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I. BEICEYTSEE

1. FAROEE
AHNZX, Aua U E AT E T DT LV —IREIRFEAITH B,

[F w2 R OD §E 2.6mgl 7 /3] ) KO 4 a2 R OD 88 dmgl7 31 1%, ®
M7 SRS (IHRIESA TR SHE) R ESRRS & U TR 2 L, A& OGRS
EERE, BEMRR, AWFrRSERER 2 325 L. 20124 8 A 15 AIZAR Z IS, 2012 4F 12

A 14 BICRFBZ B LT-, CGEASE 0331015 5 CERL 1743 H 31 H) IZHESXKRHH)

201541 A 14 B, /NEOZEEXITHE, HELOCHE BN ST,

2022 412 A 1 H, Ao " U OD 8 2.5mgl 7 /3 | KON A m & U U EREtE OD 82 5mg
(7301 &, BT ASEREASE S A E T R TSRS BOEIRGE AR & S 41, Z DFR

WA DESE [T 3 B INIGHCARE Lz,
2022 4F 12 A 9 BICEEMUNE S, B IE TSN e & Blds LT,

2. HA0BRFHETE
(1) KANZ, Avu 2D {RRIE 2GS &5 07 LAF—MREIGRAITH 5.
(2) BERZEWEME LT, BUEATZK, IPRRRERET ., BEASHE SN TS,

(V. 8. (1) ERZREMIWER & ATHIEIR ) DIHZH)

3. HR0HAFEMEYE

(1) PTP v — NIy Far ha—L&z2{70, 18T EIIENA - BRERR LI,

(2) PTP > — FOMEIC [7 LA¥—M3) 2KL L,

(3) fE¥Ef L, e4, AR, SEE S, GS1 T —Z N—Zm#li Lz B ¥ /& Th 5,

4. BEMERICEL TAMIRERHE

T B B b
RO T | A b BRE
RMP fiis
EMO U 2 RAMEEB Y LT |
IR S LT B b
Sl A $ 74 > i
R B E i

5. XBEEHEURE - ERLOKIRER
(1) RE&EH

LR
(2) F& - A LOFIRER

% LR

6. RMP O#IE
A L



I. &WICEYTSER

1. B5EA
(1) M4
dua & HEREE OD 5 2.5mg [NIG)
FusRg YRR OD §E 5mg TNIG)
(2) *4
Olopatadine Hydrochloride OD Tablets
(3) BAMOHEE
—fRA LD

2. — 42
(1) M4 (WMAE)
Fasng U (JAN)
(2) #4 (@aE)
Olopatadine Hydrochloride (JAN)
(3) RTL (stem)
Z“RARE XX I Hi ZAEKETEE © tadine

3. EERXITFHER
== STE
CHs

“CHs

CO:H
- HCI

4. HFRRUDFE
433 C21H2sNOs « HCI
455 : 373.87

5. {E%¥4 (fifiE) XIEXE
{11-[(1.2)-3-(Dimethylamino)propylidenel-6,11-dihydrodibenzol b, eloxepin-2-yl}acetic acid

monohydrochloride (IUPAC)

6. \EAA. 4. KBS, L5ES
Briz7e L



. HHEP BT SHER

1. YEEMEE
(1) %M - K
A DRE i XUTAERIED K TH 5.
(2) BFE
FRRIZHRD TEITRT < AKITRRPETITS K, =& /=)L (99.5) 12D TEIFIT WY,
0.01mol/L HiFeakik \Z T 5.
(3) miEtE
MUERR L
(4) AR (SRR, K. BER
Al 59 250°C (43 fiR)
(5) BRIGEBEMTEHR
MUERR L
(6) DERE
MUERR L
(7) TOMDERRIEE
1.0g %z 7K 100mL (Z¥&) L 72 @ pH X 2.3~3.3 Th 5,

2. AR OEMEHTIZH T ZREM
LR L

3. BN OERBRERE. TEEE
(1) HesBaBRIE
1) RN TR B I E U
A ORI D Z RIN AT MV ERIE L, RED AT MV ERLOBBANLT N Lk
BT DeE, MEDANRY FUEF—HRED & 2 AIZFEROTRE OWINZRBD 5,
2) FROMRIL AT M VRIE R
HALA U 7 BEERNEIC L VR ATV, KDALY MV ERFOSBANT NV EIGT 5 & &
W DAY N VER D & Z AIZFERROIREDOWIR 27880 5,
3) EMESUS
AR h D KRN A e 2 0 2 73 b o s (2) #8235,
(2) E&iE
BN A
Kb XFRITEN L, BKEERE, FERIEKRZ A, WERER THES 2.



V. RAICEIYSIEE

1. Hifz
(1) #HRORH
2PN A e
(2) HADNBEER UK
t ECY OB 3 ARG IR
e OD i 2.5mg [NIG] OD i 5mg NIG/
P SOTORBOOMNIEEE | Z< 5 TOEBOFEIBRA YD 0

&

1 )

[EXES 6.5mm 8.0mm

JE S 2.3mm 3.1mm

B&E #1100mg %1 200mg
A= — R KT OPD - 2.5 KT OPD - 5

(3) #@Ala—F

(MV. 1. (2) WHIOHNB ROV ] DEZH)
(4) HEOWHE

(Mv. 6. WAIOFKFESM FICRIT 2LEN] OHESMR)
(5) Zoft

% L7

2. RFIDOHRE
(1) %S GEERSD) OESERUVHME
B S a U R S a U R
BT OD & 2.5mg NIG/ OD % 5mg NIG/
TN 1fi¢‘o: ) 1§i¢‘o: )
Fuay T oEgE  2.5mg FuayZ T oEEE  5.0mg

