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0447 BINDING OF MYELOMA MONOCLONAL IMMUNOGLOBULIN WITH FIBRINOGEN AND FIBRIN. 
Andrei Z. BudzynskiX, Stephanie A. Olexa and Bharat V. Pandya, 
Templ e University , Heal th Sciences Center, Philadelphia, PA 19149, U.S.A. 

Blood and plasma c lots are frequently abnormal in patients with multiple myeloma ~ )ev l 
de nc ed by the prolongation of c lotting time, formation of bulky and gelatinous c l ~~s ar 
inhibition of c l ot r e trac tion. It has bee n demonstrated in several multiple myeloma 
cases that the isolated immunoglobulin inhibited clot formation in normal plasma and 
dec r eased the rat e of f ibrin polymerization. In this work a hypothesis was tested 
whe ther these phenome na originat e from binding of multipl e myel oma immunoglobulin with 
fibrinoge n and f ibrin. Blood was obta ined from a patient (J.I.) having IgAA gammopa thj 
with prol onged clotting time and abnormal clot retraction. Washed plasma clots contair 
ed large amount of monoclonal I gAA demonst rat ed by pr ec ipita tion with anti-a or anti- A 
antibodies and by the pres enc e of heavy (65,000) and light (25 ,000 ) polypeptide chains. 
This my e loma 19A was incorporat e d into c l ots re gardless of c rossl i nking and was ex tract 
able. Affin ity chromatography of serum or heat e d plasma on insol ubiliz ed fibrin monome! 
r esult ed in recove r y o f large amount of my e loma monoc l onal IgA, but not IgG, IgM or Ig[ 
The isolated fi brin- s pec i f i c I gA wa s take n up by clots ob tained f rom normal plasma or 
purified f ibrinogen. I nsolubi l ized fibrinoge n bound mye loma monoclonal IgA from plasma . 
Two- dimens ional a ga rose/ pol yac r y lamide s lab ge l e l ectrophor es i s demonstrated the presen 
of a f ibrinogen-I gA compl ex in patient's pl asma. The r es ults indi cate that a mye loma 
monoclonal immunoglobulin binds with fibrinogen and f ibrin, probab l y formi ng an antibod 
antigen comp l ex , imp l ying the fo rma tion of autoantibodies aga ins t the s e proteins. 
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0448 VARIANT PLASMINOGENS IN PATIENTS WITH A HISTORY OF VENOUS THROMBOS I S 

K. C. Robbins ,* R. C. Wohl, a nd L. Summaria, Michael Reese Research Foundation, 
Chica go , Illinois, U.S.A . 

Kinetic met hods will be described for measuring pla sminogen and for studying plasminogel 
activation in human pl asma, using specific synthetic substrates, with different activatf 
species. These studies resulted in the discovery of seve ral patients p l asmas containinl 
variant, o r abnorma l , plasminogen mo l ecul es; these p1asmas showed lowe r observab l e acti
vation rates. Plasminogen isolated from these pl asmas activa t ed with identical ca taly
tic rate constants to no rmal pl asminogen , by diffe r ent activa t or species, but the 
appa r ent Michaelis constant s were 10- t o lOO-fold higher . These data lead to the co nc ll 
sion that the binding properties of the activato r species to the variant plas minogens 
have been impaired. The interpretation of the data in two pa ti ents with ve no us thr(~~o 

sis was possible only in terms of homogeneous populations of plasminogen molecules . 
These individuals have to be conside r ed homozygo us wi th respect to thei r plasminogens , 
and fami l y studies indicate t he possibility of an autosoma l dominant he r editary trans 
mission. The u r okinase activa tion data wit h the variant pla sminogens point to an active 
tion mechan ism i dent ical to tha t pr oposed for s treptokinase , namely the activation of 
pl asminogen by a plasminogen · urokinase comp l ex , analogous wi t h t he p1asminogen ' st r epto
kinase cpmo1ex: 
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