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@® SERUM AND VASOCONSTRICTORS INCREASE PAI-{ PRODUCTION AND mRNA IN
CULTURED RAT VASCULAR SMOOTH MUSCLE CELLS. G Spedf®, P Quax®, F
Andreottl®, T Regan® , J Antonlw*, A Maserd ° and C Kluft®, (intr. by C Brugnara)
Cardlovascular Unit, Royal Postgraduate Madical School, London, U.K., and TNO Gaubius
Institute , Lelden, NL.

Earfler reports have suggested that a plasminogan activator Inhibtior (PAT) activity Is
assoclated with smooth muscle cells (SMC). We have tried to ldentity and characterize the
PAI activity present In the supematant of cultured rat aorta SMC and to ascertain whather R
¢an be modulated by serum and vasoconstrictors such as serotonin (SHT) and angiotensin
11 (AlD. .

PAI-1 activity was assessed with a parabolc rate chromogenic assay In medium
conditloned by confluent cuttures challenged for 24hrs with the appropriate drug(s) after
48 hrs of serum deprivation. Northem blot hybridization was periormed In stringent
conditions with a human cONA proba restricted to maximize the homology with the rai PAI-
1 mRANA

5HT 1x10°4 M increased PAI-1 activity In the supematant of SMC cufures from 18.0+3.1

“IU/ ml x mg protein 1o 35.8+4.9 IU / mi x mg protein representing an Increase over controd of
119425 %. 5HT at a concentration of 1x10°5 M was equipotent when compared with the
higher dose. The 5HTInduced Increase In PAI activity was cormpletely blocked by 3x10°7
M Ketanserin. A-Il 1x10°7 M Increased PAI-1 activity In the supernatant from 12.2¢0 1 U /mi
x mg prolelnto 21.412.8 IU/ ml x mg prolein with an increase over cortrol of 75422 %.
10% Calt serum Increased the PAI-1 aclivity In the supematant from 9.9+1.4 U/ mi x mg
protein 10 26.4+6.3 IU/ ml x mg protein (157138% Increase over controf). SUmulation with
10% calf serum and SHT 1x10°4 M Increased lotal RNA ~2.5 and 1.5 times respectively
The signal/ total RNA ratio remained nearty constant. Indicating that serum and SHT do not
specifically increase PAI-1 mRNA, but saveral mRANA specles Including PAI-1,

In conclusion we have shown thad PAI-1 activity and mRNA can be Increased in VSM
cultured cells by stimull which are likely to be present In sltuations Involving platelet
deposilion and the release of platelet-derved mediators (SHT and serum) and In certaln
forms of hypertension (A-l).
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