEO LN, ZHULEREIZRIT DR THRE 2B (e 7 — 20
FHEWN) THY, ZNHORE CITMRE ORI L2, IO ERIRIE R AN T2 0D Yot R ~DEHAE
FNZEDHOTIFR, MlRFEEIC LA EEB 2 T,

“4) HAREBRER
SUARVTYhEBIT, 0BG L ORI E LT,

B HE (B 5-H#ART) Pe 5 (mg/kg/day) e S
~7A(92 JHfHE) HE:1.3. 10 P G B L 7 FES O HE N7 L
1 B, MERESS 50 T M1, 2, 5/10¢
7 b (105 # ) 1.,3.75, 7.5/5.0" B GBS L -G o e L
1 B, MERES 75 DT
KRR, MERESS 130 DT

a) 5 mg/kg TIXFHEIEIR B ARSNIRD>T2DTH 30 #IZ 10mg/kg (ZHIMNLTZ,

b) 7.5 mg/kg T — MR B DAL (RSN, PRI R EE, IEEIEAR) R OFE T AT 2\ THEITES 9 1Bk
15 13 I S me/kg (G BE T2, UL ST AN U272 55 43 IS T OB A 225
FEMSY LT,

(5) £ERERESIEFER
1) SEURRAT R U T iR 4D HA 3% 5508 +
ZvMZ 0.001~0.5 mg/kg/H (0.0008~0.38 mg/kg/ H ) Z 18 H # RPN G- U= 51 B &
FECIRREE R IR AR DWD BB, EIUTED B KRB OVELENR B DWD 338 b,
MERER BN DR ZIRR K OB IO T E IR BITRO bign T, BB O A FiE
\ZxF 9o MEEEMERIE 0.1 mg/kg/ H (0.08 mg/kg/H) | B8R x5 MM EIX 0.5 mg/kg/H
(0.38 mg/kg/ H) ThH-o7=,
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X. SEERRICBE9 4I1EE

2) R OBERAHIZERR 4

7w MZ 0.1~2.5 mg/kg/ H (0.08~1.9 mg/kg/H) . 7=, 7HFIZ 0.005~0.5 mg/kg/H (0.004~
0.38 mg/kg/H ) Z38 H §RN 2 5 U725 Tl ar TR IRE D BV TR, REEN OIEARHE
B 00 - B (kT AR RITT T 0.1 mg/kg/H (0.08 mg/kg/H) . 7T 0.5 mg/kg/
A (0.38 mg/kg/H) Th-oTz, £o, IR T2 8H M &EILT YT 2.5mg/kg/ H (1.9mg/kg/
H).UH¥¥T 0.5 mgkg/ H (0.38 mgkg/H) THY, 7y MHAERICHTHEEHEMEEIT 0.5
mg/kg/ H (0.38mg/kg/ H) Th -7z,

728, Ty NMTEITD 0.5 mg/kg/ H (0.38 mg/kg/ H) LA EDOF 5-RECAFI O FAE M I FE-5<
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8.1 Pregnancy

Risk Summary

Available data on the use of FOSAMAX in pregnant women are insufficient to inform a drug-associated
risk of adverse maternal or fetal outcomes. Discontinue FOSAMAX when pregnancy is recognized.

In animal reproduction studies, daily oral administration of alendronate to rats from before mating
through the end of gestation or lactation showed decreased postimplantation survival and decreased pup
body weight gain starting at doses equivalent to less than half of the highest recommended 40 mg
clinical daily dose (based on body surface area, mg/m? ). Oral administration of alendronate to rats
during organogenesis resulted in reduced fetal ossification starting at doses 3 times the 40 mg clinical
daily dose. No similar fetal effects were observed in pregnant rabbits dosed orally during organogenesis
at doses equivalent to approximately 10 times the 40 mg clinical daily dose.

Delayed or failed delivery of offspring, protracted parturition, and late pregnancy maternal and fetal
deaths due to maternal hypocalcemia occurred in rats at oral doses as low as one tenth the 40 mg clinical
daily dose (see Data).

Bisphosphonates are incorporated into the bone matrix, from which they are gradually released over a
period of years. The amount of bisphosphonate incorporated into adult bone and available for release
into the systemic circulation is directly related to the dose and duration of bisphosphonate use.
Consequently, based on the mechanism of action of bisphosphonates, there is a potential risk of fetal
harm, predominantly skeletal, if a woman becomes pregnant after completing a course of bisphosphonate
therapy. The impact of variables such as time between cessation of bisphosphonate therapy to
conception, the particular bisphosphonate used, and the route of administration (intravenous versus oral)
on the risk has not been studied.

