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Histochemical studies of intestinal biopsies in 8 patients 
with severe iron deficiency anemia revealed that 7 had absent 
lactase and 1 absent sucrase, whereas maltase was normal in all 
biopsies. Th? lactose absorption test was abnormal in 3 of 4 
patients in which this test was done. This observation led us t~ 
study intestinal disaccharidase activity in iron deficient rats 
in the post-weaning period. 'Ruenty-two Sprague-Dawley rats were 
divided into two groups. Group I was fed an iron deficient diet 
from weaning (21 days) to 56 days and thereafter was given intra. 
muscular iron. Group I1 was fed a control iron sufficient diet. 
At 21 days of age, 3 rats from each group were sacrificed and 
showed no significant difference in their hematologic values and 
in the disaccharidase activity. At 56 days, 4 rats of each grou] 
were sacrificed and Group I had a significantly lower hemoglobin 
level and lactase activity (7.0 21.2 gm/dl and 0.0003 2 0.0004 
IU/mg protein) compared to Group I1 animals (13.8 2 0.6 gm/dl 
and 0.135 2 0.042 IU/mg protein, respectively). There was no 
significant difference in intestinal sucrase and maltase in the 
two groups. At 63 days, 4 rats in each group were sacrificed 
and no significant differences were observed in these parameters 
rhis reveals that in sane iron deficient children and in rats 
nade iron deficient from 21 to 56 days of age lactase deficiency 
levelops which is reversible by iron therapy. 

ITP in children is an acquired hemorrhagic disorder due to 
excessive destruction of circulating platelets. Most children 
have acute self-limited illness, however, 10-20% develop a 
chronic disease. A method previously described (9 50:137, 
1977) was used to measure PAIgG in our childhood ITP cases. 
Serial PAIgG values were obtained during the clinical course in 
some cases. Platelets from controls and ITP subjects were re- 
suspended in 0.05 M citrate buffer and gel filtered through a 
sepharose 29 column. A known quantity of washed platelets was 
assayed for PAIgG using the Fab anti-Fab immunoassay. Results 
were expressed as nanograms IgG per 10' platelets (ngIg~/109 
plts). Mean PAIgG value in 7 acute ITP children was 12,552t8874 
ng1g~/10~ plts; 13 chronic ITP children had PAIgG value of 3956C 
1090. Both values were significantly greater than age-matched 
normals and thrombocytopenic controls of 1446t580 (p<.001). The 
chronic ITP values were significantly lower than acute ITP 
(pC.003). Zlevated values in acute ITP became normal with 
clinical recovery. Three children with chronic ITP post splen- 
ectomy had values return to normal. One child with chronic ITP 
refractory to splenectomy responded to cyclophosphamide with a 
all in PAIgG values. We conclude the following: 1) the measure 
ent of PAIgG is useful in the diagnosis and follow-up of child- 

,,, I A NEW SYNDROME OF REFRACTORY SIDEROBLASTIC ANEMIA I 

Four ;hi ldr& were s t u d i e d  w i t h  a  severe, t r i s f k i o n  depend: 
e n t ,  macrocyt ic  anemia w i t h  onset i n  i n fancy ,  cha rac te r i zed  by 
s t r i k i n g  cy top lasmic  v a c u o l i z a t i o n  o f  e r y t h r o i d  and myelo id  p re -  
cursors .  Marrow asp i ra tes  were n o n o c e l l u l a r  t o  s l i g h t l y  hyper- 
c e l l u l a r  w i t h  a  marked increase i n  i r o n ;  3had r i n g e d  s l de rob las t !  
Neutropeni a and thronhocytopen ia  developed s h o r t l y  a f t e r  t he  
anemia i n  each. E l e c t r o n  microscopy suggested t h e  vacuol i z a t i o n  
represented degenerat ive  change i n  dy ing  c e l l s .  I n  v i t r o  c e l l  
c u l t u r e  showed a  decrease i n  CFU-C and CFU-E, w i t h  abnormal c o l -  
ony morphology. Therapy w i t h  m u l t i p l e  hemat in ics  was w i t h o u t  
e f f ec t .  There was no evidence o f  n u t r i t i o n a l  de f i c i ency ,  t o x i n  or 
drug i n g e s t i o n ,  o r  o f  a  pr imary  disease p r e v i o u s l y  assoc ia ted 
d i t h  s i m i l a r  hemato log ic  changes. A l l  c h i l d r e n  had l a b  evidence 
3 f  exoc r i ne  panc rea t i c  dys func t i on ,  w h i l e  o n l y  1  was symptomatic. 
I n  2 c h i l d r e n  pancytopenia began spontaneous r e s o l u t i o n  by 2 
fears o f  age. The o t h e r  2 c h i l d r e n  d i e d  a t  2 years  o f  age, hav- 
i n g  severe panc rea t i c  f i b r o s i s  and extreme s p l e n i c  hypop las ia  a t  
autopsy. Th i s  d i f f e r s  from the  Bodian-Schwachman syndrome i n  t h l  
predominance o f  anemia, p recu rso r  v.?cuol izat ion, s i d e r o b l a s t i c  
changes, and t he  degree o f  panc rea t i c  f i b r o s i s .  We p o s t u l a t e  an 
nde f i ned  con e n i t a l  me tabo l i c  abno rma l i t  a f f e c t i n g  a pathway 

