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9.3 FFiEREEEE
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9.5 §F4%

TR U L T WA ATREME D & 2 & PEICIE. 168 L O A MR
faktEZ S SHE I NBHEEITOARETE L,
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B EOBERER ORANEDOERIEZEZE L., RO U
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HAROKREMINIIHIS#®E SN TV 5,

9.7 I©NRE
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1. 8lEA

ROBWERND 5N T ENHHDT, B HoIciTn, B
MRS BN BAIIR G 2P IET AR EEYNEETO T &,
1.1 EXAEIER

11.1.1 BIGERTR. FFHEEREE. BE (WITNBHEELRH)

EIERF 46, AST. ALT. 7-GTP. LDH. Al-P® I 5% % {F > fFE
RERE, HENDSOND I END D,
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Kt Jif - BHER, O X | UK #H (H
PiER 2 [T [3
)
MEER A PR, MRS, ONZ - O | g
g LT MRS | AR - T, M
VJ. BHOTHE




S5%LA L | 0. 1~5%Ai 0. 1%A i BN
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(ALT. AST.
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12. BRREHRICRITTEE

AR OEEIZ, TV ERNRKISEMHEIL. 7 LIV > OfER
ICXEEFRT DT, 7 LIV D ERNRIGRE % EiET 2 i A Al
EHRELRWT &,

14. BRALEODIE

14.1 EFIRMAEOEE

14.1.1 PTPE2OHEFNIPTP — WO L TIRAT 2L 51
B BHZE, PTPY— b OBEKICE D, BENEA TR Bk~
FIAL. BICIZZFEL 2B I L THIBRRSOEERGHHE 2 085
THZEND D,

14.1.2 RENIHFEO LICOVTERZFZ M I T2 EHET D20, K
BLUTIRHAWETH S, /2. KTIRATSHIEDHTES,

15. ZDMDFE

15.1 ERAR{ER ICED < B8R
REBRIIBH S5 M TR WA, 0Ny 2 U R G0
MBEZEDFIEDI A 5 NIERI D HE SN TN S,

16. EAEHEE

16.1 MAEE

16.1.1 BEEI%E

M KA

feEERR A Btz 08y //ﬁ@ﬁﬁfmSmg&UlOmgé@ﬁTﬂi@
n‘%l:l&%a)bt&%@ml”ﬁqﬂﬁ%ib ENTA—FIEZLLTFDEBDT
Hoiz.lt

FEHER A B I AR 142 5 L 72 & = ORMBIRE/S S5 A—%

16. 1. 3 EYZHIRISMHHER
(Fang 2 1grEDgEEmMe [~—71)
F o)Xy P HE#EODSSmg Th—"7 ) &7 L Ow Z70DEs%E, 7
OZXF—N—iEickDENEFNLE GFony Y UHBHEL T
5mg) fERERRAS FICHI R BRI OHS Ok L THIRA &K U/K TR
) LT RECARREZHE L. 155N/ EMEHRE/NS A—
% (AUC. Cmax) IZDWTIOGEHEX A THEHRIT 217 - 724
. log (0. 80) ~log (1. 25) DN TH U. WA D EYFHIFEM
iR I Nz Y

(1)7k7x L THRA
(ng; mL)
120 1
—o— 1A ONY Y U OD S5 mg Th—7)
100 | —— 1710y Z0DEES

mean+S.D., n=12

80 1
ifiL
i
H 60
b
J
40 4
20 1
04 : ‘ O : o)
0 6 12 18 24 30 36

#E % OKH (b

Y EREINT A —5

B S o | apemmD s
5mg (n=6) 1.00+0. 32 107. 66 +22. 01 326639 8. 75+4. 639
10mg (n=12) 0.92+0. 47 191. 78 £42. 99 6384136 7.1342.21»
a) n=4. b) n=10 mean=S. D.
(2) MR
INRT LILF—HE (10~165%. 40~57kg) 124 0O/)Ny ¥ 2k

HeEomg 2 MR O 5 Lz & S MmiEh M BIEE )N 5 A — 413
DUFDEBDTHo .2
INRT LV F—BEICHERR O U & & ORYBIE/N T A—5

Yy tmax Crnax AUCo-12
B ) (ng/mL) (ng - h/mD)
5mg (n=6) 1.33£0. 52 81.57%9.91 228+20
mean=+S. D.

