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Oesferrioxamine (DF) has recen t l y  proven t o  be extremely e f f i c a -  
cious i n  inducing i r o n  excret ionwhenadministered as an I V  o r  SC 
in fus ion.  To determineappropriate IVdrugdoses f o r  thalassemic 
ch i l d ren  o f  d i f f e r e n t  ages, we performed 17 dose-response studies 
on pat ients  from 5 t o  26 years o ld.  Each c h i l d  received 4 one-week 
courses o f  I V  DF a t  doses o f  20, 40, 60 and 80n]/kg. Three ps- 
t i e n t s  received SC DF by por tab le in fus ion  pump a t  20 nlg/kg over 
8 hours f o r  one week and 16 hours another week. A t  20 mg/kg, drug 
e f f i c i e n c y  (u r ina ry  i r o n  excret ion/ theoret ica l  maxinum excret ion)  
was 55% i n  the youngest group but  f e l l  r a p i d l y  as the dose was 
increased. I n  con t ras t ,d ruge f f i c iency  was 86% i n  pa t ien ts  over 
11 years and dropped o f f  s lowly t o  62% a t  80 mg/kg. At the same 
dose, SC DF given over 8 hours was shown t o  be almost as e f fec -  
t i v e  as 16 hours SC and 24 hours I V  OF, permi t t ing over-n ight  
SC admin is t rat ion.  Thus, drug dose and route o f  admin is t rat ion 
should be adjusted according t o  age and requirements. 

rs- SC 

11-15 6 34 57 83 100 20 40 28 29 
16-26 5 4 0 6 2 1 0 0 1 1 5  26 58 53 44 
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Pat ients  w i t h  hbmozygous 0-thalassemia o f t e n  havemoderate t o  
severe ep is tax is  and/or a petechial rash w i t h  normal p l a t e l e t  count. 
PT and PTT. For t h i s  reason we have studied p l a t e l e t  fu i c t i on ( l ' 1  F). 
Pre-transfusion evaluat ion included: Duke bleeding time (BT). PFs 
release (Stypven) , aggregation (epinephrine, ADP, col lagen), PT.PTT 
and p l a t e l e t  count. PI F was abnormal I n  13/30 pa t ien ts  (43%) stud- 
led: 10/13had recurrent  ep is tax is  and/or petechial rashes.3had 
minimal symptoms; 13/13 had abnormal aggregation wi t h  epinephrine. 
10/13withADP, and 10/13 w i t h  col lage?; on ly  1 a lso had s l i g h t l y  
low PF,release; BT was abnormal i n  3/13. A t  time o f  study p la te -  
l e t  count was normal i n  a1 1. PT and PTT i n  most; none were receiv-  
i n g  antl-aggregating drugs. Pat ients '  p l a t e l e t s  were iso lated.  
washed by Ard l  i e  b u f f e r  method, lysed and analyzed spectophotomet- 
r i c a l  l y  f o r  i ron .  No i r o n  deposi t ion i n  p l a t e l e t s  was detected by 
t h i s  method. I n  other  experiments, donor p l a t e l e t s  were washed o r  
g e l - f i l  tered t o  render them f r e e  o f  donor plasma; t e s t  plasma was 
then added t o  p l a t e l e t s  and p l a t e l e t  aggregation assays were per fom- 
ed. Normal donor p l a t e l e t s  were abnormal when tested i n  plasma from 
pa t ien ts  w i t h  abnormal PI F; p l a t e l e t s  from 3 pat ients  w i  !ti ab:co~n~al 
PI F functioned normally i n  r~ormal plasma bu t  abnormally i n  "abnormal" 
plasma. Abnormali t ies o f  p l a t e l e t  aggregation are detectable i n  1/2 
symptomatic pat ients .  Our data suggest tha t  the P1 F abnormali t ies 
detected i n  8-thalassemia may be due t o  a plasma i n h i b i t o r ,  ra the r  
than an i n t r i n s i c  p l a t e l e t  defect. 
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As the hct rises above 60% in CCHD, there is an increased 
threat of thrombotic and hemorrhagic complications due to blood 
hyperviscosi ty . Hyperviscosi ty has been attributed to increased 
RBC mass. Since RBC deformability is a determinant of viscosity 
and flow at high hcts, we studied RBC deformability in 22 child- 
ren with polycythemic CCHD and in 10 controls, using a filtra- 
tion system. Filterability is a function of cell deformability. 
Washed RBC's resuspended in Ringer's lactate-albumin solution 
were passed through a 3u polycarbonate filter using hydrostatic 
pressure (at 25*~), and flow velocity was calculated (ul/sec). 

