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ZL7., BE#EE FoFy ot ilo—2,
D-v > = k=)L, ZDOMIS

3.2 HHE|IOMHER

IR7E4 7L uav70D#E2.5 7 L v 7 OD#ES
Ef%(mm) 7.5 8.5
JE & (mm) 2.9 3.3
HE(g) 0.15 0.22
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(R - KBK. FEE. BT SHFEE. SEURRE.
SRGBHMAIH)
P UIF—HER. CARE. KBRS (B2 - KEX.
R&Z SFEE) TS ZSF

6. FiENURHE

BAEE. RAICEIB ANy U ViEBEE L
TSmg# R OMBROIH2EZEORE T 5,
7B, FE ERICKVEEERT 5,
DEE. TR Eo/NRICIEIEA Y D UEBEE L
TSmg A ER OBtERTO 1 H2EE O 59 5.

8. EEREANIE
(GhEEHE)

8.1 REZ TN HAHDT, AFBEFOEZICIZES
HOEEREER 2 O WROBEICIIRESE VW E S+
DEBETBHIE,

8.2 MEAFEDSNLZVIEEICIE. BREEHICH- VRS
LEWESICHEET S &,

IR

NE

(FLILF—H8%)

8.3 EHIMEORBEZFICRE T 258, WREH2EAT. £
DERIP» SRS ZMBL. IFREAK TRI RIS 2L
PEE LW,

9. FENERZHIDZREICHT IR

9.1 GHE - IEEZEDH 2 EE

9.1.1 REARF0O4 REEZZZIIT TV ESE
AEFEICE Y AT 04 NREZRAGEICE oL ER
TTRXITHT &,

9.2 BiEEEEEE

9.2.1 B¥REIRTEE(JULF7Z7FZUIUFP S A30mL/
minzkii)
BWMFEESFERT A BETNNDH 5. [16.6.15M]

9.3 fFikeEE=EEE
FEERENBILT 2 BTN D 5.

9.5 1147
TR SUIIEIR L T W A AT REE D & 2 20t Icid, BB LR
HA a2 LS K SN SIEEICOARRET BT &,

9.6 =IIE
R EOEREROBARBEOERMEZZR L. FAOMK
X EhIE 2 a5 2 &, BWER(S Y b)) THRITHRA
OBATRUOHEAEROAREEMITHASRE SN TS,

9.7 INREE
EHEAAER., #FaR, RIS R 20RE LG
BOREEZEIZEE U BRHER TR L Tz,

9.8 S
B, 6HRE2HAT AR EBEOREZBELENS
HEICEE TS5 ELABBREPMETNL TSI ENFEL,
BIERDFHIA LT WV, [16.6.2, 17.1.45]

1. B

ROBWERANH 5bNBZEDHBDT BEZ+7ITITV,

BEPRD 5NISBEICEKREG 2T 5% CHEY 2 NEZ

152 &

1.1 EXGENER

11.1.1 BIERTR. FFEEERRSE. BB (V9N HERH)
BIREMF2¢. AST. ALT. y-GTP. LDH. Al-Po® ER%&
ZHED ITHREERE ., BEFHODNL I ENH 5.

11.2 ZO/DEIER

5%LL F 0.1~5%A1i 0. 1% SHEABH
THEORE W (EE - U
B =) 25,
A
o R BRI, DU R KT, LOF bR
Nl i - R, HEL| TR B (T -
PR
TES TR, . | [, DA% - O e
Wik THL IEA fags - FiE M
. REGGE
FFREER % (ALT,
AST,LDH,y-GTP,
8 AP GEUILEY
)

RBHRE



5%LA k| 0.1~5%AKii 0. 19K SR
BIMERE S 7B | BMERED . 1)
I HEZ. U 2 SER| R
%
PRY& I BUNLZ. R&E
B - HiEME, 1o v
WBPR &R TF=v bR M
R, HEPR K%
BB S #iF, mEEF
MmiEa L A7 0 —|REBE. A HREER.
Z DAt WV ER PR, REEE. (A5 AR
IREIN, 13TV |BAE

