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DIRH% A2 < &b 30 IFKBSN OB E 2 BT D, [10.2, 16.2 B

C BERCEEBEDHRE I THNDEDT, MLHDWITENT, & (] 180mL) DKL &t
WCIRA L, IRA 30 idffii=b 5 7e\n, [11. 1.1 ZH]

- BEERE TR ATICARA Lauvy,

- O PENREERE O FTREMEN 5 O T E 12, RO TICRAT 5,

- ESRE B ORER (B TR OINE TR, BRSO, BEORRT 200E) Abhbbh
TSI EREICEK T 5, [11.1.1 SHR]
(BHEE)

1.2 AAFNTHE 1 BRAT2EFTHY, A—EAICRATSZ L, o, AAORAZENTHE
X, BHICLERAL, TORIZHONPLOEDTEBICRATSZ L, 2B, 1 BIZ 2 AR




V. ARICEI SRR

L7pW\WZ &,

(BR—C v MR
1.3 HIRFEEID R ED 2 » ABORSEBE 2B &, AL AR EF LR WEGE L OYER D i
TP L NRGEITDOIRITH Z &,

5. ERPRRAE

1) BRT—2/1\vH5—2
HAERR L

2) EREEHER
LR L

(3) RERGRRER
AR L

(4) REERIEAER

1) BXMHERELRER

(BHERIE)

OENFIMERE GELH_EEREERE" . BEEIIHT IHR)

BHEBRERE AWM. UV RFavith FY AL LC1H 1A 2 65mg ™2 X3 1A 17. 5mg %
48 MR N5 U7 fE 5L, 48 WH OIEHEEYI B (L, BMD) HEMM=RIL 1 H 1 (8] 2. 5mg *2 £ 5
BEC5.87% (n=195 5 BB 9B, ¥ 18] 17. 5mg $E5-BEC 5. 36% (n=214 9 LBYE3 ) Th
V. 38 11A17. 5mg #50%, 1 H 18] 2. 5mg 2 BEGTxT 2 IELMEDHER K47,
BIVEFSEEAERE 130 1 [a] 17, bmg #E5RHET 24.9% (62/249) TH Y . EREWEMILE P& 6%
(15/249) . LJEEE 1.6% (4/249) T o717,

QENFEMMHAER (ZEETRLERRY  BRREHEICHTI2H9E)
BHIREREZ SR, 1 B 1 EEFRKFICY B oo U AL LT 2 6mg 2 % 96 MR
A#E L7ofER. Ve R @il b o agE R (163 #) CToOIIMEMEOHEL T (BEfFE
TrOWELET) BEFEIT 12.3%ThoTc, ARBRICE Y | HERBITHHIN R R I i,
RIVE BB 1T 31. 5% (86/273) Td ¥ 72 BHER X EIEE R 6. 2% (17/273) JEA 2. 2%(6/273)
ThHot=?,

(BR—=TU v MR
OERE MAARER
FRX—Vzy MRRELEZRRICLH 1BV Fe gt b oA e LT 17, 5mg % 8RR O #%
B UT-#5 8. BEBMh 24 #1% D Excess IML1E AL-P B Y OS2 L 3R13-85. 3% (n=11), 5B
hh 48 1% D Excess IfliE AL-P fE DB LR I1T-82. 1% (n=11) TH o7,
BIVER R BUEE 13 25% (3/12) TH Y . T OWRRIL, THl, H AR, REHERECcH -7 101,
Qs 5 MR ER
BR—Vxy MNEREEZNGE LIEAAEICET 5 —EEREERBOMEE, Ve ke g Y
71 B 18] 30mg F5RE (60 HRE#E) 9 RO—F K" FU A1 B 1 [E 400mg %
B (180 AM#&E) 1B WT, #5815 12 » A% £ TIZEBIF 5 Excess MLiF AL-P E*Y DK
T5%LL FAE TR L= #kBrg oEI& 1L, 21 85.0% (51/60) MU 23.3% (14/60) Th V., BEEH
£1% 180 H H T Excess I AL-P EFY OB ZE V2R 1T Z L F 1 -87. 9% (n=56) } 1’-40. 6% (n=57)
Thol,
F7-. BERG 18 » HEICHB T, MiEAL-PENERIGEL, S0z & Fe g
%UﬁAﬁﬁﬁT%%UW%)T%@\I%FD/&gf%)Wbﬁﬁﬁfl%(Mw)T%o
770
BIVEF S BB 1L 47. 5% (29/61) TdH Y FAFNWERIZTH 11.5% (7/61), FE.L8.2% (5/61)
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V. ARICEI SRR

