—

3T Clo T s R MM g 12 F, Bk
Jy +E L4 75 Clo ( ¥k f2 B 55 A %O,
EiEAEET r RS R Clo e, TS5 MH T
FrEeiD, ok I Tab 2 £ IR 3% 0] | KC1 20
mmol/L i 50L& % Clo Aisih e 5
Bl fn Yoh (FE SEHELE.TE, ~E
HlZ 7 Clo 55 Pra M7t 1% & o, 2 h#sHE
PE 1 umol/L 3|zt %4 KCI 20 mmol/L
WMEL. VUPANE Clo st MM B £ BiE
137 RPA g ILM o, SHEKIRE, &E
5 RFSE AR #Rle X4 Clo g tk i Mk iR,
X5 AngusC-O 2 54 T . 7k Clo BF
B e, 2EMBY, EEALTH £ 4T, AKC
Yedz3s, RIZMIET Clo WHRMEN AHEB
Ty BB PIEE X Clo = 2 55 po b o 4 PR MBS o
TR @, S48 0 L T 1 B

ZRERE, P& Pra 3t PE B B
Rt Clo 3 umol/L 358 % (Fig 3 A),
i Yoh X &L £5 (Fig 3 B). 7 LIZ I RPA
Failml e, 5 BEIH LS. Clo ik
H o, WS WEH Y, ARG ke, 2
th, BIRBEI.

5 LB, RATERAESNE FRES
the S P RALE IR, RSB R—
A A
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ABSTRACT Oculer hypotension was made by

u



http://www.cqvip.com

133

iv 202, MNaCl 2.5 mli/kg in rabbits., On this
model, [-stepholidine (}-SPD: lowered intraocu—
lar pressure when administered topically to the
eyes. The ocular hypotensive action of p 6%
{-SPD was weaker than that of ¢,.5% timolol,
but stronger thar that of ¢,5% pilocarpine. The
maximal actions of the 3drags were similar.
There were no significant changes of pupil diam-
eter and carbonic anhydrase activity after [-
SPD administered, but which suppressed agueous
humor formation. As the ciliary process of the
eye behaves much like the renal! glomerulus,
dopamine increases the glomerular blood flow
and dopaminergic antagonist decreases it, the
mechanism of -SPD in lowering {intraocular
pressure may be related to the dopaminergic re—
ceptor blacking effect of it.

KEY WORDS stepholidine; berbines, intraocular
pressure; carbonic anhydrase; pupil; agqueous
humor timolol; acetazolamide; pilocarpine

ME iv 20% NaCl 2.5 ml/kg (S ERE T 0, AR
AEET4EY Z(-SPORERMEBEESE—3 E
T, 0.5% -SPD AURERIEfERIMAT 0.5% B 1
BERTIRT 0.5% TeE Rk, B3 M-k B BIERS
FB1%$8ik, -SPD EmET,, TWMEEFEE £51
fERI, 1BT40AIR KER, HMNHERENETES
MW RAEEES T,

kM| FemEsan NEREZE. BRE. REESH
I BBk BEDER, iR TR

ZEEMEGF D E M EREYY, £
BET 4 58 (I-stepholidine, 1-SPD) R\ =
B B 20 A W W) 2 Mo 75 (Stephanie intermedia
Loy 4y B iR{F A B, B ZE— &%
ERZEEMR Y, AEMRLE. SRR
HARIRC-D, HREMEEMARRLRE, £
B 1-SPD Py R IRIE E R BRE,

CHAO
HO
QCHs
OX
1-Stepholidine
MATERIALS

1-SPD b @ 20 Lig 2 1 @ R Ffr&.