ApEAFY., Rt ro—X, e Faxyru Vv A2 —F Fo 7Y a—)u
WANA e hU A BEIKI A, ATTV VBT R TL, A7 T7r—A K
=T v a—v G Ae®) . Ee = bk

(2) EREZTORE
M E R L

(3) 8=
B R L




3. BRtERRADHERRUVERE

PAROSA

4. Hif
FARANA

5. BAT DHREIED % S XMW

B R L

6. HADEEEHTICETIRER"Y

(1) fnisaER

HRERFEHEWIR : 2010/12/6~2011/6/14

OA v DU RN OD 88 2.5mgNIG) IR BR 40°C - 75%RH [ Qo (PTP @) ]
ERIA H =R PRATHAM
< K> & BHAGHEE 1% H 3% A 6 % A
PRI n=3 5820R11
< T HTWEHEO NOFEN | 5820R21 A E WE A
RRYESE > 5820R31
s 5820R11
MeidaR n=3 . . . .
L 5820R21 A E E A
,u‘;b |] AN VA= =
(ﬁ%ﬁﬁ&ﬁgﬂmﬁ)5&mwl
BHIE)—ME (%) n=3 | 5820R11 5.35~6.40 3.23~5.55
(G EY MR 5820R21 2.24~5.12 — — 5.43~17.56
<15.0%LLF > 5820R31 | 2.86~5.17 4.51~6.15
. 5820R11 21~29 29~33 26~34 25~31
y 4N -
HH%EE/SE)WI; 18 | 5820R21|  23~29 30~38 28~36 27~39
7 5820R31 27~35 31~37 28~37 15~38
e (o _ 5820R11 | 94.7~102.2 96.7~101.7 96.4~103.4 91.1~105.5
ﬁguj,r% (8/5‘3)1/&;1 5820R21 | 99.0~105.4 95.8~103.7 97.1~104.8 94.4~104.4
7T ’ 5820R31 | 98.8~104.3 96.0~103.0 96.3~104.3 98.2~102.4
S (%) * n=3 5820R11 | 98.76~99.41 | 99.10~101.18 | 98.16~99.45 | 99.55~100.20
<<950ﬁf10509,> 5820R21 | 99.27~99.94 |100.06~101.52| 99.34~100.02 | 99.83~101.10
: e 5820R31 | 100.20~101.05 | 100.14~101.22 | 99.36~100.96 | 100.49~101.75

X Fr Ik b A B R

(%)




BRI : 2010/12/7~2011/6/15

OA iy U EREE OD 88 5mgNIG)  I#ER 40°C « 75%RH [ o iE (PTP &%) ]
ABRTE H 7k LRAFHI
<> & B 4G IRE 1% H 37 A 65 H
Mk n=3 5830R11
< T I TWEHAOERRA | 5830R21 WE ey ke E
0 PPN AR > 5830R31
HeRSER 13 5830R11 o o o o
(s T | DS0R21 Ba L Ba Ba
BIFE—M: (%) n=3 5830R11 3.81~4.05 2.06~4.05
(G &R 5830R21 | 1.34~2.51 — — 3.06~6.74
<15.0%LL F > 5830R31 | 3.46~3.86 3.14~3.88
o N 5830R11 24~31 30~40 33~41 33~38
%%E %E)Wn;w 5830R21 27~34 33~39 34~40 32~51
5830R31 28~39 32~40 36~43 34~41
R (0, 5830R11 | 96.9~103.1 96.1~102.6 94.7~103.0 95.1~101.9
flgj;f (8/;1/0&15; 5830R21 | 96.5~103.1 94.9~101.2 94.4~100.6 94.7~101.0
> 5830R31 | 95.5~103.0 93.8~99.5 95.6~102.8 89.5~104.1
SB (%) * =3 5830R11 | 99.61~100.18 | 99.11~100.52 | 99.41~100.67 | 98.02~100.06
=~ 95.0~105.0% > 5830R21 | 99.84~100.52 | 99.96~100.83 | 99.21~100.00 | 99.06~100.62
: : 5830R31 | 99.38~100.62 | 99.48~100.53 | 99.58~101.04 | 99.71~100.61

X BrRICKT AR (%)

(2) IR OLEN

O m 5 U OD 6 2.5mg NIG)  #BAAE 500C DI, S
AbRrE H =N PRTF IR
< Wik > T BHLAHF 17 H
MR n=3 N N
., . " T )T VEAD T T VEEAD
<Z VWt b A j%E e v e ey L
< D?i ﬁi/é B2/ 5820R3 A e AR SE I EN AREESE
RALEGE >
AriErE (7)) n=18
piONS 5820R3 27~35 39~51
M (%) n=18
154 sawll - | B820R3 98.8~104.3 93.5~103.0
AE. (o * —
A (%) ™ n=3 5820R3 100.20~101.05 98.39~100.09

<95.0~105.0% >

X BrRICKT AR (%)

OA vy VU OD 52 2.5mgINIG)  #a4%E  30°C - 75%RH (G, B
ABRTE H =R LRAFHI
<> & B AGHEE 1% H 2 % A 3% H
PEIR n=3 . . . .
- al Y- i Y- i Y a 5
< T STt O INE| 5820R3 | - o 0 VHE | K O TR | Z< O LA | Z< 9T A
o D AWENEAEESE | O OFENAREESE | O OFENAREESE | O DN AREESE
FAYESE >
M () n=18
PPN 5820R3 27~35 21~25 19~32 15~61
EHE (%) n=18
<154y, S5%LLL > 5820R3 | 98.8~104.3 97.0~104.5 93.8~103.9 85.2~105.8
P=N x —_
& (%) * n=3
95,0~ 105.0% 5820R3 |100.20~101.05|100.42~101.19| 98.78~100.01 | 99.80~100.62

