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1. ARREH SN L EHME
LR L

12. Z 0t

Y LR



ARICEI SIEE

I ESYIES

O7LIILFE—MHaEX
(OF-47°323
OREERE (B - RIEX. HEZTSEE) ICTHSIZESE

TEEX I RICEHET 5 E
BRE I TR0
BiERUVHE=

() BEERUVHEDOM#EER

WEL. RACIZE T AF L LT 1 E20mg 2 1 H 1 FIZEERICR OB 5,

(2) BERUVAEDRTERRE - R

TR L

RERUVHEICEAET IR

i3

BIE STV

PRAHE

WEERT—2 1\ 75—

M L

(2) ERPR AR

1) A8 R~ BT 5%

EEER A (30 f5]) ZxRIZ, BT AF U8 20mg, B 7 AF U BE 100mg™ . BT A F L 8E 20mg+ A
k2 — 1 "400mg, EX T XY 400mg KON T ARE ZEER, 7 0 AL —N—T%
NENLA 1A4 BEANEREL (FFv7axP o0 0H3 B), DEFSHICLIET R
RN L7z, EEFHMEEE %2 [QTeNi* OR—A T4 UNEOE{bEDO T TR EDZE] & LTRF
i L7fE R, BT AF 8 20mg KON 100mg TlE, EHEZOWTROREETHL 7 7RI 5
QTeNi DR_R—RA T A L35 DZEALED Fr il 95%F XK O _EIRIT 10msec & LA 5 72 o729 (4h
EAT—%),
a : BB E LEBIOHERE T — & % F W CHiE L7- QT REFE
#1 AFNIOAER S NI HE - A& TV.3 HEROHE] OESR
#2 B O FNXE N ARG,

<FBAUI 17.3.2 X vifizie>

Q) AERGERFER

% ERR L

(4) HREL AR ER

1) BRI

(7 LV —EE%)
OE N AR
WEET LAY —ERRBE 2R L L “HERILERBRICHB T, B 7 AF 8 20mg (1 H
LE), 7%V 7 =F 2 WEEeth 120mg (1 E 60mgl H 2[E) X777 AR%Z 2 @ERAO#KL L
Too FEFHMBEE TH D RAEHIERA 2T (B, < LeARIE. &M, 8NZ 5K o)

_10_



M2 bR ) 1L, BT AF U8 20mgl B 1 BIEGICE Y 7T BRI L THEERBDZRL
f: 7 9)O
ZV-1 BERTUILX—MHERERNRE L HEHBRBE

B HRE JEFIEL | _—AF A * | Day 10~13 Bl TTRREDES
-0. 35
BT AF Uk
720 %ﬁiﬁ 249 7.48+1.54 6.48+2.12 | -1.00=*=1.83 [-0. 65~-0. 05]
m,
i p i : 0.023
=
R 247 7.38+1.43 6.42+1.97 | -0.96+1.87 | -0.34 [-0.64~-0. 04]
T URE
75w AREE 251 7.33+1.49 6.73+1.87 | —0.60+1.72

FEATRISE - FAS, FERIME EAEYERmZE, [ ] 95%fEMEX M. KEMEOHER L
a: N—RF A NkT 285 Day 10~13 DIFEH R a7 D&

b: #E5HT4 HEOWEHRaT
c: FHRE, N—AT A U ROMIFREBRALE L LIEBIEET LV (72721, 20mg FEOFT CTIE 7 =% Y 7 =)

DUBOT —ZIIHANTNRN)

5 RF EE 20mg BEEREOBIVERFEZEIT 2. 0% (5/255 i) Tho7T=, FDOWERITER 0. 8%

(2/255 %) . T, SELHERKE ONIEREIEN S 0. 4% (1/255 ) ToH 7=,
<BFEHL 17.1.1 L viigie >

(FHRIE)

@ENE T /M AHZER

ENHERIZIBW T, BRI EE 2 XI5 & w_gﬁg*ﬁttimt%ﬁ IBWT, B AF HE 20mg
(IH1E), ©FAF U 0mg (1 H 1A * E778R% 2 @EKOEE Uiz, EEFE

