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24 T AT 4. 5%< 2>
24 WL _F 48 AT 4, 9%< 58>
48 M LL | 5. 5%<140>
24 # AR 6. 4%< 51>

<O PR RS Bl %k
k., HEMLEGAER 48 ) (BT, Uk P ) b U v AGEE (102 ) TOM
HEVR B % B (Lo-BMD) HIN=RIT 4. 9% T o7,

QENFEMMHAE (ZEFREERR®? . BRREREICHIT I2HE)
BHBRERE AR, VE Ra Ui N oA LT H 1A 2. 5mg ZEKRKFICROBE L=
FER, Ve Re @t ) v aBGRE (163 6) TOIRIMEEOHAR T BEfFEIroEL2 &
te) FAEHEIL12.3%Th oz, ARERICLY, V& Fer @) b v LOHERE IR
MBSy Y, BIVEFAFEBIBEE X 31. 5% (86/273) Td v . L2RIWEMA X EAEEH 6. 2% (17/273) .
&5 2. 2% (6/273) Tdh o7,

QSRR ER
AEICB W CHHRERE 235, Ve Rey@Br ) oA LT H 1IE Smg ™Y % 36 »
AR OHES L “EERIEBEBRT " Of I, TROLEBY THD Y,

bk FRIN Kz OV
HELRE M- 32) i 3 JEE T N = 5. 4% 7. 1%
- ST+ py 32. 7% 46. 1%
= % SN -
MERE ST U 2 7 o ey 20.9% 15, 5%

TE) FOHL FTHLMERE T, B BEAEHEAE P OB
SEICBNTY E Fr U@ FY v Al LT bng 2R AHRE LERBRICHIT S 6 5 H1% OB
SR EE MR L ENICB T e U@ b oA L LT 2. 6mg RO #&G L7-i Bk
BT D 24 Wik OMEHEEL BB ERINRIZFERRE CThH-o72 W0, &5, EERAZx SR L
L7cRBOMER, SAEICBW T Re vt Y 7 AL LT bng 205 L7-RFo M
BELENCBONTIE Ra Ui Y ALl LT 2. 6mg ZfA%KE LZFo i@ xiE
ERER 2R 2R LTz 1917

HD WINSERBEEE LT H 1ERAEZR XTI BHRICI LT AL LT 200mg 21205

H2) AEHEREEL LTLH 1ERERICL YT AL LT 200mg &%k H &5

W 3) ENICBIT2A&EMEILL A 1[F2.5mg Th D,

H4) EEEEFEEE LTI 1 EBRB% IV BZICH ALY T A E LTI, 000mg &8 0#%5

TR
REER R L

KPR L
AR

1

2)

ERAERE (—REARERE. BEERRERE. ERRRLRAST) . REREET— 5
—RBE. WERERERBRONE
LR L

ARRBEHEELTERFENDABRRIIEREL-AE - HBROME
2 LA

Z Dt
EEE R L
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VI. EEEICEYSHER

VI. E3hERIB(ZEH 9 BI1EH

1. FEZMICEEHSIILEMXITILEYMH
EAT A A7 43— hR{LEY (mF Fer@g T NIovA T Raryigrhlova, I/ e
VERAKFIY, A N Ru gt N U o AKFY, VL Ra UERKF)
HE : BEO B HLAM O - IREIL, BEHOBETIRCASRTHZ &,

2. EBE{ER

(1) {EFIEBAL - 1 AR
IR O % DIEFIC LD U 1 VT b Y o A ORSREL SR (0 2 L O A
LCHRBIEIRE T 5 L B2 BD Y,
L AFTER B E RSB 0T, BRIUIER SR BT S,
- 00 HBERE B AL 2 A T BRI R 12 35\ C b IR 257800 BTV B,
AR O~ 7 1 7 7 — DRI E IV EREIC BT, BAOT L= UL, 7R b
ADFHEPBO BN TND,

