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2 A B AE M A= 7, BR ERRS AR A i | AR BB RS IR A M (EHIZ 0~3 D 4 BEECHIE) OA G Aa T THE
3R EIEER AT IIHRE R 3. 5. 10 2% 0 3 BERIC, #5198 M A= 7 I3 HUR % 5. 10,20 23 % D
3 R AL BRI

BzZet AHEFSIRPRE (RERE. RERAE)




A

@ 0IWRIBRD TSR RBRITH I HE DRI

SHR 8 B ] 7% 0 A5 6 W OIR 2O FE R A =7 R O e i 2= 7 (e B3 [ bz | 3 g S 2= 7))

0.1% AR IE, AUBR 8 B R 4% HURFE JE R 0 3 BE O IR Z5FE K A=) | R O IR FE i 2= 7 %, 7° 7B AR AR

0.1% s R IK — 7 7R
0.1% IR % TR AR Lﬁ‘ﬁg‘m
[95%f5 48 X [ ]
th & DOPIE
. . 0.4+0.6 2.0+0.7 -1.6
IR E K A= (34) (34) [-1.87~-1.27]
P<0.001
2.541.4 42412 1.7
fii B I 1, A=y (34) (34) [-2.30~-1.01]
P<0.001

It ~F J sl L,

@ O0.1%EEE&ED 0.05% HIRRIZx T HIEL HEDIRITE

0.1%RBRIED IR 8 Wy 4% . 7213 0.05% AR HE D mHR 4 B[R] & O HLUR 5 % B OHR 25 FE & A= 7 (PR E W

ok, 3 B SR R=T)

TR A (

) PN R

% FAR I —0.05%
0.1% 45 IR e 0.05% s | ORI .05%
a1k N Al \ JRh
(Rom A | GrasaRms | BIRE
. 0.4+0.5 0.3+0.4 0.1
ReosEmEA=T (68) (68) [-0.07~0.23]
THEERE ()R K

0.1%S R (1 B 2 [E S HRAE Y ) ik, PUREGE R EEO 3 B EB IR 2K A 7128\, M #E M 02 (0.1%81R7%
—0.05% EIRWE) O 95%EHE X D ERNFIFELE~—0 0 0.5 I0B/NED 7228035, 0.05% S AR (1 A
4 8] S IRFE ) ICHE BARWE AR LTz,

® 0.1%5HMR&KE 0.05% TEFRF 1aEE SER R D IR
ARANORIR 8 B . F721X 0.05% R IRE ORHIR 4 FFFE % OPLREE 78 BF OfG I 5 1l 2= 7 (B BR3P bk, 3
W LB Ra7T)

OOAIf_f’: W — . 00
0.1% A IR ik 0.05% smige | ORI D037
a5 sz a1 s A
GR2ERIRES) | (ram gy | SR
- 2.5+1.3 2.5+1.2 0.0
RIS A= (68) (68) [-0.36~0.36]

TR () Nl

0.1% SR (1 B 2 [AIASERAR Y ) 1%, PURB RO 3 B U FHRE BT M A2 7128\, i B R 02 (0.1%50R1%
—0.05% S ARIE) O 95% 5 XM D ERMNIELME~—T0 D 0.5 LDH/NEDo=28 5, 0.05% SRR (1 A
4 8] SARFE ) 2 BARWA IPEE R LT,




B A2
PUR 5 8 If OHR 25 FE R A= 7 e OV I e i 2= 7 (R BR A PN i 3 I il 2= 77)

IREDFEEA=T HEIBETE A=
A7 A7
34 7

-1 0= T T T
(‘J g g 1‘0 ) 0 5 10 20 (%)
-8 0.1%5RE  (182ESREY) (n=68) FEELRRREE == 0.1%=FRE  (1E2MABRIEY) (n=68) FoatREREE
=8= 0.05% =B (1H4ESRIEY) (n=68) =@= 0.05% SRR (LH4ESRIEY) (n=68)
TS tRESER (n=68) TS ERABE (n=68)

0.1% SR (1 B 2 B ARAE M) 1T, FUREFBEREEO 3 SR ORZIFEE AT R OREEFE M A2 7280 T,
R D72 (0.1% R — 0.05% SERE) O] 95%F X M O LR AW T IR S IZBWTHIELE~—T D

