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Rk 18 4 11 H 24 ARG 1124004 5) |

Ut R g Na 88 2. 5mg (BTG ¥
AR S
BRI - BRI (JP15) —MalRyE  matbris (N Fak)
ARBk A : 900mL, IRE : 37+0.5C
REak - ABRIRO - A RRHRBRIEOS 1 (pHL. 2)
HERIRD : ®D 7= Mcllvaine DOFEE K (pH4. 0)
REREO : AR HRERIEDS 2% (pH6. 8)
AHBRIE@ K
#3550 [Elis GREKO~®) | sy 100 [AlfE GRERIED)

I I
RBIED (50 [8) : BRI TR 40% K OF 85% HT DY 72 2 R (10 2R TS
604) 1CH5UN T, BRI VA7 I A O AT 1 £ 15% OREIAINIC

%o
RERED (100 [ . @, @, @ : WBEAID 15 53 LPIC T 85% B R HIT 570, X,
15 4312351 2 BB 00 TEEIY H s 0% BB 00 SEEIV IS8+ 15% O RETE IS i 5

fER  BRBREIICH T2 U & Fe B Na 5 2. 5mg [BIVR) O HSENITHEEEICES L, 5
YERIA & O N ZFE) OFRLME R ST,

ABRIED : pHL. 2 (50 [E]#z) AERIED : pH4. 0 (50 [B]Hx)
120 120
100 f 100 f _
£ 0 £ aft i
H B !
60 5 60
gt ot
20 | 20t o
0 . . . , 0 @E— . . . . ,
0 30 60 90 120 0 5 10 15 20 25 20
B (93) BFfE] (99)
ARBRIED : pH6. 8 (50 [H]Hix) ARBIE@ : 7k (50 [A]#R)
120 120
100 f LI P
£ 0 £ ot -
T B !
5 60 & 60
ot ot
20 t 20 t
0 - . . ; : , 0 : : - . . ,
0 5 10 15 20 25 30 0 5 10 15 20 25 30
B (49D BFfE] (99)
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ABRIEQ : pH1. 2 (100 [A]#5)

120
100 |
80
60
a0 b
20

@ Ut Fo o fENa$E2. 5mg TB7A] GRERELA))
O A%y hEE2. 5mg (FEUERLHA])
O HIEE ST F3 1T 2 AR M) e v

n=12

BHE (%)

0 5 10 15 20 25 30
Bl (99)

)t A UENagE2. Smg TBRE ] OFHEBICE (T H5ELME
(REBREF R VFRERFOTRHEOLLE)

U+ ko ENagE2. Smg TBRIE] OBHEFICEITHELE
(HBREF R VCEELFDOFIYFHEDLE)

S Ut F‘miﬁgwﬁz&g Wa | ~=x b4 I $£°2. 5mg

(FREREUA) (B eSS e
Tk EET BRI HE R A FRIEHE (%) TR (%)

10 4y 54. 89 56. 00 A
@ pli1. 2 602\ 93. 56 84. 80 Eé\
EHERERE | 50 EEE | © pH4.0 15 5y 90. 63 87.16 HE
(R R L3E) ® pHé. 8 15 4y 97. 56 86. 16 ey
@ 15 %y 94. 64 86. 73 HWE
100 [Alf5 | @ pHL. 2 15 %y 98. 19 96. 33 ikex

Ut Fv g Na $E 17. 5mg [BHR) 10
BRI
RBRHE  BARERS (JP15) —MatBris  wHEBRE (O ML)
B 0 900mL, IR : 37+0.5C
Ak RBIRO - B REHEEREE 1R (pH1. 2)
HERED : HD7- Mcllvaine OFEEHR (pH3. 0)
RO : B REHRERE 2 K (pH6. 8)
HERIE@ K
[ElRE 5y 50 [ElEE GRBRIKO~®@) . 345 100 [Hlis GRBRED)

e LY
FRYERLAAN 15 53 LANIZ 85% LA LI 4~ 2 B 6 - BRILF A3 15 23 LAPNIZ 44 85% LA L¥A I % 720,
AF 15 5312 B L BRI O P TR H R DR HERGH O P R £ 16% OHRIFANIC H 5 o

fEA - BRBREIEICHB T2 Y & Fe UBE Na $E 17. 5mg THITG] OB HZEEITHIEEEICES L, 1%
YERIF & OE B OFEINES R ST,

_12_



HAEBED : pHL. 2 (50 [A]#E)