BHEE 8. 2% (5/61). BEJE 4.9% (3/61) Tdh-oi= 1010
D EEAERE LTLH LEYRZICH LY T AL LT 200mg Z/% 0 &5
T 2) AANOBHERIEICRT 2 ENARHEITE 1 7 17. 5mg TH D,
HE3) EHHEEIKE LT H 1 EBRERICH LY T AL LT 200mg 28 A#E
1 4) Excess M{F AL-P fE=1MiF AL-P OIFEHIME- (FIEME O K AKME + EEE O fK/ME) /2
H L) ABOBEA—T v MRICKTT2ENAGEHEIZ L B 110 17.5mg % S B#H A KRS TH D,
2) BEMHAER
MU ER e L
(5) £FE - mENGER
MR L
(6) AEHER

1) ERBMEE (—REARERE. BEEAAERE. ERRALREE) . BEREET— 4N
—RBE. WERERERBRONE
LR L

2) RREMELTEREPEDOARRIIERL -RAE - HABROBE
Y LR

QIEZoT
UL L
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VI. EEEICEYSHER

VI. E3hERIB(ZEH 9 BI1EH

1. FEZMICEEHSIILEMXITILEYEH
EAT 4 AT 43— bR{LEW (mF R B NI vAa Ty Nar@gr I va, 2/ e
VERAKFIW, A N Ru Rt N Y o AKFY, VL Ra UERKF)
FE : BEO® HEAMORRE - IREIL. OB FIRLESRT L2 &,

2. EBE{ER

(1) YERARLL - YERF
LUFOM A2 OEMICE Y Uk Fu k) b U o L3 eE i Osee EEM 270 L, BRI & i
L CHARBIEERZME T2 52 6nd 1Y,
- VU ABHEFSRERERCEBO T, BRINEIHIERRBO 5T 5,
* F D BRI 2 O T2 B RIGHIER IS B W TH EIHIERI 280 i T %,
CEE RO~ 7 v 7 7 = URMEEHWEREHI B W T, EAOT L= ElE, TR b=
AZDFHEPRD BTN D,

(2) EFEEfITHREBERE
1) BRHHEGZEORERVEERDICHT IHE

OB RBEEROTLHE LB R T TV ONRRERZ » b)) 280\ T, BRI O 70 Z B4 5
Z LT, BRGEE K OVE R EAIE LR OB, B EE R O ERE DK T, RP T AT EY
IV T VTF o0 EREEENIET S P,

QUVEFTV v 7E#mET N IRFERI =7 %) ICBWT, BEE LAROKT2MmE L, BiiE
ERMESES, £/, RPN-TaXTF K/ 7 LT F =0, MEALAT A DV &4
%) 16)O

QOFRELIZE VBRI NEL DT v MEEBEEET L (REMET v ) IZBWT, BHE K OVE#
FEDIK T &4+ 5 17,

2) BOEIIHNT HEE
OIFEFEER T » b R OPIEFER S =7 2 ICBWCUEEE L EHRE L O OIEDHEBEBIFR OHER A
BEOLNTNG
QIPESEER T »~ N, IMEAER I =7 X R OAREE T v M2 W T, FHEIE~OEEITFED ST
fcﬁl/\ 17) ,19)O
QHEM T v~ MTBW T, BRIEMEIER D TV D0, B AR O E & 72 2 B EAR
AEJEAE TR BTV AN 20

3) BITARICKT 38E
E— 7V REIRIET T VIZHB W T L. Ong/kg/ A #2512 X 0 BHBER OBENTRD 5TV D08,
0. Img/kg/ B™ &5 CTIXH I OBRIEITZRD SN TR 2V,
) 0. Img/ke/ I (32 RS CE PR A& 2. 5me/[E1/ BICHS 3 5,

(3) feFASIRESR - FRERRS
AR L
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VI. EWEEICEY HEE

VI. RMEREICRET HEE

1. MmAREOHR

(1) ABLEAMEDbRE
AR L

(2) BRRREHER CHER SN =MmApPRE

1) BEEEkE

TR B EMEIC )V E Fa vt R v A e LT 17,5 ngh #A FHEIE G U7~ KEo s e o
RTA=H ROFEH% 72 K £ TORBRPHEERIITED LB TH D #,

17. bmg a8 HAAIR G (FERRPARE % & 1E)

A Thax Crax AUCo-¢ t1/2a.5-6h) t1/2012-24n) RFER PR
il (%) %= (0
(h) (ng/mL) (ng * h/mL) (h) (h) (%)
59. 8 0.90 13.91 45. 47 1.73 11. 43 0.78
+3.5 +1.01 +8.78 +32.35 +0.57 +2.58 +0. 49

(n=12, tiz (22 1% n=4,

PEMEEARERZE. AUCo- (T IR £ T D AUC, tie asem (3F55

L5 BFfEITR 2> 6 6 R £ TOHRI. t1/2 oom (TG 12 BERE DD 24 K1 E TO )

