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TR, B UGEE O RS EKEL EOFIA 1L 47.9% (45/94 6) ThHo72 Y,
BIVEHRZBISERE 1 6.5% (6/110 ) ThH Y, EARFEIEMAIZIRE 3. 6% (4/110 ) TH-7,
3) ENEIFERR (CESMEERBR, R
WEEMET LA X —MEERBEZHRE LT, EF VO UVERE R T4 v u v 7 250 E 7R
1B 0.2g (BFV PR L LC2.5mg) & 1 H 2[A] 7L L 15 BT : 11]0.4g (&
FUDUERE L LCTomg) 21 B 2] H50MI7T7R%E 2 @8RS L, RESERA 2
7 (K LoARAE, St P, SN2 D) O b Tkt 122 4)) 2RIOR LT, £
DFERING . 7T v RT3 D ARIEOERAE N HGE S 7z 10,

£ SARTENMNICST 2R BERR T OLILE

S T e
# s S S SR liﬁgﬁ
Y [ Y [ Y ~
(FE W 22) (PR 72) (R Y 22) ()
vFY D 199 6. 66 4.79 1.87 1.85
Rt (1. 26) (1.96) (1.79) (0. 18)
R 6. 84 5.51 1.33 1.25
7 7R Hr (1.52) (2.04) (1.79) (0. 18)
v F U VR SSHEE Y 95%{ = #E X ™ p fiE
vs 7ot R 0. 60 [0. 15~1. 05] p=0. 0087

HE1) BERIERA TN 10 282 5 BIRITHAND B ERS
H2) BlbE= (X=X T4 VIl GRBEEE GBI B O/ 3 HIE) — 2RI )
HE3) N—RT A MM A 27 KOk &2 I & Lz oiric L Bl

BIERRBSEE L 9. 8% (12/122B1) ToH V. E/REIERIZALT 880 5. 7% (7/122 #) . AST B0
1.6% (2/122 %) TH-o7-,

4) ENEIFERER (—REEARRER, MR
WEEET L —MHERBELZHRE LT, EF VU UERE R T4 v u v 7 20 7R
i 1[E0.2¢ (BF VPR E LT2.5mg) 2 1 H 2[E, 7rkll b 15 5ok : 110 0.4g (&
FUUUERIEE L Chmg) 2 1 H 2] % 128G L, REBERAZTORX—XT7 1
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VRHEIE Y D OZE(LEOHER Mean=S.D. | fENTRIS: 36 i) 1E, Beh 4 HEF : 2.81£2.62,
$e5 8 I - 3.66+E2. 75, 5 12 I 1 3.40+3.01 TH Y, WP IFIHEGK TR E THII T2 =
L BEL TV,

RIVEF RS BUAERE L 2. 8% (1/36 ) Tod v, ERRWEAIZAMEEHEM 1 flTh o7,

(FEIZ)
5) ENHYIE TR (CHEERERR, KA)

YTV DU HEESE 1omg & 1 F 1 RIS L7-BE, 53 0%, 85 1 BERELORE 2 B%Ick
B BRUGERE O EEGEM EOFIA X, ZAE L, 47.9% (34/71 1), 64.9% (48/74 fi) K
ONT1.6% (48/67 i) T -7 12,

BIVER BB 1X 10.8% (9/83 %) TH V., EREWEHITIRE 4.8% (4/83 ) TH -7z,
6) ENFBIAHRAR (CEEMILEGBR, HRA)

T FU U UEERIESE 10mg & 1 B 1B G L7z, B5-3 Atk, &5 1 ABLEOERS 2 BkICE
D EEE O P UED EOBIAT, Fh e, 56.4% (53/94 i), 71.3% (77/108 fi)
KR 82. 2% (88/107 f5i) Toh -7,

BIVERZEBUERE X 16. 9% (21/132 %) TH Y, EFBIEMAIZIRSK 10. 6% (14/132 ) Th-oTz,
7) ENEIAERER (AR, A

YTV DUEREESE 10mg 2 1 B 1[5 L7-We, 85 3 Bk, BG 1 B EOE 2 l%ICk
B BB O PSR EOBIE X, T, 46. 7% (14/30 1), 53.2% (33/62 f) K&
O 72.9% (43/59 ) T o712,

