
EXPANSION OF A MATERNALLY ACOUIREO MONDCLONAL T CELL POPULATION WITH 

C03+/C08+/TCR-I-PHENOTYPE IN A CHILD UiTH SCIO AN0 CHRONIC GvHR - 
POSITIVE TROPISM OF THESE CELLS INTO THE SKIN BUT NOT INTO THE LIVER 

13 1 Yahn, V.., Meyer, K.L. *, Yokata, S:., Hansen-Hagge, 1. *'. 
Friedrich, W:', Kwbloch, C:., Bartram, C.R..* 

University Children's Hospital, 0-4000 ourrcldorf (211)-311-7647 .. University Children's Hospital, 0-7900 Ulm 

The diagnosis of  severe = d i n e d  i m o d e f i c i e n c y  (SCID) was established i n  a 5  mnthr  old 

b y  based on typical  c l in ica l  a d  l abra tory  findings. Analysis of  surface markers, 

houever, revealed a r m r k a b l e  pattern: C03 & X .  COL 5%.  C08 62%. TCR-1 38%. TCR-2 4% 
CO8+/TCR-I* 21%. CO8+/TCR-21 24%. Thus, the C08+/TCR-I* pop la t ion  o lmst  absent i n  normal 

blocd war e x t r m l y  elevated to 21% of PBMC. To further characterize these ce l l s  a d  the 

cwp lemntary  fract ions they uerc double Labelled uring cannercia1 mnoclonal antibodies 

to  cD8 and TCR-1 and sorted by fluorescence activated c e l l  sorting (FACSTAR PLUS). DNA 

f r m  sorted ce l l s  was next analyzed by Swthern Blot uring a c-n delta-specif ic  probe. 
A mnoclonal rearrangeant (V61 to  J6 l )  war exclusively found i n  the abnormally elevated 

c e l l r  but ro t  i n  any other pop la t ion  analyzed. Using PCR we next generated a 
~ l ~ o s p e c i f i ~  probe directed against the NOH sequencer of  the rearranged fragment. Dot 

blot  hybridizat ion v i th  this probe confirmed Southern blot  results. The m t h e r a s  P81C 
conrained 5% T c e l l r  u i th  CO8r/TCR-I* phenotype which had an identical  rearrangement on 

Southern b lo t  and reacted uith the chi ld 's clonospecific probe. In  addition, the NOW 

nucleotidc sequencer were identical. Because of signr of  GvHR skin a d  l i v e r  biopsies were 

tilken. Southern blots of DNA extracted f r a  the skin revealed the presence of the 

rearranged fragment while only a minimal reaction could be observed with Liver DNA. This 

case sh?ur that mnoclonal materm1 c e l l r  can metastasize diaplecental ly into the ch i ld  i f  

t t ey  are r o t  destroyed by the chi ld 's i m m  system and that CO8+/TCR-l+ c e l l r  may have a 
r<, le  i n  the skin but not i n  the l i ve r .  

CALCIUM REGULATED MEMBRANE-ATTACHED HEMOGLOBIN AND 
MECHANICAL PROPERTIES OF DENSITY FRACTIONATED 
ERYTHROCYTES HEMBRANES: IMPLICATIONS FOR HEMOLYTIC 32 DISEASES AND RBC AGEING: 
E. F r i e d e r i c h s l  and H.J. Meiselman, Dept. o f  P y s i o l .  
and Biophys.  USC, Los Angeles, USA and l I I ep .  o f  

Neonatology, U n i v e r s i t y  o f  He ide lbe rg ,  FRG ( i n t r o d u c e d  by  
0 .  Linderkamp) 
The p resen t  s tudy  was designed t o  e v a l u a t e  t h e  i n f l u e n c e  o f  
c a l c i u m  (Call , r e g u l a t e d  membrane a t tached  hemoglobin (H$) on 
t h e  v i s c o e l a s t i c  p r o p e r t i e s  o f  d e n s i t y  f r a c t i o n a t e d  human RBC 
membranes. (Ca) o f  RBC was e l e v a t e d  u s i n g  ionophore  A23187 
(10pM); mechanilcal p r o p e r t i e s  o f  RBC membranes were determined 
v i a  m i c r o p i p e t t e  techn ique .  S a l i e n t  r e s u l t s  i n c l u d e d :  1 )  a 300% 
i n c r e a s e  i n  membrane v i s c o s i t y  o f  aged c e l l s  f o l l o w i n g  ionophore 
t r e a t m e n t  co r respond ing  t o  e l e v a t e d  Hb, l e v e l s ;  2 )  no change i n  
nembrane v i s c o s i t y  and Hh, l e v e l s  o f  young c e l l s  a f t e r  ionophore 
exposure; 3 )  no dependen& between e l a s t i c  shear modulus and 
i n t r a c e l l u l a r  c a l c i u m  c o n c e n t r a t i o n .  4 )  Comparison t o  o s m o t i c a l l y  
shrunk c e l l s  r e v e a l s  an a d d i t i o n a l  c a l c i u m  c o n c e n t r a t i o n  
dependent a s s o c i a t i o n  o f  hemoglobin t o  t h e  membrane. Th is  i m p l i e s  
nembrane mechanical  p r o p e r t i e s  a r e  independent  f r o m  t h e  
i n t r a c e l l u l a r  v i s c o s i t y .  Our r e s u l t s  appear r e l e v a n t  t o  hemo ly t i c  
d iseases c h a r a c t e r i z e d  by e l e v a t e d  (Ca) , (e.g. s i c k l e  c e l l  
anemia) and t o  age assoc ia ted  changes ih deformabi  1 i t y .  Supported 
3y DFG F r  752/1-1 u. 1-2 by  NIH g r a n t s  HL 15162 and HL 15722 and 
>y AHA-GLAA award 537IG. 