2) EWFRIRFEAER

Ut Fe e Na $E 17.5mg [ZE] &Ry MEE 17.5mg &, 7 B AA—/N—{EIZ LIV ENEi 1§

(Ve bFu @l b U oal LT 17 5mg) MRS FIZH & B AR 0 L il rh R ik
REZREL, oW ERE T A —4% (AUC, Cuy) SOV THEEHRNT 21T o 7o kb5, Ao
ARV S A R ST 2,

HWER AT A —H

HIENT A—H BEINT A —H
AUC (9—24) Cuax Thax T2
(ng * hr/mL) (ng/mL) (hr) (hr)
JE e Na 24.10+15. 64 7.53+4.09 1.2%0.5 2.0+0.7
17. 5mg [ZE]
~ R ME 17, 5mg 25.16+15.11 8.30+5.91 1.2%0.5 2.0+1.3

(ng/mL)
14 -
12 -
il —@— U+ KO -BNagE17.5mg[ ZE |
% 10 | Ny ME17.5mg
th Mean+5.D_n=24
l
£ B
K
D 6 |
e
B
P 4 -
E
2
0 | | | L 1 '
0 3 1 9 12 18 18 21 24

w38 (hr)

MmAEH U & B e R EHER

(Mean=S.D., n=24)

13 EEN NS AUC, Coax DT A —Z03, HBRHE ORI, (RO TRIUBIEL -+ HF ] O FAUBR A
(&> TRALD SRR D D,
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VI. EWEEICEY HEE

(3) HhEE
MAMER e L

4) B=E - HHREOEE
NEBEDEE

R ABMICY B Fe @ R U U AL LTComg ™ ZHEIREOERG L2k, B%E5 CILERRs
B LB LT Coon 2T AUCo04 (TR E <A L, AFIOBRIIRFOHE L RESRT D 2 LR
mEhTng

MR G- & g G o (R A )

i B R A R
RE&H Crax (ng/mlL) AUCo24 (ng + h/mL)
Mo 5 2.85+1.46 10. 42+6. 20
AT 30 kG 2.11+1.25 3.83+2.27
Bk 30 G 0.19+0. 13 0.67+0.51
1% 3 &5 0.38%+0.23 1.52+1.50

(n=11, EHHE AR ZE)
1) AFNOBHBREICTT AENARAREITE 1 F 17.5ng THY . BX—V = v MEICHT 5 ENKRAE
11 H 1[E17. 5mg # 8 AR &5 TH S,

2) BRI DOFE
Ve Rar gt ) vazEya—A, a—b—XIIRICHERT 5 &, T2 38~45%, 20% 1%
68%DEIE TR DR Z TR T 5 Z L PR ST\ D (in vitro),
Flo, FHTAHL UV a—ARa—b—L EHICRA L & XIZEMFIRIAENMET T2 2 &
MNHESNTND 220

NHAEDEE
TVIL 7. fHEAEH ) OHESMR
2. EVRERINTA—42

(1) B
PR L

(2) WAL
AR L

(3) HEEEEH
KPR L

4 29IV75 2R
KPR L

5) HhEH
KPR L

®) Zoft
R L
3. BEE (KEal—3>) i

(1) BRAT A%
LR L

(2) 185 A— S EHER
LR L
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VI. EWEEICEY HEE

(M

(2)

)

(4)

®)

(6)

6.

(M

(2)

@)

(4)

10.

IR 4R
EEER L

voXil

% — R RIPTEB
AR L

% — AP E B

VI 6. (5) W) DB
A ~OBITHE

W6, (6) FEFLIR) DB
BEA~OBITIE
AR L

Z D OB DBTHE
BB L

MR E A%
LR L

a8

FREBERL B MR R
HE R L
<HE>

R Sz =

RBICE5T 5BE (CP%) ORFHE. H5%
UL L

PEEENROEERVEDEE
Y ER R L

REMOFMOERRUTEM.L, FAELE
WA R L

Bt

MR L

b3S URKR—42—IZET B1ER

M EEe L
BITEFIZLDIBRERE
MU ER e L
<HE>

BT HDOT, BHPETEWE Ebn s 0,

REDERZAI HBE
EWeEEEERE

AEREDRRFE N R R DAME AR 21 Bl i, Ve Ra @ U AL LT 30mg ™ ZHERE
ARG LERBROBE, 7v7F=2707F & (CLe) EBZ VT Z7 A (CL.) DORENZIZAHEE
BIRMEED LV, Clg DIKTFIZ L7223 T CLIAMME N L7z, Z OMHBEEIfR L 0 B E 72 B EEREE (CL
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VI. EWEEICEY HEE

<30mL/4y) DBETILCL. 2N T0%LL B4 2 LHEE SN D 2029,
) AKFNOBHERIEICSKTAENARAEITZE 1 B 17.5mg THY . BX—T = v MRISHTAENAKRTE
11 B 1E17.5mg % 8 EMER &K ETH 5,

