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I n  an attempt t o  e luc idate the usefulness of the BT post ASA 
inuestion, t h i s  t e s t  was done w i t h  other t e s t s  o f  coagulation i n  
30 contro ls  and 77 pat ients evaluated fo r  a possible bleedinp 
diathesis. Coagulation studies included PT. FTT. TT. V I I I  AHF 6 
Am, IX. XI, X I I I ,  p l a t e l e t  re ten t ion  and aggregation. and modi- 
f i ed  I v y  BTs pre and 2 hrs. post 600 a m  ASA. The mean con t ro l  
BT i n  25 normals was 3.6' + 3.2' (3 SD). Fol lowing ASA the BT was 
6.4' 2 4.1' (3 SD). 5/30 " ~ o n t r o l s "  wi thout  bleeding histories 
had abnormal BTs post ASA. I n  t h i s  group. 4 were proven t o  have 
unrecognized von Willebrand's disease 0) and one s p l a t e l e t  
defect. Of the 77 pa t ien ts  studied. 23 had i n i t i a l  BTs t h a t  were 
abnormal (21 w i t h  VWD a d  2 w i t h  p l a t e l e t  defects). Of the re- 
P i n i n g  54 w i t h  i n i t i a l l y  norp.1 BTs, 32 had abnormal BTs post 
ASA. 18/32 had VWD a t  t h e i r  f i r s t  evaluation. In  8/32. however, 
the abnormal BT post ASA was the only abnormality a t  i n i t i a l  
evaluation. On repeated testing, these patient. were a lso shown 
t o  have WD. 6/32 w i t h  s b n o m l  BTs post ASA were found t o  have 
p l a t e l e t  abnormalities. The remaining 22 pa t ien ts  had n o n u l  BTs 
p ra  and post ASA. 17/22 revealed no h e w s t a t i c  abnormality. I n  5 
eventual ly proven t o  have VWD, the BT post ASA was normal. The 
w e  o f  the BT post ASA ra ised the s e n s i t i v i t y  o f  the BT as a 
mmen ing  t a s t  from 35% t o  92% i n  the abnomal pa t ien t  popu- 
la t ion.  We conclude tha t  the BT post ASA i s  a valuable screan 
i n  the n ra lua t ion  o f  poasible hemostatic def acts. 
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Seven h e m a t o l o g i c a l  p a r a m e t e r s  were examined s i n g l y  
and i n  t h e i r  21 p o s s i b l e  p a i r s  f o r  t h e i r  a b i l i t y  t o  
d i s c r i m i n a t e  between c a r r i e r s  o f  t h e  6 - t h a l a s s e m i a  
a l l e l e  and norma l  homozygotes.  When q u a d r a t i c  d i s c r i -  
m i n a n t s  were c o n s t r u c t e d  f o r  each p a i r  o f  pa ramete rs ,  
X HbA and MCV p a i r e d  were f o u n d  t o  y i e l d  t h e  l e a s t  
c l a s s ? f i c a t i o n  e r ro :  f o r  c a r r i e r s  and f o r  normal  homo- 
z y g o t e s .  The " c o s t  o f  m i s c l a s s i f i c a t i o n  w i t h  t h i s  
same p a i r  i s  1 / 3 0  o f  t h a t  w l t h  t h e  b e s t  s i n g l e  t e s t  
a v a i l a b l e .  F u r t h e r m o r e ,  t h e  d i s c r i m i n a t i o n  a c h i e v e d  
w i t h  t h e  % HbA2-MCV p a i r  i s  o f  such h i g h  o r d e r  t h a t  i t  
can  a l s o  be used  t o  d i s c r i m i n a t e  t h e  g e n o t y p e  o f  s i b s  
o f  homozygous p robands  whose p r i o r  p r o b a b i l i t y  o f  
h e t e r o z y g o s i t y  ( 0 . 6 7 )  wou ld  o t h e r w i s e  make c l a s s i f i c a -  
t i o n  l e s s  r e l i a b l e .  We s u r v e y e d  260 s u b j e c t s  o f  t h e  
M o n t r e a l  Greek communi ty ;  t h e  a p p a r e n t  c a r r i e r  f r e -  
quency f o r  6 - t h a l a s s e m i a  i s  0.067.  Surveys  o f  know- 
l e d g e  and o f  a t t i t u d e s  t o w a r d  g e n e t i c  s c r e e n i n q  f o r  6- 
t h a l a s s e m i a  a r e  a l s o  i n  p r o g r e s s ,  t o  g u i d e  i n i t i a t i o n  
o f  mass s c r e e n i n g ,  i f  i t  i s  wanted,  i n  o u r  communi ty  
when f a c i l i t i e s  f o r  p r e n a t a l  d i a g n o s i s  o f  t h a l a s s e m i a  
become a v a i l a b l e .  
