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SEfEl R Pk ) B OB ifié%é«tmx IortmiEETsz L,

8.2 FEAMNFED LN L WA, BARERNIIOAVHEG LewE
SIHEET AL,

(FLILX —MHERK)

8.3 FEIMEOEH G T ALE1X. WEFHLE LT, ZTOHFI,
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9.1 ABHE - BMERZEDH 2 HBE

9.1.1 REAX O NEEZEZ (T TV 2 8%
REF G2 L) A7 04 FifiiEs X513 Ho ST o
12479 2 &,

9.2 BiEEETRE

9.2.1 BHEEETERE (JLT7F=> 97U T35 X30mL/minXki)
B EEA R T 5 B2 A H b, [16.6.1507]

9.3 Fri¥EEERE
SR EDEAL T 2 BZND D Do

9.5 1T1@
TR SRR L T 2 TR0 & 5 iz i3, i LoFttdr e
Btk a a5 & HIF SN ABEICORESTH b
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DR SN E I G 2 Pk 5 % EE R LE R 1T S &,
1.1 Ekfimlﬁ’ﬁﬁﬁ
1111 BIEERTR. FAEEEE. BE (IR EERY)
BUERF %6, AST. ALT. y-GTP. LDH. Al-P® FA5F% L9 i
RS, WEAH DL DD D,
1.2 ZOOEHER

5%LL 1 0. 1~5%Aliii 0. 1% BN
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I - R PRI I BUN L5 JREFF
M, M7 L7s=
> RS BUR, HER
PR
TEBR S ByiE, T LA
ZDhth MiEIVATa— | REER T, st | AR,
AR L PRELRE L RE | A, T
i, 11Ty

) SEHUHEER T L Oy 7 S8BT B A O M AR A R ORI, 7L ey 7 g
OD#E J BRI 51T B /N OREIE I i A % & 4o



12. BBRBRERRICRIITHE

RENOPEH1E, 7TV Y ENRISE L, 7 VIV Y OREREIC
TREE KT DT, T LT v ENBOGHE % FEii$ 5 A3 AH# =
HLhwZ &,

14. EREDEE

14.1 ERZAEFOEER

14.1.1 PTPUEEOIEAIPTPY — b ASW Y ML CTHRMET 2 £ 948
M52k, PTPY — FORAKIZ XD . B HLA RS B i)
AL BIZIEEE B I LTt RFOERE 2 & EL BT 5
CEWH b,

14.1.2 P8I L7z 8 SIESR TSRS 5 2 &,

15. ZOHOEE
15.1 ERER{EAICE D < 1E3R

HRBARIIA S 2 Tld e \VAs, F 188 3 v S sede G- O
HEEEDTHED R S NIEBIAHE SN TWv b,

16. FE4ENRE
16.1 MRE
16.1.1 BERS
(1) mA
RN B YR A 18y O iR SE5me I ON10mg & i £ T B R 1965 L
ol EOFYBAE/ ST A —FBUTOEB) TH-72Y,
TR B BRI OPS L7z & & 0P BRE ST X — 5

5 tmax Chnax AUCo-e tuz

e (h) (ng/mL) (ng - h/mL) (h)

(ilfg) 1.00£0.32 | 107.66+22.01 326+63” 8.75+4.63"

&0:“115) 0.92+0.47 191.78+42.99 638+ 136" 7.13%2.21Y
a) n=4. b) n=10 mean+S.D.
(2 MR

N7 LVE—BE (10~16/%. 40~57kg) |24+ /8% o » iS5 me %
BN G Lz s SOEYEFE T A—-FIZUTOLEB) TH-72Y,
ANRT LV VF - BEICHEAREOER G Lol EOEYBE ST X -5

s tmax Chnax AUCo-12
B (h) (ng/mL) (ng - h/mL)
Smg 1.33%0.52 81.57+9.91 228+20
(n=6)
mean=*S.D.