0.5 L0H/INEDoT=ZE035, 0.05% MR (1 B 4 FLEIRFEY) I BRWE S Z2 R LT,

W et
WFNOE G FICB O THREIMER T onenoiz,
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2) REMHR
FOIREHREABR A —ToSNULHBREHR)©
TULR— PRSI A B (121 ) 2R R L, 0.1% T T AF B AR HE (UL R, 0.1% A IR#E) 2 1 [ 1
Wo1 B 2@ (6, ). 8 BMMBIZAIRUZEE R, 0.1% A BiEOEHSIBRFICBTIE 2, BN
SNz,

HE: 7L F— PR IR R B E 128172 0.1% R AR IE O R iR Ry 0 22 2V 38 LUV 20 I o 1 &

AT A | iR A —T TR R

PSS TLVX — PR R 2% RS (121 Bi)

B 5 i 0.1% A BRWEZ 1B, 1820 (81, &), 83 [ i iR (2 AR

B OBREERAI7ZTH ORBHE., OMERMRXI7XORBHRE
M1 RZOFEIE RAE . WEIR . R
B2 i, B2 Ik kBERT3 A ISR O LB IE RO FEH E2T LT
MRZEDFERIII0) D14 DSEERET, ZOMIXI0) 5 T3 ] DA4B B THE
32 HR Ag s IS (R o, FE R . DR . B K AL, FLEA) | BRERAS ML (Fe i, S0 | B 50 (TrantasBE | fEAR) .
T 4f 15 B £ 05 (L J B )
- KB LT, TUAX— KRB BRI AR TA NS THEIE SN TS E A L2, MR T 5
WEEERANTIoI 2530 4 BEPECHI &
BE LRI AR SSIRBI A 7 H .14 H .28 H,42 H, 56 HITkBE

Wt AEFRRERB A IRE A G sUT B s m A IR JE . IREm A, B
)

b R

B Ak
@ BEERRITOREHER

B HEERZ I70EEERS (BT S5ER, BE. BE. EMR)
s ELCERT LAERL

237
4.0 == BF SFERK
3.5 4 BRAS
= TR
3.0 e YL
254 THEHEERE
. *x%:p<0.001
204 HEOH 3 tEE (vs mEERSHeE)
1.5 -
1.0 -
0.5
0.0 |
—0.5 T T T T T T
mEEFAE 7RE 1488 280% 428% s6E#
n=@ 121 121 120 120 120 120
104 104 103 103 103 103
o 1M 111 110 110 110 110
Q 113 113 112 112 112 12

IREOFEE AT 2G LT N TORRTIERA=TIE, SIRBAMGE 7 B XD, & TOREM R RIS W TRIR B AR R
HARTHERBD 2801,
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© MMERRAOT7OREER

B REARRAIT7TOERES (RIREETTN . RIBERER. REBEEIRENE. RIBERILE)
=R LITERG LR

237
2.5 == BRERIEAEFE M
BRER IS R RERR
2.0 == IRERAE AR B R
=Cnn [RERFEARTLER
FHELEERE
1.5 *% %1 p<0.001
MO H BURTE (vs mIERLEE)
1.0
0.5
0.0 4
—0.5 T T T T T T
mEEERMEE 7E®  148% 280% 428% 568#
n=® 117 117 116 16 116 116
72 72 72 72 72 72
o 47 47 46 46 46 46
o 82 82 82 82 82 82

B EFTR I 7 OZRHES (RIS . RIRERTZE. AR LREE)
HBRS 2 SE LT E RS L A2 BR <

237
2.5 9 =@=[RifEEFEM
BR Bk e R il
2.0 4 = FfE FREEE
FHELEERE
*:p<0.05
1.5 *%%:p<0.001
WD B E (vs MR
1.0 4 * ook
* ¥k
0.5
0.0 1
=l i
* %k
—0.5 T T T T T T
SEERAE: 7EE 148# 288% 428%# 568#
=@ 103 103 103 103 103 103
29 29 29 29 29 29
o 17 17 17 17 17 17

MR e B o i, . MR . L EE. IR ERGRS MR 72 i B OV BRI, SR BRAA % 7 B X0, IR e 5 I 3R IR BR 4R 1% 14 R
FV. A TOFFAM R RICBW TR IR R RE I X TH BRAa 7 0D 2807,