F)RBUHEIZ T L Oy 7B 2AOHEHBRERE XS
RAIFE. 7Lavy ZiE. ODSEXROBERICE T H/NED
REMRABEREZ ST,

12. BRFRSRERRICNEITHE

AEOBEZ. TV VEARBZETGEIL. 7LV >0
HERICKEE KT DT, TULY VENRIGHE 2 EHfT 5
ANEARRZES LR NWT &,

14. BRLDZER

14.1 FRIZMEOER

14.1.1 PTPRZEDOEFIPTPS — F 2 SHD H LTIRAT
HEIEETSHI L, PTPY— FOFREKICEK D, LT
IR EEREAFIA Uy BICIIERFLE B 2 U THERRIR %
FOHEBLRAMELZHIET LI VB2,

14.1.2 RANZEFEO LICOE THRKZRES T2 LAET S
72, Kz LCIRAVBETH 2. £7z. KTIRATZZ &
b TE %,

15. ZDMDFE

15.1 ERRERICE DB
RRERIZHAS P TIE WD, Fay D VIEREGHERS
DI ZEDRIENS & 5 NIZEF P RE STV 5,

16. FEYpEpRE

16.1 MOEE

16.1.1 BO%RS

(MAA
RERABMEIC A T/8% D UIERRIESESmg K O 10mg 2 R R B [a]
BO®/EG Uiz & O M REHRES R R EREIRT X — 13D,
ToEBOTH-1Y,

(ng/mL)
1000
-0- 5mg(n=6)
100 -e- 10mg(n=12)

m mean=S.D.

=3

P

b

=

0.014 - - r T T T T T T t
0 12 24 36 48 (B5R3)
RN BHEICBEEREO#R G U & & 0 MR REH#ER
(R A B EICHEEROKRE Lz & EOEYFRE/ST XA —4
= tmax Chnax AUCo-= ti2

BoE (h) (ng/mL) (ng - h/mL) (h)

5mg 1.00 107.66 326 8.75
(n=6) +0.32 +22.01 +63Y +4.63"
10mg 0.92 191.78 638 7.13
(n=12) +0.47 +42.99 +136" +2.21Y

a) n=4, b) n=10 mean=S.D.
(2)/INR

N7 VLF —EE (10~ 16%. 40~57kg)IcH a/Xy ¥ ViEEE
#ESmg e ARG U & & O MR EHER N VS B8/ <
TA=FIFLUTROEBY TH 72,

(ng/mL)
1000
-o- I\ (n=6)

100 mean=S.D.
m
® 10
es)
B
=

0.1

001 T T T T T T T T T T T 1

0 2 4 6 8 10 12 (BRI

NRT VILF —EEICHEREORS Uz & & O M REHER
MRT LIV —BEICHEREORSG Ul & & OEMEE/ T X -5

L tmax Cmax AUC0712
RoRE (h) (ng/mL) (ng - h/mL)
Smg 1.33£0.52 | 81.57%9.91 208+20
(n=6)
mean=S.D.

16.1.2 RIEHRS

TR A B (86) 1A 1 8% ¥ R ReESE 1 [E10mg % 1 H 2[E]6 H .
THEICIEOF 3R ERO#RS Lz L & AHE F TICImEhiEEg
IEHIRRBISE Uy Coax B ERRORSHEDO]. 145 TH > 720,
16.1.3 £YFHNEEHE

R ABEICT Ly ZODSSKRUT La vy 7§52 iR R
TKEEDICHEREOKRS Lz & &0 MmEEThEERER K Oy 8
BRI A—F I TOEBYTHY .. EMENICAETHLZ L
PHERE NIz,

-0- PL0v&0DgE5 (n=12)
-~ PLOvoEE5(n=12)
mean=£S.D.

g B K B

1 T T

; o—

16 20 24 28 32 (B5R)
7Luy Z7ODHEKRGT LE Y Z§ESEKE & B ICHERFEOKRS
L7z & & O MFHREHER

7Ly ZODFSKUT LTy ZHESekE LB ICHEREOREG Lz &0
HHBEINT A — 5

! tmax Chmax AUCo-
s (h) (ng/mL) (ng - h/mL)
7 1/‘:(Ir‘ly=71§]:)$$5 0.750%+0.352 89.35+17.37 230+33
7’1/(5:"127)%5 0.750%0.207 | 90.60+17.58 209+27
mean=*S.D.