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w l t h  ALL I s  o f t e n  unrelated t o  the degree o f  anemla. Thls s e r l -  
a1 study was car r led  ou t  t o  co r re la te  marrow CFU-E w i t h  stages 
o f  dlsease. BMs from 35 normal ch i ld ren  served as controls. I n  
29 ALL pat lents 64 cu l tu res  were done: 14 newly diagnosed and 
untreated; 32 I n  remlsslon; 18 I n  relapse. BM c e l l s  were cu l -  
tured w l t h  and wlthout e ry th ropo le t ln  (EPO) and Included EPO 
dose response curve. CFU-E a t  dlagnosls was s l g n i f l c a n t l y  lower 
than controls, and despite complete remlsslon, values d l d  not 
reach the normal range. The mean alue o f  cu l tures obtained Y; during remlsslon (166 + 47 S.E./10 nucleated c e l l s )  was marked- 
l y  hlgher than the newTy dlagnosed (17 + 8 S.E.) o r  relapse pa- 
t l e n t s  (25 + 13 S.E., pt0.005) but s i g n ~ f i c a n t l y  lower than 
normals (32g+ 44 S.E., pt0.01). An inverse cor re la t ion  was 
found between-CFU-E levels  and X blasts. Also CFU-E d i d  not ap- 
pear t o  have p red lc t l ve  value I n  regard t o  lmpendtng relapse. 
The data lnd lcate that  the leukemlc process I n  ALL Involves the 
p lu r lpo ten t  stem c e l l s  and resu l t s  i n  decreased numbers of ea r l y  
progenitors capable o f  d i f f e r e n t l a t l o n  t o  the e ry th rocy t i c  ser- 
Ies. Although achievement o f  morphological remlsslon Improves 
the f low ra te  t o  t h i s  pathway, u n l l k e  reported studies o f  granu- 
l o c y t l c  colonles I n  cul ture,  I t does not  r e s u l t  I n  complete re- 
s to ra t lon  o f  a normal e ry th ro ld  pattern. 
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Although eoslnophl l la  I s  reported I n  p a r a s l t l c  and other  In-  
fect ions the t o t a l  leukocyte count frequently I s  not elevated. 
Thls suggests a posslble i n h l b l t o r y  e f f e c t  o f  aoslnophlles on 
granulopolesls. Thls study was undertaken t o  examlne the e f fec ts  
o f  monospeclf I c  rabbl t antl-mouse antl-eoslnophl l l c  sera (AES) 
on the colony formlng a b l l l t y  o f  T r l c h l n e l l a  s p l r a l l s  ln fected 
(30% marrow eos) and normal (2% marrow w s )  mlce. Marrow from 
inbred C Black mlce Infected w l t h  T r l ch lne l la  s p l r a l l s  was 
c u l t u r e d 5 ~ n  seml-solid medla w l t h  1) Human Colony St lmulat lng 
A c t l v l t y  (CSA), 2) CSA+AES. 3) CSA+noml rabb l t  serum (RS). 