AN bR R E L, AIRB MG 42 BRICH BERATT O 2RO ZOMOFME R THEREHIIFE DL
ootz

AR B 5 M B FLBA | 8 i58 Trantas BE ., 33 J OV 30 BB AR 13 R AT kb S B 3 72 o 7,

B etk

BIVEA T, BEOIRF M 0.8% (1/121 #) TH-o71-,
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(5) B & - R e RIS BR
%Y &R L

OF=§;-3:08: 3z
DERBEERE(—REARERE. FEEARERE. CARBELERE)  RERTRT I —RAE.
HERTERERZBRONE
R E i R R A T
12 AR O/PNETUAF— MR BEOEAEETICBITATL U4y LX ARIRIK 0.1% D% &M & OE %)
PEERFT T2 M CHA (2020 45 1 A ~2021 4 3 H) 2 F M L7z, T 5T 0 B 5013 329 Il C, i 6.7+
2.5 5% CFY) YR 2= R/~ K 0~11 %) . T~ 12 AWM A 54.1% % 5 7=,
[t
RIERITR DR o7,
| ESRLi
B AR (AR EDFE BT 4 R0 A B ARAR . WRIE o 3 T8 B I 3 i 5 K OV 38 77 S (AR g # i o> 75
i+ AR « 6 M+ PLEE | IR ERRS S o0 78 if « 2 | #R 5 0D Trantas BE- JEAR, AL A EEO 9 HE L & 3 A )
a7 OHERB AW Uz, B B AE R K O 3 7 2 04 13 T B 24 5- B 0 W L i B 22 i CLume L7 46 1L IR %
VFERMAAT HIILHETLIREH THERAATHRENHALNIZ (ZNE R P<0,05. XIS DHDHLRIE) o

DEABFUBELTEEFENREREREL-AE - HBROME
FE LR

(7 2D
BrizeL
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VI. R EREICEHTLHER

A

1. EEZHNICEAEHILEMXITILEYMEH
TRTF T2 TV TETATF U B XY RIRN AFH U IAX AT T VR | = NAT B TFIY
VB VR NATF U ERIE | NIRRT U RV T X T o U VR A a U R aT X
DU LVREBFIDUEBIE . T AR T A ETRAF U ARED T VEEE S0P leAZI K
HEE BEEOHIMEAMDONEE - I REF L. OB FIRXESZRTHIL,

2. EIB{EH

MERSE-1ERE
IEFRAF U L. EAZI H R PIER SEM MRS DERAFIL 8 OAT o= — & — 7 Bt 30 ) 18 A
D2ODERAERL, TVAX =R OREIFEECTE MRS TR E N RERESD, 871D

SZREEESHEIME (in vitro) 1213
Ty MM -TEIEAR R W BRFE & EBR TeAZIY HI BRI 758 OB FIPE %R Uiz (in vitro) . 72, EbE
AV HI ZBEERERBIEZ CHOMMEIZEBWT, 28 FAF UIIeRAZI i Z BRI T25m W fMmMEEZR L,

BRI A X — )

B
% txg;;;m

IEFZFAERHE
(TEFAFAZEISL X bR
0.1%'SEC))
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Q) EDEEREMTHHBRAE

1) ERAIVERBEBRAETILOMES B TEICHTIERD
E/LEYMT0.025% . 0.05% K V0.1% = FRAF U HEBIE A RIKREZHEEB SARLZEZA eAZIVE 155
A7 AR T1X0.025% DL b BERZ I 5-6HF I Al AR TIX0.05% UL L O H & T, EAXIVFH RICL D oI
BT AR Bl L,

