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CEREBROSPINAL FLUID (CSF) BIOGENIC AMINE METABOLISM 

943 I N  CHILDREN WITH ACUTE LYMPHOCYTIC LEUKEMIA (ALL). 
F.S. S i l v e r s t e i n ,  R. Hutchinson, M.V. Johnston, U. 

of Michigan, Depts. of Ped i a t r i c s  and Neurology, Ann Arbor. 
C l in i ca1 , r ad io log i c  and pathologic  evidence of c e n t r a l  nervous 

system(CNS)injury may be found i n  ch i ld r en  with ALL who have re-  
ceived CNS prophylaxis with i n t r a theca l (1T)  methotrexate (MTX) & 
c ran iosp ina l  i r r a d i a t i o n .  It has  been suggested t h a t  neuronal 
s u s c e p t i b i l i t y  t o  MTX i s  due t o  i n h i b i t i o n  of b iogenic  amine- 
dopamine(D) & serotonin(S)-synthes is  by t h i s  drug(Ca Treat  Rep 
62:1999).To t e s t  t h i s  hypothes is ,  we measured l e v e l s  of homovan- 
i l l i c  acid(HVA) & 5-hydroxyindoleacetic acid(HIAA), s t a b l e  ac id  
metabol i tes  of D & S , in  weekly s equen t i a l  CSF's from 30 p a t i e n t s  
( p t s )  with ALL examined prospectively(Group l ) ,  & i n  CSF's from 
130 p t s  i n  remission. Group 1 p t s ,  22 boys h 8 g i r l s ,  age 2-15, 
with normal pre-treatment HVA and HIAA, received 8 doses of IT 
MTX a t  weekly i n t e r v a l s .  Regression ana lys i s  of HVA l e v e l s  re-  
vealed a gradual  dec l i ne  i n  t he  f i r s t  4 wks(r=-1.4)& a more pro- 
nounced inc rea se  i n  t he  next  4 wks(r=+6.5)(p=.027,t-test compar- 
i son  of s lopes) .  S imi lar  t r ends  were observed f o r  HIAA. These 
changes were independent of age, sex, and CSF p ro t e in  e l eva t ion .  
I n  c o n t r a s t , t h e r e  was l i t t l e  i n t r a - sub j ec t  v a r i a b i l i t y  i n  l e v e l s  
i n  t he  absence of i n t ens ive  MTX therapy;60 pai red  CSF's obtained 
a t  3 no intervals,showed no changes i n  HVA & HIAA. The da t a  pro- 
v ide  evidence f o r  MTX induced a l t e r a t i o n s  i n  biogenic amine syn- 
t h e s i s  and/or t r anspo r t .  I f  t he  l e v e l s  r e f l e c t  a l t e r e d  neuronal 
a c t i v i t y ,  these  observat ions  may con t r i bu t e  t o  an  understanding 
of changes i n  mood, a p p e t i t e ,  s l eep ,&  o the r  a spec t s  of behavior 
which a r e  d is rupted dur ing treatment.  

DDAVP INHIBITS PROSTACYCLIN FORMATION: A POTENTIAL 

944 MECHANISM FOR BLEEDING TIME (BT) CORRECTION I N  HEMO- 
STATIC DISORDERS. Marie J .  S t u a r t ,  Carolyn Ganley, 

Mary Reed, Sherry Boone, Ronald Dubowy, Yamaja S e t t y ,  SUNY, Up- 
s t a t e  Medical Center,  Dept. of  Ped i a t r i c s ,  Syracuse, N . Y .  