BIVEAFSBIAEE 1L 4. 4% (3/68 ) TH V. FREWEAIZIRE 2.9% (2/68 f5l) Th o7z,

(WZ - 2. e85, RIEZ O FEE)
8) [EWNHMAHFER (—MREEARFRER, BA)

YTV UUEREESE 10mg 2 1 H 1 [0] 2 MG U2, B ERUEE O P EELEN EoE
Ak, W95 - FJEREET 65.9% (81/123 f3i]) , FEIBHET 57. 7% (30/52 ), Ff§ % 9 FEAE T 74. 5%
(mw5m)1%o%”>

BIERRBAEE T 2R T 5.5% (13/236 f5) TH V., ERBEIERIZIRA 3.4% (8/236 f5]) TH -

720

(EERIZ, KRB (B2 - IR, RIET O EERE) IfES % 58
9) [EWNHMFERER (ZHEMRIERE, /)
7 hE—MERERE G E L CEEREERBICBN T TV DUEBE R T A ey 73
LA b TR 11 0.2g (BF Y UM L LT 2.5mg) & 1 H 2[R, 7rELLE 15 RN
1[E0.4g (BEFVPUHEMEE L Tomg) Z1H2E] &25WIF NF 720 T UBERT A
vay 7 3L TN 180.6g (& FF 7 LTO0.6mg) &1 H2[E, 7rkLLE15
AT 1B\ lg (XK hF7=2E 0 Tlng) 21 H2E] 22 @8EHS Lz, £ 2FEOEIEED
g FRMTXIG 134 f5]) #RITR Lo, TORERNG, 77 N F 7 = 0 7 < VIR I3 D AR
DIELPERHGFES L= 19,
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R ERFHEARICE T ZSHENEREENLLLE

N A PANVIA
51y I I AL R
=4 A A5 ]
1t gy | —
Tl A L L i
(FE AR 2E) (PR 2) (FE R 2E) (R )
TFU VS 134 2.41 1.96 0.45 0.43
Rt (0. 52) (0. 64) (0. 67) (0. 05)
FhFT 196 2.40 1.88 0.52 0.51
7~ Vi (0. 52) (0. 63) (0. 62) (0. 05)
BFY RS RHEEE™ Y 9% (e HE X ™
vs 7 N7 = 7w VR -0.08 [-0. 22~0. 06]

TE 1) AL AT RE 2R R 4L
E2) Zfef= {R—=2 T A aHlH (RBEEE G- H O/T 3 HF) — 2ia el 51 |
1E3) X=X A RHlEIR O 9 FEOEAEE K O v 2 L8 8 & L7z 0 Boiric X v Rt

BITERREAEE L 2. 7% (4/148 ) TH V. ERENWEFAIIMEIR 1. 4% (2/148 f5) TH -7z,

10) ENHEIFHRER (—EERRER, N

HE, B - KER, FEB. B OFEEEZXSRE LIZEBRICE N T, BEF Y DUIERE RS
Avvay 7 [2EPE T AR 1E0.2¢ (BF VU P UHEMEE LT2.5mg) & 1 H 2[E, 7%
PLE 15 AR - 101 0.4g (BFV P UG LChmg) 2 1 H 2] & 12 8MKEE Lz, £
I FED FEIEE OIRRWIBIME B D OB EOHERE (Mean=£S.D.) 1, 5 4 #HFF : 0.83+0. 79,
P58 W £ 0.97+0.90, 45 12 B : 1.03+£0.90 TH Y . FITHEEKLTHE CHTI TS 2
L BEL TV,

BIERRBUSEE L 1. 4% (1/736]) THv ., HEIR 1l TH -7z,

<FEBFIHX 17.1.1 L vi#ze>

LR TV R ERE O R

(7 LU —PEE )

DYEAVETIFRE (T E SRR . A
BT LAX—MRRBELZ R E LT, LAREF Y DU HEEE sng BEL B F U O U HRE
HESE 10mg BEDORRIRAIIFFME A MG Lo, FEAEEE Th 5 4 B (K LoAFIE. &t
BOZIFELPIROZ S FE) OARFHA 2T OFHEF A FEHHEOAEIT-0.12 THY, LAEFY
U UMRERESE Smg RE L BTV U U HIERIEEE 10mg BEIXEEEMIICRIEZE TH D Z LR ENTE, F
7oy WANE Y 7 B RBHCHER L CTHRIC4AIEROGF A a7 2 Lz 9,