X FRBISHTOEAER (%)




OFm kY U OD §E 2.5mg INIG)  Maidé #gt  [2000Lx]
PR IE H =AY N
<K > H BH AR 60 77 Lix * hr 120 5 Lx * hr
PR n=3 o Q, -
s e T TVEAD T Y FTNEEED T H T WD
<Z UWNEE D [ - - — 0
COTVRAOARER) 58203 P FIE P g
RRYESE >
FREEM: () n=18
PEUNSTIN 5820R3 27~35 26~35 31~37
wHE (%) n=18
<1545 85%LLE> 5820R3 98.8~104.3 95.4~103.9 95.7~102.4
i (%) * n=3
< 05.0~105.0% > 5820R3 100.20~101.05 98.99~101.01 98.36~104.50
X FRBHTHT 2B HE (%)

OFm oz Do H e OD 58 5mg/NIG)  #4%E  50C [HEr, KEBEAR]
ABRTE H 7y bk LRA7
< g > e B AhEE 1% H
 MER n=3 =< SV EAOEIRAY 2 A FUEADERAY
<L TVHEEADERRA | 5830R1 e PR
0 RN B ST > - - :
FRiEENE (F)) n=18
PPN 5830R1 24~31 37~45
wHE (%) n=18
<154y, 85%LL L > 5830R1 96.9~103.1 93.0~101.1
a8 (%) ¥ n=3
95,0~ 105.0% > 5830R1 99.61~100.18 98.77~100.12
¥ BTRBRICHTIEREER (%)

OA v xRS OD 52 5mg/NIG) a3 30°C - 75%RH - [EEY:, Bk
ABRIE B 2y k PRAFHART
< HIKE > &5 BH A 1% H 2 % H 3% A
PEIR n=3 TR OTWHER | T 9 FTW0nEEA | T 9TV | I< 5T A
< TR Y FTWEHAOERRA| 5830R1 | OEREAY AN | OEHREAL O | OEREAY AR | OEHRRAYD [
0 DN AR EESE > PN RABEGE N AR BE N AR BE PR
FRiEEdE (B)) n=18
PEUNITIN 5830R1 24~31 25~29 22~32 21~61
aEirE (%) n=18
<154y 85%LL L > 5830R1 | 96.9~103.1 93.9~102.6 92.8~99.5 88.4~99.5
A=
ZH (%) * n=3
95,0~ 105.0% 5830R1 | 99.61~100.18 | 98.65~100.95 | 98.05~101.54 | 99.06~100.52
¥ BTRBRICHTIEREER (%)




OF %ol OD 88 5mgNIG)  fEA1%E Rt [2000Lx]
AbRIE H =2y kb KR
< HiH& > H BH AR 60 7 Lx * hr 120 5 Lx * hr
PER n=3 . . .
., . T IYTWHEADERRE | Z< 9 TWEAOERE | < 9T W EAOERR
<Z A DEIH R . - et L
COFVREOEIGA| 5830RL | ™5 ) pepianmee | A0 DR | A0 DRSPS
) O JEEN Rrdsse >
AriErE (7)) n=18
PN 5830R1 24~31 24~34 29~34
M (%) n=18
15 sevbl b | P830RL 96.9~103.1 94.3~100.1 92.1~100.3
AL~BH. (o P -
ik (%) * n=3 5830R1 99.61~100.18 98.99~100.82 98.85~101.11

<95.0~105.0% >

X BrRRICKT AR (%)

7. RRERVERROREN

AR

8. Al NEAELL (MEBILFHEIL)

BN ANA

9. Atk
(1) IRHBR Y

<A wuFY W OD #E 5mgINIG) >
BIESE L DAY PR SRR T A R T AV HEO—EIEIZ SN T (B 184 11 H 24 0 &
FAFEE 1124004 =)

AR
E - HAHR)RTT

]

- pH1.2 (50rpm) Tik, HEERAILOAMLITE HIZ 15

A B E
R4 N OFRBR K « 50rpm (pH1.2. pH4.0. pH6.8. /K). 100rpm (pH1.2)

X Rvik

LA Y 85%LL FEAH L7~

* pH4.0 (50rpm) Tl FEAERIFI R OURSIE E HIZ 15 0 LA Y 85%LL EiAH L=,
- pH6.8 (50rpm) Tid, AEAERFI K OARMILE HIT 15 437 LANIC Y 85% LA L LT,
- K (BOrpm) TIE, HEYERIFIRL AL E H1T 15 47 ANIC ) 85%LL BIRH L=,

- pH1.2 (100rpm) TiL, FEHERAL OARMIT E HIZ 15 53 LANIZ ) 85%LL EIRH L=,

PIE, REOBWHZEEZEERA (T Le vy Z7§Eb) LHILRR, ETORBRKICHENT %
EHS O FRIRFEMERRR T A R T A ) OHERBEIHEE LTz,



(VA HH At )

BHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 | —e—F0/8% U EEIEODEESMg TNIG] 100 r—e— F# O/84 & UiEEEODSESMg TNIG)
g0 | — & =TFLAvYYEES 80 =& =7L0OvY4E5
60 60
40 + 40 +
20 | 20 |
O L‘ | | | 0 L‘ |
0 5 10 15 0 5 15
B (5 B (9
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 | —e— A O/8% U UIEEEIEODEHE5Mg INIG] 100 [ —e— # O/%4 ¥ UiEEEIEODSE5Mg TNIG)
go L= T =7LAYYES gy L— =7 LBvYYEES
60 60
40 + 40 r
20 + 20 t
0 L‘ 1 1 0 L‘ 1 1
0 10 15 0 5 10 15
BefE (9 B (9
BHE (%) pH1.2 (100rpm)
100 | —e—#O/8% T UiEEEEODSESMg TNIG]
80 | — & =7LAvVYES
60
40 r
20 +
0 L‘ 1 1
0 10 15
B (9
(n=12)

(2) EEMNIER D80 B RAI O A4 50 R 2 PR Y
<A wuXE T WS OD §E 2.5mgNIG| >
Fua Xy iR OD 58 2.6mgINIGId, (& &AM R 58 0 BRI O A )51 [R) Sk 7 A
RZA42 CEAL 184 11 A 24 H AR 1124004 5ilH) | ([CHES&, Au ¥ VU HgRE
OD #& 5mgNIG] ZEHERF & Lz & & IWHZEENE L AWFIICRE L Bl ST,

e
EE  AARIER S wWHRBRE N s
[FlRE & OARE © 50rpm (pH6.8)

CHIE]

- pH6.8 (50rpm) T, FEUERIEI N OARSILE B2 15 2y LAY 85%LL Fiat L=,
F o, EAKIRIE S (15 49) 1281 AR OME 2 ORI, AR b O 3 £+ 15% O %
BZH5HON 12 P 1 {HLL T T, 25%DHEEZEZ 5 DN -1,

Pl b, REOWHZEE 2SR S o 8% U U EitE OD 8 5bmgINIG)) &k L7=#ER, Lo
KB WT TEENRL R OBRMA O FEHRENRBR T A K74 ) OHEEXBEITES L
77



(VA Al )

EHE (%) pHB.8 (50rpm)
100 r
80 r
60 -
40 -
20 —— f O/ 573 L ARERIRODEE2.5mg TNIG)
= & = OV ARERIEODEESMg TNIG)
0 L' L L L
0 5 10 15
B (53)

(n=12)

10. B -aF
(1) FRIRELGER - BF. NEI’RKRLER - AEICEHATLHER

% LR
(2) A%

(A4 P UIERIE OD & 2.5mg INIG])

100 #& [10 && (PTP) xX10, #MEAIAD ]

(#8/34 2 IS OD §& 5mg INIG))

100 &£ [10 82 (PTP) X 10, FZIEAIAY 1,

500 #& [10 &2 (PTP) x50, HJEAIAY ]
(3) FPlEEE

Y LR
(4) BHROME

PTP : AUkt =1 - KUkt =VFT v - RV ZF VLU ZET VA, TIAI=T L

Ea—: 7NhI=ogh RV F LT IR— M7 4L A

LA - AL T T A

1. BRSNS EHE
LR L

12. TOH#
LR L

10



V. ARICEYSEE

1. PEERIIHR
BA:7ULX—HE% ERE. RERBICHSEE (5 - REX. 5. REEEE. 8%k
. SHBHIEE)
MR TLLX—tERE. GRS, KBRS (B% - RE&k. REEEE) ITHSEE

2. EXEHRICEET HIE
RE STV

3. AERUVHE
(1) BERUVAEDOHES
RR @ BRI 1[4 a8y O U HstE & LT bmg ##I R OBLERTO 1 A 2 [ A#HE1+ 5,
B, AR, ERIC X IR S,
ANV B, T RRLA B/ NI 1 B w2 DU EERE & L C Smg AR R OBEERTO 1 B 2 [\l
A&5-3 5,
(2) AZEBRUVHERORERE - B0
MMERR L

4. AiERURAEICEHEYT SEE
BEEIN TR

5. ERERALHE

(1) BRT—a21vy5—o
MMERR L
(2) EREREEHER
MR L
(3) AERGERFEAR
MR L
(4) BEEMEER
1) ENEREERR
(FLILX—H8%)
17.1.1 ERFEMHELEKRR (BRA)
WAEMET LLX —MEREE (211 f) ZxRIC, A% b I FExtRIKE Uz ZEHE R
RN LTz, a2 Y R (bmg 88T T v AREE) ROAFY R R (30mg $EXITT T
TAREE) A1 H 20 4 BWEKERARE LR, Ik eREcEE odeER (TdeE) 2Lk) 134
0D RN 62.4% (53/85 f) . A ¥ kI K 56.6% (47/83 ) TH o7, 10% Lt S
WL D RSEMEORGEORE R, SRR IR (p=0.018), BHELEEOwER (IZaici
e L) 134 e Ra U R 68.0% (70/103 f51]) . A% b I R 61.4% (62/101 ffl) TohH o7z,
MR EZITRO 5N o7z (p=0.301 ; UME, p=0.403 ; x2#E) ¥,
BIVERRBUBEIE 134 1 & O R RE 29.1% (30/103 ), A% kX FEE 30.7% (31/101 )
Thole, AnZ Y U ERERO ERENWERIL, IRK 25.2% (26/103 f5l) Th -7,

11



(BRD)