16.1.2 RS
MERER G (861) 124 vosy ¥ IEESELIM 10mg & 1 H2[M6 H . 7H H
(L ORFIBA AR S L7 & &, 40 B £ CLome i e id e w kg
L. CoanlZHFEIBSGREOL 145 TH 5 720,
16.1.3 £MPRRFMEER
(FONET L iERIERE2.5mg [VTRS])
Fusy USRS 5mg [VIRS] & 7L ay 7 §i2.5% 7 0 A4+ —/N—
BUC X RS (Fusey D VHERRIE Y LC2.5me) MRS TICH
SO HL ARG U CIsE b w88 O VSRR A 5E L, 3 5 ek
WBIRE ST 2 — 8 (AUC, Cinax) 122> TIO%MEHEX 12 CHERHFAT 24T >
725 R, log (0.80) ~log (1.25) OHEFHNTH b, Tl o L4 S [F Sk
HERR S 7Y,
e Ay D AR OSBRSS T A — 5

M3+ 178y 2 2 SRR O i RS
35

—e— F /8%y ¥ U SE25mg [VTRS)
-0 T Ly 7§25
TIgfE + BERZE, n=18

M#EdREE (ng/mL)
s

[=R ]

O O

20 24 28 32 36 40 44 48

oA
Sy
[}
—
)
—
S

] (hr)

IMAE R IZAUC, Condi 00785 X — & 1, WEBRS OFIR, R O FRIL
B - SO RS L > TRA B REND S 5.

(FANaT iERIESRmg [VTRS])

F a8y Y RS mg [VIRS) &7 L ay 7§5%, 7 0 AF —/N—k
ICE D ENENLGE (Fuosy Y UHEEE L L Comg) BEHERL AT F IS HE R
HEER 355 U C e 4 a8y O VIR ERIRIRE 2 58 L. 155 N2 3EWED
B8 A —% (AUC. Cma) (2D T0%IE MR B 12 CHERHINT 2 1T - 72
#EHL log (0.80) ~log (1.25) DHPANTH 0. W] ALY F 19 HEDS
MRS sy,
e 138 Y R QRN BE X T X — 5

T A— 5 BEINT A=Y
AUC: Comax Tmax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)

ER=RAT AN i 31k 73
+ + + +
5mg [VTRS) 197.35+33.79 68.46+22.55 0.8+0.3 | 8.38%+6.08

TLuy 25 194.36+26.38 65.85+18.04 0.8+0.4 8.81%9.28

HENTA—% BEINTA—F
AUC: Comax Tmax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)
=P AN Y./ 3 A7
* + + *
2 5mg [VTRS) 95.12+12.35 30.07+6.09 0.8+0.3 8.95+7.11
Ty r§E2.5 89.93+11.24 28.19%6.22 0.9%0.5 5.77+5.54

CPIgfE = B2, n=18)

(Tl = BEERE . n=18)
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4
W o
S S

M%EhiEE (ng/mlL)