K AERDEFHRIATICEDREFESH (Per Protocol fEHTE)

3, L = N é”%é: \/i} ﬁo) Lﬁ)
11 e B | T | ST *ﬁ”(‘fo/g? =
| vREFU T Emg | 281 7.91 B B
Bl £FY L 10mg 978 7.81
BIEE LAREFY D bmg 280 4.03 4. 00 -0.12
HAR TFY 10mg 278 3. 87 3. 89 (_0. 41, 0. 17)

4 FER DGR a7 OFHEEFE R EEDFED 90%CT 28 F VY 20 10mg D 4 FERDEFH 2 a7 D
P HF M U7z 20%0%iPH (0. 78,0.78) 1Z& 7=,

) BT YU Py 10mg OFEEESEEED S LAREF U U bng ORI BRI A U7,
FREWEMIZ. LARETF U ¥R sE dng #F (RHTXIS 319 f1) CHENR 26 44, 28 9 . AW

_12_




VRS METH Y B F U VU IERRIESE 10mg BE (FRATRIS 318 f5) CHHR 20 £, B 114, AN
HLIR 6 T o Tz,

N VBB IIARER (S MEEERER . R

BT L —MRABEEELE LT, LREFU DU RS Smg 2 1 B 1A, 23R
PG LIzl LR F ) O U MR E Smg BEIL 7 T B ARRAICH U R EAMIIEE & L7z 458K (<
Lo B3 IE, Bt BOZ3FELCIBOE IFE) ORFAaTEREICHLELL Y,

® AERDESEFHRAITDOFHIE

X " . IR .

N ﬁl 2 2L B . ﬁﬁ:)

B JEFIE e G- S 7, T p &

7R 117 8.50 6. 09 0. 003
LAREFY P bng 118 8.40 5.20 ’

) N (G E R GRE, FRHRTE. fEgk)
FREIERX. VAR'TF U O R SE Smg #E (AT 119 B) AR 6 14, 850% 5 - ThH - 7=,

3) MM EIARER (—EEREERR, HA)

WEET LA R RBEENRE LT, LRET Y U EREESE Sng 2 1 B 18], 6 38R
PG U7zl LRt F ) O R E Smg BEIZ 7 T B ARREICH U R BEEIIE E & L7z 48R (<
Lo BRBEAE, Bt BOZ IFEROIROE S ) O/ AT EABEICSELREZ Y,

® AERDOEEFHRITDFHIE

. " . IR R .
el Bl ~ . )
BehGR JiE £ e 5] S T p fiE
7R 142 7.44 5.10
N — <0. 001
LiRtEF U T bmg 150 7.69 3.93

) it GHER  &GHE, BGATE, k)
FREWERIE, LARETF U O HERRIESE Smg BE (ARATXER 160 f1) CHHR 8 . 53 6 1. NN
etk CTh o7z,

(FEWIZ)

D UEAVETARRER (T B S EEER . RA)
TSPER SR R AR E LT, LR F U VU Smg 2 1 B 18], 48[#% 5L
W LARBF U O R Sng BEIX T T BAREEICEH U REAMEEA & L% 5 FEEAEE X
a7 ERBICRELRE Y,

X EOEEEEXITOEYIE

X " o AR 5
J ﬁl B . ﬁf{)
EREEN it REBIEL P bl S 7, T p fH
7R 82 2.06 1. 56
< = <0.001
VARE'F U T bmg 80 2.07 0.94

E) oot A s B 5, REGRIE. k)
RIWERIRBUSEE L, LARET Y O HEBIESE Smg BT 18.5% TH V. ERRAIMEMITEY . 8 C
Hol,

<BIFUL 17.1.2 X vilizzd>

2) REMHER
MY ER e L

_13_




(5) B - WEANRB
LR L

(6) ‘AR A

1) ERARMRE (—RERAERE. FEEARMTAE. EARMLEERE) . ERERT
— 8 R—2FE. BERFRERZBRONE
LR L

2) RRBEHELTERTEOARXIIERL-RE - HBROBE
AR

(7) =Dt
IRAUCHRT 28 ()
EN 4 >O/NEERRRER O OFEMAT OFIR, B F U P R OIRKOIEI =T 1. 0% (5/480 1)
AR o 7 B NSEEME T VAR =R RRIT 27 T R AR E L T E BRI