1. Zot
LR L

16



VI &t (EALEDEES) Y HHEE

VI. ££tt (ERLOIEF) ICETLHEE

FL g

ERNBEZTNDER
EIN TR

2. ERARLEEZNEH

2. 22 (ROBEIZIFHBELEWLNI )

2.1 BEMAEXIXT T 7 (BEMERREE) FEO/mEmiEAEBIEI Y 5EEDH L EE [RA
OREBIBSBIEST S Z &LV, RERITICKT 2EWERARBLOGRENEL 25, ] [11.1.1
S ]

2.2 REIDORSy & 2O B AR AR — NRIEAN 3 LR BUE OBEERE D & 5 B

2.3 KAy AMEDBRE MG V> T MEMET UKL 7 AEDFER BT D%
b, ]

2.4 IRAFEZNAL 8 2 WITAL % 30 43 DL ERCTRWEFE [7.1, 11. 1.1 ]

2.5 I XAFAER L CW D RTRetED & 5 ZctE [9. 5 S

2.6 mEERRHSREREE (V7 LT F =7 U T T AE K 30mL/ Ay K) D d b EE 2 [9.2.1,16. 6. 1
2]

3. MEEXIXRICEHET HEE L EDERH
(V. 2. ZDRESUIRRICBEH T 2R 2RI D52 L,

4. RERUVREICEEYT SEELZTDER
V.4 RELOCHEICHEES 2EE] 228052 L,

5. EERERMIE L ZTNER

8. BEEREARNEE

8.1 BEDODAEIZLAI NI T LA, XD OEBEBA+SREAIL. AT AITER I v
D ZMifad 22 L, FRTEA—V =y MEERET, BRMHEESE LI TEL TVWDIOTEET
HZE, L, AT AERAIR OIS T A, TV =0 A =7 3207 LEAERAFNT,
AENOWINZ LT HZ N DHOT, RARAZE X2 CTIRAS®E2 Z L, [10.2 2]

8.2 EARARF— FRIEANC L DIEMEZ T TVWBHEFICB T, HEERL - SEElHEND S
P ZEeNd D, MEIITIER DL D33 % OFHE 3T D 2R 70t B LE R0 J5 P kg
WCRE L CTRELL TWD, URZRTE LTE, B, (byik, mEHAEREER, 21T
T RTaA NRE, BOBRE, DEOREA, HRMLEOBEFEEN M LI TWD, KElO#RE
BRAAETIE A ENOEBIRRE 2R L, MBI U T, BFEICKH LY R mE A 22, R8N
7R RHLE 2 CX SRV FEETEL X208 T 52 &, RARGHITRIER 72 g BHLE A3 22
RS LGB IIIARIORIESEZZET 52 L, 70, OENZFRICESZ &, EMM e wf
MEZZITHZ &, WRSZZRHCAR OMEA Z iR EMICEm L CREMZ2IRHMLE X T R
DRET D LA R BREICHEAIL, BENRO ONIGAICIE. BEHICHE - DR 2=
ZToLoIfiETs L, [11.1.3 3]

8.3 EARAKRF— FREFNZMHHL CWDEFICBNT, FAHEFEENER L EORENRH
by ZHNHOHETIE, BORYIMEICEIEL CTRALEFALROLNDL Z LD, SAH %,
HiF, FREOER M SGEICIE, FREGR2%Z27T 5 X555 &, [11. 1.4 ]

8.4 B ARAKRF— FREANZEWHEHA L TWHEBEHFITBNT, IFIMEME IR AT I DK
BREEA T, A KRG B, R B EOIERER NI LI L ORERDH L, =
O OWETIE, BREITNEZ HEEM S5y A RN KR, B, AiiESs s B8V Tl
BRRARO LN TWAMELHDHZ Enb, 20X ) RIERBPED NG I1TIE. X BRisE
ATV, WHIREZ1TH 2 &, £, WRIMEDOBITAEC L ATREENH D 2 &b, FAITIHE
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VI &t (EALEDEES) Y HHEE

ERFP I NE & 725681203, JOHAOTNM OFEREE R L, X BRELITH R L, [HEICHE
ﬁé_toxﬁﬁﬁﬁ_iﬂ&,mﬁf S BB ET AN A LN TEY . TD X 5 R E
WY B 21T Z &, [11.1.5 &M

6. WENERZEZAIVBHICHTHER
(1) afHE - BEEZEDOHHEE

9.1 BHHE - MEEFDOHLESE
9.1.1 MTHR#MNHLBERIRE. B, THBOESBXIBEXRFO LAHILEREENHDE
&

FEE I OB IE ST B E RN K D MR OB LA S TR R H D, [11.1.1
ZH ]