HHTHD BERA2T (BB, i) ODE;ﬁF'ﬁIi’JWEE 1. BT AF 88 20mgl H
1EHREICL Y 7RI L CTEERBD 2R LEZ W,

RV-2 BUSRBERNR E L HLBHBREIE

5 JEFIE | X—RF A" | Day 8~14 A e TIRREDES
5 AF U -1.52

7 X £ 100 4,547+0. 89 1.52+1.36 | -3.02+1.63

20mg A [-1.89~-1.15]
75 REE 95 4.49+0. 95 3.02+1.32 | -1.47%1.24 p fE : <0.001

FEMTXEEE - FAS, “ERIfE i, [ ] : o5%fE X, KAEOHZE R L
a: N—RF A NIk B G Day 8~14 OFEH R a7 O E

b: #ERT4 AMOEHA 2T

c: TR, N—RT A UEBPAEKE LIEREET L

BT AF UEE 20mg G REOBIWEHRBRIL 2. 0% (2/101 #]) TH-o7-, TONFITMFE Y L
BN ONEYE 2345 1.0% (1/101 1)) ThH -7z,

#1 AAIOAR S - - AR TV. 3. HELROHE] OESR
<BFEL 17.1.2 L viigie >

(BB (BB - BER, KEZ S FERE) ICED % 558

QFE N A BR

FREHER (B2 - RIER, KEZ OFEIE) I2fE9 % 2 FERE 2 RICEN LI FEMREREFR
B (52 HHHEG) IZBWT, B AT 8 20mgl H 1 B G LofER (116 ), ndH A a7
TG RN S N—R T A AN THEAD L, 52 B E TRk L7217,

BITERZEBIRIL 2.5% (5/197 ) Th -7, FONFRITEIR 1. 0% (2/197 1)) . AST H40, y -GTP
HEIN M OV RIBERR 2345 0. 5% (1/197 f5il) T - 7=,

<BFEL 17.1.3 L viligie >

_11_



2) RefEER
DR L

(0) B - WAERIHER
REERR L

(6) AERIfE
1) FERARERE (—F}xﬁﬁﬁﬁﬁﬁiﬂﬁ HESEABERE. ERAMBELRALR). 2ERFTERT
—AR—RFE. HERFTREKRABOAE
YL

2) RBEFHLELTEREFEOANRXIIERL-AE - HABROME
ARV

OEOLi!
1) S BB RE (- I

OREFER A (18 fi]) ZXIHRIC, BT 2AF U8 20mg, B 7 AF U 40mg™, B Fax o P KO
TTeRE _HEM, 7 0AF—/N—TZNEN1H1[ES8 HEKERS L. F‘?4’ v R
BRiC X0 BBV EGEGAEIC MIT TR TMN L7- & &, BT A F 80 A B EiRRE IS M T T8
37 7Jzﬂ:ﬁi%7‘£%%w&>fmxot B UEAT—4), [16.3.2 ZH]

OREEERR N (20 i) ZXIRIC, ©F AF U8 20mg, BT AF U 8E 40mg, © T A F L5 80mg™
=g Np = ﬂ%‘/‘/“‘/&tﬁj’?fd“%*E%*ﬁ JHRAF—NR—TZNZEN1H 107 HERERS
L. HRA R /32 PRSI LT, BEREHMICIIE T 2 F L 8E 20mg KON 40mg 13775
TR EDOMICEITRD SN o =3, EBIFEHME CTIEE T A F 8 40mg X O 80mg TiE 7" 7
TAREHE LT, BEAROONEZ Y WEAT—%), [16.3.2 BMH]

#1 AH D &R é;m‘_ﬂwi ML (V.3 JER O] OESR
<BFIL 17.3.1 L viigit >

_12_



ENEREICEI HIEE

EHZICEEH HILEYRITILEYEE

TxX VTR, VAR TF U DUERE, An XU UERE, v o XY TART X
D, NRIREAF X LR P

HE : BEO S LA ORI - DIRFIL, BHOBEFRLESRT L L,

FIEEA

() YEFRERLL - /ERRF
I AF AT AX I W R EETER RO T VA —Ef 2T,
<BFUL 18.1 X v#EzE>

(2) ExhEZET 1T S ERAKE
1) & A% I 2 H 2 E RS UEN
SHEEFKEARRICBWT, B bR Z I U ZAERICHESUEN (Ki 8 : 64nmol/L) Z/R L7
(in vitro), E/NE >y MEHEIGEARAR OREEARIZIBWNT, B XX I UFERINGEE T2
100nmol/L & 30nmol/L K W #ifill L7z (in vitro), #AHKGIC L 28REERICEBWNTIE, T v b
LTy O AH I UEER M GEETTE 2 B U7, BRNEG1C X 2 BB B0
TiE, BT E/AE Y FOE AL I RSB INE 2 il L7z 1019,
<FEB UK 18.2 X v #sit>