The estimated background risk of major birth defects and miscarriage for the indicated population(s) is
unknown. All pregnancies have a background risk of birth defects, loss, or other adverse outcomes. In
the U.S. general population, the estimated background risks of major birth defects and miscarriage in
clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data

Animal Data

Reproduction studies in rats dosed orally from before mating to the end of gestation or lactation showed
decreased postimplantation survival starting at 2 mg/kg/day and decreased body weight gain starting at 1
mg/kg/day, doses equivalent to less than half the 40 mg clinical daily dose based on body surface area,
mg/m? . Incidence of incomplete fetal ossification in vertebral, skull, and sternebral bones were
increased in rats dosed orally during organogenesis starting at 10 mg/kg/day (approximately 3 times the
40 mg clinical daily dose). No similar fetal effects were observed in pregnant rabbits dosed orally during
organogenesis at up to 35 mg/kg/day (equivalent to approximately 10 times the 40 mg clinical daily
dose).

Both total and ionized calcium decreased in pregnant rats dosed orally with 15 mg/kg/day alendronate
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(approximately 4 times the 40 mg clinical daily dose) resulting in delays and failures of delivery.
Protracted parturition due to maternal hypocalcemia was observed when rats were treated from before
mating through gestation starting at 0.5 mg/kg/day (approximately one tenth the 40 mg clinical daily
dose). Maternotoxicity (late pregnancy deaths) also occurred in female rats treated orally with 15
mg/kg/day (approximately 4 times the 40 mg clinical daily dose) for varying gestational time periods.
These maternal deaths were lessened but not eliminated by cessation of treatment.

Calcium supplementation in the drinking water or by subcutaneous minipump to rats dosed orally with
15 mg/kg/day alendronate could not ameliorate the hypocalcemia or prevent the dystocia-related
maternal and neonatal deaths. However, intravenous calcium supplementation prevented maternal, but
not neonatal deaths.

8.2 Lactation

Risk Summary

It is not known whether alendronate is present in human breast milk, affects human milk production, or
has effects on the breastfed infant. The developmental and health benefits of breastfeeding should be
considered along with the mother's clinical need for FOSAMAX and any potential adverse effects on the
breastfed child from FOSAMAX or from the underlying maternal condition.

(H . : https://dailymed.nlm.nih.gov/dailymed/druglnfo.cfm?setid=14e931{d-2c5f-4d90-b7db-
5980706f4a56&audience=consumer 2023 4E2 A 24 HT7 /& X)

<$E>

A—RRZ) 7 D454 An Australian categorization of risk of drug use in pregnancy

B3: Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed. Studies in animals have
shown evidence of an increased occurrence of fetal damage, the significance of which is
considered uncertain in humans.
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8.4 Pediatric Use
FOSAMAX is not indicated for use in pediatric patients.

The safety and efficacy of FOSAMAX were examined in a randomized, double-blind, placebo-
controlled two-year study of 139 pediatric patients, aged 4-18 years, with severe osteogenesis
imperfecta (Ol). One-hundred-and-nine patients were randomized to 5 mg FOSAMAX daily (weight
less than 40 kg) or 10 mg FOSAMAX daily (weight greater than or equal to 40 kg) and 30 patients to
placebo. The mean baseline lumbar spine BMD Z-score of the patients was -4.5. The mean change in
lumbar spine BMD Zscore from baseline to Month 24 was 1.3 in the FOSAMAX-treated patients and
0.1 in the placebo-treated patients. Treatment with FOSAMAX did not reduce the risk of fracture.
Sixteen percent of the FOSAMAX patients who sustained a radiologicallyconfirmed fracture by
Month 12 of the study had delayed fracture healing (callus remodeling) or fracture non-union when
assessed radiographically at Month 24 compared with 9% of the placebo-treated patients. In
FOSAMAX-treated patients, bone histomorphometry data obtained at Month 24 demonstrated
decreased bone turnover and delayed mineralization time; however, there were no mineralization
defects. There were no statistically significant differences between the FOSAMAX and placebo
groups in reduction of bone pain. The oral bioavailability in children was similar to that observed in
adults.

The overall safety profile of FOSAMAX in osteogenesis imperfecta patients treated for up to 24
months was generally similar to that of adults with osteoporosis treated with FOSAMAX. However,
there was an increased occurrence of vomiting in osteogenesis imperfecta patients treated with
FOSAMAX compared to placebo. During the 24-month treatment period, vomiting was observed in
32 of 109 (29.4%) patients treated with FOSAMAX and 3 of 30 (10%) patients treated with placebo.

In a pharmacokinetic study, 6 of 24 pediatric osteogenesis imperfecta patients who received a single
oral dose of FOSAMAX 35 or 70 mg developed fever, flu-like symptoms, and/or mild
lymphocytopenia within 24 to 48 hours after administration. These events, lasting no more than 2 to 3
days and responding to acetaminophen, are consistent with an acute-phase response that has been
reported in patients receiving bisphosphonates, including FOSAMAX. [See Adverse Reactions (6.2).]

(H L : https://dailymed.nlm.nih.gov/dailymed/druglnfo.cfm?setid=14e931{d-2c5f-4d90-b7db-
5980706t4a56&audience=consumer 2023 £ 2 A 24 HT77&XR)
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