16.1.2 RiExZE
fEEERR A B BF) T4 Ty 2 R SELF10mgZ 1 H2[H6H
fl, 7THERI1IEIOF3EREROHREG L&, 4HE ETiTmiEd
REIXEFREIGEL., Cnad3HEREDHEGREOL 14f5TdH > 72, P

HIEINT A—F BENTA—F
AUCo-36 Crnax tmax ti/2
(ng * h/mL) (ng/mL) (h) (h)

FONY D A

OD§ismg [ h—17 231.7+32.9 | 76.33+£20.11 | 1.21+0.46 | 6.87+2.92

7 L0y 7 0D§Es 235.1425.5 | 73.23£17.11 | 1.15+0.69 | 5.84+2.37

mean+S.D. (n=12)
M3 h RN NZAUC, Craxd DN T A—F1E, #5RH ORI, AR ORI A 5L -
RS DB & o TRIZ D M B B,

(2) 7k THRA
(ng/mL)
120 -
—o— A ONY P U EHODEE mg [~ —"7)
—e— 71 w7 0D$E5

100 1 mean+S.D., n=12

ERETSE

S
S

‘ - ‘ O ‘ o)
6 12 18 24 30 36
1 5.5 O WEE (h)

1)
= S
OOSQ‘

HIEINT A—% BEINT A—F
AUCo-36 Chmax tmax ti/e
(ng * h/mL) (ng/mL) (h) (h)

EREVAC ARG i8]

OD$5mg [ h—17 | 228.5432.4 | 75.53£17.38 | 0.83%+0.16 | 5.57%2.21

7 L O 7 0D§E5 231.2435.2 | 81.09£23.19 | 0.83+0.43 | 5.90+2.99

mean+S.D. (n=12)
Mg EE N NCAUC, CoadBE DN T A—F1%, 5 OFIR, (RO RIUEEK -
B DR BRI & > TR D RENEN B 5.



16.3 9%

16.3.1 FiEE~DHH
Ty MZUC-A Oy ¥ Ui Img/ kg R OHF G Lz &, KR
3 DR THR G307 ITERD SV IHEERE 2R Lz, HLEDZ
n. HT—H;E)\ B ik B O BB D SRR REVR VT, AP BN R E L D &
Mol

16. 3. 2 Ik — B BEPI@id 1%
Fy MZUC-A O/ ¥ R Img/ kg2 R OB G Lz &, WA
TS REIREE I IIE U2 i THRBIK <. £ D Craxt M5 H A RE
PERE D CrnaxDHIL/25TH o 72,9

16. 3. 3 MMi% — RaAE RIS @id 1%
IR S v MTUC-F Oy 2 U EEE Img/kgZ R OH#KG Lz & &,
Ji VE ofi 55 v B TRRLAR PN O BCS RE SR VT, AR If 5 P RO RE R
0.07~0.38(5TH > 1z,

16. 3. 4 BEHRADBITH
BAWD T v MCUC-F oY ¥ Ui Img/kgZ R R E L - &
=, A RETHEIEE DAUC)-old. L5 S U EEIE E D AUC)-00 D
L SETH 2.