BROOFER vF V) O AR OIRK ORERIT L ORI (1/1224) THo . IR (0/117 #)
LRIRETH 7219,

<FBFUL 17.3.1 L viizze>
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EEREICET HIEE

EEPMCEEHDILEYITILEWEE D

FFH IR, RRFARAF ROV, A RXZ O UERIE, AX AT TR AT AT |
TxX VT VU, T T AT UERE, T AT UERBE, BT ) DUERE,. N T T
T TRIEEE, TRAF o ua TR FARAuTEI L BT RAF . W E DT VRS
R BEEOH 5B DORIEE « AERFIL, BRFORMNLELZSRT L L,

EEEA

(M ERAERLL - ERMERE
LAREFU DR, SEIRTHAEFI D D ;L FA~—Tho ., BF U D LEEEIC,
FReEi e 2 2 2 0 U ZBAIREEHL « 7 L L — R BIERE CTH 5,

(2) BN ZEEf T+ BHAERAE
DR SNV - S SRR (S
b AH I H ZREICRIRIICHEA T2 281k, e 2F I o EETS, B AF 3
Y HERRECKT AT E TV L0 b2 FE, BEAX IV H,, BEXAXIUH T
RLFUr, Ry, TEeFralr, va h=rofzFIRCd 28RSy (B b,
T v b, BT ) P S (BT FRE) OB AX I VRIS E RER ]
L7z, F72, B AZ I UBREERISIC BT D5 K OFEARIMEIE I 514 1 BRI 5380
i, HE% 2K E TR Lz (B b) P,
<EIRXL 18.2 L Vst >
2) IFERERIZ % B 1EH
Invitrol\ZR\WTC A% 5 VI X 2 I FRER O If 2 PN R AR R BRa0E A 2 3l L 7= (B R) 22,
<HEIRXL 18.3 L Vst >
3) AlAaEER oy 7 PEAE BNHIVE A
TERBURRIT & 2 e i A% PN R s B 00 VOAM-1 BEAE 231l L7 (B k) 29,
<HEIRXL 18.4 L Vst >

(3) YEFISETRBS R - FiGERSRY
AR L
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VI

EWEREICEEI HIEH

I R EDHR

(1) A% L7 Mo
AR L

Q) EERABR TR IN-MPRE
HA] B -
fEEER A B 20 Bl L ARE T U ¥ R Smg & ZEfERFHEIRE OG- LR, P L ReTF Y v
PRI A 504 1 BRI I e A R R 232, 6ng/mL (S BIEE L7, MR O S EIEK 7. 3
Rl Cdh o7z, F7o. 10mg ZHEFR O BG L7z E, BEH-EIEICHE D Cmax O _EF K OYAUC O
RO BN, BFV VU 10ng 2 2S8R PR OB G U7, P LaReF ) ORI
B% 1 BRI IR mE i h i BE 228, 3ng/ml 1272 L, WK 7. 3 BE Chh o 7= 2,
LRETF U CUBEBRIEIT T ) O UEBRE O ETCRBEOIET LR T U DR ENE L, M
R LARET U 0D Cmax OV AUC) 5 1X[RIZETH - 7=,

(ng/mlL)

600
O L1 ¥ 1 0mg
=00 —a—EF ¥ 10mg
'[jl,l% —o— LdfEF 1) ¥ ¥ 5mg
||| 400 I;I'I
L ul
F
1
+
1]

EEE W

8]
48
I thr}
miFhLREF) DUREHRE (=20, Mean=S.D.)
£ LAREFUDSODEYEFRE/NS A—4
= Tmax Cmax Ty AUCy_
5]
&’ﬂ—‘iﬁj &’ﬂ—“% (hr) (ng/mL) (hr) (ng . hr/mL)
5mg ( 1'_00 ) 232.601t64.49 | 7.33%+0.98 1814. 06 £392. 49
LREFV TV 0. 205 745' 00
10mg 0 5()'_2 00) 480.00£104.01 | 7.57%0.89 | 3546.51£712. 14
T 10mg © 510'_020 00) 228.30+£40.67 | 7.32%+0.78 1875.37%£377. 94

n=20. Mean=S.D.. Tmax : FHfl (i)
<BFWHL 16.1.1 L vifizat>
_16_



K
BERERR A 20 BN LARE T U L SR bmg & 1 H 1[5 8 A RZSREM SR O 4% 5 L= K, i
LARET U ORI G5B 2 B £ CICEFIRIEBICEIE L, AUC, lIZ W THH L-R
BRI 1.08 ThH o7 GMEAT—4),