TH. Tray Z7ODESEMEE TICTKE LUTHREREORE L
BELT LTy ZE5E OEYFENRSESHER S N,

16.3 20

16.3.1 A~ DD
Sy MIMC-A 184 U I Img kg E RS Lz L &, K
B OMME TR EHI0FICRLBORSREREEZ R L. HILE
DIE . FFlE. BHEAX OB O MBS RERAE L, MRS R RE
L0E»P- 1Y,

16.3.2 M&—RiEEPS@E M
T MIMC-Fm8y Y VIERBIEImg/kg 2 RO E Lz &, K
P REVR S (RRIE L 72 SR TR B K< Z O Craxl 3 A HL
%jﬁEY%J;F@Cmax@%l/ZST@ 2 7‘:4)0

16.3.3 MK —BAEZREPT@E M
AR v MCUC-Fu sy D VIEmBEImg/kg &2 FOKREG Lz &
&, MaR M R OB N O ST REIR X, BRI AT RE IR
ED0.07~0.38f%TH -7,

16.3.4 BEHNOBITHE
BT v MIUC- 18y VL R Img/kg 2 RS LT
& & AL HUSTREEE D AUCo-1d . MEEHHETEEEE D AUCo«
ORI SMETH o727,

16.3.5 EERFEER

b MIEERARBERIILTOEB D TH - 729 (in vitro) .

RINIERE (ng/mL) 0.1 10 1000

MIEEEREEE (%) 54.7+1.7 55.2+0.8 54.7+5.5

[R4L 2 iEIC & 5 mean=£S.D. (n=3)



16.4 X3
TERERRA (66) 12 A 18 % ¥ U iEEEIESE80mg % B ER %5 L 7z
L ZOMFERRBMIE. N-BILEKT7%. N-F X FIEKI1%
(RELAE DAUCH) TH 0 FRBREMIE. 5% %93%. £91% (48
R & T RRERAPFRER) T o 727

16.5 HEtt

16.5.1 A
TR AIC A 18y D v iERESESmg (661) & U'10mg (12f) % B
[EHEC#% 5 U & & 048 & TORELAED RbHERIZ, #
H58063.0~71.8%TH > 70
F 7. B (8f) 1o+ 18y ¥ IEREESE1E10mg % 1 H2[E6
HiE. 7HEIC1EIOFH3EKER O S Uiz & & o RAPPRiERIE,
HERO#RSHREFRBETH >,

16.5.2 /NR
INRT LILF —HEE (10~ 168%. 40~57kg. 6f)IcA a8y Y Vi
FEtE S5 me 2 B 5G L7z & & D128/ £ TOREE D R HE
MRIZ, BEBD61.8%TH > 722,

16.6 HEDERZEHIDES

16.6.1 BHEHE TEE (MIBEFTE AR
TVLTFZUTIT Ty AD2.3~34.4mL/ min D BHLEEE R B E
B OMERERE A A 188 ¥ VI REESE 1 0mg 2 B A BB O 5
Lz & E0MmEHEEERIINTOEBD Th o, BERAL
el U T BHEAE R R ERE O Cmaxl32. 315 AUCIZHISIE T35 - 729
[9.2. 18]

(ng/mL)
10003 o BT TRE (n=6)
] - EERAAA (N=6)

1005 mean=S.D.

o ]

g 103

o]

2 3

Eo1d
0.014

o 12 a3 4885

BB T EE K OEREANICHEREORE L & o MmiEfhR
JEHERS

16.6.2 k&
BiE (T0RDL L) R ORI A T8y ¥ U IEfEESE10mg % B
EFEO#S L & SO MBHBEHBIILTOLEBY TH o7,
BRSO MR SRR EAE <R U Croaxd$91. 365,
AUCIERL.8ETH -7z, tinldliF EB10~ 1R EFETH -
729, [9.82]

(ng/mL)
1000

-o- BiRE (n=6)

100 -o- ZRALA (N=6)
m mean=£S.D.
® 0 #:P<0.05
) (Student D t&TE)
N:::]
=
=

0.1

001 " ff

0 12 24 3 48 | 2m®
B N OB ICEEREOR S Lz & & o mEH R EHES

7. ERPRALIR

17.1.5 BR"EEREEEER (T,

(CHRFE)