(2) ENEZEfITZHAERBAE
1) REETILEZAV:-EERVICXT HEEER
OBWADET NV TH LIFEFRT v MZBWT, BHEEROEREOK TN EZME T 5, £z, RPT
FXIRCUT VST VTF=r D ERENEIT S Y,

QUET IV ITEMTHDINERRI =7 ZIZBWT, BEE LFREOK T 2SI L, & iRE 28
WD, £ REN-TaXTF R/ 7 LT F=0, MELAT AN &Izl 2 2,
OFREIZ LV EWOBAEL DT v MEKEEET NV (REEZ v b)) IZBWT, BHBEROERE

DT 2 Ifl5 2 20,

2) BOEIZHT H8E

OISR T > b R OYREREER X =7 2 2B\ T, BEE L EmE & oM oIk o AHBIBIER OMER: 2338
HHITND 2,

QINEAEERT > b, IR =7 Z R OAREL T v M2 W T, BRSO EITRD b TV
V2D, 23)O

@EM T v MW T, BERINIHIER 280 B TWD 2N, B A KAHI OFEEE & 72 5 R AR
JEAERIZRR® BV TR0 2,

3) BIAREICKT EE
E—Z NV REIHEIEET MZB W T, 1. Omg/kg/ BIRGIZ &V BITRIBOEIER RO 5TV D3,
0. Img/kg/ B™ 5 CTIZBIABOIELEITZD STV,
1£) 0. 1mg/kg/H : R EFEHAE CEPERAR M & 2. 5ng/Bl/ BIZAHY T 5,

(3) {ERRIISH - Y
AR L
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VI. EWEEICEY HEE

VI. RMEREICEET HHEE

1.

I AR E D HERE

A LA MR
AR L

(M

(2) BRRRHER CHER SN =MmApRE

1) BEEEkE

REERABMEICYE Fe @ FY AL LT 2 5mg XX bmg ® 2 FHEERR O L Lol

HEHRE DT A —2 ROBRERFPHEIRIITRO LB THDH P,

2. 5mg X3 bmg #E TR DGR (BERERR A

P b N Thax Crax AUCy-24 tise RFER PR =R
(me) (h) (ng/mL) (ng + h/mL) (h) (%)
2.5 6 1.67=%0. 82 0.96=x0. 46 2.90x1.54 1.52%0. 32 0.37=%0.17
5 6 1.42=+0.92 2.05*0.83 6.49=+3.43 1.61=£0. 31 0.43=%0.23

CEEE AR, 1o 13 Toa 22 A5 8 R F T O IAR D H-3)
F72. 65 s LR @l E LR OB HEIC ) B e v fE T Y o AL LT bmg ™ Zififr T HLE
8 1 G U 7o B i3 i EEHERS e O BB IR PR IZ T RO L B0 TH Y | Ml D Cpas AUCo-24
N OBFER P HRIRIIEm b E & LR L CTadoTe, 2RI, milnd Lt & Bt L ORIZEITRD 5

TN 20,

5mg #aF Tk DGR (65 mLl LR i)

;(__J_% n ﬂzﬁ% Tmax Cmax AUCO*Z/A t 1/2 Eg*/%ﬁ( EP*;F‘(&%
(%) (h) (ng/mL) (ng *+ h/mL) (h) (%)
66. 8 1.33 5.11 22.30
=i M| 6 1.51%£0. 23 1.18£1.06
LR +1.5 +0.75 +3.28 +14. 87
68. 7 1.17 5.55 20. 54
=R B 6 1.75=%0. 14 1.18%0. 77
i +4.5 +0. 68 +5.33 +19.94

CEYME EEYERZE .t 1 Toas D IS 8 BERE 12 £ TO W RFE O 60
) EWNICBIT 5 AGRHEIZ L B 1E 2. 5mg THD,

2) REEERS
BHBEBREELANRLE LT VR UBrT ) AL LTomg ™A 1 B 1 [RIEKRIC 24 WFE

RO G LIz RE, &5 24 R O MG R 138 5 8 1 B LAREHIIN T~ 2 md 72 < | Mg i H#e
BOOITEREMEIIR N EEZ NS P,
) ENICBIT S AGEMAEIX L B 118 2. 5mg TH D,