<EBTIRC 16.1.2 L vi#Eg>
AR SR
LARETFY //iﬁﬁ&ﬁ;fh 5mg rEﬁ{ J & A YPILEE 5mg .U AL —N—JEIZ D FNFR L
(LAREF U DU L LT Sng) RBERA S TR TR 1 5 L C U R (LRI %
B L, 35 EmBE < 2 —4 (AUC, Cmax) IZoV\T 90%IS 4RI BRI AT 447 -
7oAk R, log (0.80) ~log (1.25) OFEERNTH V. WIFIOAM AR RSN HER Sz ™,

(ng/mL)

ULY —o— Lt R 5 mel Wi
..... s P A4 r R T
a0 o H A NS Smy
(Mean + 5. [». , n=22)
000

BE

EBHveSRTET
2
=
H

|_|_[;| [ 3
50 & ~
L e
0 &— R . 5 —— - -
02 4 6 9 12 16 24 36 45
I (1] {hr)

® Smg fERESROMBEPLREF) O VREHS

= EMEIRENTA—4

i BT A—H BENTG A —H
S AUCt Cmax Tmax Ti/o
(ng * hr/mL) (ng/mL) (hr) (hr)
LARETFY UM
BB Bmg [HAIG ) 22 2163.34+337. 16 292.54+47.16 0.7%0.2 8.32*1.19
YA Y LEE Smg 22 2089. 69+288. 82 269. 06 =45. 00 0.7%0.2 8.31%1.15
Mean=£S. D.

M HE PR TNT AUC, Cmax % D/37 A — %, #ERAE OEIR, R OTRIARL - K% OB
HC K> TR DR B 5,

(3)
DR L

L EBE - ftREDEE
1) BFOEE
fEEER A 20 BIIIC LA F U ¥ R Smg & R 12 (BN R) SUTZENERF I B IR O G- L 72,
ZEREREE G L R BBEGOMET LR E T YU O U HEREE O Tmax 1349 1. 3 REELE L, Cmax 23
I 35ME T L7228, AUC ICBRE R I A LN -2 ® WEAT—4),
<BFIX 16.2.1 L vz >
2) PFZE D 28
VIL 7. (2) PFHERE & = O H ) DHES
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() BT A&
T— A ME

(2) RALEFE 22
AR L

Q) HKEEEH Y
LARE®F U e sE dng TFAYS] RO 5.6
kel (hr™") :0.0849+0.0118 (Mean=*S.D.. n=22)

WHUTFUR
AR L

B) B
TERERR A B 20 Bl LR F U O IR Smg & ZEHERFHEERR O K5 L2, LAREF I Vo

FL2NT OO EFEIT 25. 14L Th o 7= 29,
<FB T 16.3.1 X vz >

(6) € Dt
AL LR

3. B&H (REaL—L3v) @

OF < ipF>
MR L

@Q)INF A2 EBHER

MR L
4 . IR

[VIL 1. (4) &5 - (3RO M8 OIS R
5. 9%

(1) i — BREPIB B
LR L

(2) % — BE AR RE P @B 1
<BE .Sy >
[VIL. 6. (5) {4 ) DIESHR

() Bt~ DBTHE
IVIL 6. (6) F:5L1H ) DHBH
(4) BB~ DB THE
R L
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(6) Z DDA~ DBITIE
HEERR L

(6) MIBELKEEER
InvitroTO [M*C] -V AREF U (0. 2~5ug/mL) Ot ~ISEEAFESRITH 2% TH - 72 29,
<BFIL 16.3.2 X vzt >

e

(1) RBEB AL B ML IR R
RS
LAREF U O ORERRKIL T = = VoK, VRO 0T VT AN # 7 ) ABA KR
DERTH D, In vitrolZBWT, LREF U T UIEEI CYP3A TR T L F /RIS, BED CYP
SRR CRIEIE) TF = = VRO KBLIRICRH S iz 2,
<EBTUSXL 16.4.1 L vi#sie>