DHT LA —1EM
PURIBME L7=F/LE » hORHIEIFEAIZIN T, FUSRETIEZ ] L7= (ICfl : 95. bnmol/L) 1617

(in vitro),
<SR 18.3 X v #sig >

(3) YE A IR - Friefa
(V.5 (1) 1) ADMERFERAER) OHZM

_13_



EYHREICEAT SRR

I AR E D H

(1) s bR i op
MR L

Q) ERRABR CHESIA-OPRE
1) H[a] & O AR 5

TREERR A B 1% 20 BIZ B 7 AT 8 20mg & ZSMERF R O 865 U 7e & & | il R 1 dio i
EHE LU, #5541, 00 B Clm mAE A 277, 86ng/mL (2RI L7214, T2 4001 10. 54 B
THEELE Y,

BT AF O EIREIT 10mg, 20mg KO 50mg O & CTREM 2R LT-, KERE X 5EHE
X7 o7 20,

#1 AF OAR S - R (V.3 EROHE] OESH

(ng/mL)
400 —

0 ) ) 5 ' : T
0 6 12 18 24 30 36 42 48

F§H (hr)
RVI-1 ESAFUiE 20mg BERZOREHOE S XA F U mMERRERE
THEBIRE, FHEZERE (20 F1)

RV-1 ESRF U8 20mg ERIBEORGROEMRERM/ NI A—4

&5‘% Cmax 1-:max AUCO*inf t 1/2
(mg) (ng/mL) (hr) (ng * hr/mL) (hr)
277. 86 1.00 1296. 45° 10. 542
20
(117. 40) (0.5-2.5) (368. 26) (5.50)

ZEMERB G, TPIME (BRYERZS) 20 1 [a -

_14_

19 Bil], tou (TP RAE (/MR R AE)

<BFEL 16.1.1 L viligit >




2) LWy R S PR

vZ 2T 8 20mg [TERVE
(4 FE I D A PR RSB A R 4 L D—HECEIZ >V T (B 1)
KASRESR 031955 1 5 (F124E3 H 19 Af)

BT AFEE20mg THRIR) L ¥ T /78 20mg &, 7 o0 A4 —N"—JRICI D EFNEN 18 (7
AF & LT 20mg) BEFERAS FICHREREREO#& S L CERRECRREZRIEL, 55
Ni-Ehfe /RF XA —4& (AUC, Cmax) 22OV T 90%IEHEX BEIC THREHEIT 21T > T2/ 8. W
T log (0.80) ~log (1.25) DOHFPHNTH V. ZNZILHAIDEM LIRS VENHER S

7 21)O

(ng/mL)
400 ¢
—o— FFAFE20mg [ HRIE )
300 b
i —o0— EF T E20mg
i
e (Mean+5.D.. n=47)
£ 200
=
hrd
F
= 100
i
RE
0@ e f——— —®
1] i 12 18 24 48 72
A (hr)

HVI-2 20mg e E5ROMBHE SR F UiREHR
RVI-2 RYBE/NS A —F

HIE/RT A—H BENT A —H
g AUCt Cmax Tmax Ti/o
(ng * hr/mL) (ng/mL) (hr) (hr)
BT AF 8 20mg 1. 37 8. 44
47 1377.0%£377.3 2931120
THYS +0. 80 +5.17
1. 37 8.61
v ) 7T 20 47 1351.6+343.0 2951108
7/ 7 &€ 20mg +0. 76 +4.97
Mean=S.D

3P HENE NS AUC, Cmax S5 0D/37 A — & (3, HBRE OB, (RIEO SRR - RSO
BRAAEIC K o TR D AHEMED B 5.