B EILEYPE RS VAREEAET ILOMEFEBETEC T2

(ug/g) ERAFZNES1 55 81REE
80
- T TISEHIEREE (1=10)
*%:p<0.01
- Dunnetti&E
» (vs TSRS IEHED
= L #:p<0.05
) sk TT StudentD HEE
% 3 wk # 1T (vs 0.025%LMAIRF
i IREAE)
PN T1:p<0.01
Student® tH&E
e (vs 2%UOES IR T L
SRR
10 11 p<0.01
Student@ HEE
0 (vs 7o RaiR&E)
Placi 0.025% 0.05% D025% SW%YOTIUIM
R URAIAFY  FRUSL
(ug/e) ER7 =56’ RIR
70
60 +
FHE+HREREIN=10)
50 #:p<0.05
x%:p<0.01
& 40 Dunne}tﬁ?
% (vs 7ol ERi#Es)
i #:p<0.05
B 30 Student® HETE
(vs 0.025%LRAIRF
20 REIREE)
T:p<0.05
10 StudentM tEE
(vs 2%Z0OFS I8 RUDT L
. SRERREE)
Piaca 0.025% 0.05% 0025% 2%IOTSUIE
RERA TEF AT iame R Lkparza o
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D) ZHRBRETFULF—MHEERETLOREBEREMBEORENICHTIER
HLUN A 772 (Ovalbumin: OVA) i CZ K ELZT v MZ 0.05%. 0.1%, 0.3% K% Y 0.5% =t 2 F 4 ik
WS IRE A 2 [BRIR UL A, = F AT U R M R IR X9~ C oo BT BB (S D ik I ES i i o>
il B A A AR L7

B SvhEEEET LIV —IEERTE T IV OMSRIE SRR QR C R F T &

(%)
100

90
80
70
60

50

HEHEE

40
30

e T5(EHEEIRE (n=10)
*%:p<0.01
Dunnetti&rE

(vs TS ERmIRRRY)

JStiR 005% 0.1% 0.3% 05% 005% 0.1% 03% 05% 1% 2% 4%
RIRE T s aREa T FoTUER SOES B NIDLER
HFHIEE (%) = 394 35.3 375 36.7 31.4 504 427 422 518 5893 61.2

¥ SN RSB ROTERENENOEE LB

NEHBEETULX—MHHEELETILOREEEISOER ISV TEER 10
P OVA i CZBEEIELZT Y MZ 0.05%., 0.1%, 0.3% K% Y 0.5% =7 AF 4 i i IR % 2 [\l SR L7=t4
VA& AR 24 HH U CHURUR 21T o7 2A, T AF UEBE RIREIZ T X TOH & T, 77 ER R IRK A
AR 1% O FE AR Rk b T e RZ Il BE R A B LT,

B SyrEEREY LILF—HERRET ILORBHERN SO A5 = ifIC R FTRE

(ug)
25
2.0
'i 15
=
3
4
% 10
0.5 HAEHRERE(N=10-15)
*:p<0.05
DunnettitiE
o (vs 7S RmiR%Es)
TSt 008% 01% 03% 05%  0.05% 0.1% 03% 05% 1% 2% 4%
IEFAF ViERES R ThFIIER SOESSEFHIOLER
DR 2R (%) - - 20 18 22 35 7 -4 -8 23 -22 1 -33

# ISR AR SO AU ENSR R LICE
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HEEFREFLILF—MHEBRXETILOOESBMEICKHTIER P
AXE B/ ARBALT VI=T LTV TRRBIEELIZE/LEYMT 0.05%., 0.1% & OY 0.2%:Lt°+z%yifﬁg§tg,ﬁ
IRiE 2 A PLIR AR 8 BRI AT, 7L oA SIRIE 0.05% 2 AX M PR &k 4 BRI ATIC AIRLT=,
ZORER AXIEMPRER 8 WM ATAIR TIE. 0.1%2 koM & TR o M % 7 8 v Tk %ﬁi‘ WL, 4
FEM AT AR O 7 LV fR K 0.05% EDORICH & 22X A LN o T,

B ELEyMEMBETLLY—SBEREETILONESAE TECHTEER

lug/g) FEHEERE
10 = (n=13-15)
i # &% 1 p<0.001
g - | Aspin-Welch t & E
ne I [vs TEF+ZAF-EEEE
e mEREER
& 6- PES#E S (i) )
E #:p<0.05, % p<0.01
E DunnettéE
8 4 lvs TE+FZF-EEE
mEEEER
AFEMBSE)
24 tt:p<0.0
n.s.: EHFHEEELL
DunnettiE
0 ? 0.05% 0.1% TFleiidh s [ws ?bfﬂ:’ﬁuﬁ 0.05%/
=1 B 05% AFTEHELI
I+ AT A0 SR (M) (455 R0 ik)
HE®mH. PRS(EEE) AXER