3) £ EMEF R
Ut Fo g Na BE2.5mg [ZE] &Ry ME2.bmg &, 7 a A A —_"—EICX 0 ENEFH 18 (V

T RrUBET YU LAE LT 2.6mg) MRS FICHERHREIRE O 45 U Tl PR LR E &
HEL. JBONIEYERE T X =4 (AUC, Cu) IZOWTHERHIRIT 21T - 7o il R, WAl O4EY

ORI ME D R Stz 2,

HMBENRE N T A — X
HIE/NT A —H BENT A—H
AUC (0—8) Cmax Tmax t1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
U Fo Bk Na 82 2.5
)rZEJ P Na i 2. Smg 3.98-1.93 1.01%0.55 1.340.6 1.7+0.3
~RF v MEE 2. bing 3.02+1.65 0.9940.51 1.5+0.6 1.8+0.7

12

(Mean=S.D., n=20)




VI. EWEEICEY HEE

—e— U+ FOBENagE2 5mgl ZE |
Aoy b2 5mE
Mean+5.0.,n=20

AmERBVD - BSE

B (hr)
MAET Y & R e R AR

M HE P EREEAE TNT AUC, Coax FED/XT A =213, BBRE ORI, I OTRIAIEL - K] O RURA
(&> TRALD AR D S,

(3)
UL L

) BE - HAEORE
NEBEOHE

BERERABIEIC Y B Rue v R U v AL LT omg ™ ZHERE &G L2k, B%EE CIIRrs
BehH Ll LT Cpn LY AUC) a0 1I R E LA L, VB R BT N 7 A0ORIUIAEFEOREL K
XL ZIF D EDPIRIBENTNG P,

MR 5 & B G5 otik (EEERRA B IE)

i A5 A I A R
&L_}%ﬁ: Chax (Hg/mL) AUCq-24 (ng ° h/mL)
MR REp - 2.85+1.46 10. 42+6. 20
R 30 D5 2.11+1.25 3.83+2.27
% 30 o 0.19+0. 13 0.67%£0.51
B4 3 B 5. 0. 38=0. 23 1.52+1.50

(n=11, EHE AR 7E)
) ENICBIT S AEMEIX L B 118 2. 5mg TH D,

2) ERH D E

Ut Rarfigr b vazda—RA, a—b—UTKRICEMRTH L. 2T 38~45%, 20% 1%
68%DENIG CRIBMEDEEREZ IR T D Z L BER SN T WD (invitro), Tz, T L LTV Va
— AR —b—L EHIIRA L & SICEMFRRIAEMET T2 2 MG shTng %,

DEEDEE
VL. 7. #HEAEH | OIRS R

2. REWEERB/NZA—4

(1) i
KPR L
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VI. EWEEICEY HEE

(2) TRIEE E R
MAMER e L

(3) HEEEEH
AR L

@ 2IVF753 2R
B R e L

5) HHEH
TR L

6) i
R L
3. BEE (REal—vay) @i

OF Livr>
UL L

(2) 185 A — S EHER
AR L

4. TRYR
MR L
5. Hf
(1) 1%k — BP9 @dtE
MG R L
(2) mnik—ReBERAPT @@
[VIL. 6. (5) #E#F) DIESM
(3) EA~DBITH
[VI.6. (6) ¥#&3Lid) DIESMR
(4) BER~DBITHE
M EREe L
5) ZotoiEB~DBITHE
M ERe L
(6) MPELPKEEE
M ERe L

6. K

(1) REEERURBIER
LR L
<HE>

KAt S

@) RBICE5T 2R CP%) OHTFE. F5%
LR L

() MEBENROERRUTOHAE
TR L
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VI. EWEEICEY HEE

(4) KEYMOFEORERVEMSLL, FHELER

10.

11.