= o
o o

o

0 4 8 12 16 20 24 28 32 36 40 44 48

IREf (hr)
MAE PPN ONICAUC, CroadZ2 00785 A — #1d, #eERE O FIR, AR OFRIL
W% - BRSO RBREM I X > TRZ 2 TREMEA D 5
16.3 9
16.3.1 FEBADIH
Ty MIHC-F a8y ¥ U HEERE Ime/ ke & RS- L 72 & &, KRER Rk
THGH305 1 D B ORI 2R L7z WAL O E A, P, B &
OB DO BUF REIE 1, ISP B BRI & 0 B0 72,
16.3.2 Ik —R4EEPT @
F v MIHC-F a8y ¥ B Img/kgF B G L72 & & AT EE
TEEE LI E L 22 4Rk TR DK < Z O ConalE HILHE P ST BRI E D Cnax DY
1/25TdH - 729,
16.3.3 I —BAS&RAPT @B
RS v MIHC-F 188 ¥ VB Img/ kg 2 RS- L7z & & BRI
T OSSN OB REIEE (T BEARIMAE T U AR EE 000.07~0.3815 CTdh - 729,
16.3.4 BIHRADEITH
WA DT v MIUC-F a8y ¥ U HEERE Ime/ kg ® RS- L2 & X, Fat
PR BRI E D AUCo- 1 4B AEIEE D AUCo-- D1 .55 Td - 729,
16.3.5 ERMBAE
b MIEEEHEARIIUTOEBY TH 72" (n vitro)o
RIMLEE (ng/mL) 0.1 10 1000
MEERHEEE (%) 54.7x1.7 55.2%0.8
BRAL AP & B
16.4 X5
fEFERA (661) 124 1788 D U IREERSES0mg & HiNFE I 5- L 72 & & ol
L N-FRILAR 7% N-E /il 2 7 )V 591% (RZE(bk L O AUCHE) TH 1 |
JRACHIN G, 454 #93%. #91% (4815 F CORRUIRHHEN) CTh o721,

54.7%5.5

mean+S.D. (n=3)



16.5 HEittt

16.5.1 KA
fEHERL A A 188 U Y §E5me (661) [ 010mg (1261) 7% Hi[lkE
L5 L7z & & 0481 & T RZALK D IR HEIE L, 52 063.0~
71.8%TdH - 720
F 7o, HEEERAN (8F) oA a8y Y U EEERESEL R 10me & 1 H 26 H . 7H
H 1 o #1381 B 4% S L 7 & & o HlRIE, BRI G% &
[FAEEECTdH - 72V

16.5.2 /R
NET LV F—BE (10~167%. 40kg~57kg, 661) 124 1/3y ¥ v ik
$E5mg % WA G- L7z & & 0120 H % TORZILED R HEERIT, %58
D61.8%TdH - 722,

16.6 HENEREH T 2BE

16.6.1 BH#EKTERE (WABTBEAR)
JLTFZU )T T2 AD2.3~34. AmL/min D EARHE LT B OV HE R
NZA TNy D UG REE S Omg % Wl A B HL R TR G- L2 & &0 fEBERA &
oS LB ARG T B O Coas (32315 AUCIZHISEE T - 729, [9.2. 15 ]

16.6.2 S
EikE (T0RELIE) BOMERER A F a8y ¥ R $E10mg % H[BRE T 145%
G Lo &, mlE oM PR SRR I CHERE L, Craxl 3491 365,
AUCIEL 85 TH > 7zotrel 3l & H10~11ER & [ TH - 7210, (9.8 ]

17. BRERAGIE

17.1 FERCLREMICEET 55k

(FLILX—MaK)

17.1.1 ERSE THELEEHRR (KA)
AESET LV F R EEE QLED) 2RI, AFY I FERREL
L EmEMRIERBRE EG L 72 A 088 Y U HRE Gmgh iz 75+
REE) RO FH b3 F (B0mghe ik 77 v REE) % 1H 200408 [ SRR
b L7z, Rt e otEs (Mgl Db) @4y Y Vi
FE62.4% (53/85(1). # %+ b 3 F56.6% (47/83Bl) T -7z, 10% -5
FHRUC L 2 AEEOMFEOR R, MEEISHE SN (p=0.018),
BEEORRFE ([ZEMICRMELR L) 3418y 2 U HERKE68.0% (70/103
Bl) . FFH 3 F61.4% (62/10161) Th -7z, WMBERMICHEAE TR 5N
Zhorz (p=0.301; U, p=0.403 : y %) Vo
RIVEMZEIAIE 34 /8y ¥V EERERE29 1% (30/10361). + %+ b 3 FE#E
30.7% (31/101%1) Td o720 F Ny Y VIEERERO T2 EEHIZ. R
25.2% (26/10361) T -7,