17.1.2 EREMHELRKAR (RA)
BMEZERRIZ RE (256 B) 250, 7 N F 7 = U ARSI E Lz E SRR & 6 L7,
A g W (bmg $E XX T T BREE) KOV NTF T = 7w VRl (Img 1 72X
TYRATRN) & 1A 20E 2 BEEROFRE LR, ik ekdEEoLESR (Td#E) L
) 1A e Ry O UERRE T7.7% (87112 #)) . 7 N T T = 7 < LRI 66.9% (81/121 f)) Th
Stz EEDRETHD UREICBWT, Au "y DUBIBIEIT 7y N F7 =0 7~ VIR & e~
BhedeEZ R Lz (p=0.019 ; U &, p=0.093 ; x2RE), BHELREOREE (T2 MICH
B L) 34 e A"Z O UERRIE 77.2% (95/123 f5]) . 77 N F7 = 7 < Vil 53.9% (69/128 #i)
Thole, AuRXEZ P UEBEIIr FF7 20 7 VERE L L RE B RENE o7 (p
=0.0001 ; UME, p=0.0001; x2#E) 7,
BIVE RSB 134 v 87 O IR RE 21.1% (26/123 f5) . 7 R F 7 = > F 41.4% (53/128 fi)
Thole, Au "y  EEEEREOERENERIL, IRK 19.5% (24/123 #)) Th T,
(REBRRBICHESEE (B - RE#%. 5. REEEE. SEMEE. 2HBHELRD)

17.1.3 ENEME—BEER (BA)
RIEHBISE S RFEOBE (2 - RIEZK 152 B, 55 72 B, FERFEIE 80 B, =4 MrifiE 70
B % OB HVERLEE 24 f, FF 898 fil) A XIGus, A v & ¥ UHEEEHE 10mg/H (1 [A] 5mg, 1
H2Mm) z 2 MHRERS Lc, FRIERBICT 2685313, 92 - BIER 74.6% (91/122 ) |
FES 50.8% (31/61 i) . FeJSyRIEIE 49.3% (33/67 f5) . =i MEwciE 52.8% (28/53 i) . LB H
PEATEE 83.3% (15/18 ) TH V., A TOHHEIL 61.7% (198/321 ) TH -7,
RIVEFZEBISEAE X 19.0% (74/390 f5l) Toh o7z, EREWEANIEL, IRX 11.3% (44/390 #) T -
7o

(7 LILX—HE8 %)

17.1.5 BN _EERERER (DR)
NIRRT LV — M BRBE (T~16 %) ZxRIC, a3 DUt (15 2.5mg, 1 H 2
A, b LT 1M 5mg, 1 H2E) ® HH00E, L LT 7R % 2 @RS Lz, £
fiEHE THD TR0 3 FH (K Lok, &t &) G52 a7 o8I o o2 E] (I25nT
HOSEAIWT ZAT - TR, A0 R % D Y 5mg BEIX T T Y RIS LABE REZ R LD,

NGB T L VX — PR A g & LT s e B

\ o e Sk Prp——
R TERRC | eantSD) | (mean+S.D.) 5 BB )

B/ TR D2
(77 v R EE-5mg ) : 0.51

EN=PAY

Ha et 100 6.14+1.44 -1.41+1.99 .
95%15 #E X[ : 0.04~0.98
5mg/[A]
p fiE : 0.019Y
7R 97 5.99+1.17 -0.84+1.58 —

a) WO ERN, BB O&ED 3 TMARI A a7 2R L LIyt
b) FHGHEDO RN RV S Williams FE O R

BIVER R BUSEEE 134 1 3% ¥ et 2.5mg B 12.6% (13/103 i) ) 5mg #£ 16.0% (16/100 i) .
7T REE82% (8/98 B) Th o7, A v XU bmg BE TR L- E2EWEAIX, ALT
B0 6.0% (6/100 f511) . FIMEREIEIN 4.0% (4/100 ) TH-7= 7,

) TR ED/NRIZI T 2 AKA OAGE MR 1B 5mg, 1 H 2[ETH 5,

12



17.1.6 EREERSER (DR)
INFGBRAEMET LLX — PR RS (T~16 7%, 30kg LA E, 33 i) &G0, A u % DUk
1A 6mg % 1 H 2 [ 12 BMBE LR, 2o 3 (K Lok, &, &) GitAa7o#
BN O OE{LE (mean®+S.D.) 1IH5 2 #H%-2.08+1.73, #5 12 #H%-2.41£2.09 TH VY, %)
RIIB G TRFETCHIT T2 Z &< ZEL TN Y,
RBIERFEBIMHE T 15.2% (5/33 ) Th o7z, ERENWEMIL. Bk 9.1% (3/33 ) TH -7z,
(7 FE—HERE %)

171.7 BER_ETREERAER (MR)

WNRT M E—PEREREE (T~16 %) ZXRIC, Ar X2 o g (1F smg, 1 H2[F) &
DT, ML LT N7 =2 7w ARBIER T A vy (1F1g, 1 H2R) % 2 @KL
L7z, FEFHEEE Th D EEA 27 OIRBRIER 5RO OE(LE ] (ICHOW TGS 21T -
TR, TN TF 72 7w ARIE R T A vay ATk T 54 a7 O U EBIEOIELHEPRGE S
7z (95% ISR D EFRAY 0.4 LATF) 17,