(3) 1 FA 5 TR By 1] - 45 o AR 10

FIAA CAC RERIZHWT, 0.1% T F AF M s R R 8 e 42 ICHUR B JE L2 IR T 1L — e ik
WXL THOHE BERME R PR OLNI,

(V-5-(4)-1) OHEZM])
:E/V‘EyFﬂ)tz&i‘/%%ﬁ#Hﬁﬁﬂ%‘i@i@ﬁﬁiﬁ&:%TL'C\ 0.025~0.1% =& 7 AF M B T s IR WG 1355 %6 155
AT AR ICE DI HI 2 R E2FR | 0.05% LA E O T2 0 %h Bk 5 oy M Al IR IS B W THaB 0w b, Fifi
fé_mwém‘:o

(VI-2-(2)-1) DEBR)
TLEYROBEERIET L AT =ML TT BT, 0.1~0.2% T F AF 4 B AR 1%, IR 8
] % LS P05 8 L7 B oD of 48 328 38 P 0 1 L kE LT B AR il 2 SR binT,

(VI-2-(2)-4) DIEBR)
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VI. EYENREICES 9 HIER

1. MPREDHR

MWARLADLGOPRE
YL

QBRRABRTHERIN-OPEE D10
TR R A B M (661]) DA IRIC, 7T v R G ARH . 0.1% . 0.3% . £72130.5% =" F A F 4 Fe 1 45 IR ¥R (97 48
B) &2 MIRICAE SR A B2, e AR ULZEE SIRH%ES. 304 K OB o f E f = 2T e i
I, TR TOPEBRFE O 4B E B L CE & IR (1ng/mL) K THoTz,
o ERER N B (661) D IRIC, 0.3% T F AT R AR IR &2 RIS 7 'R S IR K 2 1E 27, 1
B4l 7H B ERRLZEE BAAAIRE10S QMR = FAFUREIL, T TOMmBRE CE & TR
& (Ing/mL) K ili ThH-o7,
PLEDORER LY, o 2AF R IR S IRE O S IR ICED M P ~DOBATIXIZIERWEE 26T,

1) ARANOABEIN TV HEIE, 0.1% o FAF i AIRE 21BN 1. 1H 26 (8], ) AR TH

2,
(3) 1
oK R
DRE- HRAEOHE
M Rl

2. RYMEERB/INT A4

(1) fE 4 5 3%
M ERRL
(2) U IR 3 JE E 3K
FMERERL
Q) HEXEEEHK
M ERRL
M) o)F7IVR
U ERRL
G) R mBERE
FMERRL
(6) Z D
B2

3. BEHMH(KREaL—>aV) @

(1) R 7 A i
ZYE L
Q)INSA—FEBHER
MU ER L
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4. kU

< U HE AR > 1D

BOUYXOFIRIZ0.3% Tt 2F IR IR SOuLZ B Bl IR Lz & & | M b v A5 08 B 1, I Tit
FUIR T 120 T, M CrE AR £ 1.3 05 F) 12 Cmax (2 LTz, MEMEZ L E N D Cmaxt, 3.6ng/mL & O'5.5ng/mL T >
2o T UV XFARN £ 5125 T2 R IREFOAUC DX, HET5.3% ., MET5.1% CThotz, IR Kk OFF RN & 5
DOFTIUCE O THERY B E /ST A—H T I ITFR D DI oTe,

< TV OV AR > 1919

HETYF KOV LD FIRIZ0.05%. 0.1% . K& TUN0.5% =& AF e A IR WK 13 (GR35puL) 210 306, 64 H
M RARL72E & MR i & 2F R L D Comax t CAUCIE R IR IR I DAV I L7z, F2 M R
MRICED M =7 AF LB OCmax & RAUCIZ K& i<, MEEE LR O LN -T2,

5. 5%

(1) I % — fisd B8 P9 58 a8 1
%Y E R L

(2) i % — B 22 B9 P9 @ a8 1%
%Y E R L

Q)R ~DFHITHE
%Y &R L

) BERA~DIHITHE
%Y E R L

B)ZDMDOBH~ADEITHE

<R MR B AT > 20

AATFFOMIRIZ0.5% "“C-mvFAF B A IRK20uL A B Bl S IR Uik & JE L= T~ CTORRAM#k 125
SFREIZ AR Lo, IRAR A B S RE R 2 1. A I, AR 5K . AR IR MBS R A6 B R OV A 8 23 R R 4% 1590
(B R O E WE L) L ML | Al T R R OV B 28 50 IR % LIRF [ | K 1R 203 AR 4% 8 I IC 22 N Conax (Z3E LT,
b B OB RE D3RR HH SV AR AL AR 1A BT R TRE B M B AR IR BRI RS IR, 5K L MER L K AR
BARRE Y TR DINE THo T2, KR ZR W& IRALE DO R ITESCH ThHoTz,

