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Abstract

Endothelin-1 (ET-1) reduces intraocular pressure
(IOP) in animals when administered topically. The
time course of IOP induced by ET-1, however, has
not been fully elucidated. We studied the IOP
response to different doses of ET-1 ranging from
107" to 10*M (5 ug to 5ng) intravitreally injected
in rabbits. In each animal one eyes received 20 x1 of
ET-1 solution and the contralateral eye received
same amount of vehicle in a randomized, masked
fashion. IOP was measured by a pneumotonometer
prior to and periodically for at least 72 hours after
the intravitreal injection. ET-1 in 10~* and 10°°
molar concentration elicited a biphasic I0OP

response consisting of an initial rise of 1 to 2 hours
duration, and a subsequent prolonged reduction
lasting for more than 72 hours. 3X10 ¢ and 10-*M
solution resulted in a prolonged IOP reduction
without an early IOP rise. No significant 10P
change was induced by 10-"M solution or vehicle.
Both IOP rise and reduction were significantly
related to the dose of ET-1. (J Jpn Ophthalmol Soc
98 : 935—941, 1994)
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ET 1 &5V ET5REZBOKME, RERIE &
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FrizRFEFG, ET-1 L IREORREHBEFRERE
T2LEbHiC, ET-18#5#%DOBEAF PGE, Z8E L 72D
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4 ~96 B 2 CERORE TFHEA2R L7 (p<0.05~p<
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%3 RREEKTORYISF 4 EiRE
(pg/ml)
ﬁ%’% 8.13+2.53

ET-1(10°M)
5 1 K
(n=6)

3,198.33+3,306.34 ]

Z O RHHAR
(n=6)
ET-1(10-°M)
5 24 Fel
(n=5)

ac;)é\])‘fﬂllﬁﬁ 8.20+1.79

13.33+4.76

2,702.0041,218.27 ]

s Ip<0.05 == Ip<0.01
(Wilcoxon IE{GZFIRRE)

FE(F3) 131 R #EER IR T 3198.3+3306.3 pg/ml
(n=6), FWIRT 13.3+4.8pg/ml (n=6), 24 W,
WEERIR 2702.0+1218.2 pg/ml (n=5), XHH{ER8.2+1.8
pg/ml(n=5) T, WEFE CTHEIR THERICEEL THE
I ER L (p<0.05~p<0.01),

IV # i

MacCumber &3z & D, KAERTIZ ET-1, ET-3 2%
AR B CRRCFEET LI I LAREa N TWw 3,
ET-12.5 ug #FHENICHEAT S &, 24 K ET-
Lok b 3% IREDRTHT 2 2 tBREINTWS, F
A5, ET-1107° 10-%, 10°™M, & 10 xl 2 KEMT
A EAL, 107°M A 90 S REEICET SR
EEREZRDTLEH, BLRHEIZ6RHICEEES>T
Vw5, —7f, MacCumber 5¥DEER T, ET-1 &
B 5HOBEZEE % HEATHEL Tw a0, 5%,
BHOIREES ORI %, 100~10""M, ET-1 &
20 gl (5 ug~5ng) KR TFHEEAL, 30 53~96 I *
TOREESH *BE L - SEOKBRC LY, ET-1#&5
Hicfto TRERICOBMHERELZ S 2 L, BEDET-1
wxtd 5 AR RIGBEROFMFD THL Mz s hie,
Thbb, ET-10 1074, 10°M icBWwT i, BERRS
T 2 BRI Bk B X 4 BRI & 96 REf I B 5T
oK S HEREZEE, 3 X107 107°M T FEEO
HDOELBR LI, 100M TREBB ZREBholz,
ghis FHEfEIC L D, FHORERIE, B THHELE
R oRERG & &2 ET-1 HE{EFEESEEH = U
tz. e, AEIOMBRICEBVLTRIEEOREZE %3
B ey, ET-1 W ANEA R, MmIRRECEEEE5 2
Tz, FARIBEZTE S5 2 EHMHBAL T,

ET-1 OfRE LA & I TRIERIZ DWW T, #2
POWFENHFEZ 6N L, FRIRATE S~ 4 pmol ®
ET-110 gl (0.25pg) HEAK LD, BAHTOEEMEE,
PGE, 0#§n% 5 IRE LRBEL, o, MENE B IS
A F Ay oHMLEIC X DHIEENSE Z £, in vitro
THREOUEEHNH» S ET-1ic kb PGs st & L

HERZ:3E 98% 105

2ZEMnS, 77X F BABEY, £T8 PGEY
ET-1 wxtd 2 KRBRFIG AL L, BHeiREEFOE
WeFzohd, PGE.ORELEABFICOWTIRE L
OFENDY, FELTEKRROEINCLS E3NT
WA Granstam 5V (ET-1#90.01 ug ZH1HE
A~HEE) T, AEIRO PGE, B ZIRE R BEICEL
7oBE (CFt 13 43) T 10.5+2.1 ng/ml (CEHofE + fEi#s
) T, T 0.5 ug D ET-1 2HA L REE T,
EHIRE I 1B ESICEL, FOREAOEKF
PGE, Y 3.2 ng/ml T, MFZFOMEIZIFIZ—ET 5.
2 DOEEROBOIRE LR OFBEFHEOMEEX, 5%
BIUBRESBEDECIZVOLBEES RS, BAH
PGE.BE AL TWwizic bbb 6 ¥, RELAE
i3 Granstam &'"WOFIEWNTEAELE TIE 35 mmHg, &
FERTIZ 0.5 ug WTHENEAT7TmmHg &/METH-
7. # OEHIZIA S HTld 48, Granstam & 'VHHTE
WA L, pressure tranducer & L D HRFE % Y
KHIEL TWE0EHLT, B2k, REBRLEHNE
L T pneumatonometer (2 &k DEIEL TWw 3 7z8, 47
LbEOHEERESHEL T WAlREMrH 5.