(U AR

17.1.2 RS IALEREBR BA)
1B ARIEBRE (25661) ZRRIC, 7 M F 7o R LR
MR L M L 720 A 1/8y ¥ U iERRE Gmehtid 77 £ KE) kot
IR FT oy 7RVEEE (Imgh 7RV 75 2R 7R)v) &1H2M2H
MR AERR IS L 72, ket Eots® (%El k) i4o
INE D YRERETT 7% (87/112061) . ™ F 7 = v 7 < )VIEEE66.9% (81/12141)
Thotze FBMETHLUMEICB VT, F 08y Y VI T
T 7NV N ERYGERY R L (p=0.019; UME. p=0.093;
1) o WSRO ([ZatkICHEER L) dhu8sy v ik
Y877.2% (95/12361), # bF7 = > 7 < VEEIES3.9% (69/12801) Td -7,
FUy D UEEREL S N F T 1 v 7 VR & O B S A T AN
Aoz (p=0.0001 ; Uk, p=0.0001: y*#5E) 2o
BIVEM B 34 18y o 2 HEEEEE21 1% (26/12361). 7 b F 7 = V8
41.4% (53/1280) T o720 F 08y D UIREEEHO T A EIEH L, IRE
19.5% (24/1236) TdH -7z,

(BBHRBICHESZH5FE (RS- KER. FE5. BREZHFEE. SEMEE. %
28 HMHEATEE) )

17.1.3 ERFELHE—EHREBR (KA)
B REBBIAE D 7 ) Fe B (95 - 8 15281 RSB 7201 K2 1§ € 5 FEAES0B
SHEERTOB L S T3 IR BE24060, 5139861) Z /4, + o8y v
YEEEYE10me/ 0 (1[l5mg. 1H2[1) %2 238 I SRS L 7ze 4552 8 e ot
T AL, 5 - BE %T74.6% (91/12261) . #£4550.8% (31/6161). K
B 9 FEAEA9.3% (33/671) . S MEEZRES2.8% (28/5301) . S HiE HMEALHE
83.3% (15/18%1) TH Y. EIRTOHMNHRIZ61.7% (198/32161) TH-7:,
BIVE R ZE B 1219.0% (74/39061) Td - 720 FERBEWEMIZ. IRA11.3%
(44/39061) TH o720

17.1.4 E##%E 65mEL) (ST 2EERKE
KGR TOERE (65 E) ~O M ARG (G452 5761, 7
LV — 84301, U AWRIZ3LE, 2 9 FEMER S 2 E10060) (2381 5 BIfE
FZEIEI322.5% (43/19161)) TH V). ERBIEAIZIRG23MF (12.0%). %
BT (3.7%) MEFa4t: (2.1%) . FHIE - MU0 IESM (1.6%). S -

GHE KM (1.6%) 3 FW020F (1.0%) T2 (1.0%) g A g2 (1.0%)
HTh o7z HRE B B EIVEH S BIE 1365/ £ii515.3% (238/1,55501)
WZHE Do 72 F 72 EERE SN D AR RIS 0 E.25.5% (12/4761)
TULE—MEES100% (2/261) . U AKRES0.6% (25/3161) . R HE BRI Ik
3 9 FE4kTE8.3% (49/84%1) T o7, [9.85:H]
(FLILE—HB%)
17.1.5 ER_EEREEHAR (IR)
ANBAEYE T LoV — MRS (T~ 1658 2t RIS A 188 ¥ oKk (1
M2 5mg. 1H2[E, & L < i&1E5mg. TH2ME) P& 5 wid, MIRHEE LT
T b RE2AMEFG L7z FEFMIEHE TH D [HO3ER (Lo, 8iT.
M) AR 7 OBEH 25 0B bE] 120w TRGHIIIT 1T o 7R,
F 0y Y RS 7T L R LA AR R R LY,
ANEBAEE T VOV X — R B R MR L L7 AR