(2) BHEEEEE

9.2 BHREET RS
9.2.1 BEBHEEETERSE
(1) #EH Lz &, 7L T7F=07 U7 7 0 AMEDHK 30mL/ 53 A0 O BE CIIPE 2 EBIE T 5 8
FnndH5H®, [2.6, 16.6. 1 ]
(2) ENOERIEHRT — % X— R & HOTEFREICB O T, BHRIEDIRERICE AR AR R — |k
REHN LR L2 BEHRREERED O b, FrZ, ®EREHREREESRE (eGFR 23 30mL/43/1. 73m°
%ﬁ)?\%%%ﬁﬁﬁ@%%&wﬁbfﬁﬁwyWAmﬁ(ﬁmm%w»yvAﬁﬁgmmuk
) OV R BREIMLE-E ORERH D 2,
9.22 hEEXIEEDEREESTESE
PR EBIET DB EndH bH, [16.6. 1 SR ]

@)H%‘ EHE
BRE I LTV

(4) X£JEREERT B

9.4 £FEREEHT 5F

RS 2 FTREVED & 2 Leth~1%, 16 EOFRIENEMEZE B2 &l S 285 AIc oS
THI L, BEARARR— FREFNIEEEICR Y IAENTZRICEHEER~R2 TR S5,
BHPER~OMHEIZE AR AR — FREH OB G & - HIFICHEET 2, EARARE— MR
FHN O H IED HITYR F TO MM & fERBME & OBIEIZI S 23 TR,

(6) 1EiF

9.5 1147

TEIF MATIER L WD A[REME DO & B e EIITH G5 L2 &, fthd BEA R AR R — R RIEA L [F
e, AERER (T v ) 12BWT, BT 7 AMGEIC L A0 MEEOFER & & 2 b b REW
DLW NI DO ECREERN LN TS, [2.5 BH]
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VI &t (EALEDEES) Y HHEE

(6) #FLIF

9.6 RELIF
1B EOF IR OBRAREBOARMELBE L, AL OMG ST L2732 2 &, B (5

(7 MNRF

9.7 MR
INRE A G & LT BRRARBRII SN L T Zeny,

8) =EE
BREINTWARWN

1. MHEAEA

(1) HREEEZTNDER
BRE STV

(2) ftREE L ZTDHER
10.2 $tREE (BRISEEI S L)

A4 E HRAREIR - HEiE 1A P - SRR
IKLISDECEL, &Y ERE, M OBERNCAR Z | N0 L& LR EZ TR
FrioBsl, AR Lomu [IRML. oA%< L b | D, RRFICIRAT 2 & AR O%
T NEHREY) 30 3 IFEFEDOM B RLHAN 2 B | U HT oD Z L nd D,

SAfilA A DAy, < B RALRVE D, B a2

FRUG N, $E TAI=G L ETE L,

) AT A
WK, S XTAADEX S
L
(7.1, 8.1, 16.2 8]

8. El{EA

1. B
ROBWERDRH b D ZLR3dHDH DT, BELTIATV, BREFRBD ONGE IR %
k9% 70 LU R EZIT O 2 &,

(1) BRGEIER & MHERK

1.1 EXGEMEA
11.1.1 LEREHILERESE
AL BRI, AEkaE (BEEARR), REEE (BEEAR), BiEE 0. 1%Km) ©, &
B BEEARE) . +TRBEE (0. %R P ErmEsh s, (2.1, 7.1, 9.1.1 3]
11.1.2 FFgREREE. HE (W bHHEE R
AST, ALT, vy -GTP O L\ EH-%2£F 9 FFfkREREE ., HERH LN Z ERH 5,
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VI &t (EALEDEES) Y HHEE

11.1.3 SBERRE - HEEFHE BELD)

(8.2 /]

11.1.4 AEEERE GHEAD)

(8.3 &M

11.1.5 KEEEEFT. ELLKERE BEED.

[8.4 BHR]

/

1) BGERGER OB HLERIE O R A I RGRR AAE RIZHE5 <

HENREEHMEFOFREHEHR BHEAY)

2) ZothoEIEA

11.2 20D EIER

5%L4 | 1~ 5% A i 1%A il 1 A<

TH 2% ERN ISR fERs, BIEERE O, B THL [, B8O &
R AT VR R SR ol B XN St =112/ N
AR (B=oiF), R | 5iiE, i IElR
R DN,
g, ik, &k
=

U BERE TOFEIE, BB, | CAMSE., KE%
HRLEE Okt z &)