B AF 2 0D BE 20mg [HATAR
(& 56 RS O LW RSB T A R T A VO IEIC 20T (BT 1)
SASKFER 0319 1 5 (243 H 19 B

B9 2F 0D §E20mg [BAIR] L 65 /7 ODEE20mg &, 7 B AA—_"—EIC LY ZREh 1§
(BEZAF L LT 20mg) fEFEMADFICHEERKD D | MEREFEKL LOSMAT, HEROHE
LR RECERREZRIE L, HoN-3EmBiie <7 A —4% (AUC, Cmax) (22T 90%
FREX BRI CHEHIEIT 21T > 7o/ 5. W hud log (0.80) ~log (1.25) OFPHNTH Y |
ZINENEA DA ZHIRIENEN TR Sz 2,

_15_




(ng/mL)
400

300

[
=
=

100

EEULANN O RES

—e— EFAFLODEE20me HRTE |

—o— E'F /TODE20mg

—

(Mean+8.D., n=53)

12

24

o |l

48

BVI-3 20mg0D fEix SR DMEBEHRE S R F VIREHEE (KHYRA)

300

g

R NN R
g

—— AT ODEE20me RS

—o— E'Z /7 0DE20me

(Mean+5.D., n=416)

(hr)

—: &H— —o
6 12 24 48 72
(hr)

RVI-4 20mgOD §ERSHrDMIEHES X F ViREHS (kG LIRA)
RVI-3 EYERENS A —5F

e HENT A—H BEINTG A—H
%f;& AUCt Cmax Tmax Ty
(ng-hr/mL) (ng/mlL) (hr) (hr)
?D( 2]:0m7g ;F(Eﬂa;"j oD fie 53 1211.1£352.9 228 +93. 1 1.35%0. 65 7.29+3.12
=]
n
E{ 7 /7 0D $€ 20mg 53 1277.61t414. 8 249+111 1.28=%0. 66 7.96*4. 44
Z{é 2]:Om7g ?Eﬁa;ﬁj oD fie 46 1313.1%£396.9 278114 1.79%+0.84 | 8.58=*6.28
L
?5% B2 /7 0D £ 20mg 46 1313. 7+£407. 3 266115 1.71%0.95 8.58=*5.84
Mean=S. D.
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2.

MBS NS AUC, Cmax S 0D/87 A — 2 1%, BBRE ORI, (iR OBRERIEIEL - R % DRk
BRARIFIC Lo TR D ATHEM D ® 5.

(3) s
DR L

4 EBE - ftHEDEE
DR} A
TR A B 1% 20 Bl 7 B A A — R—ILCEER R OR% (ERR) #Ice T AF U 6E 20mg %
HERR ARG LTz & EERHICHANE R G REOD C, L ONAUC 12 1LE UK 60 % M UK 40 % 1K
T L/7L?_ 19)O
#1 AFIOAKR S AE - AEE (V.3 IEROAE] 0HESR
<FEBAUSI 16.2.1 X v ifizit >

2) PEHZE DR
D=V 2~ AT
fERERR N 24 BllIc 7 A F 8 20mgl B 1l =) 2Am~A 22 500mgl A 387 B EOFHKE
RO Lz &, MIFEPET 2F 2D Cpop KOV AUC, o [TENZIHI 2.9 (5 X O 1.9 f512 1
HL=? GEAT—4), [10.2 Z/#]
<EBEBFIRL 16.7.1 L v #izit >
@7 hafv—n
TR 24 BIICE T AF U 8E 20mgl H 1[R[ &4 b3 —)12400mgl B 1 [8] 6 B FOFHNE
RO Lz &, MIEPET 2F 2D Cpo KOV AUC, o [T ENZIHT 2.6 5 KO 2 512 E5H
L= UEAT—4),
#2 1% AN E N AR A
<BFIL 16.7.2 X 0 ifizie>
@UNFT YA
fatERR N 12 61 (PK AT 11 §]) 128 T ZAF 288 20mg & P /VF 7 ¥ A 60mg GFFH HEF O #% 5
L& &, MEPE T 2F 0D Cp OV AUCy 1 1XZNENA LA O L3fFIc LR L %
GrNEAT—%), [10.2 ZH]
<FEBAUSK 16.7.3 L v iizit >
DTS —TF T N—I T a— R
M A 12T AF U8E 20mg 2 7 L—F 7 —Y P 2 — R 240mL TG L7z & = g
FETRAF D Cp KN AUCy ¢ 1 ZILFIVR 0.6 (5 KUK 0.7 FFITIE T L7z, ZomifEhe
FAFUBEEDKFIZZL—F 70— a— R LA E T AF L OMLE DD OWLINFEE
SN2 EHERSNTEPEFIIAATH S P GMEAT—4),
<FEBAUSK 16.7.4 X v ifizit >
VIL 7. fHEAEH ) OESH

EYRERI/NT A—4

OF 2iivzp-
LR L

(2) WA 4
TR L

_17_



3.