B pilacs JRATT A R

Baw O | (ean5D.) | (mean+S.D.) (5

BN O
FAS D R (79 #E-5mght) © 0.51
+ 141
5me/lil 1000|624 bdd | LAL=L99 | oo eem 004008
pf £ 0.019”

7T eR 97 5.99+1.17 -0.84+1.58 -

Q) HBAEN, BENOROSEMAT A DT 2 HER L LISHoT

b) G BEOFN RTINS Williams e o5 5
IR S BUEEE 13+ 18 8 ¥V IBIRIE2 Sme#El2.6% (13/103%1) ®, 5mg
#16.0% (16/10061), 75t K#S.2% (8/98%]) THh o7z A1I8F T
YRERYESmgHE CHEBL L 72 E R BIEIE. ALTHEMG6.0% (6/10061) ., FimEkEL
Hhn4.0% (4/10061) TdH - 729,
) TR AL O/NRIZ BT B AHI O KGR X1 A5mg. 1H2RTH 5,

17.1.6 ERFFEREER (IE)
NEBAEET LV F RS EE (7T~164. 30kgll . 3361) ZxiHiz, 4
T8y Y ARREELIESmg % 1 H2[E1 28 42 5 L 7245 5 B3R (< L 2 A,
Bk BB ARtR a7 oBlg» S 0% bE (mean+S.D.) (35201
-2.08+1.73, #£512:8%-2.41+2.09CTH V) . WRIHLGHE TR THEs¥
Ll LREL TR,
BRI SEBUMHE 1215.2% (5/3361) TdH o7z TARRIEHIE IR 1% (3/33
) THotz,

(7 FE—MEEBX)

17.1.7 ER_EEH%EERR (MR
NRT MR REE (T~165%) RIS, Fusy D UiEmE (10
S5mg. 1H2[]) H A\, i e LCTr b F 720 7 VEIE NI A v ay
7 (1Elg. 1H2[) %28H$ES L7z, FEFMEETH2L [ZHHEATT
DRGIELLG R 6 OZALE ] IOV TG R T R FVF 7 =
VIRNVBIE R T A v ay FIIxtd b A w8y D U ERRE O JESEAHGE S
N7z (BWEFX MO ERA0.4LTF) ¥,

NRT MY —RE R S ERE A G & L7 B BRI

Be5-50 AL
(mean=S.D.) | (mean=S.D.)

g HEBIEL FEATRE R (e T)

FTusy Y R 152 2.36+0.46 -0.78%0.84 | RATIHFHOE

(russy Y v ERER- 7 LT
-0.71+0.76 7 x v 7 <OVERER) 1 -0.08
95%(E X : -0.25~0.09

FEFTI VTRV

2 +*
Wi o fony g | 18| 2.380.4

a) BEBAER, BERERSHOZ AT T 2 LR L L3S
RIVESEBUHAE (L4 18y 2 VIRIRIERELL.8% (18/15261), 7 v F7 x> 7
IV N9 A oy 7H6.5% (10/15361) TdHo7z. F 18 ¥ Uikl
BECHH L 2 EARITERIE. BIR5.9% (9/15261) . ALTHIM4.6% (7/152f1)
T OSASTHIM2.6% (4/15261) TH o720

18. EEhEIE
18.1 1EA#F
F sy Y EEREIR, BIRMe 28 I DA EREREN EEMRE L.
FIfbFfmEwE (vfa by, harREH o, PAFS) OpEA -
BEHIER 24 L. MR EEDE ¥ & F =V BEHMHER A4 2192,
18.2 ZEIE/EMA
18.2.1 ik X2 I 1EH
ZEREBAERIZBVT, B AY I VHISAEEICROERERN (Kiff
16nmol/L) ZHT 555 AAAY Y MIZEEIZIZIEE A CBMEL RS T,
ZOVEIZRBIRATH - 722, 72, BLVEY MIBITAL AT I VA
T RS S BIBIER A 7R 2 & YRR & iz,
18.2.2 ERMH T LILX —1EH
EBHTLIVEF—ELETL (BEVEY b, Fv ) I2BWT, HEFHR
V2 X 2 I 3 8 U <2 5 BA & ) L 725,