108
ik y —GTP H400, AST | IfiHf AL-P #40 LDH #8/n
N, ALT #50

iR Tt IR, 5 &9 Edk

g 2, B EREOR | 4F P EREGR A Y
2 > NEREHE N

R R HEV, BUF., K| HS
TEEE (LU,
feE AR

i - B R i - E kR (BAE
. b, B
iR, SRS |
Mg AL A
H

Z DAt DR 5 1L B4 R, BUNSEI, |[JRP B, 270 s

o H AL-P g, I
U A TR
(M, DUEESE) .
\ETY . WIE (O
97 W15 | B,
M 5 FEEL

=R N5 | )
£

) SRWEMOBEX 3%, ENIZI T 2B HLERIE O B R SUBR Rl K OVRF 8 B s i At R 1S

o<,

BRBRERRICRITTEE

RE S TR
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VI &t (EALEDEES) Y HHEE
10. BEERS

13. BERE
13.1 IR

WEEGIZEVMEI LT AMET L, ARD V> U AMSEDRELR - BUED B oL 5 AIREMEDN
bo,
13.2 AiE

WIN 22 D T2, SAtGA A 2G84 5HRAH 2 VI FLe&kET 5, £, RIEIEE
FlZRET HOICBREREEE T 2, LBEITIGE, DU AOFIRNEGEDLEZT D,

N BREDIE

14 BRAEDIE
141 EFIZFFOIE

PTP EZEDEANIPTP > — b2 bRV L CARAT A L HET 5 Z L PTP o — FORRERIZ LV
LA SN R~ A L, BT R A B 2 L TSRS EELRAHEL IR 5 2
Enb b,

12. ZOHMDFE
(1) BREREERIZED IER

U

REIN TV

(2) FEBRREABRICE D < 1FHR
RRE S AU TR0
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X. JEEREREAERICRIY HIER

IX. JFERPREHERICRE T S IHE

1. ZEIEEAER

(1) EhZEHER
(VI FE BT 5HE ] OHS M

(2) REMEERR
AR L

(3) FDith ZEIBHER
MAMER e L
2. HMEAR

(1) BERSHERR
PAE R L

(2) REHSHHHBR
UL L

(3) EIEHEIEHER
AL L

) BAREHR
AR L

(5) ATERAEBMHR
AR L

(6) FFTRIBMEEAER
Y ER R L

(7) ZOhORHEHE
AR L
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X. EEMEIEICEAYT HIER

X. EEMEREICET HEE

1. RS
B < B, TS (EE-TEMSOMITE K0TS5 2 L)
RISy -

2. BAMHM
A - 3 4R

3. AENRETOIE
BTk« EIRRAT

4. HIRWEDZFE
WEIN TN

5. BERITEM
BEREERLTAR  HY
<TOHOLEY : HY
ZOMDEFRITE - HY
« Ut Fo o BeNa $E 17.5mg [ZE] ZARMA S 5 HBE S A~
- Ut e P Na §E 17. 5mg [ZE) BKASENAPIIEN T IRESF = 7 o —L
I EARARR— FREANC L DIREELZIT TOET
(TX L. 2. = DfthOBIEE R DIRZH)

6. E—HmS - RshE
FEREIR A - XKy ME 17.5mg (RHEIEM) . 727 FRVEE 17.5mg (EA 7 7 —<==—H% 1)
R . 7L Ra U@l b wakfil, =F Fer@B = M) ova, 2/ Ka gk, 4
Y Ruery@gr N LK, YV Re KR, AT TRV AT VY R—
S, TIVT AN b=, ATV TTRY, DA RIF—N, Tuxe 7o BT, N
YR 7 = VAR

1. EFEEEAR
1998 423 /1 31 H

8. HWERFTARDFABRVARES., BMEENHEFAR., REMLFAH

MEIRIEAKGRFEA H KRB AN ERAEA B HRFephneEH H

201342 H 15 H 22500AMX00060000 201346 A 21 H 201346 H 21 H

9. MEEXIIMEEM. AERVHAZEZEREMFOEABRUVZOAR

2019 42 A 13 Af}

[ #hte - 23]
HR—=T v MNF

(AL - H&E]
WE. RAIIZYVE Re @ b)) AL LT 17.6mg 2 1 A 18], EIERHC 28 (§9 180mL)
DOKREEBIZ8EBERRAKET 5,
7eB. WA%D < &b 30 3RS 7, KU ORI QNI OFEF O DR L #ET 5 2
Lol BEFRINT,

23



X. EEMEIEICEHT HIEE

10.

11.

12.

13.

14.