Q) RBIZEAE5T 5EF CYPEHF) DRFE. F5=F
RBERILE - 5
InvitrolZBWT, LREF VU VKO Cnax £FITOHE T CYPIA2, 2C9, 2C19, 2D6, 2E1
KON 3A4 ZPHER, UGTIA I ONT CYPIA2, 209 MR 3A4 Z K L7 s- 7= Y,
<BFIHL 16.4.2 L vifizit>

Q) NEBBHROERRUZOHE
AR L

) RBMOEEOHMEUSEILL, FHELE
AR L

B
(D) ERERR A B 20 Bl LR U O e Smg KON 10mg % ZEfEIRFHAIRR D& 5 U 72 R B
DEH I VT T A, FIFI2.435+0. 567L/hr K TR 2. 482+0. 582L/hr Th -7 ¥,
<BFIXL 16.5.1 L VixTE>

Q) EEERR A 20 Bl L aRET U O U HERRKT Smg 2 ZS[ERF R O 5 L 720 5-4% 48 BEfii & T
LREF Y O RO BRER T HEEERIT 3% Th 72 WMEAT—4),
<FBFUL 16.5.2 L V#xE>

() FEEERR AN BE 4 Bl [MC] ~LAREB TV U B YRIR dng & ZEfERFRL R O &% 5 L 720K 514
168 I[E] &£ TOR K O O S BERI R 1T Z 2 85. 4% M N 12. 9% T~ 72 29,
<BEBIFUL 16.5.3 L vilizzE>

S URR—E2—IZBET 5158
MM R L

9. BNFICLDHBRER

BT CERE SRR,

10. HENERERTHEE

(1) BRI T
_19_



JVTF=r 7 VT T AN 45~90nL/min (BREE) | 10~45mL/min (FFAEJEE) OB T,
K ONMHENT 2 e T H5EEOBERIK TEICLARET Y O EEE dng ZHAROBS Lz
e, SRR E R I, BRI T Tt LARET U O U D AUC, oI35 1. 8~5. 7[5
MU Tyl 1L 4~3 9 fFHITIER L= MEAT—4), [2.2, 7.1, 9.2.1, 9.2.2 &[]

K BHREETEICETALAEFI O VIERIEDEYEFRE/NNF A4

—— EH BT AT HEKT
o (n=6) (n=6) (n=6) (n=5)
CL
. er ) 98.7x£7.2 62.4%9.8 26.4+10. 3 0
(mL/min/1. 73m?)
Cmax
220. 5*68. 78 295.21£60. 76 320. 0£67. 06 358. 0£90. 64
(ng/mL)
AUC, .
2212.5%282.60 | 3884.4x769. 85 [8290. 9£3653. 54| 12579*3518. 4
(ng * hr/mL)
Ty (hr) 10.4£2.76 14.9+£3. 12 25.21+9.73 41.0x15.54
CLr
. 9 25.61+4.64 14.3%5.13 4.21%2.33 —
(mL/min/1. 73m?)
CL/f (L/hr) 2.29=x0. 27 1.33=%0. 25 0.68=%0.22 0.43=£0. 15

Mean=S. D.
Cler : Z V7 F=0 27T TR
Clr : 27 V77
CL/T: &F 7 VT TR
<FBFUX 16.6.1 L vi#ze>
Q) FFfEED H % BE
FSREIR TSR T 2 LR BT U ¥ U HERRE OB ENEE O RFHIIThiL Tuauy,
728, RO AR B (S T U O U HEERYE 10mg & B RIRE Q&5 L= 354, IFHSREIE &
(S, B PR IR DR, Cmax O _E&-. AUC OERARD S ® UMEAT—4),
[9.3.1 2]

K HEEOHIEEHICETHEFI O UERIEOEYITHE/NZ A4

Tmax Cmax T/ AUC
e (hr) (ng/mL) (hr) (mg * hr/L)
%Ef%k 1.0+0.5 384103 7.4*1.6 3.3%0.9
&M H s
E@E@Hﬂigﬁﬁg““%A 1.040. 4 498+118 13.8+1.8 6.4+1.6
Mean=S. D.