17.1.2 BERSE MBLLEEER (HA. 7L OvY I8
B CARZEE (2560]) RIS, 7 b F 7 2 v ENEREE L
CEEREEBRBREZER L. A0/8y YU IEIRIE (SmgdEid 7
FERGE) RO N F 7 2> T 2IVEE (Imgh T VLT TR
7171 )V) 21 H2EIEB RERORES LR, BRERUEED
B R ([ | DL E) 134 a8y O U EERIETT. 7% (87/11261) . 4 b
F7 T IVERE66.9% (BL/1216]) Th o7z F/BMETHS
UBEICBWT, Ay I UERIERr F 720 72V e
ENEBANERR UL (p=0.019 ; UME, p=0.093 ; x*#&E).
BHER2EOR 2R ([REMICHEL U IEA a1y oV ERE
77.2%(95/12361) 7 v F7 = > 7 < )VEEHE53.9% (69/12845) Td -
Too AUNY D UERIEIZ T N F T 2 07 VISR & B RICHE
ERRENED > 72 (p=0.0001 ; URE. p=0.0001 ; x5E)",
RIMEFI RIS 34 0y DV ERRIERE21. 1% (26/12361) . 7 b
F7 = VRE41.4% (53/128) TH > 7zo A0y Y VIEBIERO
FaEWERIE, BRE19.5%(24/12361) Th > 7.

(REREBRICHSZSECRE - KEX. F2. MEZ5HFE. 88
HE R SBHEAIR) )

17.1.3 ERSEME—REER (HA. 7LOvY I
FEEBRBICHEDS 2 5 FED BE (1895 - BE RSB, FEBT20. BM
Z O FEERESON]. FE IR T06I K% 'S TS HIEALBE24651, 539861)
EXRIC, A1y Y VIE#IEI0me/H (1E5mg. 1H2[E]) % 285
REHRE Uiz, BRERBIONT 22T BZ - FERT4.6%
(91/122f81) \ $E£50.8% (31/61471) 2/ %2 S EEREA9. 3% (33/67H) |
SHIEHRS2.8% (28/5301) . BB HMEALIES3. 3% (15/18f) T &
0. ETOEMEIL61.7%(198/32141) Td - 7212,
BIMEFRBUHE1319.0% (74/39061) TdH > 7z FEaglEM X, R
&11.3%(44/390f1) TdH > 7z,

17.1.4 SinE (65mL L) IS BERRRE
AR E TOR MR E (655 ELE) N OERARER1914] (5UE X857
B, 7 UILF—HRAR3G. CARZ3IB. 2> BRI EEER100
BB 2 BIMEFRFEBERIE22.5% (43/19141) TH D . F2EIEH
IZARSI231 (12.0%) « BREKTHE(3.7%) « 8R4 (2.1%) . HHME -
DS D IEIE3ME (1.6%) « B - BHERRSME (1.6%) . & FW2H(1.0
%) FHI2M(1.0%) BIERABREM (1.0%)FTH -7z milnE
2B B EIEFAFBIRIT65HR AN 15.3% (238/1,55561) I b NE A
olze iz EEREINT 2 EMERISSEE MR 25.5% (12/4761) |
T UILF —HE5100% (2/261) . U ARKIZE80.6% (25/314) . FZ/&
FRIBICHED 2 5 BERMET58.3% (49/840) Td - 721, [9.85H8]

(FZULILF—14E8%)

70Oy %)

NEBEET LV -HRRERE (T~ 168%) 20 Ric, Fansyy

HEEE (132.5mg. 1H2[E. & L < k1E5mg, 1H2E) % 5

Wid, XEHEE LTT IR 2208MES Lz, EEHIEETH

BHIROIEB(K Le A, Bit. BH) A2 a7 0BERA» 50D

ZAERICOVWTHDEA T 21T - 72/, 08y UV IFRE

SmgREE 7T L RBHCH LARARE R R LY,

NEBEET VL F —HRRREE 2R E U7z HEaRaiE

B5H EicR [
BB PR (ean+S D) | (meants.D.)|  (EAEA)
FURY Ty R —RTOR
_ (7Tt ARBE-5mgh¥) 1 0.51
imé%tg . 0 | 6l4xlae | -Laizlgg |7 7E SmER) 02
me Pl 1 0.019”
FouR | 97 | 5.91.17 | 0.841.58 -

a) G ER. BIEHORDIEMAT A a7 2 LR L LS HOT
b) & 5 OBR/N_FFI T B WilllamsHE DFGR

BV FFIRERE A 18y O U IEEER . SmgBE12.6% (13/10361) P,
Smgh16.0%(16/100f)) . 77t RES.2%(8/98M) TdH > 7z0 F
0/8% D HERRESmg B TR L - B BIMERIZ. ALTHIN6.0%