MAMER e L

it
LR L

S U RKR—2—(ZET B1EH

G L
BIFICE HBRERE
AR L
<HE>

BCHATHOT, BITTETEROE Bbnd *,

BEDNDERZATLHEE

BERelEERE
RISREDRRE N B D AENKA 21 il 1, U Re g hY Al LT 30mg P % B[k
A#ELERBROMER., 7L 7F=o27UT7 52 (CLa) &2 V7T 2% (CL.) ORIZIZAHE
BAGRSERD H AL, Cloy DAR FIZ L7223 > T CL MK T L7z, Z OFEREBISR & 0 & B 72 B A RERE S (CLe
<30mL/%y) D TIE CL 23 T0%LL LI 3% LH#HeE S D 20 %9,
E) ERNCBT2ARHEIX LA 1A 2. 5mg TH D,

Z Ot
AR L
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VI &t (FALEDEES) ICBY HIEB

VI. ££tt (ERLOIEF) ICETLHEE

FL g

ERNBEZTNDER
EIN TR

2. ERABLENER

225 (ROBEICEFTBRELEWNI &)

2.1 BERAE T T 7T VT (BB RREIE) SO RIERIE 2 FBIE S HEEOH L BE
[(ARFOREBBPDIEIET S Z LICED, BERTICBIT 2RIERBIROEREREL 25, ]
[11.1.1 &#]]

2.2 BEIDKSy & D E O B AR AR 3R — b REAN I LiEBUE OBEEREO & 5 B#E

2.3 EA Ny AFEDEE [IED L T MEPMET LRI L2 D L EDRER BT 562
nNnbdHs,]

2.4 RHFFZNAL & 2 WAL 2 30 43 PA BRTlavnilgE [7., 11.1. 1 ]

2.5 IEbE SOFIER LTS IR D & D et [9. 5 B ]

2.6 HELBHREREE (VLT F=0 7 U T T 2 AE K 30mL/ Sy RKiil) D db 5 B P [9.2.1,16.6. 1
SR

3. MEEXIIHRICEHET 2R L TDHEH
(V.2 RE TR D) 22T 52 L,

4. HERUB=ZICEEYT HEEEZTOER
V.4 AEROHEICEET2EE] 22KBT52 &,

5. EEREARMIEELZNER

8 EELEARMIE

8.1 BEDOAEICLAINI T A, EXZ I D OBRNBARHS28E1F. WAL TAITEHX I v
D ke T HZ L, I, AN T AHRAIKLOAN T TN, TIVI=ZU A TRV T LG
HRANL, RFIOWRIZEL T 5 ENbHOT, IRAKAZE2 TRASES Z L, [10.2 ]

8.2 EARARR— FRIEHNC L DR EZ T TVWHERFITH VT, SEEEE - WEEHEND S
PDHZEeNd D, MESITIER DL D3 % OFEE 3T 5 R 70 th B E <0 7 TR
WCEE L CRBELL TS, URAZRTE LR, EEER, (s, EFERER, LT
AT aA RIEHE, BEBERE, DEOARfEA, HRHLEOBEESEN M LN TN D, REOES
BRAARTIZ O RN OB FIRREZ R L. MBI U T, BEI Ll R Wi E 22, B
TR RHLE Z TE DRV FEETEL X2 IET 5 2 &, RA G PIREER 72 b BRLE A 2022
RS TG A IIIAROREEEZEZEET D &, Tz, DERNZIBRICHROZ &, EHNER
BEZZT 5L, WRSZZRICAR O % R ERNIC S M U CTREN 2 RHLEIL T 2R
DHBET D Z LRl BAFIC AL, BEFIROONHAICIE., EHICHER - OEAR 2%
ZToLoIfRETs L, [11.1.3 2]

8.3 EAKRARF— hREANZMHHL CWDHEFICBNT, AEEFEIENEE L EOREND
bo ZNHOWETIEH, BFOKYCI/MEIZEH L CTRILLEF LRBOHND Z &b, SEX,
HiF, BREOERM S HGAIIE, FRER 22275285352 &, [11. 1.4 /]