: o m n  t o  a t  ?east  hematopo ie t ic  stem ce l ys  and the  exoc r i ne  pan. 
L E s -  
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Viral infections are known to cause neutropenia. 
Our studies were performed to investigate how cytomega 
lovirus (CMV) produces granulocytopenia. The double 
layer agar technique was used in all the studies. 
Bone marrow cells from children with acute leukemia 
were infected with varying concentrations of CMV and 
then plated on normal underlayers in agar. A dose re- 
lated suppression was observed of the colony forming 
cells (CFC). The myeloid cells in the colonies showed 
vacuolations and toxic changes. Normal peripheral 
~lood cells were also infected with CMV and under- 
ayers were prepared. A dose related suppression was 
lso observed of the colony stimulating activity (CSA) 
roducing cells. When the same cultures were repeated 
ith CMV inactivated by U-V light, the CFC suppression 
gas substantially less. 

It may be concluded that CMV induces granulocyto- 
?enia by suppression of CFC and CSA-producing cells. 

I 
EVERE FACTOR VIII AND FACTOR IX DEFICIENCY IN FEMALE 
eanne M. Lusher and Campbell W. McMillan. for the Cot 
perative Study Group for Spontaneously Occurring In- 

hibitors Developing in Hemophiliacs. 
A survey of eleven hemophilia centers participating in the 

NHLBI-sponsored "cooperative study of Factor VIII inhibitors de- 
veloping in hemophiliacs", produced data concerning 27 females 
with extremely low levels of factor VIII or IX. Ten of the 27 
have hemophilia A, 5 hemophilia B, and 12 have severe von Wille- 
brand's disease (vWD). The 15 females who have severe F. VIII or 
F. IX deficiency as an isolated defect exemplify several of the 
possible genetic explanations for the occurrence of hemophilia in 
females (dominant inheritance, mosaic ~urner's syndrome, abnorm- 
ality involving X-chromosome, and extreme Lyonization). All 15 
bruise excessively and several have had recurrent hemarthroses. 
Two of these girls, ages 5 and 10 years, have evidence of chronic 
hemophilic arthropathy and one has twice undergone synovectomy. 

All twelve females with severe vWD have mucous membrane bleed- 
ing. In addition, 5 of the 12 have recurrent hemarthroses and 3 
have evidence of chronic joint disease. However, the major pro- 
blem in the post pubertal females with vWD has been extreme men- 
orrhagia. While one underwent hysterectomy because of this pro- 
blem the others have been managed with anovulatory drugs or 
plasma infusions and MU. Despite menorrhagia, 4 pregnancies 
and deliveries have been uneventful in two of these women. NO 
unusual bleeding occurred at the time of childbirth; however, 
when menses began again bleeding was again extreme. This inter- 
esting phenomenon may reflect increased levels of F. VIII activ- 
ity, anti~en and ristocetin cofactor activity during pregnancy. 

UASICKLING OF "IRREVERSIBLY" SICKL D H 
TIONS WHICH INTERFERE WITH sPEcTRIt-A!TYWoF:M:~!!i~ 
TION. Samuel E. Lux and Kathryn M. John. Harvard Med. 

Hoso. Med. Center.  D e ~ t .  o f  Medicine, Boston. 
~ e d . c e l l  (RBC) membrane shape depends; i n  p a r t ,  on t h e  RBC 

membrane ske le ton;  a  p r o t e i n  meshwork o f  s p e c t r i n  and a c t i n  whi 
laminates  t he  i n n e r  membrane su r face .  We have shown (JCI  58:95 
1976) t h a t  i r r e v e r s i b l y  s i c k l e d  c e l l s  ( ISCs) form ISC shaped 
ghosts and ske le tons,  which suggests t he  ISC shape i s  caused by 
an acqu i red s k e l e t a l  de fec t .  I n  t h i s  s tudy we sought c o n d i t i o n s  
t h a t  would a l t e r  o r  r eve rse  t h i s  abnormal shape. Ghosts o f  ISC- 
r i c h  RBCs were loaded w i t h  va r i ous  agents, incubated a t  37OC f o r  
35 min  and examined by phase microscopy. I n  i s o t o n i c  media ISC 
ghosts r e t a i n e d  an ISC shape. A d d i t i o n  o f  ATP, ADP, ~ g + + ,  cat+, 
EDTA ( a l l  ImM), OTT (5mM) and va r i ous  combinat ions o f  these 
agents d i d  n o t  a l t e r  t h i s  shape. However ISC shaped ghosts be- 
came round and i n d i s t i n g u i s h a b l e  f rom normal i n  hype r ton i c  NaCl 
(>400rM), hypoton ic  NaCl (10-50mM) o r  i s o t o n i c  NaCl con ta in i ng  
smal l  amounts o f  Zntt (0.1-0.5mM). ISC shape reve rsa l  was t ime  
and temperature dependent, and d i d  n o t  c o r r e l a t e  w i t h  e l u t i o n  o  
p r o t e o l y s i s  o f  any p r o t e i n  de tec tab le  on SOS ge ls ,  b u t  d i d  c o r r  
l a t e  w i t h  t he  format ion,  i n  v i t r o ,  o f  a  h i g h  molecu lar  we igh t  

nents o f  t he  m i o n  o f  these b 
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