Q) HRREEH Y

HHI 4 N#& T Sl B ke (hr™)
TS5 x5 Fe20mg (W15 47 0.1131+0. 0611
- . K7L 46 0.1179+0. 0618
5 2 F L 0DEE20mg (BT
7 AT~ 0DGE20meg [IAIR) = 5 53 0. 1105+0. 0438

WHYTIUR
BB L

B) N mBEE
MM ER e L

(6) Z D ith
MM ER e L

BEH REaL—23ay) fi

(1) R A&
MM ER e L

QINT A=A EEHER
MM ER e L

IR 4R

VIL 1. (4) BF - fFHIEOEE] OHEBR

kil

(1) %k — i BA P9 d@ @ 4

(RN B+ Hia# 5 Mean=®S. D.)

R A (12 f]) 22X, ET7RAF U 20mg, B R P MO 7 RE “EHER, 70
AF—N—TFNENEEEE L, M~OBITHEEZBH LR, B9 2AF UL RMEEDO e
AH I H RO EHUTRD o722 BEAT—#), [17.3.1 /]

(2) i — B BRI BB
LR L

(3) Lt~ DB
s Bk L

(4) BERA~ DB FTHE
BB L

(5) Z DI DI~ DI T
AR L

_18_
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(6) MITFPELIESE
VS5 RAFD in vitrot MISEEBEEASRIT 0.2~1 u g/ml OEFEFFAIZIBUVNT, 84. 22~90. 04%
Tholm?,
<EBEFIRI16.3.1 L vz >

6. X

(1) R BIEREL R UM SRR
ERERR AN B 6 12 M0-E T XA F L 20mg A HER ARG Lz &, EFAF AT LA LRBE
N2 GREATF—4),
<BTURIL16.4 L 0 #ET >

QRHEETEER CP %) OHTH. H5E
LR L

@) WEEEHROERRUGE DS
BB L

D RBYOFEEOAERVERL., HFELE
MM ER e L

7. B
WERER AT HE O BT T A F B 20mg % ZEMIFHUSIE OB 5 L7 & & | 254 72 MR S COIRP &
T AT v O PRI RIT 47. 3% Th o722,
BERER A THE 6 BIIC V05 AT 2 20mg & BEHE O Uiz & & | HOHBEIZEE 5% 7 B £ CIoR
1233, 1%, 31T 67. 0% B S 7. BT 2 F g, SR 28. 31%. 1T 66. 53% A8 K251 A
THEE S 200 GMEAT— %), [9.8 ]
<BFIIL16.5 X izt >

8. FIURKR—2—(ICEAT BIEHR
T AF ANIHET =F L lakR U 7 F K OATPIA2 OFEE TH 5 °Y,
<FBFUL16.7 LV EREE>

9. BINFICKDHRER
AR L

10. BEDE=ZETHEF
(1) B R hebsE B
R DR E B 1L BT AT U 6E 20mg ZHEE &G Lz & & BEOBWRERERFICE T
HETAF LD Co TN AUCy o VEBERERR AT EEARZNEN 1.6 (5 LN 2. 3 5@ o 72 %2 (SME AT
— &), [9.2.1 &]
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RVI-4 BHRERSEFICES X F UiE 20mg RO SHOEYREER/NS A —42

%Xf/é:g%ﬁg Cmax Tax AUCO*inf tie

[GFR (mL/min/1.73m?)] (ng/mL) (hr) (ng * hr/mL) (hr)
1EH 144. 0 1.5 737.4 9.26
(GFR>80) (57.8) (1.0-3.0) (260. 8) (2.79)
AR T 172. 1 1.5 967. 4 15.08
(50=GFR=80) (45.0) (0.5-3.0) (140. 2) (7.66)
RN 271. 1 2.25 1384. 2 10. 47
(30=GFR<50) (30. 4) (1.0-2.5) (263. 2) (2. 34)
HEKT 228. 8 1.5 1708.5 18. 39
(GFR< 30) (81.8) (0.5-3.0) (699. 0) (11. 40)

K 6 FIOFEE (BEERZE) .t (XFRAE (s IME-—F KAB)
<BFIRI16.6.1 L D #EEEE>

(2) i
HU IR OtE (18~35 5) . IR BIER Ot (65 BEBL L) @4 70— (4 8 1, &F 32 f)
ICET AT U 20mg ZHEREAKREG LIz &, BBl BETIE T AT D G KT
AUCy 1 V2 ZEIT R 703 > T, Filin M & S A ME TR E T AT U D Co I3F MM 1. T 57 > 72708,
AUCy e \ZFENT 72 o 72 W (FAEAT—Z),