—%#, ET-1 REMTFHEARSIC X DRETESET
B ERBICHESR TS, RETHEEFCET 3
ARk THRShTw 3, SEIOEL DFERTIE, ET-
185 24 BRI BT b PGE i3 BICHE L THE
ICEETH -7z, LirL, MacCumber 53X A > F A4
v DORAVE I L - T ET-1 #5%ORE TFE S
Aot ERELTWS, £/, PGslds L S [EnE
EEmokine -6+ L& Tw 55, Taniguchi 5'2
ki, ET-1#5 24 BfgRIcB W T Y S B
KEEBEOEERBD Lo, ThsDHENS, ET-1
BE5BORETRICBWTIE PGs O 4 ® 3 ZEI3/I&
WD EeFEI o5,

Erickson-Lamy &%, +VHARATEN~ 25 pg 25 25
ng @ ET-1 ##5 1L, two-level constant pressure per-
fusion 1= & © FEARGFEDRA 70% O total  outflow
facility &, #fit % (10 % W IRET ORI £ 38 T % 25,
EATHEREREOREMIC oW TREERL Tuiwn,
Ferix, ET-10.5 g (107°M, 20 pl) FTERMTFENEA
#%, HRFE#S steady state i Tk L 7= 24 BEE 12 two-
level constant pressure perfusion |2 L U EARFHEE
(total facility) ZHBIEL, 94%DEEINE D T 313,
—7, MacCumber 5¥it, FRIBTr/ 7774 —%H
WT ET-1 #5#0 total facility Z#lE L7235, BED
B2 holz b#EL TWwa, PGs I £ 2 MIEE
AHEE 2T % &, two-level constant pressure
perfusion 55 Wik b/ V7 74 —ic X DHE S LT
outflow iz 1%, MEMH L EH 0K X &0 pseudofacility 238
FhTwa EfESNEY, /777410 L 50
L two-level constant pressure perfusion {2 £ % D



Frk 6 4F10H10H

HEE, HEOBLICHZ T pseudofacility OBE5 M7E
WL BAREHLTETER L, EFHIWIE LTI,
EERA ONHE I L D trabecular outflow 238N+ 2. %
fo, U MRAREERIC X ET SEBREET 2 2 L 2135
H3NTws, B2PEERICHAVTWERBRTIR, £
REOFZEIBEMTH Y, BAOEEL L EBELL
RoTwad, LBoT, ET1 L3 REOZELWTF
B2 BRI ICRT 22 L 3TER YL, KABAD
ET-1 SBEOFLEICOVWT, SBORMNSLETHS,

ET-1 OIRETH#ERF - L TEATREOE FRH 2,
Bz, Ao 74 b A MY —2& D ET-10.5 ug i
FHRNEAR, 58% OBKREOED 25D 7212, Bk
igs, ET-1 04 2 haEEEERIc L DET2
ERERROETICL 2ATREMRBETE L1, 22
RICBWTET-1 1 ug lFHENEA L D 2L S I
MEETHELCR W EWE, ET ZHEEDSHICHEE
VBEETHHEEEERBICANTY, ET-1ic L 2
72~96 FFHEILL LR T 2 IRE TR IMBE ORI &
ZAREM AR T2 O TRV, —F, RAEREL
B ix ET-1 &S BELET 292 &, HEEREER
BR LRI ET FOMERIGEIFHI A TS Z L®
W, ET-1 Ik VIEEE EE 21T 2EKREERES
NAHATREMEATRIB L T 3,

IRFE TR 1 L SRAEEIRE (Pv) O FRRICE > TH4EL
B55, ET-10 LsBEIRECRIZTHERZHS»T
FEawv, L Lkh s, REERTHD Sz 11 mmHg iz
REIRAETREG, EEBEFRE O TRRIC X b SBERATAE
THB. Lo T, ET-1 T REAIC X 2 ZHLIRE
TREE, F UL THEAREOMNEBARKREOETIZ X
2bDEFZHND,

PGE, i & 2#5k#13, PGE,»HIEMRAKIERICE< = &
Iz X D 4ruhE 3 substance P OfEFIC L 210, RAEMR
THEME %2 BT 21213, SEE2H0.5 g ET-1 BF
BEHBICHRIELEED 1,000 50 PGE.BSALETH
30, REBRTHWE ET-1 0OBARSENS ug Th D
e, EEPBEHONL I LIZERTE 3,
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