{it. JB H,PO, I .25 mol/L Jm 3%, 1 NaOH
1.0mol/Lif# pH £ 5.0, AHZEBAARE
FrEery ey, Mg IR (timolol, Tim) HR#7K
(Fieh il 25 ) s L5 (pilocarpine, Pil)
BR#K AL E ¥ E R BE Bt 25 AT
Wiy, T EEn i (acetazolamide) Iyl (|- ¥ 5 E
BT EREHENEEN TR =Z®#H
. BaRABEERIYMELE,

METHODS AND RESULTS

BEREER #w80R, HE2.1+04
kg, REHLE) R 8 4, NERBREREIV3.EY
IR E IR0 30 mg/ke HEFTAREE, F Schigtz
EH B RE, R4 RF 1-SPD(0.25, 0.5 8
1,0%), 254 ER4 A Tim(0,25 & 0.5% )¥0
Pil(0.25, 0.5, 1,0 % 2.0%), HHTHE A
F#371 (1-SPD 48 Fl B8k 403l . Tim & %0 Pil 40
R EK RAR, @ 3min, &K,
It 3 K., WSSy HI iv 20%NaCl 2,5 ml/kg,
L ml/min, EZEFEIZ, 5, 10, 20, 40, 80
0 80 min % V)543 30 min Wl Bt —KWRAE, H
BEREERES BFAKEE, B 5 R EE
1wk JRESMERM.

I-SPD g BERRRE, BRRERESH
WERIER, 0.5% RN EERE F BN
Tim o3& Pil, 1B 3 FhZaTm A M O %A
(Tab 1),

IMHASHENEE K30 R, HE2.2
+0,3 kg, AL 3 M. ARBEKRE B%
) 72 s 0 57 B 7K 5% ¢ B 32 B (fluorescent
concentration, FC), {ER] 5.0% % ¥ &£4 0.5
ml/kg, ARBIT#EBEKRKDZEE, & PSR
BEAT MR BB AKFEE Wl 4 LB ER, #
F O/ MR BRI FHE K E (nA/mm?),
£2HH W fh£2 (FC curve, FCC), 3 #HRE4H
RE—MY, RESHER. (1) MEER
FCC:10 R&, HRENGHERBENEAE
e Edl, BIK—i, EE 1min, 1L 3K,
15 min FMNE KRB IvIELE N, BEX
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Tab 1, Iniraoccular pressure (IOP) afier i—steph~
olidine, timolol and pilocarpine dropped into the
evey of rabbity pretreated with iv 20% NaCl (2.5
ml/kg), n=10, Z+8D, *P>0.05, **P<0.05,
P90,

IOFP (kPa) Maximal

TOFP recovery

before reduction time

medication  of IOP (%) ¢inin)
i-Stepholidine
Vehicle 2,1+0.4 4315 7947
0,25% 1.8+0.4 524 5% 124 5%
0.5% 1.9+0.2 GO+ 7* 207+ 11
1.0%: 1.9+0.4 Tl 4%*" 2944327
Timolol
Vehicle 2.040.5 43+8 95+9
0.25% 1.8+0,2 745" 240+ 8%**
0.5% 1.8+0.4 T3 4" 281+ 21*"**
Pilocarpine
Vehicle 2.0+0.5 43+86 95149
0.25% 2.1%x0.4 E4+8* 156+12**
0.5% 1.7+0.4 58+ 10" 231+5"**
1.0% 2,0+0.5 g2+ 5** 255 1-16"**
2.0% 2,0+t0.3 Tat 40" 2494-9°**

-
n @
L

2.0% Pilocarpine

0 é\?\ﬁ“\
Dj "‘*n.___'*—_.______
&80 “\‘

P
£
P

Fluorescein in antetior ¢

015304560 B0 120 1 300
Time after iv and:um {h:a:eseem {min)

Flg 1. Relative fluorescent concentration (RFC)
in anterior chamber afier i[-stepholldine, tmolol
and pllocarpine dropped Into the eyes of rabbits
treated with iv sodlum fluorescein .5 ml/kg,
{o) Normal RFC, (x) RFC with medication
before lv fluorescein, (o) RFC with medication
after ly fluorescein,
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T 15, 30,45, 50, 90, 120, 180,240 1 200 min
W hL T R FC, 2206y FCC, (2) FH
R FCC myfsm . tod SRR R REBEA
— 2551 0% I-SPD % 0.6% Tim =& 2.0%
Pil), 7505 15 min iv 5L EH, 2 FCC,
SIE# FCC thip Mg i FCC ki B (B
RAEROIVER, (3) BRHLE H X FCC W #
W, X i0dJE, iviEEH. 30 min 5K
AR, 23 FCC, MEE th 3 FCC T
B ELC 7R HER D R RE M,