17.1 BMERUREECET HR
(ZLILF—HE%)
17.1.1 EBRS MR (A, 7L Ov I§k)

(6/10061) . EIMBREIEINA.0% (4/10061) TH > 7z0
) TR EO/NRICB Y 2R O EIZ1ESmg. 1 H2ETH 5.
17.1.6 EFFFERER (R, 7LOvI8H)

WEET VL —HEREF QL) 2HRIC, TFF IR
B E L —EEMERB 2 EE L7z, A0y Y VIERRE
(5GmgsE X137 T L A%E) R OF F4 b 3 F(30mgsE L 7T R
$&) 2 | H2E4GEMBRERORS LR, RikeliEsEowsE
F([E] DL )3 ANy D U iEREE62.4% (53/8561) . 4 F4 b
3 R56.6%(47/83f) TdH -7z, 10% LT HRIC & 5 ESEEOHK
EORER. FSESHER SN (p=0.018). MIERLEENOLRER
(Z2EICHER LD IEAa)Ny Y U EEE6S.0% (70/10341)
FFY b3 F61.4%(62/1014]) TH -7z, WEEMICHERZITFED
B -7z (p=0.301 ; UKE. p=0.403 ; xHiE)".
BUWEFARBMEE A 1Ny D U IEMEIER29.1%(30/10361) . #+F
B b2 REE30.7% (31/1014]) TH - 7z A8y D VIEBIERE D
FaEERIX. BRE25.2%(26/10361) TH > 7z,

NEBEET LLF—ERKERE (T~ 165, 30kghl L. 3361) 2 X
RIT, Ay Y UEREEIESMg 2 1 H2E 1 28RBS LR, B
DIEB (K Le sk, Bit. BE)GEI 227 OBEMA» 5 0LLE
(mean®S.D.)I3¥52A%-2.08+1.73, #5128 #%-2.41£2.09
THY., HRIIBERTRETHI TSI LB LEL TV,
BIMEFREBSHE1315.2% (5/3301) T > 7o EREIERI. HR
9.1%(3/3361) TH > 7z

(7 bE—MHRIRERD
17.1.7 BR"EEREEEER (R,

70w 78

INET bR EREE (7T~ 165%) Z2X0RIC, A8y D VIR
H(1E5mg. 1H2ME) H 2 W0k, WEEE LT v F 7279
BE RS0 >ay 7 (1E1g. 1H2[E) %2 2EE#S Uiz, FEFHE
HETHA[Z2EX 7 ORBERSH,» S5 OELRE]ICONT
HoBAM 2T oER YN F 72072 VBERS Yoy



TNt B A 1y Y U IEBIEOIEL AL S N7z (95%E X
B _ERRA0.4LR)0,

NRT PR EREE 2R E U7z G BR A

B5H & .
BEH  |EGE (mean=5.D.) | (mean<5.D.) FENTRE R (A B 1)
Funy Yy . BN _FFHDE
HE 152 2.36%0.46 0.78+0.84 (F 084 3> R R
rhFTzV rENFTzvIIVEEE
T IVEEE R 153 2.38+0.44 -0.71£0.76 | #) :-0.08
s4vay s 95%EHEXH - -0.25~0.09

a)REREER, BBRERESAIOZSEA DT 2R E LRS8O
BIEFRRBSERE XA a3y U VIERIEREL].8% (18/152f1) . 7 ~F
T YIIIVBIE RS A v ay TE6.5%(10/15361) TH -7z
8% D U IEERIERECHI L /- E 2 BIMERIE  EARS. 9% (9/15251)
ALTHENN4.6% (7/152451) e OV ASTHENN2.6% (4/15265]) TdH > 7=

18. FEEIE

18.1 {EFRF
Fusy Y ERRIEIR. EBIRNe 25 I VHIRBRETER 22
fERE L. BIbZEEME (ura vy, barRFH,
PAFE) OEEL - WEEHTHHERZ A L. iR EEDE Y T3 = Vi
BEHIER B BT %,

