FHL 447 A10H 865

AR RS I 15 1 7 o b — A REIRE S EEE R DB Y
—FERkfE LR AL E LT—

& H F =+
IR BRI R ERE

2 0#

A/ b —LBEERBEERAEE LT 2 ZHOBRECRETEFECOVTRIIL, &5, 7oFq >~
FF =€ C(PKC) &1/ b= 14,5- =558 (IP;) OEBRI TR L 2 TH 4+ EHEHE LEMA
TR L. BERRECEE PKC 2 MEX 25K LE—LI ) XF— 77— b (PMA) (10 xM)
EANLTLAF /T T D—2ThHH A23187 (15 M) OERMSETRHL A LBETREAEDH, L
L, RIBE® PMA & A 23187 ##tit THRT 2 &, ERLCRETE (RABEES5.0mmHg) 2o 5 h,
TOEALGIRETEG PKCEEA 270 2K > (0.5 M) ORTAE (- £ 05 & hfz, BHE TR
TOPRKCEME IP,BOTEAHET 2 &, AL a— LB TR PEKCE SO LR IP.B0—@MD L5
RO, fVTaTFL/a—L, TERT Y, FEA—ALBETE, TL3IP.E0ELIEn LA
. ZhoDBEERNL, 1/ b —VEGERNRERBBE TS rDBSOTEEM, T & hiz. (BIESE
9 : 865—871, 1992)

F-—T—F A/ - LBEEERBEESR, TS F+—+EC (PKC), 1/ b—I1,4,5-Z 4E8
(IPy), Etkfk bRz, REBEHRE

Possible Mechanisms of Inositol Phosphate-diacylglycerol
Signalling Pathway in the Regulation of Intraocular Pressure
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Abstract

To clarify the role of the inositol phosphate diacylglycerol (IP/DAG) signalling pathway in the
regulation of intraocular pressure (IOP), the effect of tumor promoter phorbol ester (PMA) and Ca
ionophore (A23187) on IOP responses was examined in albino rabbits. PMA stimulates protein kinase
C (PKC) directly and A23187 elevates intracellular Ca®* concentration. In this study, the topical
application of 10 xM PMA or 15 M A23187 slightly reduced IOP. However topical application of both
10 M PMA and 15 «M A 23187 significantly reduced [OP. The maximum IOP decrease was 5.0 mmHg.
This decrease was inhibited by pretreatment with 0.5 4 M staurosporin, a PKC inhibitor. Quantitative
changes of inositol 1,4,5-trisphosphate (IP;) and PKC activity in cultured ciliary epithelia (CE),
stimulated with several ocular hypotensive agents were also studied. When cultured CE was stimulated
with 50 xM carbachol, the PKC activity and IP; content rapidly increased. When CE was stimulated
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with 50 zM epinephrine, isoproterenol or timolol, PKC activity did not show any change and IP; level
declined. These studies suggest that the IP/DAG signalling pathway somehow mediates agueous

dynamic changes in ciliary epithelia. (Acta Soc Ophthalmol Jpn 96 : 865—871, 1992)

Key words : Inositol/diacylglcerol signalling pathway, Protein kinase C (PKC), Inositol 1.,4,5-
trisphosphate (IP,), Ciliary epithelia, Regulation mechanism of intraocular pressure
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