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15 0449 BIOCHEMICAL CC!!PARISON OF INTERMITTENT STREPTOKINASE AND INTERMITTENT STREPTOKINASE 

" 

:' 

1.45 
I 

AND PLASMINOCEN THERAPY 

C.H. Barlow*, V.V. Kakkar, P.C. Bentley, P.S.F. Chan, N.A.C. Jones and r.D. Mistry 
Thrombosis Research Unit, King's College Hospital Medical School, London. 

A comparison has been made of some biochemical parameters during streptokinase and strep~ 
tokinase combined with lys-plasminogen intermittent therapies using a twice a day dosing 
regimen. Results showed that while the fibrinogen levels, fibri n(ogen) degradation pro­
ducts and total fibrinolytic activity appeared very similar there was a pronounced di f f­
erence in t he effect on anti-plasmin levels and on the amount of activator complex formed. 
With the combination therapy the anti-plasmin levels fell to zero and remained at zero 
throughout the therapy while the level returned daily to approxima tely 50% of normal with 
the streptokinase alone regimen . The amount of activator complex formed was much higher 
in the combination therapy and this could explain the lessened side effects observed in 
this type of therapy. 

0450 RATES AND I.!ECHAJ.'HSMS OF CLOT LYSIS DURING VARIOUS STREPTOKINASE (SK)­
PLASMINOGEN (PLGN) TREATMENTS 

P .. J. Gaffney and A. N. Whitaker, National Institute for Biologi c al Standards and 
Control, London NW3 6RB, U.K. , and Prince ss Alexandra Hospital , Brisbane, 
Queensland , Australia . 

Iodine labelled washed plasma c lots were immersed alternately in SK solutions 
(7 . 5-4000 iu/ml) and lys-PLGN solutions (2 . 0 PLQ~ units / ml) and lysis rate s were 
assessed b y release o f the "'I label . The ' composition of the lysates obtained 
during the SK + PLGN and PLGN + SK regimens was studie d by detergent gel 
electro~horesis and by t wo-dimensional immunoelect rophoresis . Lysis rat e s we r e 
also monitored in serum and plasma environments compared to buffere d systems. 
Clots lysed completed in buffere d PLGN during th e SK + PLGN r egime n while t h e 
PLGN + SK r e gimen yielded only partial lysis ; the composition o f the respective 
lysates suggested a more vigorous digestive procedure ( free D dimer a nd fragmen t 
E present) during the SK + PLGN r e gimen . During the buffe r ed PLGN + SK regimen 
the concen~ration of SK marginall y affec t e d l ysis rates while a concen t ration 
of 125-250 iu / ml was found optimal during the SK + PLGN regime n . The se data 
were confirmed when lysis was achieved in serum and plasma using a n SK + PLGN 
regimen and suggested that the inhibitive effec t of fibrin clot lysis was in t he 
order : serum inhibitors , SK antibodies and fibrinogen. Lysis of c lots in s e rum 
or plasma with either regimen always yielded only D dimer-E and its higher 
molecular weight complexes. 

0451 A COMPARISON OF GLU- AND LYS -PLASM INOGENS : BINDING TO FIBR IN AND EF FECT ON LYSIS 
RATES 

A.N. Wh i take r* and P. J . Gaffney , Departmen t of Med i ci ne , Universi ty of Queens l an d, 
Austra l ia and Na ti onal Institute for Bi ological St an dards and Control, Lon don, England. 

Partially act i vated (lys - ) plasminogen (p l gn) exhib i ts a greater affinity t han native 
(glu- ) plgn for fibrin. To comp l ement previ ous data ob t ained usi ng radio - labelled pl gn 
we have stud ied a range of pl gn concentrat i ons, used fu nctional assays (S -2251, casei no­
lysis and binding to lysine sepharose) , ensured that the f i br in i s totally cross - linked, 
correlated affi ni ties of plgn for f i brin with lysis rates when pl gn was activated by SK, 
and compared buffer with plasma and serum systems contain i ng native inhibitors. When 
fibrinogen or plasma was clotted in the presence of pl gn then ly s -pl~n 9ave greater in­
corporation and f as te r lysis ra tes than gl u- plgn. \, hen washed f i br i n was immersed in plgn 
lys - plgn again showed greater affinity than glu - plgn for fibrin, but on transfer to SK 
lysis rates were identical. In the most potent lysiS system, i mme rsion of fibrin in SK 
then transfer to plgn , lysis was slightly faster in gl u- t han lys-pl~n . Incorporation of 
purified glu- plgn into plasma fibrin exceeded thJ t of nat i ve plasma plgn and t he former 
promoted lysis more effect i vely. Bindfng of lys-p l gn to f i brin was the more susceptible 
to inhib i tion by pl asma or serum. The pert i nence of these data to in vivo requirements 
for thrombolyt i c therapy is specu l at i ve , but clea rl y it can not be assumed tha t lys-plgn 
must be more ef fe ct i ve than glu -pl gn, i n promoti ng fib rinolysi s , because of s uperi or 
affi nity fo r purified fibrin. 
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