120 r
100
80
60
a0
20

BHE%)

5 10

15 20
Bl (53)

HERE® : pHe. 8 (50 [A]#E)

120 1
100 F

BHE (%)
3

2h 30

BRFfE ()

AR D : pH1. 2 (100 [H]#R)

120 1
100 |
80
60
a0 b
20

BHE (%)

10
Bl (93)

HERED : pH3. 0 (50 [A]#E)

120
100
80
60
a0 b
20

]

BHE%)

10
Bl (99)

ARERIE@ : 7K (50 [F1#R)

120 1
100 F

BHE (%)
3

@ Uk N NagEl7. bmg TG

B (5)

O <~ v ME®17. bmg  (FEHEHLAD)
O HITEWE AT I 1T 2 AR i L Y

n=12

')+ ~0 ENadE17. Smg TBRE | DAHEBICEH T HELME
(HBREF R OFELEK DT FHEDLE)

)+ KO ENagel7. 5mg TBRA] DAHBEICH(THELE
(GRERBLA| K UZHE R D F 18 HED LLER)

(BRI

U R A#Na $E17. 5mg A

A M EE®2. bmg

SHES £ o 5
BRI (R L) () e
Ik EIL e BRI ) T R SR (%) SEEEE R (%)

@ pH1.2 15 %y 101. 96 93. 88 SRy
L . | @ pH3.0 15 %y 100. 26 101. 51 M
{ﬁoﬁfﬁ&& 50 [Eli ® pH6. 8 15 4% 100. 73 102. 68 SRy

(S RViR) -
@ K 15 4% 101. 66 101. 23 SRy
100 [al#s | D pHI. 2 15 4% 102. 38 101. 24 ik
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< AR B~ AN - B AR T IS < e > 1
Ut Ro 8 Na $E 2. 5mg THRVE] ROV & Fo o f8 Na 2 17. 5mg TBRVE] 3. HARIEFE HEERLE S
WCEOLNTE U Fr BT R U LAEOERHBKICES L TWVWD Z EERIINLTVWD,

AR
RBRITIE
Lz
BRI

B

AR R

10. &% - 2%

;R HREBRE O RUE)

: f3:4y 50 A5

1 7K. 900mL

120 OB HERIZ 80% LI ETH B,

SRR Y & Mo EE Na BE 2. 5mg THVR ] 28 91.6%~100. 5%, V& K& M Na
17. 5mg THVR] 23 96.6%~102.6% Th 0 | IWHHMEIZHEES L T\D Z LR ER S
7~

(NEENDELGES - B, SENFRLERSR - SEICHT H1ER

Ut R W% Na £ 2. bmg TEHVR)
PEEA L HBTPIP o — FOREEICEL ZFH L T\ D,

Nawh Nawh

el 257
S
2
oy
IVl 2. 5mg

B
Nawa Nawh

250 JT
UtFOYE UbFDVE
Na2.5ne®i, NalSegi,

(81304987222813839

Ut o Bk Na $E 17. 5mg [BHIE ]
SRS, BRASNEOFEEZ L L 02 %l L T\ D,

E- -] @

BN—YzvMRaERE

=@\

s [T

L ERENTLET

(o37) d
SHMENTAREOMIZ 11t v :

| @3y T I ADBINIEIM) T

» SRUADRRPNG A0U INSmas

P - mEn
P TTLT ERINTLET
(@#7%)

297 ] FOIE0ML) Tre e
SRUROERTHCT 08 304 kS
GBENL LU ATULED
B | BOATLETL

BEPR—ILRY T,
A. B, BEZSEATERTY |

T
LERUAEEN  opo- a1 13x60(E )

BPTLA=/—YIFYA Y T2V PEBRALTVET )