INRT S UM REE 2% & U s B kA

$ejail 2L

5 SEB% AT i T @
Be Rt JEI%K (mean=S.D.) | (mean=S.D.) fEATAE S (R H AT @)
P =PAC RIS Y. 73} 152 2.36+0.46 -0.78+0.84 |F/N IR D
(Au X  ERER— 7 v F

rhNFT T VR

. . 1563 | 2.38+0.44 -0.71+0.76 |7 = > 7~ VERKERE) : -0.08
A =4

95% 1 fHIX [ : -0.25~0.09

a) WEHEEEN, BBREKRGATOREA 27 28 & U ot

BIWERZBISERL (T4 v 32 O U RIERE 11.8% (18/152 %), 7 b F 7 = 7~ IE R 71 v
v 7RE 6.5% (10/153 f5l) T o7z, A /8% D EERERECREL L- EAREMIX, EHIR 5.9%
(9/152 i) . ALT 3/ 4.6% (7/152 i) } Y AST ¥4hn 2.6% (4/152 f5]) T -7z,
2) REHER
U ERR L
(5) #BFE - WBHFAR
17.1.4 EinE (65 MLLE) 1T+ HERPRRLHE
KGRI £ TORME (65 ML E) ~O/ R 191§ (KA M8 57 fl, 7 LV —Phfdk 3 4,
ZEWRIE 31 1], FRPEVER BRI 100 #1) (231 2 EIEHFEBLRIL 22.5% (43/191 #]) THYH ., F7p
BIVER TR 23 14 (12.0%)  HEEUES 7 14 (8.7%) & 4 1 (2.1%) | B - U RS DT IE 3 14 (1.6%)
SR - SHEIK 3 1F (1.6%) . D FEWV 24 (1.0%). FH 2 (1.0%). MR 2 4 (1.0%) %
Tholz, mHFIZB T 2RITEAFEBLRIT 65 ki 15.3% (238/1,5655 7)) (Zth~mro 7o, £z,
BB T DA RITEE MR 25.6% (12/47 ) . 7 LV X —HEE% 100% (2/2 ) . ZhkE
80.6% (25/31 #i), FeJEIKBICHE S FRIERIR T 58.3% (49/84 i) Tdh-o7= 1012 [9.8 ]
(6) AEMER
1) SEARERE (—REAKERE. SECEABREREZ. SARBELERAE). REHRFTERT 4R
—RRE. RERFTREBRAROAR
U ERR L
2) RBEHELTERFEORNENITEEL-RHE - RBROBME
Y L7

13



(7) 0t
LR
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VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
b A2 3 v Hn AU
TR BEDH LB ORIEE - ZIRFIL, RFOEFIRLEZRT D &,

2. ¥BEER
(1) {ERERL - VEFBFF
FaoRE DR, IR e 2 X I Hi B ERETUER 2 FEH L L, Bk sEmE (=
Aahyx=y, barREY o, PAF %) OFEAL - HHEMGIER 28 L, HREEDE Y X X=>
WEEEEIER b A5 1Y,
(2) ENERMT SRR
18.2 FIE{ER
18.21 iE X2 2 Uk
SREHEAEBRICB N T, B AZ IV Hi B RICHRWETUER (Kifl : 16nmol/L) %9 523,
LAHY My ZRERICIHIE E A EBMEZ RS, ZOEMBEBROTH- 72 Y, £z, LT
v MZBIT D e AH I UFERKGENMEES S b MEIER 2R3 2 LR S 9,
18.2.2 BT LILX—1EMA
FBRAT LAX—HRRET LV (BAVEY b, Ty b)) IZBWT, JURBRIC L 5 & Fi Tk
REAZIH Lz 10w,
T M EALEY MIBITIZHEEET T 74 7% —7 7 4 7 % 2 —PEKGEIHE 2 58771280
Bz 1920
REBNRMET LT v MBI 2 BB KGE NG & JIE MR ORI 2 i) L7z 2,
Fo, BAE Y MIBWT, I/ MAOEHEER T (PAF) 12 X 2 &GE S T 2 ol L7z 2,
18.2.3 (LR EEVHEDEL - HHEBRICRITTEE
7 v MEPEEREAIE B D v 22 I OB H] (ICs0 i ; 72 w mol/L : JFA T /L7 I il
110umol/L : =t 7 z= b o ET7/NVT I UHiliE., 26 1 mol/L : A-23187 Hli%. 270 u
mol/L : /30 1 K 48/80 HliK) 5L L bz, 77F FUBABMRICEAL T, & MFHERM?
SorAahyxy (ICoff ; 1.8umol/L), FwuRFH> (ICs fE ; 0.77 » mol/L) . PAF (&
A 10 1 mol/L T 52.8%4H], #2HfE : 10 u mol/L T 26.7%##) SNEE AT 4 =— X —DEAD D
VNI 2 BT S T L AR S s B,
18.2.4 4 ¥ = L iRENH e
BIRAPREAR AR D IEHET DAPRREWE ¥ X =13, 7T VLXK ORIE - BEICEE 5
ZEDBHBITNWD,
Fa g O UEEBRET, EAE Yy FOFEREIHEARIZEBNT, 74—/ REKRIEEED Z X ¥ =
> B G- OULHE SO 2 il (ICs0 8 5 5.0 u mol/L) L7z, ZOAERIEA Y 7 AF ¥ x/L (SKCa F ¥
%/ : small conductance Ca2*-activated K'F ¥ %/V) OIEMHALZ A LT & 3 3 = o WHERHI/EH
kB eEZLNE DD,
(3) {ERZRIERFAE - FribE
MR L

15



VI

1.

EVBEICEYSEE

I R E DHERS

(1) ARLEDGOPRE

RUERR L

(2) BREABRTHERBShOPRE

16.1.1 BEEES
1) A

TR N B A v 2 O U HERRESE bmg KON 10mg A& THERAKE L7 & < 0EYHERE
NIA—=ZILUTDOEBY ThoTo ¥,

BRI A B PEICHRIR DG Lc &L & OFRYERE T A -4

&5% tmax Cmax AUCO-oo tue
(h) (ng/mL) (ng * h/mL) (h)
5mg
(n=6) 1.00£0.32 107.66+22.01 326+63% 8.75+4.632
n:
10mg
0.92+0.47 191.78+42.99 638*+136Y 7.13+2.21»
(n=12)
a) n=4. b) n=10 mean=*S.D.