<HE IR 16.6.2 LV fi57 >

11. =i
B R L

_20_



VI. 2% (FALOIESF) ICEBY SHIEHE

1. ZENB LT DER
LE I TR
2. EQABRLEZTDER
2. 22 (ROEBFIZITZBELAENIE)
2.1 REID R xF LiREUE BRI D & 5 B

3. MEXEFMRICEET HFELZTDEH

BEESN TV

a&ﬁéhfwiﬁb\

5. SEELEKRNFE L ZNDER

8. EELEARANIEE

(ZhEE@E)

8.1 ZhEDFRD LN WIGEITIE, BAREEMICOI- VRS LARVWEIIZERET D Z &,
(ZFLILX—EE%)

8.2 ARz FHMOBE IR ETH5E13. HEFHZELT, £O
FREME TRE TS D ZENEE LU,

EHI2 DG 2B L. 4F

6. RENDERZHI PBEICHTHIE

() EHE - BEEEDOHDESE
RIE STV

9. 2.1 EF'%TE (30§ FR<50mL/min/1.73m?) XIXZEE (GFR<30mL/min/1.73m?) D EKEEEZD H
SBE

AR OMAETEREN ER4T2R8ZFZ00NH 5, [16.6.1 2]

Q) FF#eEfEE B E
BRE STV

Q) EEREZE AT 5F
BIE STV

(5) 1T 47

9.5 11t%

PRI SUTAEAR LTV 2 FIRENED & 5 e thizid, 18R Lo AR etttz RS L En 5
BCDHEETLHZ L,

_21_




(6) #=2L 4w

I DO LAENITIER LOF WM ORARBOAHZIELZBERE L, §

<57, W

L Ok S IE P IR 2 RS
TOZ L, BMER (T ) THHF~BATT2Z L ES TV,

(N INR%E
9.7 /pNR

/J\IE[/s‘/r

R Zx G & UIZRR

BRI LT uy,

8) =&
9.8 SH#NE

RS AEBBEE MR T LTV D 2 R E L BHEA O b PR S0 ARA T RS E A
ToHRENRH D, [16.5 5MH]

[VIL 10. ¥, EOB &2 H T HEE] ODIARR

7. ¥ME{EH
10. B E1EH
EIAF UL PEEADEE THD W,

() HRAZESEZFDER

BRE I TV
Q) BREEEZDER

10.2 BEREE (BFRICSEET S )

A 4 BRI IR « (& 51 FEFF - fERRIA 1

Ty RO~ AR OMBEFEE L FHSE5|P PBEEOOEEIC X AARF ORI
CNFTE A EDORENDH B, ROWEIMIERT D EHE IR
[16.7.1, 16.7.3 /]

2o

[VIL 1. (1) &% - PEHERORE ] DEBMR

Bl1EA
11. 3l4¥e B

WORIWERBH b Z B HBHDT, BEE+HDIITV., REPRD LNHEIZERE
kT 57 iU R ALE AT O 2 &,

(D EXLEIER & DHER
1.1 EXGEMEA

N1 2avy, 7F745F0— (WTFRLHEARY)

_22_




9.

(2) Z D DEIER

11.2 ZO D EIER
FRER O\ SHE 1%Ai AE R
RS R IR, SHUm HEV, AR, A%
ekl F78, TFL, 80| H AP, DN, HERE, B, b
e FH7 a7 JAERENR, O IM@EA X RE, M
ThBR s
IR, EhiE
e ASEH:%K v -GTP|ALT &
5
R Mk mz vy F=r F&H
&S SRR RER IREE, SR A PR
W ROE I, T O FEIE, MAEVETEIE, 2P
oo Hng, B (REMM, NV 27 U'Y RER, BEIRE, O
LR BAGUE,

RRRERRICRITTHE

12 BEERERZRICRITTEE
AFNL, T UVAAF NI EIET A0, T LAY Y RRNKISHREZ Efi+5 3~5 HETL
DARBNOE G2 HIETHZ ENREE LU,

BERE

RIE STV

BALOEE

14. BRLEDEE

14.1 EXIZXFEFOZE
(B E)

14.1.1 PTP G235 DFKAL PTP > — MOV L CTIRAT A X 5RET L2 L, PTP v — hooi
RICE D . BEOELA A REREA~FA L, FIZITELEB I L CHERRAR SO REE 2 A OHE
BT AHZERH B,