_14_



(2) a4
Ut Ko o fig Na $€ 2. bmg [BAVR)
PTP A3 100 $E (10 BE X 10)
e EIDEEE-E g Eill
[XIL 2. = D fth O BIEE R DIES

U+t Ko g Na $8 17. bmg [HAVS
BOHLERE e 2%
PTP @t 20 $& (2 $EX10)
BT FEEZE 4 [RIAA
[XIL 2. Z OB EE B DS
BN—T oy M e
PTP @12 56 8 (2 £EX28)

Q) FlREE
FY LR

4) BEDOME
Ut R B Na 82 2. 5mg [HATE)
PTP ‘a3
PTP > — k : ARU Fu 'L (PP), T3
to—: Ry’ (PP)
NUR Ry TFre Ly (PP)
I i
Ut o g Na $2 17. bmg [BAVE
PTP a3
PIP > — bk : KU ZmrELr (PP), T
Fe—:: R Far’Lr (PP)

Ny R:RyYFar'Lry (PP) (BHUERERE
B

1. BlERESNLIEMEE

(XM 2. Z Do BhEE R DOIaS M

12. £l

% LR

_15_



V. BEICEEI HIEHE

1. PEEXITIHE
V¥ Ru B8 Na $E 2. 5mg [HHVE)
B ARRAE

Ut Foa oW Na 8 17. 5mg [BHVE
OB
OBR—Czv MR

2. EEXIIHEICEET HFE
Ut Ko 2 Na 8E 2. bmg [BHTG)

5. %8k - HRICEHET HEE
AF DN Tz - Tk, AT TR OFIEVE T HEE O WL 1ES 2 258 1T HRE &
MEEBWSNTIBEZNRET D L,

Ut R g Na &g 17. 5mg THRTR)

5. %hEE - MRICEET HEE

(BHFRIE)

5. 1 AFIDOENZ &7 » Tk, AAHREFS ORIV HEIE ORI L UESE 2 258 | T8 HRRIE &
MEEZM SNTERELERNRLET D &

(BR—=D v MR

5.2 ARDHEMIC iz >TiE, AARFMHIBRIETF2D [ Paget JHOBM LIBEA A KT A o) 1B
FEBBIERN—Vxy MEEHESW SNTICBEZRIRET D L,

3. BERUH=E

() AERUVHAED#RSR

Ut Noa g Na $2 2. bmg [BAYE]

WHL BRACIEY e e i Y AL LT 2.6mg 2 1 B 1Al EKEC 48 (9 180mL) o
KEEBIIRABET 5,

k. A% LY 30 JIFBUTAR 57 KU OEENE DNt O FEAI Df% AHEE S kT 2 2
&

Ut Re o Na §E 17. 5mg TIATE]

(B
WELOEACIE Y Re Ui R Y e LT LT, bmg A 1A T 1A AL RERC 43 & (K 180mL)
DOKREEBIRAKET D,
2B, BA%DZR< &b 30 SRS 7, KRS OEEIW QNI O FEA D% OB H G BT 5
&,

(BER—T v MR

WHE. KAV R R AL LT 17.6mg 2 1 B 1 (A, &K 58 (8 180mL)
DOAREEBICSEMEARAOELET S,

ek, MRAEA 7R < LD 30 A3 FRIC 2 &9, KA ORI NS OFEA OFE IS Bk 5
&,

_16_



Q) AERVHEEDERTERE - 1B
M E R L

4. RERUVAEICEHEY HIE

Ut R B Na 82 2. 5mg [HATE)

1. B% - BEICEET 53FE

B Gzl UIRO S EBEIIRETH 2 L,

s KUSLOEEL (Ca, Mg FOEEDOFFIZEWI XA TV U+ —X—%FTr) SBYSH 5 W IIfho
AN FEEFICRAT A & AROWRINELETAZ ERHDOT, BEE, RAOREFNITR
HL., 2oRMA%D < & D 30 3IFKUANDOIRE ZRET S, [10.2, 16.2 ZMR]

s BIERCEBEEENHREINTNDED T, SMNMLHDHWITEN T, o8 (] 180mL) DK & &
HIZARA L, A% 30 i3z ben, [11.1.1 ]