8.4 BARARF— FREFNZEWHEA L TV DEFICE N T, IEIMEME IR I L DK
BREEE T, ARG B, IR BT EOIEMEFT N BB LI ORERH D, =
NOOWMETIE, BRFINEZ DB DAy A BN RBE, R, Bz Tl
BRRRRO DN TWAHMELH D Z b, 20X ) RIERBZERD bNT-HAI1iE. X RRAs
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VI &t (FALEDEES) ICBY HIEB

ATV, WHIZRAEZITO 2 &, £z, WAMEOEINAEC DA EEnNH 5 2 Lt AT
EREYT A Z 725810, BOHIOENM OIERSE 2B L, X BREEZITH 7o &, HEICHE
T22 &, X BRERICITEREOIESE, FENREBRITANALNTEY, Z0 X5 EgGa
I 2 LB 2175 Z &, [11. 1.5 BHE]

6. WENERZEZAIVBHICHTHER
(1) afHE - BEEZEOHHEE

9.1 BHHE - MEEZFDHHESE
9.1.1 BTHRENHHBEXIRE. B, THBOEBEXIBEXFDO LAHLLERELSHSE

O > o

TE R OO R AE I3 BV A RIS K D MR OB A S TRz R H D, [11.1.1
]

(2) BHREREEEE

9.2 BHEEEETERS

9.2.1 BEBHIEEETERSE

(M EHLARWZ L, 2T F=27 1077 AMENK 30mL/ 53 A O B TR BT 535
TnnH 5, [2.6, 16.6. 1 ]

(2) ENDERERT — 2 N— 2% WIS FEREICB W T, BHERIEDIREIC E AR AR R — b
RERN R L2 BEHREREERED O b, R, ®EREEREREESRE (eGFR 23 30mL/43/1. 73m°
FE) T, BHERENIER OBE L LU TR LY AE G IEMLE B LS 7 AMEDS 8mg/dL R
W) DU RZ BRI & DWENHD 0,

9.22 hEEXIIBRENDEHEEERSE

P RIE T DB Z NN dH D5, [16.6. 1 B]

<fiEsn >

(2) BEHREERZICHT 2 EARARR— NRIEAEGROZEVEICEAT O ERERESEDL 2 &
ZHME LT, MNIATEE N E R RS ST IS L 0 BRI HT — 2 ~—A (MID-NET®)
EROWTERHENMTbZ, ZOMEE, BiERE 250 23 HRIEREICEARA R R — b
RIEHN 2L LZBRIT, RIS, mEREEEREDE IV T, BT LT T A MAEDFRELA
BT A AEEMER S D Z E BN RBREINT-, ERRaliE 2, REEEANSTISHE 1 A 17 B3

R OLLT 35 1 IS CIRASBE [=3E - AREAER ERZEREERERCOESX BRI
iz,

(3) FrselE=EE
BRE I LTV

(4) H£JEREERT HE

9.4 ANEREEHT HFE

PEIRS 2 FTRENED & D &MEA~IE, R L OFIRIENERMEZ LIRS LS D 5 aIc o kb
T5HI L, EARARR— FREFNIFEEITRY A ENRICESWERA~RL ISR S D,
EHPRRA~OBHREIT E AR AR R — FREH O L& - BIFICHBET 5, EARAETR— R
AN D 1R BIEIR £ TO IR & fERRME & OBIEIX & Tide vy,
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VI &t (FALEDEES) ICBY HIEB

(5) 1E%

9.5 1143
PRI SRR LTV A ATREME D & B 2ol i&”@biﬁb\ t D B AR AR 3 — b RIEH & [E]
B, AGERER (T v b)) BV, KA T AMSEIC SURFEEDRER L 2 2 55 RE
@%tﬁ@ﬂ%ﬁ@%k%@%ﬁ&%hf“éoDﬁ%%]