OD £z

14.1.2 KFNIEO LIZOFHER 212 S, EEERO A CIRHAIEETH 5, £7=. K TIRH
THILEHLTED,

12. ZOMOEE

(D SREARAICE D CER
REEN TV

(2) FEBRERFHERICE D < 1BHR
BRIE S TR
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SERGIRERERICRE I HIEH

I ER

(1) EEEHER
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Hi EREARES
P2 [E D SmPC 4.6 Fertility, pregnancy and lactation
(202543 H) Pregnancy: There are no or limited amount of data from the use of bilastine in

pregnhant women.

Animal studies do not indicate direct or indirect harmful effects with respect to
reproductive toxicity, parturition or postnatal development. As a precautionary
measure, it is preferable to avoid the use of bilastine during pregnancy.
Breast-feeding: The excretion of bilastine in milk has not been studied in humans.
Available pharmacokinetic data in animals have shown excretion of bilastine in milk.
A decision on whether to continue/discontinue breast—-feeding or to
discontinue/abstain from bilastine therapy must be made taking into account the
benefit of breast—-feeding for the child and the benefit of bilastine therapy for
the mother.

Fertility: There are no or limited amount of clinical data. A study in rats did not

indicate any negative effect on fertility.

F—A N U T DGFR 77
An Australian categorisation of risk of drug use in pregnancy B3*
skhttps://ww. tga. gov. au/products/medicines/find-informationabout-medicine/prescribing-medicinespregnancy-database
(2026/1/28 77 & R)

\Ejﬂ%
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2E SO

A=A bZ7 YT D45¥E (The Australian categories for prescribing medicines 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) NRE~OREICET 5 E#)
AINCB T DREOE REAT2RBEFICET 2EENL T/NEE OEOFHIILLTO LB TH Y |
H[E D SmPC & IT R D,
9. HEDERZHITHEEBICEHTHER
9.7 MR
INREEZ RS L U T BRI S L Ty,

HH RN
HL[E D SmPC 4.2 Posology and method of administration
(2025 43 H) Paediatric population

— Children 6 to 11 years of age with a body weight of at least 20 kg

Bilastine 10 mg orodispersible tablets and bilastine 2.5 mg/mL oral solution are
appropriate for administration to this population

— Children under 6 years of age and under 20 kg

Currently available data are described in section 4.4, 4.8, 5.1 and 5.2 but no
recommendation on a posology can be made. Therefore bilastine should not be used
in this age group

The safety and efficacy of bilastine in renally and hepatically impaired children
have not been established

4.4 Special warnings and precautions for use

Paediatric population

Efficacy and safety of bilastine in children under 2 years of age have not been
established and there is little clinical experience in children aged 2 to 5 years

therefore bilastine should not be used in these age groups.

In patients with moderate or severe renal impairment coadministration of bilastine
with P-glycoprotein inhibitors, such as e.g, ketoconazole, erythromycin

cyclosporine, ritonavir or diltiazem, may increase plasmatic levels of bilastine
and therefore increase the risk of adverse effects of bilastine. Therefore,
coadministration of bilastine and P-glycoprotein inhibitors should be avoided in
patients with moderate or severe renal impairment.

Cases of Electrocardiogram QT prolonged have been reported in patients using
bilastine. Medicinal products that cause QT/QTc prolongation are suspected to
increase the risk of Torsade de pointes.

Therefore, caution should be exercised when administering bilastine to patients who
are at increased risk of experiencing QT/QTc—prolongation. This includes patients
with a history of cardiac arrhythmias; patients with hypokalemia, hypomagnesaemia,
hypocalcemia; patients with known prolongation of the QT interval or significant
bradycardia; patients with concomitant use of other medicinal products associated
with QT/QTc—prolongation.

4.5 Interaction with other medicinal products and other forms of interaction
Paediatric population

Interaction studies have only been performed in adults. As there is no clinical
experience regarding the interaction of bilastine with other medicinal products
food or fruit juices in children, the results obtained in adult interactions studies
should be at present taken into consideration when prescribing bilastine to
children. There are no clinical data in children to state whether changes to the

AUC or Cmax due to interactions affect the safety profile of bilastine
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