16.3.5 ZEAKAE
b MIEEARKARIZUTOEBOTH o7~ (in vitro) .®

I (ng/mL) 0.1 10 1000

MEFEAREER %) 54.7+1.7 55.2£0.8 54.7£5.5

PR 2B &K B mean+S.D. (n=3)
16. 4 a5t
fREER A (661) I T)/Ny 2 iR E80mg & B % 5. L /=
& EDIMBFEPRBYNT. N-BLAEK7% N-F / BEAFILERKLE Gk
ZAbik & DAUCE) ThHO. RIPRHPNT. &453%. F1% (48FF
ME TORBRPIEME) ThHo/L 7
16.5 HEft
16.5.1 BEA
fRERANICAT)NY D B SE5mg (66]) & O10mg (1261) 2
HERROEE Lz & & D48 £ TORLLIAD R PP RIZ, #
L5 8063.0~71. 8% TH > /=,
F/z. BEERA @F) ATy D HHEEEFELR10mg 2 1 H 2[A16
HR. 7HHICLEIOFH3E KERD#E L & & ORP PRI,
HERO#EBERBETH> =0
16.5.2 /©g
INET LIVE—E#BE (10~165%. 40~57kg. 6f1) 124 0/8y P Ui
fetisEomg A BEHR G L /- & & D128 % T ORZBbAD R
#id, BERED6L 8 TH 7.2
16.6 HEDEREFTHEE
16.6. 1 BHEEETEE (MRSBHTEARD
VLT FZUT 52 AN 3~34. 4mL/min D BEHEE R B E &
OMEEERL A (%661 1A B /NY 2 R §E10mg 2 5] & 1% Bi Al R
OG5 LEE, @ERAEHERL T, BHEAEK FEE DCnaxld2. 3
5. AUCIFISETH - 7=.99 [9.2. 1BH]
16.6.2 SihE
EnE (T0RRLA B ROMEREERR A (%661) o0y o K
10mgZ AR O G Lz & &, SfdE OmighiEd. fERAIC
FEENEHEB L. Coaxl3HIL. 3f%. AUCIIHIL 815 TH o 720 il
BEDHI0~1IMEFAETH > 7.9 [9. 85HH]
16.8 ZDfth
(AN 2 18REIE0DEE2. 5mg T h—7 1)
Fo)8% D EEEHODSE2. 5smg [h—"7) 13, A0y 2 s
OD#Ebmg [h—17 ) ZEAEMFIE Uz & &, EHEEE S &b
SN, EWFERICR% E AR I NY

17. ERFRRIE

17.1 B RORESM(CEAT 5558

(FUIVF -8R

17.1.1 EINSEMALLESEER (BAA. A 0O/Ny D UIERHEER)

WERTY LILF—SKEE QU ZWRIT. FFY NI REXE
HE L EERKEGBREREL 2. F 08y D IEE (GmgiE
XTI R FUOAFH IR @0mglEXid 7o ReE) #1H2
EI4EREROIREG LR, Rk elEEokER (IMhE 2
) 3oy O UHEEE62. 4% (53/8561). A FH kI K56.6% (47/
83() THo7z. 10% LT SR D FLEMNOBEDFER, RIZEMN

Iz p=0.018), WHEREEOLREE (MaMficiER L))

340Ny D HEEEE6S. 0% (70/1034)). AU 3 K61, 4% (62/101
) Thorz, MEEMICEEEZIRD SN > (p=0.301 ; Uk
&, p=0.403 ; % 27E).

BIVEF BSR4 08y 2 D 3REIERE29. 1% (30/103%1). AFH b
3 REE30.7% (31/1014) TH otz ANy P P EMIERO 32 EIE
PV, HR&25.2% (26/103%1) TdH -7z, 10

(CARFE)

17.1.2 ERNEIBLEEER BRA. FONS D U 1EEESR)

B CAMBEE (566 ZRRIC. ¥ F 7o aiEsEe Lz
EEMLGRBEZERL -, A0y DU GmeiEXid /5t
N RO N FT7 2> I7IVEE (Amgh 7RIV 3T IR 07
V) Z1A2E2EMKER ORGSR, RReRUWEE OwER
(Negsg) Db W3Aony 2 i 7% 87/11260), 7r hF 7«

> T <IVEEHE66. 9% (81/12145) THhotz. E-BMETHHUREIC
BWT, A08F D U NF T 2 IOV & NG E S
EER Lz (p=0.019 ; UKE, p=0.093; x 2RE). HHELEED
TR (MREMICRER L)) 340Ny 2 U IRIEET?. 2% (95/123
B, 7 NFT7 x> 7 <IVEEHES3. 9% (69/128f5) ToH -7z, A0/N%
DUBEBER T N F T L URNVEBE LR ERICHEREENS
Moz (p=0.0001 ; UkE. p=0.0001 ; x %&E).
BRI SBBEE 1IA 0Ny O IR R21. 1% (26/12361), &7 hF
7 x VR4 4% (53/128%1) TdHoiz, A 0Ny D ERBER O E2H
EFVE. HR&19.5% (24/123f) TH 7=,

(REBEREBICHESZSE (B - HER. S, REZTOEE SEM
. SRS HMEIR))

17.1.3 EREIHE—EER A, A0y D U 1ERHER)
HREERBIZES 5 0BHE (5 - KBRS0, FE26], KEZ
SPERESOF. FH MERLEETOB X O IR AL BE24/51, 513981 72 it
Bz, Aoy D EHEEEI0me/H (UEl5me, 1H2(E) Z 2iE M K 1E 1
H U7, SRERBICHT2EFIZ. B2 - KERT4 6% (91/122
%), FE3B50. 8% (31/6141) . FZR§T D EEAEA9. 3% (33/67H1). by
H¥52. 8% (28/53%1). LB HIMEATLHESS. 3% (15/18%1) THV. 2K T
DAENZRIZ6L. 7% (198/321f) TH> 7=,