Controls had a mean hct of 413t 2, mean MCV of 87fl+ 2, and 
mean RBC flow velocity of 5.0 ul/sec+.7. Children with CCHD were 
divided into 2 groups: 10 patients with hcts between 50-60: 
(mean 5:3+1), and 12 patients with hcts )60% (range 63-743. mean 
67%+l). MGan flow velocity (3.4ul/sec+.Z) in the group with hcts 
)60% was significant1 y (p=.05) reduced as compared to controls 
and the<60% hct group. The latter had a mean flow velocity of 
4.8ul/sec+.7, which was comparable to controls. All groups were 
similar in age (mean 9.5 yrs), sex ratio and MCV. 

We conclude that RBC's become stiffened when the hct exceeds 
60% in CCHD. Stiffened RBC's may contribute to the thrombotic 
complications observed in these patients. 
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Children with acute lymphocytic leukemia were examined for 
intracranial calcifications with computerized tomography and 
skull x-rays. Of 39 patients in continuous complete remission 
for 6 months to 6 years. 10 had 1 or more subcortical calcifica- 
tions. All patients had received similar induction chemotherapy 
(prednisone and vincristine + adriamycin) and CNS prophylaxis 
(whole-brain irradiation. 2400r.. and 5 injections of intrathecal 
NTX). Maintenance chemotherapy varied. Siwificant association 
between presence of intracranial calcification and total cumula- 
tive dose of systemically administered M X  was found. Among 
age-matched children treated for 21 to 32 months. 1/5 receiving 
< 4.5 gm. MTX had calcification, whereas 6/7 receivinu > 4.5 p. - 
M X  (most intravenoua)developed calcification (p-0.03). Amon8 
thoae treated for 11 to 20 months. 0/5 receiving 5 4.5 urn. M X  
developed intracranial mineralization, as did 3/7 receiving > 4.5 
gm. (p-0.16). Statistical analysis also suguesta that ara-C may 
'contribute to risk of brain injury. Of the 10 affected patients. 
8 had signs of chronic M X  encephalopathy--limp, seizures or per- 
ceptual-motor handicap. Controlled prospective studies are 
needed to broaden these observations and to define the roles of 
brain irradiation and systemic chemotherapeutic drugs in the 
development of chronic nonleukemic encephalopathy. 
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Twenty-seven children, 13 girls and 14 boys, from 1 - 17 years 

of age (mean 6.0 years) with acute I T.P. were randomized to re- 
ceive prednisone 2 mg/Kg/day for 3 weeks or no therapy. A his- 
tory of precer'in.2 infection was obtained in 84.6% of the treat- 
ed groupand92..8% of the controls.. Initial mean platelet count 
for all patients (5 SEM) was 21,00O/cu nun 5 4,000 and did not 
differ significantly in the 2 groups (~7.05). Median follow-up 
time for the entire group was 17 months. 

The median time to attain a platelet count of &150,000 was 21 
days in the treated group vs. 60 days in the controls (p - .03). 
There was no relationship between initial platelet count, age 
and time to response. Of the 24 patients evaluable for long tern 
outcane 5/11 (45.4%) of controls failed to achieve a normal 
platelet count and required treatment, including splenectomy in 
1. In the treated group 2/13 (15.4%) relapsed and 1 required 
splenectomy. 

We conclude that early steroid treatment in acute I T.P in 
children restores normal platelet counts significantly sooner 
than in those not treated and should be instituted at the time 
of diagnosis to prevent early complications. 

T. D. !:isle, .:. ::. Iielson and S. Ryan, Spon. by C. L. 
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lieonatal platelet dysfunction is common ant: correlates 
sith certain neonatal and maternel factors: 

'eeree of Perinatsl Complications Neonatal Sepsia 
Ilatelet Drug of labor +/or :espiratory 
J:rsfulction Xcimi?istrstion Uelivery Tistress 

llone/llild 6/24 5/b O/G 
i oderate 11/24 12/15 1/75 
Severe 5/24 5/5 3/5 
In a?dition, a thermo-labile inhibitor of plotelot accrncat- 
ion wao demonstrated in 9/20 unbilicnl vein endothelicl cells 
(UVICE) extractedby collsjienaoe-IV treotnent folloaed either 
by freeze-~havrine or sonicution. '?he aduition of spermine or 
spornidine enhanced thin inhibition. Perfnsion experiments 
were conducted in which platelet-rich plnnna nos pumped at 
veciruo rateo in a pul~ntile manner either tbrough plastic 
tubinc or vith a portion of thc tubin' replaced 5:r 10-15 cn. 
oectiono of freuh unhilical veins. An 0.7-fo16 overnll re- 
duction in platelet oeerei7atioil -:;as observed ~it1l the insert- 
ion of this venous sepme;it. '!his v;ns txort  prono~inced with 
il)I'-induced ~?rr.~?e!:ntion but rros also ncrn w i t h  ristocetin an& .--... ~ ~~ - 

cpinqhrine. ;cnnnine rind trnnornissioll elrctrnn nicrorr:lphs 
dortonstro tea less ir. :-roctior. betceci! plot.elot,a ollli 
endot1:elial cclls f o l l o w m ~  perfusio~l wsth rfdk cxtrac t c ,  
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