- SRR SUTERANICIRA Lg

« COPENRSERR O FTREMEDR H D O T E T2, O TICRHT 5,

- BEBE RO (N RSO N, BRI O, BEORRT AT B D
NG EITIEEREICHER T 5, [11.1.1 28]

Ut Fua g Na #2 17. bmg [BAVE ]

1. Bk - BEICEET 53R

(GhEEHE)

1.1 EEICHTZ> TUIRO LA BEITRET 5 2 &,

- KLISL DL (Ca, Mg ZEDEEDFHIE NI R TN T +—F —kGiTe) LBWS DV I tho
RN ERIFFCRAT 2 &, RBIORINELE TS5 2 LR 50T, KL, RYORERNIIAR
AL, oA%< & 30 KA OB ZRET 5, [10.2, 16.2 SH]
CBIERCBEEBNRE SN TWD DT, SINLH D WITAA T, +o8E (8 18oml) Dk L &
HIZIRA L, IR 30 /3 3i7c o 6720, [11.1.1 ]

« BEERE ST R AT La .,

o [ PENREEFEE O RTREME N B 5 O T E IS, RO TICRTT 5,

- RIEBORER  (HE N R SOIHE TR, WERISORA,. mEORRT 2% BN b
NS EIIEEREICERK T 5, [11.1.1 ]

(BHEE)

1.2 ARK038E 1 BERAT A CcHY, F—EAICRATLZ &, £, AFORAEZENZGE
. BHICLERMA L, TORIZHONPLOEDTRAICRATSZ &, 72k, 1 BIC 2 82k
LN Z &y

(BR—=D vy bR

1. 3H/IBEIT V7 &b 2 » ARSI 236 = | b AR IEFEL LW E K OVER D1
IR L NRGEICORITH T &,

5. BRERALIE

MERT—2/1\vH5r—
BA=RSANA

_17_



(2) R PR IR
BT L

(3) AR R RRHR
AR L

(4) RT3 5
1) BRI
AR L

2) REWHB
AR L

(5) B - HHEBIHER
AR L

(6) s RE {4
1) ERRERE (—REARERE. HEERAERE. EARELREE) . WERSHRT
— 8 A—ZHE. WERFRERARONS
AR L

2) RRFHELTEBFENDARXIIER LI-HE - HBROBE
AL

(1) ZDith
BA=RSANA

_18_



\

EEHE(ICEY DIEHE

EEZH(CEEH D LEMRITILEE

BREEEHH ey 2FEZERL)

EARAR R : 7L R R Y U LKFIY), AN Ra BT U U LK, =F K
b S RPN G N VL %L 7/ NPT N = v Sl N IV AN N
> BRI

FEE  BEEO S DLW OIEE - WRFL, BHOBRNLELZSZRT L L,

A
(1) fEFRERtE - 1EFIHERF

WFMCER L, BRI AEIH T2, A6, BOILT D ARIMRICETHTOEBE, 2ok
B.OBOBEEMNMEENDS Y,

(2) E2 2 B 1T B AR
AR L

(3) fEFISEIRRSR - FERIET
MR L

_19_



VI

EWEREICERT DIEH

A REDHR

(W AELEMNGIFRE
BRI L

Q) ERKRABR CHESIAOPRE
(A=) R S )
%R D EMFIRI SRR AT A R T4 2 CFk 9 4 12 A 22 HAHESRSES 487 B, —#fik
IEERL 18 42 11 A 24 BATSEARA R 1124004 5) |

Ut Rua 2 Na 88 2. bmg [BATGE] 19

Ut o oWk Na 82 2. 5mg THHIB) &Ry FME2.5mg &, 7 B AF—R_—iEICk o ZznFh 16
(VERar@F b oAE LT2 5mg) @FERASFICHRHERBROKRE L CEF ) & Fa v
MREZNE L, BoN-EYENEE T 2 —% (AUC, Cmax) [T DWW CTHEEHIFNT 217 o 72455, H
TERNT A —Z OB DO FEEME DL log (0.90) ~log (1.11) DOFFRNIZH Y . HoOiEHRER
(BT DIRHEINCEPMENRD SN2 L b, WAIOAY RSN R S -,