BIVEFAFEBUEEZ19. 0% (74/39061]) ToH oz, EREMEMAIL. IREK
11. 3% (44/390%1) TdH o7z, 12

17.1.4 SipE 65LIL) (CHITFDBERME
KB ETOERE 65 E) ~OfHREBR191E] (K55 E57
B, 7 LIV F—tamK3B], U ARKE3ILN. T S M EEER10041)
2BV B EIEAFERIZ22. 5% (43/19141) THO. EAIWEMAIIIRE
230F (12.0%). R G.7%). MEE4rE @ 1%, BEEm - S OF
BESME (1. 6%). BEJ - BHEERRSME (1.6%). o FEW2M: (1.0%). Rtk

(1.0%) . MoEsAphER2f: (1.0%) ZTh-o7-. @& ITBIT28IEM
FEIHRII65/%AIM15. 3% (238/1, 555) IZLbNFEMN Dz, Fiz. EilE
RS ARG E L E25. 5% (12/4761) . 7 LILF—MER4100%

2/261). U ARkiB80. 6% (25/3141) . FRIGRBITHES TS ERART
58.3% (49/84f5) TH>7=.1 [9.85MH]

(FLILE—Ea%)

17.1.5 EBRNZEERIEESEER (NL 0O/ 2 UIERIESR
INEEENET LIV F—ERREE (~165) 2RI, Aoy o >
W (1E2. 5mg. 1H2EL &L <131E5mg. 1H2[E) ™ B 5 Wi,
R E LT S R225AMEES Lz, FEMEEATHS T5£0D3
FH (KU &t B A5tRa7 ogin s o kE) i
DWTHSEMT T o 2%, ANy P s mgl: 75t
AR LA BERtEE R LT

INSBAETE T LV P — SR A % & U 7 P Bt

b 5l A& FRATRE
BB R enis D) | (meants.D.) LS H)
FONRY DY BI—RYIOE o .
B | 100 | 6l4xlad | L1199 | LT EAHE e A 0.51
sme/L Dl £ 0,019
7TItR 97 5.99+1.17 | -0.84+1.58 -

a) HEHEER, BERNOBROSEMATADY 2HERE L3O
b) AEEEREOR/N TR % WilliamshiE O R
BIVE RSB I3 A O )XY 2 HREEIE2. SmghE12. 6% (13/1034) 1),
5mghE16. 0% (16/100%1), 7S5t REES. 2% (8/98f) TH-o7=. A 1/%
5 DS meBE TR L - EAREIMEA L. ALTHENG. 0% (6/100
B, FmERESE 4. 0% (4/10061) T o /=, 1919
) TR0/ B B AA O KGR R EIZ1E5mg, 1H2ETH 5.
17.1.6 ERFEEREER (NN FO/NS D UIERIES)
NS LIVF—EREBEE (~165%. 30kl k. 3361 Z&f5
2, O8Ny Y KR RIS mg %1 H 2 120A B 5 U k50, S o3
E# (K Ui, &3 S5 G237 0B S 0L(LE
(mean=S.D.) 13#52@#%-2.08£1. 73, #5121%-2.41+2.09TH
D, RIS EGKTREE THITT 2 2 ER<EEL Tz,
BV FEBISERE 115, 2% (5/3361) Td o7z, T/REIWEML. HIR. 1%
(3/33%1)) THo/=.10



(7 bE—TEREER)

17.1.7 BRZEERIEESER (NE. AOnsy 2 UiERIgTR)

INBY FE—MEREREBE (T~166%) ZMBIT. F0)NY D UHEIEE
(1[E5mg, 1H2[E) HDWNIE, MIBEE LT b F 7 2 7 <IVEH
RS1oy 7 (1Elg. 1H2E) #2EMIEE Lz, FEHMIEE T
BB [ZIER DT ORBEL SN S OELE] [2DWTHES
WETORER. # " F 72> IRMEBE RS A0y FITHT 54
El)/\° & D U OIS REE S N7 (95%(EHEIX R D _EFRAN0. 424
™o