4) AES alone, and 5) d-medla alone. Iden t i ca l  experlments were 
repeated wl t h  normal mlce. I n  ln fected mice, the number of CFU- 
C / l O S  c e l l s  cu l tured w l t h  CSA was 72 and w i t h  RS, 52. With AES+ 
CSA. the colony number rose t o  157 and w l t h  AES+RS t o  110 (PL 
0.001 f o r  both). The addl t lon o f  AES alone o r  6-medla alone pro- 
duced <5 colonles. These resu l t s  are I n  keeplng w i t h  the fact  
that  mlce, un l l ke  the human, lack CSA produclng c e l l s  I n  the 
marrow and thus requtre exogenous CSA t o  e l l c l t  the ef fects of  
AES. The CFU-C promotlng e f fec ts  o f  AES w i t h  CSA d td  not  occur 
I n  normal mlce. Examlnatlon o f  the colonles by l l g h t  mlcroscopy 
revealed neu t roph l l l c  series. It thus appears tha t  the effective 
reduction I n  eoslnophlles and the p a r a l l e l  Increase I n  neutro- 
p h l l l c  colonles Indicates an l n h l b l t o r y  e f f e c t  o f  eoslnophlles 
I n  malntalnlng granulopolet lc hemaostasls. 
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Agranulocytosls w l t h  eoslnophl l la  I s  known t o  occur. We ex- 
amlned the I n  v l t r o  e f fec ts  o f  AES on bone marrow (BM) cul tures 
o f  2 p a t i e n ? - ; ~ w s l n o p h l l 1 a  (lmnune deflclency. Fe l t y ' s  
syndrane - 35% and 60% eoslnophll is, respectively) I n  comblna- 
t l o n  w l t h  neutropenla. BM's were cul tured I n  a methyl ce l lu lose  
system uslng c a b l n a t l o n s  of human colony st lmulat lng a c t l v l t y  
(CSA) , normal rabb l t  serum (RS), pa t len t ' s  sera (PSI, AES, and 
,+-medla (4). Following are the resu l t s  reported as CFU-C/ IO~ 
c e l l s .  AES RS US d 

CSA CSA CSA CSA PS AES AES a RS 
P a t l e n t A  36 66 28 40 7 52 13 4 18 
Patient B 21 119 18 24 5 32 32 8 12 
Norma 1 50 58 54 48 40 42 40 38 43 
The resu l t s  Indicate that  the add l t l on  o f  AES t o  CSA enhances the 
colony formlng a b l l  l t y  o f  eoslnophll  l c  pat lents bu t  has no e f -  
fect  on normal contro ls .  I n  another experiment. the add l t l on  of 
AES t o  non-adherant marrow ce l  I s  ( lack lng CSA) fa1 led  t o  produce 
colonles, l nd lca t lng  the CSA requirements f o r  the AES "enhancing" 
e f fec t .  The s lgn l f l can t  Increase I n  CFU-C. promoted by AES, 
I n  BH cul tures o f  these pat lents supports the I l ke l lhood  o f  an 
aoslnophr le- inhlb l t lng e f f e c t  on neutrophl le  production. Thls 
suggests a r o l e  f o r  eoslnophlles I n  malntalnlng granulopolet lc  
homeostasis. 
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Serious Pb toxicity in 4 children with sickle cell 
anemia (SS) with blood Pb <8OPg/dl prompted a search 
for asymptomatic Pb burden in a group of 30 children, 
age 3-18, with SSD (27 SS, 3 SC). Blood Pb and whole 
blood free erythrocyte protoporphyrin (FEP) were de- 
termined and the patients divided into 4 major Pb poi- 
soning classes by correlating the results. (J. Pediatr. 
87:824) 21 patients fit the criteria for class 1, 6 
for Ia and 1 for class IV. Two children with Pb levels 
<29pg/dl but FEP values? 190~g/dl do not fit the nu- 

merical classification. P~/EDTA mobilization was done 
on 6 patients with FEP, 60ug/dl and blood lead <40ug/ 
dl who were demonstrated not iron deficient. Prelim- 
inary data shows abnormal Pb excretion in those chil- 
dren. In normal children blood Pb levels correlate 
with the FEP and clinical toxicity. However, in SSD 
an FEP > 60ug/dl can be associated with an increased 
Pb burden despite a blood Pb less than 40i1g/dl. 
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