A recent  study has shown t h a t  DDAVP normalizes t he  B.T. i n  p l t .  
f unc t iona l  defects .  I n  v i t r o  evidence a l s o  suggests  t h a t  DDAVP en- 
hances p l t -vascular  adherence. We assessed t he  e f f e c t s  of DDAVP 
on pros tacycl in  a s  a pos s ib l e  mediator of these  e f f e c t s .  I n i t i a l  
s t u d i e s  on human ves se l s  revealed t h a t  incubat ion of segments 
with DDAVP .C 6KPGF1, formation. Values of 3.4+0.8 and 2.5+0.7 
pmol/mg were obtained i n  t he  presence of  0.1 and 1 .0 pg/mi DDAVP, 
with pai red  con t ro l  va lues  of 4 . 1 ~ 1 . 0  and 4.021.1 (p<0.01) .  No 
d i f f e r ences  i n  6KPGF1, were observed when segments were incubated 
with DDAVP vehic le  a lone  (O.lyg/ml),  although a t  lpg/ml a s l i g h t +  
i n  6KPGF1,was seen. Direct  assessment of  t he  e f f e c t s  of DDAVP on 
ionophore ( l o@)  s t imula ted  r e l ea se  of  6KPGF1, from bovine endo- 
t h e l i a l  c e l l  monolayers revealed t h a t  a t  lpg/ml both DDAVP and its 
veh ic l e  caused a .C i n  6KPGF1, r e l ea se  (33+18 and 31+16 pmol per 
106 c e l l s  versus  con t ro l  values of 12124E pm01;~<0.?il) . Fina l ly ,  
changes i n  plasma 6KPGFla a r e  being assessed i n  p a t i e n t s  (21.5) 
with p l t .  f unc t iona l  de fec t s  i n  whom DDAVP has been used a s  a 
therapeut ic  modality t o  co r r ec t  t h e i r  prolonged BTs. A .C i n  plas- 
ma 6KPGFla has been observed with mean l e v e l s  of 0.32 and 0.25 
pmol per m l  p r i o r  t o  and 90' pos t  DDAVP respect ively .  These 
s t u d i e s ,  demonstrating an i n  v i t r o  and i n  vivo e f f e c t  of  DDAVP on 
endo the l i a l  c e l l  pros tacycl in  production, suggest a p o t e n t i a l ,  
h i t h e r t o  unrecognized,mechanism f o r  BT co r r ec t i on  i n  hemostatic 
d isorders .  
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A REASSESSMENT OF PASSIVE IMMUNIZATION AGAINST 
VARICELLA. Jean Taylor-Wiedeman, P h i l  i A. Brunell  , 946 Clementina F. Geiser, Lisa Frierson, a$ John 

Connolly. U.T. Health Science Center, Department o f  Pediatr ics ,  
San Antc h i o .  Texas. 

Concern has been expressed about the e f f i c a c y  o f  Var ice l la -  
Zoster Immune Globulin (VZIG) given intramuscularly ( IM) t o  high 
r i s k  indiv iduals  exposed t o  var ice l  l a .  Perceived decreased 
e f f i c a c y  may be due t o  more intensive  chemotherapy and/or 
decreased potency o f  VZIG. Var ice l la -zoster  antibody t i t e r s  
(VZAT) were determined by enzyme-linked imnunosorbent assay f o r  
21 normal adults and 23 susceptibles; the means and standard 
deviations were 0.600 + 0.310, and 0.020 + 0.0153 
respect ive ly .  The seronegative range was-defined as the mean 
f o r  susceptibles +3 SD, <0.066. The peak mean VZAT i n  7 
seronegative VZIG r e c i p i e n t s  was 0.123 and, a t  4-8 weeks, only 
0.066. Thus, the peak VZAT provides minimal l e v e l s  o f  
antibody. Moreover, a second exposure f o l l  owing the usual 
incubation period would require  an addit ional dose o f  VZIG. I n  
contrast ,  11 seronegative pat ients  who received intravenous 
transfusions o f  p l a t e l e t s ,  white blood c e l l s  i n  plasma, o r  
plasma alone had peak mean VZAT o f  0.310. For 919 pat ients  the 
duration o f  seroposi t iv i ty  l a s t e d  4 weeks and f o r  2/5 as long as 
12 weeks. Much higher peak t i t e r s  o f  antibody were achieved 
than by I M  VZIG (p 0.01 > 0.02) which might fur ther  reduce 
morbidity.  Larger volumes o f  antibody could be given IV than 
IM, there  i s  less pain, and thrombocytopenia would not be a 
deterent.  Development o f  an IV  VZIG preparation would appear t o  
have a greater 1 ike l ihood o f  reducing morbidity from var ice l  l a .  

DESMOPRESSIN (DDAVP) FOR MAINTAINING HEMOSTASIS AT 
947 SURGERY IN HEMOPHILIA A AND VON WILLEBRANDf S DISEASE. - - ,  

Ind i r a  Warrier and Jeanne M. Lusher Wayne S t a t e  Univ. 
School o f  Medicine, Chi ldren 's  Hospi ta l  of Michigan De t ro i t .  