BEERER. AR ARFARRVZTOARE

AR OVANA

BEEHME
Y LR

EEHFEHRICEE I 5154
AFNE, BH (D VITHRE) HIMICBT 2 HIRITED SR TR,

£Ea—FK
JE A 55 B A AT JL v ERERE L a2 — R HOT (9 i) FE Lt 7 NEEAF
IR S = — 1 (Y] =2— ) Vs L AF Afa— R
3999019F2111 3999019F2111 122390301 622239001
REHBFLEDEE

AFNIZ AR L ORFEEIML TH D,

24




XI. Xk

1. BIAXHE
1) HAEE RFEBOPTHRUCEIZ T TOEFIMIREE . QD) BEARER B3P > ME (CERk 24
), EERitEEmtE X —
http://www. nanbyou. or. jp/entry/3158 (&R 2019-1-24)

2) HH\YOE BARSE R TS E. B)IEIE; 2021 C-6052-6057

3) HENERE: hnEEER

4) FENERE: EECIDIRARIZ I D e R

5) FENERF: B HRER

6) Takata S, et al.: J Bone Miner Metab. 2006; 24: 359-367 (PMID: 16937267)

7) EH{EZER fih: Osteoporosis Japan. 2007; 15: 246-249

8) Kishimoto H, et al.: J Bone Miner Metab. 2006; 24: 405-413 (PMID: 16937274)
9) Kushida K, et al.: J Bone Miner Metab. 2004; 22: 469-478 (PMID: 15316868)

10) Ve Rt U o AoKRREREE (727 b RVEE 17.5mg, <% >~ MEE 17. 5mg: 2008 4= 7
H 16 H7AR, WEEERMEEE2.7.3.2)

1) EWNFEIFERER (727 FrVEE 17, bmg, % v MEE 17. 5mg:2008 4F 7 H 16 H KGR, HFEEEHE
B2.7.6.12)

12) Miller PD, et al.: Am J Med. 1999; 106: 513-520 (PMID: 10335722)

13) AMEFMAHGER (727 b FVEE 17. bmg, X% v ME 17. 5mg:2008 4= 7 A 16 HARR., HFHEEHHE
52.7.6.11)

14) TEREFICBET 2850 (V& Fexr— MR, 77 b x/VEE 2. 5mg, K> M 2. 5mg: 2002 4 1
A 17 B, WEEERHEAR. 1. (6))

15) 7 v NMIFRFERET VKT 2 12 5 A GIZ X 5 PIER (727 hrVEE 17. bmg, R >
%ﬁ17mg2m8¢7ﬁ16aﬂm R EMEEE 2.6. 2. 2)

16) =74 18 # AMBEIC LD THZIE (Ve Faexr— NEE, 77 hRVEE 2. bng, <X v ME
2Mg2mM£UﬂNH%m HEEE MR 1. (1) . 1))

17) Mosekilde L, et al.: Bone. 2000; 27: 639-645 (PMID: 11062350)

18) ‘BIEE B IREOMBMEICET 2/ (U Fex— MK, 77 b 3R/AEE 2.5mg, X% v ME
2.5mg: 2002 41 A 17 H/ARR., WEEEEMEZEA. 1. (4) . 1)

19) JHEEET VR TOAKIZRTT H/EM (U Fex— NEEK, 727 bRAVEE 2.5mg, X% v MiE
2.5mg: 2002 41 H 17 H/KGR, HFEEEMIZEAR. 1. (4) .2))

20) RREMIZ > MiC %6@’%ULY&UAEEF4I: T HER (U Rex— KR, 77 b RVEE
2.5mg. Ry BEE 2. 5mg: 2002 4 1 H 17 AR, HFEEEMEER. 1. 4) .2))

21) E— 7 NV REPTET MTET 5 FIEEICx T 21EH (V& Fax— MK, 727 b RVEE 2. 5mg,
Aoy MEE 2. 5mg: 2002 4E 1 A 17 HARR, HFiEEEMEER. 1. (5))

22) EWNE THE 17. 5mg BRI GRER (77 N /VEE 17. bmg, % v MEE 17. 5mg: 2007 £ 4 H 18 H
FKER. HPEEEMEEE 2.7.6. 1)

23) FENERL: AR SRR

24) Ogura Y, et al.: J Bone Miner Metab. 2004; 22: 120-126 (PMID: 14999522)

25) BHEOEE (Ut Fox— MNER, 727 FR/AEE 2. 5mg, % v ME 2. 5mg: 2002 45 1 A 17 HK
. HEEERMEEEA. 3. (1) .3))

26) BEIOEBIZOWT (V' Fax— MNEEK, 77 bFRAEE 2.5mg, <% v ME 2.5mg: 2002 4 1
A 17 HIAGE, FAEREE)

27) FHEMAE fn: KET 3R BENTBRE ~OEIEN A K7 > 7. TlEH; 2017: 644

28) Mitchell DY, et al.: Br J Clin Pharmacol. 2000; 49: 215-222 (PMID: 10718776)

29) BHEREREER IR S RNERE UMED) (U Rex— MK, 77 FRVEE 2. 5mg, X% v NE
2.5mg: 2002 41 A 17 A&, W& ZEE~. 3. (6))

30) MID-NET®% 7= i HE R OMEE (MID-NET®% U /2 B AR A 78 1 — b A o0 B Rk pE e o i s