(ng/mL)
1.6 — e Y+ FOENajE2. 5mgl i
Lad e Ny MEEZ. Bmg
i ' (Mean+S.D., n=20)
1.2 1
#e
o
+
Foo0.84
o
- 0.6
?_FE
?‘ i3
[ 0.4
0. 24
e g
U. 0 T T 1 1
0 2 4 6 8
(=T (hr)
B 2 5mg ik SEOMmMER) & FOUEBEEHKS
= EWEIRBANTA—42
HEINT A —H BENT A —H
B o HE T AV
;[?é ﬁ” %i& AUC‘L Cmax Tmax TI/Z
(ng * hr/mL) (ng/mL) (hr) (hr)
Ut¥ Ko U f2 Na B8
. 20 3.28*1.93 1.01=%0.55 1.25=%0.55 1.66=*0. 28
2. 5mg [HAYA]
Xy MEE 2. bmg 20 3.02%1.65 0.99+£0. 51 1.53=%0.62 1.80£0. 74
Mean=S. D.

I HE PR LN TNT AUC, Cmax S /87 A — &3, HBRAE O, R OTRIAIEL - K5 OB
ICE > TR D EMERH D,

_20_



Ut Fo Uk Na §E 17. 5mg THVR] 17

Ut Ko U fg Na 88 17.5mg THAVE] &3y ME 17.6mg &, 7 0 AA—_"—iBIZ XV Zh<Eh 1
B (Ve R @it U oAE LT 17.5mg) REFEAS FICHEEHERERE OGS L ChETR U & R
0 UFRIEREAIE L. 55N RENIE T A — & (AUC, Cmax) (2O CHEFHIEMNT 21T - 7255 5H.
HE T A—F DORFAE DB D Z1E log (0.90) ~log (1.11) OHPHANICH V. MO HR
BRICBIT AIEHEZEENEEMENRO -2 & n ., mAlOAYER RIS R S vz,

(ng/mL)
14 ¢
12 —e— YU Fu EENadl7 5mel WA
1 oo ARy FEELT. Smg
g,% 10 (Mean+SD., n=21)
)
v 87
e
u]
,y 6
s
E:F_ 4
2
— -
12 24
FrE il (hr)
17.5mg SER SROMIEHF U FO U BEE#TE
*x EYHRENSA—42
HIE/RT A—H BEINT A—H
%’é ﬁ” gf AUC‘L Cmax Tmax TI/Z
2 (ng * hr/mL) (ng/mlL) (hr) (hr)
Ut Ko Bk Na g
JrRmomENagE ), 24,10+ 15. 64 7.53+4. 09 1.19+0. 53 1.99+0. 72
17.5mg [BAYA]
A~ Ay MEE 17. Smg 24 25.16%t15. 11 8.30%5.91 1.17=%0.52 2.03%£1.26
Mean=S. D.

I3 N ONT AUC, Cmax D /3T A — 203, HBRE ORI, (RIEOTRIBIEL - B % OB S
TS & > TR D AREER D S,

(3) hEE
M E R L

4D BE - HHEEOEE
A2V 2D
LTFTOHRENRD B,
TEEERR A BT Smg® 2 BHEIRR DG L7z & &, BERG CIRHEARR S & ik U T m i
KON AUC, ,, 1ERE I L, ABIOWIUIRFOREL K& ZITFEY, YVa—A, a—b—Xk
ARITHBRT 5 L. ZNFh 38~45%. 20% XL 68% DENE THRIAEMDEERZTEMKT D Z & 23
RENTWD (in vitro) YV, FFERTAHL VYV a—ARLa—b—L & LICRHARICAEY R
FIRENMETTA5Z L RMEIN TS Y,
#RESNTHE - BRI TV HELROHE] OISR,
TVIL. 7. fHEAEH 1 DIHESMH,
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EYRERE/NT A —4
(1) R AT 75 3%
M U & N m BRI T — 2 % — A 2 REIC K0 RAT LT,