2) INR

INET LR —HBE (10~16 #%, 40~57kg) (24 1% VU ERRESE bmg Z B[R N5 Lz &
X OEMBIE T A —FIZUFO LB Thot ™,

NET VLR —BEICHREIR O&RE L L X OFEMERE T XA —XF

&5‘% tmax Cmax AUCO-12
(h) (ng/mL) (ng * h/mL)
5mg
1.33+0.52 81.57+9.91 228+20
(n=6)
mean=S.D.
16.1.2 RERE

TERERR A B (8 B) (A m 2 ¥ et EE 1 B 10mg 2 1 H 2[81 6 AR, 7 A HIZ 1[EIOF 13
MICERE A5 Lc & & 4 A B & TSP R EIEEFIRBIZE U | Cmax X HEIRE 0 #5870 1.14

fFCho1 ),

16




16.1.3 £YFHIEFIEHER
(A4 D UIERIE OD & 2.5mg INIG])
A8 s D KR OD 6 2.5mg INIG &, [ B3 572 2 1% 11 [ 7 5451 00 A2 45 ) S PR BR T A
RIA 2 (PR 184F 11 H 24 A SEABARE 1124004 SlH) | [CHESE | 4w 8% DU W
OD $ 5mgNIG ) & fEHEsIA| & iz & & BN LS AWSENIcFS L hashik Y,
(#8/34 2 IS OD §& 5mg INIG))
BREIRSDOEY LR SRR A R T A VO HGKIEICO>NT CFK 1845 11 A 24 B 3K
BEARE 1124004 75)

A X&YW OD #E bmg INIG) &7 bvu vy 78S 27 v A4 —"—EICLY, Tt 1
e (a2 Yol e LT bmg) &AL T2 22 ERFEEIRE 045 U T R 2B bR
EERE L, SR yEiiE T A —4% (AUC, Cmax) [Z DWW CHGHIENT 21T > 7o /b5, Ml
DAY ZIRIFENEN R S 7z 3,

- K7 LTHlRA

HENRT A—H BENRT A —H
AUCo-24 Cmax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
FuaNE DR
244.66+=37.29 79.47+25.15 1.14+0.59 3.91£0.80
OD #% 5mg NIG]
TLruay 5 250.28 +39.56 78.35+21.04 1.14+0.64 3.97+0.78

(Mean=*S.D., n=28)

(ng/mL)
100 —e— F 11 ¥ AEEE OD$E 5mg [ NIG
-—o-T7Luv 7S
. N .
,EE 7 L Mean=S.D., n=28
i
q:x
F
i}
J% 50
y‘
7 HH
B 2
i3
0 | | b _d t + *
0 4 8 12 16 20 24 (hr)

A5 ARRRIEOD$Ebme | NIG | 3% 5- e DI 4 iR EE DHERS

17




- K THRA

HIE/INT A—H BEIINT A —H
AUCo-24 Cmax tmax tise
(ng * hr/mL) (ng/mL) (hr) (hr)
= O BS =Y 7 5i=)
" 234.17+40.58 73.18+19.86 0.82+0.33 3.65+0.59
OD #& 5mg NIG]
TLruayZEES 224.57+£30.01 79.13+20.41 0.91+0.44 3.89+0.48
(Mean+S.D., n=18)
(ng/mL)
100 1 —e— o /5% I AR OD $ 5mg [NIG |
—o-T7 LUy 2%5

,Jq]j} 75 | Mean=S.D., n=28

I:Fl

7

ai

% 50 1

4

¢

W 25

=

J"g‘ \\\.

0 L L t 4
0 4 8 12 16 20 24 (hr)

A5V A ERRIEODgEbme [ NIG | #x 5-t2 o M AE i L D HERS

MR NZ AUC, Cmax 50/37 A — & (3, #ERE ORI OEREIEH + IR 55 O 7R
L > TR D AEIEN D D,

(3) HhEsE
YR L

(4) BE - fftREORE
MR L

2. EYEERB/INTA—S
(1) fBAE
MR L
(2) BALERETEH
M ERR L
(3) HEEEEH
MG R R L
(4) Y73 2R
Pl v/
(5) SHEE
U ERR L
(6) Tt
MG R R L

3. BEHE (REaL—Lav) @

(1) fRATH
SRR L

18




(2) NS A—SEBRER
DR L

4. R
MR L

5. 9%

(1) miE-RKEIPYEAYE
16.3.2 ik — fxBAPIEEE
T v M UC-A a8 F DU Imgl/kg 2R MG Uiz & & PN B 1R E L 7= ik
THRHIRLS . Z D Coax [T I BRI E D Cmax DI 1/25 TH o727,
(2) Mm&-RREREAPTEEME
16.3.3 [i& — B4 AR EAFT Eid
BEAR T > MC WC-F m & U UMY 1mglkg 2@ D5 L7 & & R Ve b X OSERR N O Bt
REVREE (. R M O RERREE 0 0.07~0.38 {5 T o 72 *,
(V. 6. (5) fhw) DOIEBM)
(3) Ait~0BiTHE
16.3.4 BEBh~ADOBITH
RIH DT v M UC-Fr 3% DR 1mglkg R O#E Li- & & JITH RS EEEE O
AUCo-wlZ, MHEF S RERE D AUCo-DKI 1.5 5 Th -7 %Y,
(TVIl. 6. (8) #=Fhw) DOHESH)
(4) BE~OBITHE
MR L
(5) TOhoAB~DBITHE
16.3.1 i@~ D 5
T v BT UC-Fu 8 F DU IR Imglkg 2R AHG L2 & &, K OME T8 5% 30 Ik
b E ORI AR Lo, TR O1E0s, IFI. BRI OBk O S RE R L1, i v O e
JEL Vo7,
(6) MPEEAKEEE
16.3.5 EAHKEE
t MIEEERASRIZUTO LB Tho7-2*Y (in vitro),