<BFEIL 16.6.2 L vifzit>
(3) mifing
Tl 9B LR ETF U VR 30mg ™ &2 1 B 1 [H] 6 HFIRERDEE Lo LREF Y
DU O 7 ) T T v A, R & iR U TR 28%E o 72 0 (MEAT —4), [9.8
Z ]
) AFNOAGRHEX, @, RAZIZLREF Y D UEREE LC1Eb5ng 2 1 A 1B, 3E
AR O &G, m&5&EIL1 H 10mg TH S,
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X BREICETALAREFY S UIERIEDOEYEE/ITA—4
Tmax Cmax T/ AUCy
%EZ%% (hr) (ng/mL) (hr) (ng . hr/mL)
BERE R A 0.58 1635+ 268 6.92+1. 10 13855+2340
(n=27) (0. 58-2. 08)
Bl 1.08 1596 + 287 8.92+1.71 20382+ 6025
(n=9) (0. 58-2. 08)
Mean=*S.D.. Tmax : 9l (#ifH)
<ETIRL 16.6.3 X D iEFE>
11. ZDfth

L
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ZeE (EALDOFIESF) ICEHAYTHIER

. g
i3

2

AE&EZTDER
E I LTV

AAEZNDER

ﬂ

ﬂ@*%(@k%b&u &)
ﬂﬁﬁ TENTUUBEAE (BFY Py b FrXx Y aETy) (O LIBEUEDORE
?V@%é$%

2.2 EEOEEE (F1L7F=2 U7 T2 A 10nL/nin &) OHHEF [7.1. 9.2.1, 16.6.1
]

~wremb.
*q&rm

%m

MEXIIHRICEET HEE L EDER

BEEN TV

RZRUVREICEET FE L TOEH
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w LEVOCETIRIZINE DIHYDROCHLORIDE - levocetirizine dihydrochloride tablet
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LES RN
KE DA SCE 8 USE IN SPECIFIC POPULATIONS
(2022 9 A) 8.1 Pregnancy

Risk Summary

Available data from published literature and postmarketing
experience with levocetirizine use in preghant women are
insufficient to identify any drug—associated risks of miscarriage
birth defects, or adverse maternal or fetal outcomes. In animal
reproduction studies, there was no evidence of fetal harm with
administration of levocetirizine by the oral route to preghant rats
and rabbits, during the period of organogenesis, at doses up to 390
times and 470 times, respectively, the maximum recommended human
dose (MRHD) in adults. In rats treated during late gestation and the
lactation period, cetirizine had no effects on pup development at
oral doses up to approximately 60 times the MRHD in adults. In mice
treated during late gestation and the lactation period, cetirizine
administered by the oral route to the dams had no effects on pup
development at a dose that was approximately 25 times the MRHD in
adults; however, lower pup weight gain during lactation was observed
at a dose that was 95 times the MRHD in adults

The estimated background risk of major birth defects and miscarriage
for the indicated population is unknown. All pregnancies have a
background risk of birth defect, 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% to 4% and 15% to 20%, respectively.

Data
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Animal data

In embryo—-fetal development studies, pregnhant rats received daily
doses of levocetirizine up to 200 mg/kg/day from gestation days 6
to 15 and pregnant rabbits received daily doses of levocetirizine
up to 120 mg/kg/day from gestation days 6 to 18. Levocetirizine
produced no evidence of fetal harm in rats and rabbits at doses up
to 390 and 470 times the MRHD, respectively (on a mg/m? basis with
maternal oral doses of 200 and 120 mg/kg/day in rats and rabbits
respectively).

No prenatal and postnatal development (PPND) studies in animals have
been conducted with levocetirizine. In a PPND study conducted in
mice, cetirizine was administered at oral doses up to 96 mg/kg/day
from gestation day 15 through lactation day 21.Cetirizine lowered
pup body weight gain during lactation at an oral dose in dams that
was approximately 95 times the MRHD (on a mg/m basis with a maternal
oral dose of 96 mg/kg/day); however, there were no effects on pup
weight gain at an oral dose in dams that was approximately 25 times
the MRHD (on a mg/m? basis with a maternal

oral dose of 24 mg/kg/day). In a PPND study conducted in rats,
cetirizine was administered at oral doses up to 180 mg/kg/day from
gestation day 17 to lactation day 22. Cetirizine did not have any
adverse effects on rat dams or offspring development at doses up to
approximately 60 times the MRHD (on a mg/m basis with a maternal oral
dose of 30 mg/kg/day). Cetirizine caused excessive maternal toxicity
at an oral dose in dams that was approximately 350 times the MRHD
(on a mg/m* basis with a maternal oral dose of 180 mg/kg/day)