(6) =FLIR

9.6 AR
T L AT 2P B ONRFRLR B O AT AP A B8 L | SERLOME ST E & AT 5 2 &L B (5
v 1) GRS AR A~OBAT DT b T 5,

(1) MNREF

9.7 MR
N A G & LT BRI SN L CTuZeny,

(8) =&
BRE STV

1. HEEA

(1) HRERETDER
BRE STV
(2) BtREE L ZTDER

10.2 StREE (BRISEET S L)

SKHI % BEARAER - H 18 71k By - fEBRE 1
IKEIAN DL, B ER% . RAIOMBENCAKZ |V T W& LR 2Rk
FRIZAHL, AL EoED IR L, oA%< e |5, FARICIRAT 5 & ARAFI 0%
Ny LNERREY 30 3 IX RO B SCHAN A4 W T b b Z End 5,

Sl A Ay (BAv A, < B - RALRNE S, BEE2E

TR AL, & TNAI=TL | ETLHI L,

%) EA A
HlEeAl, I X T NLAD EX R
VR
[7.. 8.1, 16.2 ]

8. BIER
1. Bl{EF
ROBWERDB LN D Z LD DD T, BELTHIATV, REDPRD DB EIC3kEz

Ik % 70 EEURLEZAT O 2 &,
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VI &t (FALEDEES) ICBY HIEB

(1) EXGZEIER & HEIR

1.1 EXEEMER

11.1.1 LEHEILERESE
B Z AL (BRI | Al sess (BRI | AEiEs (BEEAR) . 55 (0.9%) , &iER (0. 1%) .
+ZHE5EE (0. 1%) FEXAWE SN TWD, [2.1, 7., 9. 1.1 &)

11.1.2 FFHEEEREE . &EE (Wb HEE AR
AST, ALT, v -GTP D% L\ BF-& £ 9 IFHRER S, BN H LoD L b 5,

11.1.3 SEEIRE - HEBHLX (HEARH)
(8.2 /]

11.1.4 NEBEEEE (BEAH)
[8.3 =]

11.1.5 KRB EBEFT. ERKEEEEEHE.
[8.4 &M ]

HENREEHMEFOFREHEHT BHEAY)

(2) ZDthDEIER

11.2 Z0fbDEI1ER

AWV NER N
fBHR

5%LL 1~ 5% AT 1%A i 1E B AN
e ERNN? L, RIEEYRE. | R, ek, ARk ER. WRERE
R, W LA R (M | A4, TR, kR, |+ 58K, A
RNF) . MEEEE | B, BEG fiE R
&, BR., HRRK
U BERE ZOPERE. B, | BEK OKEMEE
FLBE, CARRE | &), mERIE
Ji gk y —GTP ¥4/, ALT
AN, AST #4400, i
H AL-P 450, LDH
AN
iR iR, 5 &9 R | Fl
1fiL i I EREEA . Y
CoREREE. A
MmERFEA . & i
Tt R HEWN R RGE (L O

i - EASIE (BAE
. TR, EE .
hdr . SHEIRSE)

A T v 7

/4

PRIGMBEME, SR
B Xrmrsua>r
U N

FIE (B, DU
Y IFTY ., BRE
B, )R (57,
i 73%5) . BUN B0,
M+ AL-P 84, i
B A
k5
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VI &t (FALEDEES) ICBY HIEB

R

9. BBERBRERKRICRITTEZE
BEEN TN

K&

10. BEKRS
13. BERE
13.1 fEIRK
WEEGIZEVMEI LT T ABMET L, KAV D AMIEOREIR - S H 5 i b rIREMEN
b5,
13.2 W&
WL AN Z D720, SlibsA 4> 2 E A4 DHIEAH 2 VI P 2R 5, £, RBIEE
HZBRETHOICH TR Z BT 5, LEISC, BT LAOFIRNE 5% OLEZ1T 9,