7 1-SPD AR Tim A, BMARDA B K&
FC E1F# FC Y38 £ REZERI(P>0.05).,
B M AR, 2883 (P<0.05,
0.01). Tim BHy@ FC MEMIER FC I
B 07. 8% , 1Tii 1-SPD MR 22.8% . FE Pil
£H, E?ﬁﬁﬁmﬁ%mﬁssﬁmiﬂﬁ:ﬁﬁﬁm
(Fig 1),

HRBFEHEEOER SRR, &
#E30.8+2.88, S4R9 H. AR ¥R
OO RO RTER IR, BB B8/ N —

CSEF R Tab 2) FHl WX ¥ 5, 60min

RN TE, HREO%, BESE LHKE
ANREHR. HESRRRBE 8 IR
i €O, +H,0=H,CO, R M [AIEH: T

Tab 2.  Effecty of I-stepholidine and scetazol-
amide on the reaction time for full hydeation of
CO, nnd H,0 to H,C0;, n=10, 2+5D,*P>0.05,
s4*P0.00,

Drug (mg/kg) Reaction time (s)
i-Stepholidine
Vehicle ) gt2
10 19+ 2*
50 17+ 2*
100 .14 2"
Acetazolamide
Vehicle 17+2
lﬂ' 44 :t 4‘ LX)
50 635"
106 Tet 4"
Desactivated renal

homogenate To4**"

e a T EY
e ﬁ&- L, . ot
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LEE MR, MR PR R, S
Z B

I-SPDUmEET RS R IE T B H B M, M &
W% B £ B IR A IS 0 ek M 354 ) (Tab 2),

HBAGEE ERiANE I-SPD ppE R
e, RN BRER RN AT 55508
KFEHEEE, 4R RB 1. I-SPD 1 Tim A,
HEELBEER(P>0.05), Pilgk3EgN
7., £11.0%I1-SPD, 0.5% Tim §12.0%
Pil 34, ABHRILERSE 5y 6.120.4,
6.2+0.5f15.94+0.6mm, &% 5 B FLE/N
B 550 06.0+£0,6, 6.1+0.4Ff13.8+0.4
mmo

DISCUSSION

I-SPDMBITEHBEW, BRMHBRE
BFMEI5H. 1.0%I-SPD 70 0,5%Tim 5B # B
&) FC (847 BIEL T % FC & {4 1% 22.8%
27.8%, 187 I-SPD f1 Tim £ w74 # 52 K&
B EE 5 R AT R BRI R e o iR
FEOD, BRIRSH FC SIEX FC LB T RS
29, 9 1-SPD fn Tim 3 EKH H & B
M. 2, 0%Pil WERE, SRS FC MM
B FC{ R 3E2F 4 45 min 5 ()
FCC iy FIRR)SIEHR FCHBE 2 9, £
Pil R #EKEHTIREMEKE K., W8
%51 4% ST R AL i-SPD i) 55 2K 2 LR 7R A

REMZODAN, BRELED S 0E
—¥, SERTHES g, EEAEREM,
E A=Y 323k 5 ST -F h-A: L¢3 I
F 1-SPD R —F £ B hEBH, RIRE
B AR R I T R B R Rk T KA
B HHERETME A, {B Mekki 03108
2 R S M 2L A L 0 U B 1 R R e 3K
BREFNEREERN. B, FXE2ERIHE
T IR N A A S TR,
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