8.2 Lactation

Risk Summary

There are no data on the presence of levocetirizine in human milk,
the effects on the breastfed infant, or the effects on milk
production. However, cetirizine has been reported to be present in
human breast milk. In mice and beagle dogs, studies indicated that
cetirizine was excreted in milk [see Data]. When a drug is present
in animal milk, it is likely the drug will be present in human milk.
The developmental and health benefits of breastfeeding should be
considered along with the mother’ sclinical need for levocetirizine
dihydrochloride and any potential adverse effects on the breastfed
child from levocetirizine dihydrochloride or from the underlying
maternal condition.

Data

Animal data

Cetirizine was detected in the milk of mice. No adverse developmental
effects on pups were seen when cetirizine was administered orally
to dams during lactation at a dose that was approximately 25 times
the MRHD in adults/see Use in Specific Populations (8. 1)].Studies in
beagle dogs indicated that approximately 3% of the dose of cetirizine
was excreted in milk. The concentration of drug in animal milk does
not necessarily predict the concentration of drug in human milk.

https://dailymed.nlm.nih.gov/dailymed/search.cfm?labeltype=all&query=levocetirizine
(2024 4210 A1 BT 7 & R)
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HES RN
KE O SCE 8 USE IN SPECIFIC POPULATIONS
(2022 429 A) 8.4 Pediatric Use

The recommended dose of levocetirizine dihydrochloride for the
treatment of the uncomplicated skin manifestations of chronic
idiopathic urticaria in patients 6 months to 17 years of age is based
on extrapolation of efficacy from adults 18 years of age and older.
The recommended dose of levocetirizine dihydrochloride in patients
6 months to 2 years of age for the treatment of the symptoms of
perennial allergic rhinitis and 6 months to 11 years of age with
chronic idiopathic urticaria is based on cross—study comparisons of
the systemic exposure of levocetirizine dihydrochloride in adults
and pediatric patients and on the safety profile of levocetirizine
dihydrochloride in both adult and pediatric patients at doses equal
to or higher than the recommended dose for patients 6 months to 11
years of age.

The safety of levocetirizine dihydrochloride 5 mg once daily was
evaluated in 243 pediatric patients 6 to 12 years of age in two
placebo—controlled clinical trials lasting 4 and 6 weeks. The safety
of levocetirizine dihydrochloride 1.25 mg twice daily was evaluated
in one 2-week clinical trial in 114 pediatric patients 1 to 5 years
of age and the safety of levocetirizine dihydrochloride 1. 25 mg once
daily was evaluated in one 2-week clinical trial in 45 pediatric
patients 6 to 11 months of age.

The effectiveness of levocetirizine dihydrochloride 1.25 mg once
daily (6 months to 5 years of age) and 2.5 mg once daily (6 to 11
years of age) for the treatment of the symptoms of perennial allergic
rhinitis and chronic idiopathic urticaria is supported by the
extrapolation of demonstrated efficacy of levocetirizine
dihydrochloride 5 mg once daily in patients 12 years of age and older
based on the pharmacokinetic comparison between adults and children.
Cross—study comparisons indicate that administration of a 5 mg dose
of levocetirizine dihydrochloride to 6 to 12 year old pediatric
patients resulted in about 2-fold the systemic exposure (AUC)
observed when 5 mg of levocetirizine dihydrochloride was
administered to healthy adults. Therefore, in children 6 to 11 years
of age the recommended dose of 2.5 mg once daily should not be
exceeded. In a population pharmacokinetics study the administration
of 1. 25 mg once daily in children 6 months to 5 years of age resulted
in systemic exposure comparable to 5 mg once daily in adults.

https://dailymed. nlm. nih. gov/dailymed/search. cfm?1labeltype=all&query=levocetirizine
(2024210 H 1 HT7 7 & R)
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