(2) WUIEE TE L
M E R L

() HEEETESH
0.426=0. 058 hr' (HBHEMA S 71 2. 5ng GEHBIRE LTS5 505, VA0 + FEYERRIZE, n=20) '
0.392+0.133 hr! (f#HERLA 112 17. 5mg SEH[ARE O G, SERIE AR HEfR 22, n=24) 7

WHIUTFUR
AR L

O) R mEE
AR L

(6) ZDith
M ER L

BEHE (REaL—Y32) @i
OF 2 pp-
MR L

(20185 A — S EHER
AR L

IR 4R
DR L

kil

(1) Mm% — Aixi BE P9 @B 14
M ER L

_22_



(2) % — R BERA P @B 1%
MVIL 6. (4) EFEREZ A4 24 ). [V 6. (6) 4Eta) DIHSM,

Q) Fit~DFITHE
(VI 6. (6) = FLia 1 DIHBM,

(4) B~ DT
AR L

(5) Z DD~ DFEITH
YR L

(6) MIRELMHEEE
BB L

6. X

(1) FCHERAL B UM BHR R
M ER L

Q) RBIZEAE5T 2BE CYPEHE) DHFE. F5F
YRR L

Q) VEEBAMNEDEERVZDEE
BRI L

() RBMOEMOHMEUEIELL, FAELE
TR L

7. HEit
B R L
BRERTHEIRICOWT, LFO#E Y 23 5,
0.37%. 0.43% ({EBERAEF (% 614]) |2 2.5mg &, bmg S&* A Ha A T Hi[ElRE O $5 5-HF)
1.18%. 1.18% (65 mclh Lot bn g 2ot K OVE M (4% 6 f51]) 1T bmg $&° 2 #fa & T HERR 0% 5-1y)
0.78% (FHRA% M (4 f5]) 1T 17. bmg BE & 4o T B[R 11 £ 5-0%)

#oARRSNE - AR TV HEROHE] OESBH,
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8. FZUARKR—E—IZEHT 515
BN -3V

9. BINFIZKBBREE

MM E R L

10. BEDEREZEI HEE
RS L
UTOHRENRDD Y,
BRREERERE UMEAT—%)
BHEREDRRE N R DAAE AL 21 Bl 30mg® 2 BRI NG LT, 217 F=227 077
VA (CLy) EBZ VT Z A (CLr) ORNZIFMHBIBRIRD Hiv, CLy DK TFIZ L7235 T Clr (&
KT, ZOHBABEMRE LV EE B REREREE (CLy<80mL/4y) DHEE TiX Clr 23 T0% LA B35 &

ffEESN D,
#oARER SN ANE - FEIX TV ERUHE) 0ESR,

11. ZDith
YR L
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VI. &% (ERLOFESF) ICHAYHEAB

AR EZDERH
IhTuniagn

T
S.Qm
5 IR

2 =z

mlm\mgt %O)EEE
U Ku B Na b 2. 5mg [BA)

9 E

2 (ROBHAICEFEZEELGEWNI L)

2.1 BIERAE I T AT 7 (REMEAEE) ZFOo/REERZEIEIEMEEOH HEE [K
AoOBEBBSEBIETAZ 2L, BERATIC

[11.1.1 =]
2.2 KENDRST & DI D B AR AR R — b RIEAN 3 LiREIEOBEFED & 5 BE

2.3 KAy AMFEDBE [IEI LT MEDME T LKAV T AfEORER BT 55
Thhdb s, ]

2.4 FRAEFICNIANL S 2 WITAALZ 30 73 L EER TRWESE (7.0 11.1.1 2]
2.5 $Eim SUTIEIR L TV D TREMED & 5 &tk [9.6 2]

2.6 EJERBBREREE (VL7 F =2 VT T AMAE K 30nL/ ) obhHEE ' [9.2.1,
16.6.1 ]

Ut Fua g Na #2 17. bmg [BAVE ]