Ty b BEVEY MCBUZZEERTF749F =7 F7147%F—
Tk S I 2 50D LB L 72520,
REBNEAEE IV E v MBI 2B E RSN & ST o & Jii) L 722
Fo. EVEY MIBWT, MMUGEILEF (PAF) 12 & 5 5@ T
& i L 722

18.2.3 L HREVE DELE - BREARICRIFIHE
F v MEPERLGEL S DO A8 2 v o E IIE] ICfl 72 1 mol/L 1 B
7732 28, 110umol/L : Y= b0 7 = =Wk S MiE T V7 3 Vi
. 26 umol/L ¢ A-23187##4. 270 umol/L : I 737 > F48/80%Ii#%) 5
LEBI, TIFRFUBABRIMENLC, € MipEkr SO a2 b))
> (ICaofi:1.8 umol/L). t 1 ¥ KR¥H > (ICfE:0.77 umol/L). PAF (&
110 1 mol/LT52. 8%l L i 8fE - 10 1 mol /L T26. 7%iil]) SEfgE 2 7 1 = —
5 — OFEAED DGR T 2 2 & AR S 0,

18.2.4 4% % = WEBENEIER
TEAEERR 2 & T 2 M E W 7 ¥ X =ik, 7LV F—HERED
S - WEICHS T2 LSRN TV D,
sy Y U EBRER. EVEY POFERELHEARIIBNT, 71—V
FESHMED & F % =BG O YUHE RO % ##H] (ICxff ;5.0 umol/L) L
7o ZOFEIE A ) 7 5 F v 4L (SKCaF + 4 )V : small conductance Ca’"~
activated K'F v & )V) OFHALE L7245 F % = ViEHEIPHIERIC L 2 &
E 2 HNT

19. BRRSICEET B E{LZHER

—IRE4FR - A ay D U iEREYE (Olopatadine Hydrochloride)

1b&#44 © {11-[ (1Z)-3-(Dimethylamino) propylidene]-6, 11-dihydrodibenzo
[b,e]oxepin-2-ylf acetic acid monohydrochloride

55§31 CaHzNOs - HCL

= 373.87

PR - B O SUSE SO K TH b o
FRAHD THEITR T L KRIZRRETITL L,
THEITFIZ v,
0.0lmol/LEEFE AT 50
1.0g% K100mLIZ# 2> L 72 OpHIZ2.3~3.3TH %6

Iy =)V (99.5) 21

ez 3
(‘.‘,Ha
N\
CHs
\ CO:H
Cr )

0]
s 0 #9250C  (43f%)

22. ‘G

(FO/sa T EEsR2.5mg [VTRS])
1005 [105E (PTP) x10]

(FONa T iEmiEsE5mg [VTRS])
1008t [10%E (PTP) x10]
50088 [1088 (PTP) x50]

23. EEBIH

1) ARERATA L ERR. 1995 5 29 : 4129-4147

2) NBICB HEEWEIRERER (71 0y 2 §E/0DEE © 2010.7. 237K
CTD2.7.2.2.1, 2.7.2.3.1)

3) KPR PRSI (F a8y D U IERRESE2. 5mg [VTRS))

4)  AENER AR RSEERE P o8y Y U iERRESSme [VTRS)

5) KAZFEI - IEWBEEE. 1995 ; 10 : 651-668

6) KRAZFEFE(TAH  FEWEEE. 1995 10 : 707-721

7)  IMEEAEESER (o vitro) (7L 8w 7458 1 2000.12. 22738,
AR, -2 5.)

8) NS I %5 ERIC BT 2 R#POMET (7 Loy 78 :2000.12.22
AR, T Luy 7 EHEEEEREE. -1 1)
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