Desmopressin (l-deamin0-8-d-arg%ne vasopress in ;  DDAVP) r e -  
s u l t s  i n  a t r a n s i e n t  i nc rea se  i n  a l l  F VIII components (VIII:C, 
VIIIR:Ag, V1IIR:Cof) i n  normal sub j ec t s  a s  well  a s  i n  those  with 
mild hemophilia A and von Willebrand's d i s ea se  (vWD). In ad- 
d i t i o n ,  t h i s  s y n t h e t i c  agent e f f e c t s  a t r a n s i e n t  normalization 
of t he  b leeding time (BT) i n  persons with vWD type I ,  and p a r t i a l  
co r r ec t i on  i n  type  I I a .  We have given desmopressin t o  25 i nd i -  
v idua l s  undergoing surgery  (14) o r  ex t r ac t i on  of  permanent t e e t h  
(11). Three sub j ec t s  had moderate hemophilia A while 22 had vWD 
type I .  Desmopressin was given i n  a dosage of 0 .3  ug/kg, I.V., 
30-45 min. p r i o r  t o  surgery. Those undergoing o r a l  surgery  were 
a l s o  given EACA, 300 mgm/kg/day f o r  7-10 days. Hemostasis was 
maintained i n  a l l  25 sub j ec t s  and none required  blood products.  
Desmopressin appears t o  be a s a f e  and e f f e c t i v e  a l t e r n a t i v e  t o  
t h e  use  of blood products  i n  c e r t a i n  i nd iv idua l s  wi th  mild-mod- 
e r a t e  hemophilia A and vWD. Pa t i en t  s e l e c t i o n  should be made on 
t he  bas i s  o f  1) t h e  p a t i e n t ' s  usual  ba se l i ne  F VIII l eve l ,  2 )  
na tu re  and ex t en t  of  surgery  t o  be done, 3) type  of  vWD ( i . e .  
appropr ia te  t e s t s  should be done t o  exclude vWD types  I I b  and 
111), and 4) response t o  a t e s t  dose of  desmopressin. Desmo- 
p re s s in  i s  p a r t i c u l a r l y  u se fu l  f o r  su rg i ca l  procedures i n  which 
it i s  an t i c ipa t ed  t h a t  a r e l a t i v e l y  shor t - term normalization of 
F VIII and BT w i l l  s u f f i c e .  I f  r e p e t i t i v e  doses of desmopressin 
a r e  given, one must be aware of  tachyphylaxis,  a s  well  a s  t he  
p o s s i b i l i t y  ( a l b e i t  s l i g h t )  of  hyponatremia and f l u i d  overload. 

HYPERACTIVE PLATELETS ASSOCIATED WITH STROKE IN 
CHILDREN. Ind i r a  Warrier and Michael Nigro. (Spon. 948 b y  Jeanne Lusher,) Wayne S t a t e  Univ. School o f  

Medicine, Children'  s Hospi ta l  of ~ i c h i - g a n  De t ro i t .  
We have i nves t i ga t ed  p l a t e l e t  a c t i v i t y  i n  13 chi ldren (mean 

age 11 y r s . )  who had one o r  more episodes  of  unexplained s t roke ,  
with ar ter iograms reveal ing medium s i z e  a r t e r i a l  occlus ions .  
Six  ch i ld r en  had no a s soc i a t ed  r i s k  f a c t o r s  whi le  7/13 had one 
(migraine, hyperlipidemia, m i t r a l  va lve  prolapse ,  o r a l  contra-  
cep t ive s ) .  P l a t e l e t  a c t i v i t y  was assessed us ing e l ec t ron  micro- 
scopy (whole blood TEM p l a t e l e t  funct ion t e s t )  and p l a t e l e t  ag- 
gregometry. The TEM p l a t e l e t  funct ion t e s t  showed p l a t e l e t  hy- 
p e r a c t i v i t y  i n  11 of  13 sub j ec t s ,  with a marked s h i f t  from round 
o r  abo r t i ve  forms t o  spread forms and inc rea se  i n  spontaneous 
p l a t e l e t  aggregates.  - - 

~ o u n d / ~ b o r t .  Dendr i t ic  Spread Aggregates 
Norma1 (100) 10.2 + 8.5 80.5+ 6.2 9 . 7 +  5.7 <50 
Pa t i en t s ( l 3 )  7.695 6.5 43 .430 .6  48.9z25.2 63 .5~27 .8  
In c o n t r a s t , p l a t e l e t  aggregometry us ing decreas ing concentra- 
t i o n s  of  ADP and epinephr ine  showed hypo o r  normo-responsiveness 
i n  t h e  major i ty  (11/13) of  p a t i e n t s  s tudied.  This  may r e f l e c t  
i n  vivo ac t i va t ed  & 'exhausted'  p l a t e l e t s  being r e f r ac to ry  t o  
such agon i s t s  i n  v i t r o .  

Seven of 11 ch i ld r en  with marked p l a t e l e t  hype rac t i v i t y  who 
received small doses of  a s p i r i n  and pe r san t ine  had normaliza- 
t i o n  of p l a t e l e t  a c t i v i t y  and c l i n i c a l  improvement. We conclude 
t h e r e  i s  a r e l a t i onsh ip  between p l a t e l e t  hype rac t i v i t y  and 
s t roke  i n  chi ldren.  Aspir in  i n  small d a i l y  doses (80 mg) may 
prove u se fu l  i n  prevent ing r ecu r r en t  micro i n f a r c t s .  