. BRALDIE

14. EALEDIE
14.1 EFIRFEHOEE

PTP @ZEDEEANIPTP > — b2 LIV ML TIRAHT2 X 98T 5 Z L PTP & — FORRERIZ L D |
TR AN B EA~RIA L, I3 A2 B 2 L THERTRR SO EE LA HEZ IR+ 5 2
ENB D,

12. ZOMOEE

(1) EREREERIZED 1EHR
BRE ST

(2) SEBRPREXERIZE D <1EHR
RE STV
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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) FDithZEIBHER
MAMER e L
2. HMEAR

(1) BERSHERR
PAE R L

(2) REHSHHHBR
AL L

(3) EIEHIEHER
AL L

) BAREHR
AR L

(5) ATERAEBMHR
AR L

(6) FFTRIBMEEAER
Y ER R L

(7) ZOhORHEHE
AR L
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X. EEMEIEICEHT HIEE

X. EEMERICEIT SEE

10.

11.

12.

SR 5
B < B, IS (EE-TEMSOMITE KD AT 5 2 &)
RISy -

BNEAR
A - 3 4R

BERETOITE
BTk« EIRRAT

BN LEDFE
BRIE I LTV

BERAITEM

BHEMERLTA R HY

<TVvoLBY : HY

ZOMDOEBETEM . H Y
« Uk R e g Na 2. 5ng [ZE) 2RI S5 BE S A~
P RMFEARAR S — FRIANS L DR eI ThE T
(TX. 2. Z D OBHEE R DS )

B—H5 - RZhE

JAEI LA Xy NEE 2. 5mg (BHZES) . 77 N RVEE2. 5mg (A 7 7 —~=T—H 1)

FIZh3E . 7L Ra U@ N oakfy, =F Raer -7 M ovh, I/ N gk, A4
Y Ruar gl R LK, YV Ra Y BBAKRY, AT RNV TAT s ANy R—
Ny TATANY b= ATV TTR, IV ) A—, Tuaxo 7= UHERIE, N
Y Rx2 7 = UHfEE

ERREEEAR
1998 4£ 3 A 31 A

LCERFEARRFABRUVARES. EMBELRHBFEAR. RTHABFAR

BOERTEARE A B KB At EEGRAEA B | IRGEBIRAEA B

20114 1 H 14 BH | 22300AMX00226000 | 2011 411 H 28 H [2011 411 A 28 H

PEER (FREM. FERVRAEXEENEDNERABRVETOARE
&Y LR

BEEHRE. BIMEERLAREABRUVZDOAE
LR

BEEYRE
AL LR

REHEFRICET 51FHR
AFNL, B (D2 WIRICBET 2 HIRITED S TR0,
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X. EEMEIEICEHT HIEE

13. £Ea—F
JEAE T B FAM L E | B G =— HOT (9 45) 2 L7 hERAAE
IR B = — (Y] =—F) VAT LA R
3999019F1077 3999019F1077 120581701 622058101

14, RIR#FEH EDEE
AFNIZ A L ORFEEILTH D,
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XI. Xk

1. BIFEXE
B \E HARSE R T fEaE. B)IEE, 2021 C-6052-6057

[

)

2) FENERE: IR

3) FENEEL EOIRRRRIC R T D 2 E MR

4) FENERE R

5) Shiraki M, et al.: Osteoporos Int. 2003; 14: 225-234 (PMID: 12730746)

6) Fukunaga M, et al.: Osteoporos Int. 2002; 13: 971-979 (PMID: 12459940)
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KE O YFF SCE 8.1 Pregnancy
(2019411 A 2&ET) 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
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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 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
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Animal Data
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.

Sy ¥
F—2 T U T4 B3 (20234E5 H) *

B3 : Drugs which have been taken by only a 1imited 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 (20241717 7 7 & R)
<https://www. tga. gov. au/products/medicines/find-information—about—-medicine/

prescribing—medicines—pregnancy—database >
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i RLEPA
KE SGE Pediatric Use
(20194E11H) ACTONEL is not indicated for use in pediatric patients.
BN O 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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