2. #2

2 (ROBHAICEFEZEELGEWNI L)

2.1 BIERAE I T AT 7 (REMEARTEE) ZOREERZEIEIELEEOH HEE [K
HoOBEBBSEBIETAZ 2L, BERATIC

BIF5EIERAREOGRENEL 7D, ]
[11.1.1 ]
2.2 KENDESy & DD B AR AR R — FRIBAN T LIBBUE OBEFEED & 5 B3

2.3 KAy AMFEDBE [MIFE LT MEPME T LK Lo T A MUSEDFER A BT 535
ENBH D, ]

2.4 FRAEFICNIANL S D WIT AL Z 30 73 L ER TRWES (7.1, 11. 1.1 ]
2.5 $Eim SUTIEIR L TV D TREMED & 5 &tk [9.6 2]

2.6 EJERBBREREE (Z L7 F =2 VT T AMAE K 30nL/ ) obhAEE S [9.2.1,
16.6.1 ]

-t
LN

MEEX I RICEET SR LT DERA
(V. 2 U R BT B TR BT 5T L,

RZERUVREICEET FE L TOEH
(V.4 FRER ORI BB 5 k8 22T 52 L,

BEELGEXRIE L ZTDER
Ut Ko 2 Na 8E 2. bmg [BHIG)
8. EELEARMIEE

8.1 BEODAFICLDINLI UL, EHX I D OEBRBART+SRBEEIT. Ly v AXTe 4 3
YD EMETHI L, TR L, AT T LRI AN T L TAI =T A T HRTT

_25_

B LEWEARBBEOMBBREREL 725, ]




LEARANT, AFNOWRNEYTF D ENHDLOT, AL ZEZ CRASESZ L, [10.2
2]

8.2 BARARF— MREANC L DIREEZ T TVDHERFITBWT, SEEE - e RN D
LD ENH D, WEINTIER DL D EFE DT X3 2 R 72 B E < /T
JEYLICBEE L CRILTWD, U AZKTFE LTI, B, (bPis, M8 ER,
I FaRT A RIGR. BEEEE, ARORELE, BRLEOBTFEN I LN TWS, K
B OB G- BRIARTIT O FEN OFERREZ MR L, LEIDS U T, B3 LY R mEH A 2%
. REMNLRERLELZ TEDLMVFEE T LHRET L2 L, ARG HIREN 8
BHLE RS LT 2 5 oG B IIAR OREEEBE T H 2 &, £, OENEZTFRICESZ &,
EMI MR E 2% 5 2 & RS B2RFCARAI O ) & e BHERTNZ &5 L CREER 72 B
EIXTE LR BET S 2 &R E2BEICHFAHA L, BEPRDOLNEEEITIE, BEHICH
B nEAREZZ T Lo ciET A2 L, [11.1.3 ]

8.3 BARARF— FRIEANZMEHL CWDHEBEFICENT, AHEBEENEI L & OREN
bbH, TIHOHRETIE, HORBPERIMEICEE L CRELLIJEFI LFEO LN Z b, 4
H&, HiF, BREOERIFEGEICIE, FRERR 2222 ko875 &, [11.1.4
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B CIERM B AE X 72 HE1IE, BOHI O OFERFE 2 B L, XBREEITH 0 L, HE
ICBIET 5 2 L, XBRAERICITE KEDOIESE, R REEBIT AR AL TEY, 20 X9
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2)The use of stems in the selection of International Nonproprietary Names (INN) for
pharmaceutical substances 2018 (World Health Organization)
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4) )\ S IE B ARG S5 <https://www. mhlw. go. jp/stf/seisakunitsuite/bunya/0000066530. html>
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5) U Fwu Mg Na & 2. 5mg [BAR) OLZEMHICEET 2& R (ENEEH [D001585]
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13) Takata S.,et al. : J. Bone Miner. Metab., 24 : 359-367, 2006 (PMID:16937267)
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(2024/3/12 7 7 & R)
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FTHNETOHRTIRR
HEAMI BT 2 RFBIRBIILL T D@ Y Th D, (2024 4E 3 A FfA)