< YVIRA AR AT >2D 22

PO AR IZ0.05% “C- & F AT U IR R AR 3SpL A2 B B SR Lize & | IR ISR b @ WU BE 3 0 i L, IR
WTHLE , FERE, AT, BRI, BARRDIE CEIBIEZ /R LI, 2, AT=U G A M THDHULE | BRI Kk O Ik
& IR 25 D Jist St RE D% IRF B 7/ 13, IR 2 24 I AN IC B W TR D b Lo 72,
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FI1Z0.05% HC-T v AT 4 e M IR WK 2 B[] IR U7 & X 0 RE ik TP i RE IR

0 i IR $% 5 I DLk b B BE I (ng eq./g)

0.5hr lhr 2hr 4hr 8hr 24hr
AR f 896.9 1088 1299 671.7 909.2 1001
T 7 BR A e 265.3 377.4 289.0 183.6 38.86 97.65
b 07 BR A 502.1 167.6 358.1 124.3 56.40 136.3
£ I 257.9 229.3 318.4 314.6 56.84 146.6
i e 61.74 83.85 92.27 44.67 30.20 33.47
7K ND ND 1.824 2.086 ND ND
[A 7 NC NC NC NC 88.31 1076
F A K 6.227 9.882 30.02 22.79 14.23 85.13
7K gl A 0.577 1.192 0.839 1.374 ND 1.878
[T 0.517 0.189 ND 0.058 ND ND
8 R A5 M 7.863 3.900 12.71 9.272 13.55 21.71
T % LA 1.387 1.002 6.194 ND ND 1.424
7 B 18.31 18.80 26.03 10.45 9.687 16.10
1fn ND 0.217 0.440 0.377 0.295 ND

P ORI Bl & o 3 (IRALR 1 En=2. 4 13n=1) ,
ND: & & T BR A& i NC: ik E =2 EM IS E CERPoTdFE HE T,

PO IR I120.05% HC- ™ AF U B AR 35uL 2 1 A 20E  7TA M E AR LZEE, A EEAT=VEH
MRk CHOILE BRI, ARSI, & OSMR AR CHHAR M | R, 4 R, 38 ) R B S A LTz, Feds . KB
SRR B2 240 B 1T 33 1 2 AR il Hh SO RE R B2 1, BELIBD IR B2 24 E ] L b RTEME A R L7223, $1120.05% =) A
F U W R IRIE35uL a1 H3IE, 64 A fI R MR L7 MR BRI W T, RIRIGE R LZIR B F R ZE(ITR D5
Nniginoiz,

P I120.05% HC-m T AT U Fe Hh SRR 2 A8 AUIR L= S KA #k b i BB 2

a1 p i AR 35 - 0E R P ACH R IR B (ng eq./g)

lhr 2hr 6hr 12hr 24hr 48hr
AR 5595 3569 4344 1762 1953 2407
T 5 BROfE e 840.0 505.4 308.6 418.4 70.50 246.3
05 BR R e 599.7 4495 161.2 461.3 96.67 214.3
14 I 224.8 369.1 75.76 110.0 51.64 83.46
i e 93.69 193.6 74.86 194.3 137.5 179.5
B K 3.399 5.573 0.928 1.211 0.339 1.287
I % 19040 21000 3629 15510 766.3 12950
FEREK 256.8 431.8 189.7 383.8 219.9 312.0
SRS 3.523 3.882 3.386 3.676 2.792 3.556
[T 0.753 0.959 0.762 0.286 0.302 0.247
U #E 263.8 258.7 141.5 273.5 160.2 297.8
4 e 3.230 4.065 1.844 2.254 1.722 2.280
A ¢ 5L A 1.851 1.725 14.79 0.880 2.059 ND
7 MR 25.93 42.89 8.056 3.511 4.000 8.495
R 3005 2683 2411 798.9 1425 879.8
I 4% 1.347 1.651 0.376 0.484 0.365 0.382
i % 1.154 1.281 0.296 0.367 ND 0.357