25



XI. Xk

B2V Yy AMEOY X7 FMITETSE T — %X —XHE
https://www. pmda. go. jp/files/000249186. pdf
31) fENEEl: BB & T o — 7 @i R

2. Z0HDSEXH
a) BHLFRIED TR LR T A N T A ANEREB 2 BHRIEO TR LRI A BT A > 2015 £
2015: 102

26



Xi. 2E&H

Xi. S&2&%

1. ELGHNETORTIKR
WA TOTERRBLIZUTDO LY THD, (201745 ARFH)

&4 Mot 4
K[ ACTONEL, ATELVIA
e ACTONEL
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9.5 1115
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K. ERER (5> b)) I2BWT, KA AT T AMIEIC L B0 EEORER L E 2 b b BEW
DA IR R DO BACRIEZSE R A 5TV D, [2.5 BH]
9.6 23R

1B EOREMER ORARBOAEMELZBIE L, BAOMHG IR IEERFTT5 2 & W (T
v 8 ~BREERAL SN A~DOBITR DT NZRBO LN TV A,

H it FLEN A
KE DU SCE 8.1 Pregnancy
(2019411 H 2kET) Risk Summary

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

In animal reproduction studies, daily oral administration of
risedronate to pregnant rats during organogenesis decreased neonatal
survival and body weight at doses approximately 5 and 26 times,
respectively, the highest recommended human daily dose of 30 mg (based
on body surface area, mg/m?). A low incidence of cleft palate was
observed in fetuses of dams treated at doses approximately equal to
the 30 mg human daily dose. Delayed skeletal ossification was observed
in fetuses of dams treated at approximately 2.5 to 5 times the 30 mg
human daily dose. Periparturient mortality due to maternal
hypocalcemia occurred in dams and neonates upon daily oral
administration of risedronate to pregnant rats during mating and/or
gestation starting at doses equivalent to the 30 mg daily human dose.
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
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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 this risk has not been studied.

The estimated background risk of major birth defects and miscarriage
for the indicated populations 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

In animal studies, pregnant rats received risedronate sodium during
organogenesis at doses equivalent to 1 to 26 times the 30 mg human daily
dose (based on body surface area, mg/m?). Survival of neonates was
decreased in dams treated during gestation with oral doses
approximately 5 times the human dose, and body weight was decreased
in neonates of dams treated with approximately 26 times the human dose.
A low incidence of cleft palate was observed in fetuses of dams treated
with oral doses approximately equal to the human dose. The number of
fetuses exhibiting incomplete ossification of sternebrae or skull of
dams treated with approximately 2.5 times the human dose was
significantly increased compared to controls.Both incomplete
ossification and unossified sternebrae were increased in fetuses of
dams treated with oral doses approximately 5 times the human dose
No significant ossification effects were seen in fetuses of rabbits
treated with oral doses approximately 7 times the human dose (the
highest dose tested). However, 1 of 14 litters were aborted and 1 of
14 litters were delivered prematurely

Periparturient mortality due to maternal hypocalcemia occurred in dams
and neonates when pregnant rats were treated daily during mating and/or
gestation with oral doses equivalent to the human dose or higher.
8.2 Lactation

Risk Summary

There are no data on the presence of risedronate in human milk, the
effects on the breastfed infant, or the effects on milk production.
A small degree of lacteal transfer occurred in nursing rats. The
concentration of the drug in animal milk does not necessarily predict
the concentration of drug in human milk. However, when a drug is present
in animal milk, it is likely that the drug will be present in human
milk. The developmental and health benefits of breast—feeding should
be considered along with the mother’s clinical need for ACTONEL and
any potential adverse effects on the breast—fed child from ACTONEL or
from the underlying maternal condition.

Data

Animal Data
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Risedronate was detected in neonates of lactating rats given a single
oral dose of risedronate at 24-hours post—-dosing, indicating a small

degree of lacteal transfer.

F—A 7 U758

B3 (20234E5 H) *

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.

%  Prescribing medicines in pregnancy database (20241171 7 7 & R)
<https://www. tga. gov. au/products/medicines/find-information—about-medicine/

prescribing—medicines—pregnancy—database >

INRFICEHT HEEE

HARDOBEB RO 19.7 /N OEOFTHFIZLLTOEEY THY ., KEOWRFES SCE L OWRIN D SmPC

LIRS,

I HENEREZAT ABBICHT IR

9.7 IMNRZE

INREEE G b U TR RFRBRITSEHE L CTu 7euy,

HH RLEPA
PN N Pediatric Use
(2019411 H) ACTONEL is not indicated for use in pediatric patients.
B DO SmPC Posology and method of administration
(201941 H) Paediatric population
Risedronate sodium is not recommended for use in children below 18 years
of age due to insufficient data on safety and efficacy.
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