4 W se 4
KIE ACTONEL

) FRMBEIZOWTIE, A4 B 2RO WEENIGEL TWA5,

BMZE T HERRXIEELR

(1) B 3B1 2GR (FDA, A —A b Z U 7 D435H)

AN T DEFIIO 19. 4 BHREEZ AT 54 19.5 07, 19.6 #HIw ) OHOFEILLL T DiE
DTHY., KEOHHMNLE, A=A TV TOHFEEITERS,

9. RENEREHIHBEHICHTHIR

9.4 £IEREEHT HFE
TENRT 2 ATREME D & 2 2ot~ 1R L OISR falrtE 4 B2 &l SN 55818057
52 L, BEARARR— FREFANIELEICRY AENRICEFER R4 It sh b, &5
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9.5 1E4m
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AFERER (T v b)) IZBWT &I Vv T AMSEIC K 2 0 EEORR L5 2 b5 REOET
WNZHRIROBCBEER 2SN TN D, [2.56 ]

9.6 #R7LIR
TBR EOARIER ORFARBOARMELZE L, KALOMKR TP Z a5 2 &, R
(T v b)) ~EEBRALSNIZHLEA~OBIT R DTN O 6N TN D,

FDA CKE D UfT SCEDREH) (2019 45 11 A &%ET)

8.1 Pregnancy

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 pregnhant 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 pregnantrats 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 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
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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

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.

HKE O SCE: : ACTONEL https://www. accessdata. fda. gov/drugsatfda_docs/label/2019/020835s0521b1. pdf
202443 A 12 AT /& A)

ok
F—2A 7 VT DL
. . . . . B3
(An Australian categorisation of risk of drug use in pregnancy)

https://www. tga. gov. au/products/medicines/find-information-about-medicine/prescribing—medicines—pregnancy—database
(2024 4E3 H 12 BT 7 & X)
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% 1 SO

F—AFZ YT DO5FE (An Australian categorisation 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.

(2) /NREIZBIT D REH

AINZB T DI LEOLBIUT O LB THY | KEORMLELITR RS,
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9.7 INRZ

NS A S & U T BRIREREBR 1350 L T 72y,

gt

FLIAA

KE D EACE
(20194 11 )

8.4 Pediatric Use

ACTONEL is not indicated for use in pediatric patients

The safety and effectiveness of risedronate was assessed in a one—year,
randomized, double-blind, placebo—controlled study of 143 pediatric
patients (94 received risedronate) with osteogenesis imperfecta (0I).
The enrolled population was predominantly patients with mild
osteogenesis imperfecta (85% Type-I), aged 4 to less than 16 years

50% male and 82% Caucasian, with a mean lumbar spine BMD Z-score of
-2.08 (2.08 standard deviations below the mean for age—matched
controls). Patients received either a 2.5 mg (less than or equal to
30 kg body weight) or 5 mg (greater than 30 kg body weight) daily oral
dose. After one year, an increase in lumbar spine BMD in the risedronate
group compared to the placebo group was observed. However, treatment
with risedronate did not result in a reduction in the risk of fracture
in pediatric patients with osteogenesis imperfecta. In ACTONEL-treated
subjects, no mineralization defects were noted in paired bone biopsy
specimens obtained at baseline and month 12

The overall safety profile of risedronate in OI patients treated for
up to 12 months was generally similar to that of adults with
osteoporosis. However, there was an increased incidence of vomiting
compared to placebo. In this study, vomiting was observed in 15% of
children treated with risedronate and 6% of patients treated with
placebo. Other adverse events reported in greater than or equal to 10%
of patients treated with risedronate and with a higher frequency than
placebo were: pain in the extremity (21% with risedronate versus 16%
with placebo), headache (20% versus 8%), back pain (17% versus 10%),
pain (156% versus 10%), upper abdominal pain (11% versus 8%), and bone
pain (10% versus 4%).

SKEIOUTSEEE - ACTONEL https://www. accessdata. fda. gov/drugsatfda_docs/label/2019/020835s0521b1. pdf
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