WINRE (ng/mL) 0.1 10 1000
mFEEAREEE (%) 54.7+1.7 55.2+0.8 54.7+5.5
R Az L5 mean=S.D. (n=3)

6. fti

(1) RESEIRURBHER
BRI L

(2) REICBEAET 58% (CYPE) OHFE. 5=
MU ER R L

(3) YEEENROERRUVUZTDOEIES
Pl v/

19



(4) REVOFHEDOAERRVEEL, FELE

7.

10.

1.

BEEERCN (6 f5) (A /% et gE 80mg 2 B D4 G- L7z & & o P AEIE. N-fR{k
K 7%, N-F /7 i A FEK) 1% (REMIKL D AUC t) TH Y, RPEHIIT. K48 3%, K
1% (48 K £ TORMRTHIMER) ThH o7z ¥,

i3

16.5.1 BEA

TEFERR NS A 1 X & O R SE 5mg (6 ) &Y 10mg (12 i) ZHEREAO#E G Lz & 2D 48
RF[H] £ CORZEARD R P HEMEREIX, 52D 63.0~71.8% ThH - 7=,

T, EEMRA 8B (oA r K VUERESE 118 10mg 2 1 H 2016 AR, 7 HEIZ 1[E0OF
13 [EIEROEE Lz L 2 ORPHEIEEX, HERR N E% & FRRECThH o7 2,

16.5.2 /MR

INRT L LX—BE (10~16 5%, 40~5Tkg, 6 f5]) (24 m ¥ VU UERIESE Smg Z a5 L7
& & D12 K E TORE(LIKRD R PHRERIT, G ED 61.8% Th -7,
FSURR—4—CET S8R

MR L

. BNEICKSBREE
Pl v/
BEODERZFTLHBE

16.6.1 BHEEETES (MEEHREAR)

JVTF=2 T VT T AN 2.3~34.4mL/min OB T HBE K OMEER A (5% 6 #i) 1241
RE VYRR EE 10mg Z IR AR A% G L & & fEEERA & i LT, BRI T RS
Cmax 1$ 2.3 %, AUC I 85 TH o720, [9.2.1 ]

16.6.2 Hin&

il (70 mAE) ROMERERR N (4 6 i) (T4 m 3% VL HalethisE 10mg & HERR 05 L7
Ex | EimE O MR I IERER N RE S HERE L, Cua 38 1.3 5, AUC 13/ 1.8 5 ThH
ST, tzlZME & 10~11 I EFAETH 727, [9.8 BH]

Z 0t
AR L
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VI. £t (EAELOZXESF) CEYHEE

(1

. BERBLEDER

BE STV

. ERABLEDHERA

2.BE (ROBEIZIFBELLZIN &)
BHN DRIk CIBBUE DB D & 5 B E

(fifam)
AN T D IRBUEIZERAERELICBEOFEEFHETH B,
AFNORESy BRIy, TN (BBUEDBEED & 5 BE TR G 28T 52 &

. DREXEHRICEET SEELENERA

BEEN TR
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8) /NRIBEFEMT LA —ERExIR L Lz —EERERR (7 ve v 76 - OD £ ; 2010 4 7
A 23 H&F., CTD2.7.6.2)
9) RABAH : 7L L¥— - 5. 2011 ; 18 : 108-116
10) JIEEIE)S - P8 H 8. 2011 ; 73 : 278-289
11) ERARRBRICE T 2 Elnd (65 mll k) OREMEEAMEOFE LD (T Lr v 76 ; 2000 4 12
H 22 AA&GR, HEEERMIZE - 1-5-2)
12) B“EEOE LD (T vy 76 ; 2000 4 12 A 22 HARR, HEEEEHEE -1-2)
13) FEEERARBRICE T 28 E (7L a v 768 ; 2000 45 12 A 22 HAR, WG -10-1)
14) B EIE )y - SKEL L RR. 1995 5 5 ¢ 1817-1824
15) {2 REERIFA> « FKEL L FGEE. 1995 ; 5 : 1825-1835
16) HHEEEZIEN : 7 LILX—, 1995 ; 44 : 1229-1233
17) Kamei C, et al. : Arzneim-Forsch/Drug Res. 1995 ; 45 : 1005-1008 [PMID : 7488300
18) Kaise T, et al. : Jpn J Pharmacol. 1995 ; 69 : 435-438 [PMID : 8786648]
19) AHFHEITH 0 B IEFE 1995 ; 106 : 289-298
20) AHFHEIZH - FfE LR, 1995 ; 29 : 3543-3559
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XI. &84

1. ELESHETORFTRE
L

2. BT EITHEBRERIEER
ERICET SiBMER (F—X SV THE)
AINZBT HHEH EOFTEBEOHDOFTHE E A—A T U T HEE TR D,
(IVIl. 6. FsEOEFAEBTHEEICEHTHEE] OHEEHR)

Drug Name Category
F—A N7 VT DOBIA olopatadine B1
(2021 4 4 H )

S5 IO

F—A ~Z U7 D458 (An Australian categorization of risk of drug use in pregnancy)
Category B1 :

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 not shown evidence of an increased occurrence of fetal damage.

31




XI. {F&E

AEOERICEAT 3R
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