F P OBAE LT B8 &R (IR AR 1In=2. % B X O 4 1dn=1) ,
ND: & & T [R A i

< Ty MR AT > 2D
FoRDOMIRIZ0.05% 2 T0.1% T F AF U iR S IR 2 A AR L2 X OFE I = e 2 F i FE i, W
LD ARIZ I THE A DR E R AL THD A IR 1R IZCnax ICB L, T OHFHRIR B EEHITIE T L, 0.05% T
VR 4 BRE I E & F IR AT (<8.7ng/g) L72 57223, 0.1% Tl R 8FF M ICHE WV THE B I, Crmaxld
0.05% T704ng/g. 0.1% T1,717ng/g. AUCo -snld, 0.05% T1,257ng-h/g, 0.1% T2,686ng-h/g ThH-oT,
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(ng/q)

10,000 3 —0= 0.1% TP RTF IGmIS IR
] 0.05% T EF RF AZMIERIRE
B EELEERE
s 4 n=6 (BE)
S (35 LC-MS/MS)
th 1,000 3 T
T 3
£ . 1
; i
B 1
a’_
Z 1004
= ]
E 1
10 T T T T T T T T
0 1 2 3 6 7 8 9 10 (h)
TE51%E5RE]

< AZ =R T DB FNE (in vitro) >29

UURER OB AT =0 B N T, HC-mEF AT (0.1~30uM) D AZ =% THE FME % in vitro TR F L
T B RO B24R R IZB I DAT = ~DFE A FIL57.6~89.7% THY, TEF AFUEIAT=UIRE A THIEN
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Pregnancy

Teratogenic Effects. Pregnancy Category C

In an embryofetal developmental study in pregnant rats, maternal toxicity with no embryofetal effects was observed at an oral dose
that was approximately 150,000 times the maximum recommended ocular human dose (MROHD) of 0.0014 mg/kg/day on a mg/kg
basis. Total resorptions and abortion were observed in an embryofetal study in pregnant rabbits at an oral dose that was approximately
55,000 times the MROHD. In both studies, no drug-induced teratogenic effects were noted. Epinastine reduced pup body weight gain
following an oral dose to pregnant rats that was approximately 90,000 times the MROHD. There are, however, no adequate and well-
controlled studies in pregnant women. Because animal reproduction studies are not always predictive of human response, Epinastine

HCI1 Ophthalmic Solution 0.05% should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Nursing Mothers

A study in lactating rats revealed excretion of epinastine in the breast milk. It is not known whether this drug is excreted in human
milk. Because many drugs are excreted in human milk, caution should be exercised when Epinastine HCl Ophthalmic Solution is

administered to a nursing woman.

> Epinastine HC1 Ophthalmic Solution 0.05%
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4.6 Fertility, pregnancy and lactation

Pregnancy

Data on a limited number (11) of exposed pregnancies indicate no adverse effects of epinastine on pregnancy or on the health of the
foetus/newborn child. To date, no other relevant epidemiological data are available. Animal studies do not indicate direct or indirect
harmful effects with respect to pregnancy, embryonic/foetal development, parturition or postnatal development (see section 5.3).
Caution should be exercised when prescribing to pregnant women.

Breast-feeding

Epinastine is excreted in the breast milk of rats, but it is not known if epinastine is excreted in human milk. Due to the lack of
experience, caution should be exercised when prescribing to breast-feeding women.

Fertility

There are no adequate data from the use of epinastine on fertility in humans.

*Relestat 0.5 mg/ml eye drops
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USE IN SPECIFIC POPULATIONS
Pediatric Use:

Safety and effectiveness in pediatric patients below the age of 2 years have not been established.

> Epinastine HC1 Ophthalmic Solution 0.05%
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Posology

Paediatric population

The safety and efficacy in children > 12 years has been established in clinical trials. Relestat may be used in adolescents (12 years of
age and older) at the same dosage as in adults.

The safety and efficacy of Relestat in children aged less than 3 years have not been established. No data are available. There are

limited data on the safety in children aged 3-12 years described in section 5.1.

*Relestat 0.5 mg/ml eye drops
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