INRT b E— R A R & U T Hik Bt

N o 5l p3(a - a

e b1 SiE BiIEL (mean+5,D.) (me;;iS.D.) fRMTHESR (Lo Bre)
FOny YR | 152 2.36+0.46 | -0.78+0.84 | RN_ELHDE
PE—— (?\‘D/\“ﬁi‘/iﬁ@;gﬁ%

i/ i _ INFT7 27OV - -0.08
SV 153 | 2.3840.44 | -0.71+0.76 O5UEHIRH : 0. 50, 09

a) BEMEER, BRERGMOZTOEATT ZRERE LS HIT
FERREMEE A O/NY O O EERIER1L. 8% (18/15261), 7 hF
T IRV RS > 0w 7#6.5% (10/153%1) TH-o7z, 40
NG D R CRE L2 ERRIER. EIR 5. 9% (9/1524).
ALTHENN 4. 6% (7/1525) K TRASTHEMN 2. 6% (4/152(5) TdH o 7=, 10

18. EEXNIEIR

18.1 1R
FONY D UHEIEEL, SEIRME Xy 2 CHISSURETER & 1
AEL., BiclkHEmEpE (a2 kYT, bO>RFH 2,
PAFZ) 0L - HEMEER 26 L. MREEMEY T+ i
EHIHEIER S H T 5,19 ~29

18. 2 EIEEF

18.2.1 i X% = kR
ZREREEBICBWT, B2 I CHIZAKITHRWIERIER Ki
i : 16nmol/L) ZHT B4 LAZAHY OMiIZAKICITIEE A EHM
ERET, ZOEMLBIRNTH /=, £/, BILVEY MBI
ét?%i>%%ﬁﬁﬂ%&mt%mﬁ¢ﬁé%?:&ﬂ%%én
7—:0 18), 25,

18.2.2 RERMIIAT VILF¥ —1EHR
EBROT LIV F—HERETIV (BIVEY M. Sy b)) ZBLT,
PURGAFEIC K 2 15 5 i 1 7T S 2 i U 7z, 200.20.28)
Ty b BIEY NCBIRZHEEETF 71 7F—T7F 7«
T F 2 — VLB 2 iR I U 2 2930
ﬁaiﬁ@%{/ﬁ?&w% v MT BV 2 3 R SGE I & S o 1248 2 4
HI L 72,88
iz, BILEY NTBWT, m/MGEHEERT (PAF) 2L 25558
WS TUE 2 I L 7=, 32

18.2.3 LA GEME DEL - BEEBIRICRIFTHE
Sy MEEREMEN S DAY I Ol EME JCsfl : 721
mol/L: JRE7ILT 2 i, 110 umol/L: ¥ =07 = =)Wk
TMIETIVT I R 26 L mol/L : A-23187#I#. 270 £ mol/L : I
DN T R4A8/80HIE) THEEBIC. TIF RUMBARBRICERL
T. b bfpERhrs0O44 3 U T (ICsff s 1.84mol/L), kO
>RFH > (ICsofl : 0. 77 £ mol/L). PAF (B’ : 10 £ mol/LT
52. 8%, H#EE 1 10 £ mol/LT26. T4 HIEEAT + T—4 —
DELD D VLEEEZIHT 2 2 DRI Nz, 1922

18.2.4 & ¥+ =B HI1ER
MR R AR S RS DR EEME Y FF =208, T LIV F—
TEEBDOTIE - WEICHE TS 2NN TNS,
Aoy Y U, ELEY FOFLAEIMERICIBNT,
7 4 =)V RBLNNEE O & F 3 = 2 B 5 O I K k2 #H (ICso
fii 5 5.0mol/L) U7z, ZTOEHIZAY I LF v IV (SKCaF v
%)V : small conductance Ca’*-activated K*F + %J)L) DOiEME(L 2%
MU 78 FFZ D EHMEERICE 2 EZ 2 6N /.2.29

19. HHMSH BT ZELFMME
Mt - CHs
N

~

CHs

Q) | ()
(6]
— 4 - FONE D HEEEYE (Olopatadine Hydrochloride)
k%4 : {11-[(12)-3- (Dimethylamino) propylidene) -6, 11-
dihydrodibenzo [b, e ] oxepin-2-yl} acetic acid
monohydrochloride
(1 C21H23NOs - HCI

CO2H
- HCI

7T 1 373.87
PR BAOKE IR SMEOM KR TH D, FEEITHD THET

T, KIZRREITICK L, T /=)L (99.5) 1IZHidT
RFIZ< W, 0. 0lmol/ LI ICIA T 5. 1. 0g% 7K
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