18.2 ZEIB{EF

18.2.1 T RI = V{EA
ZHREFEAEBRIIBVWT, B 27 I VHIZAEITRWERER (Ki
i : 16nmol/L)ZE T 5H, LAHY UMIZBEEICIKIFEAEH
M2 RET. ZOERIGBRBTH -1, £z, ELEY b
ICBIT2E Ry I VFERSERFERISICOMEERZ RS &N
R s hiz¥,

18.2.2 BT LILF—EA
FEEWT LVLF—HERETIL(ELEY b, Ty MIZBLT,
PURFEFIC X 5 ME B0 T T B 2 Ik L7212,
Ty b, ELVEY MIBUAZREERET 714 7F =757
1 T F T — R IHE Z R I L 229,
REFRIETILE Y MIBIT 2 BHESE NN & REMBaORE %
L7229,
i, BLEY MIBWLT, M/MRIGEHE(EREF (PAF) I & 5 %58
B TUE 2 I L2

18.2.3 (EFEmEMEDESE - BRHRIECRIFTHE
Z v MEREREREY> 50 2y 3 2 Ol MH] (ICfE 5 721
mol/L : JRA7 L7 I VflE. 110umol/L : Y=rua 7z =)Lk
2 VIMET VT I VR 26pumol/L 1 A-23187#i#. 270pumol/L :
a8 Y R48/80KIE) T A L BT, T T F R UBRRHERICE
LT, e bMrFErs0aAa Y T2 (ICE ; 1.8umol/L).
b rARFH 2 (ICfH ; 0.77umol/L). PAF (B4 : 10umol/LT
52.8% M. HEEE © 10umol/LT26. 7% MH]) ERERX T+ T—%
—DFEED D VILERZIHT 5 2 LaER SN0,

18.2.4 9 FF 2 uEptHIER
HIEMEER D ST 2 WREEME Y =21, 7LULF
—HRBORE - HEICEE T2 EPHON TN,
Fa8y YU EBIEIX. ELEY hOEREIHERICBVT,
7 4 =)L NELKHEEO ¥ F 5 = > 5 O IUE RS 2 H (ICs0
il ; 5.0umol/L) L7z ZOfERIEHY 7 4 F v )L (SKCaF +
*JU : small conductance Ca*‘activated K'F + % J)L) D&
b2 U7z 5= VBERHIFIERIC K 3 & 2 5N 220,

19_.)3@&*25%3‘(:553‘%&21 EZFHIRIR

FuX% v iEEEE (Olopatadine Hydrochloride)
==
{11-[(1L2)-3-(Dimethylamino)propylidene] -6, 11-
dihydrodibenzo[b,e]oxepin-2-yl}acetic acid
monohydrochloride
AFR
C2HsNOs - HCI
DFE
373.87
e EER

CHs

CH3

COzH
*HCI

TR

HEOHKREXIIEREOHRT, B0, KIFE W,

Pt

FRIHOD THE TR T KIZRREBEIFICL L, T —)1(99.5)
AR T W,

i

#9250°C (53 #)

DECFRE

20.

logP'oct=0.3({IEW : 7T AT 2 AF 2T n-F I % ) —
J/pHT . AEEVETR)

RV EDEE

FANDFERREICH RSB 6NBZENH BN, ThIFEHER

[

22.

£Bb0THD ., HEICHEIZVL,

255

(L Ov70D#E2.5)
[PTP1100%E (10%E x 10)
(7L Ov 70Di#E5)
[PTP]100%E (10%E x 10) . 500%E (108E % 50) . 10008 (108 < 100)

23.
1

—

24,

FERR

FRERIZ A AR EHRR. 1995 29: 4129-4147

HAERE NRICE T 2 M ENREHER (201047 23 H %&GE.
CTD2.7.2.2.1)

HAERL ODSEDEMFAMFEFMEIC DWW T (2010458 10H &R,
ERE R -1 -1-1)

KAZERIIH: EWHRE. 1995; 10: 651-668

KAZERIIH: EWHRE. 1995; 10: 707-721

HNER: MEEAKER G vitro) (2000E12H2H&R. 7
Loy 7 SERREERESEA-T1-2 5.)
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