ANAPHYLATOXIN ~ 3 a - d e s ~ r g .  AN0 COMPLEMENT ACTIVATION 
PRODUCTS OF THE ALTERNATIVE AND CLASSICAL PATHWAS I N  
NEONATES 133 G. z r ~ o w ,  M. STUTE, O. LINDERKAMP, E.P. ZILOW 
U n i v e r s i t y  o f  He ide lbe rg ,  I n s t i t u t e  o f  Immunology and 
Department o f  P e d i a t r i c s ,  He ide l  berg,  FRG 

The l e v e l s  of complement a c t i v a t i o n  p roduc ts  were measured i n  
EOTA-pl asma o f  te rm and p re te rm neonates w i t h  g e s t a t i o n a l  age of31- 
12 weeks. The a n a p h y l a t o x i n  C3a-desArg was q u a n t i t a t e d  w i t h  a 
nova1 ELISA system u s i n g  monoclonal an t ibody  r e a c t i n g  s e l e c t i v e l y  
w i t h  a neoepi tope o f  C3a-desArg.ClrsCl1nativator and C3b(Bb)P 
which a re  generated o n l y  upon a c t i v a t i o n  o f  t h e  c l a s s i c a l  o r  
a l t e r n a t i v e  pathway, were determined by  doub le  sandwich ELISA 
systems. Plasma c o n c e n t r a t i o n  o f  C3a-desArg o f  normal neonates 
(180 91ng/ml) d i d  n o t  d i f f e r  s i g n i f i c a n t l y  f rom a c o n t r o l  group 
o f  a d u l t s  (171c76 ng/ml ) ,  w h i l e  C3- leve ls  were s i g n i f i c a n t l y  
decreased compared t o  a d u l t s .  C3a-desArg l e v e l s  i n  c o r d  b l o o d  
were markedly d i m i n i s h e d  (85+64ng/ml) ,  compared t o  venous b lood,  
whereas C3 and t h e  a c t i v a t i o n  p roduc ts  C l r s C l I n a c t i v a t o r  and 
C3(Bb)P showed no d i f f e r e n c e s  between c o r d  b l o o d  and b lood  
ob ta ined  by ven ipunc tu re .  Neonates w i t h  amn io t i c  i n f e c t i o n  as 
w e l l  as p a t i e n t s  w i t h  e a r l y  onse t  seps is  showed an i n i t i a l  
m a n i f o l d  i nc rease  o f  C3a-desArg due t o  a l t e r n a t i v e  pathway 
a c t i v a t i o n .  P a t i e n t s  w i t h  p e r i n a t a l  asphyxia had o n l y  s l i g h t l y  
e l e v a t e d  C3a-desArg l e v e l s .  Thus, C3a-desArg seems t o  be a h i g h l y  
s e n s i t i v e  and s p e c i f i c  i n d i c a t o r  f o r  severe neona ta l  i n f e c t i o n .  

HEMATOCRIT AND VISCOSITY REDUCTION OF NEONATAL AND 
ADULT RE0 BLOOD CELLS I N  NARROW TUBES 
E.P. Z i l ow ,  T. Weiss, 0.  Linderkamp 134 Dept. P e d i a t r i c s ,  U n i v e r s i t y  o f  He ide lbe rg ,  FRG. 
I n  b l o o d  vesse ls  and i n  a r t i f i c i a l  t ubes  w i t h  
d iamete rs  o f  l e s s  than  500 pm, b o t h  t h e  b l o o d  

v i s c o s i t y  and t h e  h e m a t o c r i t  decrease w i t h  dec reas ing  t u b e  
d iamete r .  The p r e s e n t  s tudy  was designed t o  measure t h e  
dependence o f  v i s c o s i t y  r e d u c t i o n  on h e m a t o c r i t  r e d u c t i o n  o f  r e d  
b l o o d  c e l l  (RBC) suspensions o f  neonates and a d u l t s  by  means o f  a 
c a p i l l a r y  v i scomete r .  RBC were suspended i n  b u f f e r  s o l u t i o n  a t  
h e m a t o c r i t s  o f  0.40, 0.50 and 0.601/1. Glass tubes  w i t h  d iamete rs  
o f  270, 100 and 50 Vm were pe r fused  w i t h  these  suspensions.  Tube 
h e m a t o c r i t  and v i s c o s i t y  decreased s i g n i f i c a n t l y  a t  each f e e d  Hc t  
when go ing  f r o m  270 pm tubes t o  50 pm tubes.  Hematoc r i t  and 
v i s c o s i t y  r e d u c t i o n s  were more pronounced f o r  neona ta l  RBC t h a n  
f o r  a d u l t  c e l l s  a t  each feed  h e m a t o c r i t .  A t  a f e e d  H c t  o f  0.60 
1/1 v i s c o s i t y  r e d u c t i o n  was 37% f o r  neonates and 29% f o r  a d u l t s ,  
whereas a t  a H c t  o f  401/1 v i s c o s i t y  r e d u c t i o n s  were o n l y  30% and 
252, r e s p e c t i v e l y .  Hc t  r e d u c t i o n s  i n  50-pm tubes  were 27% f o r  
neonates and 20% f o r  a d u l t s  a t  a f e e d  Hc t  o f  0.60 1/1 and 45% f o r  
neonates and 40% f o r  a d u l t s  a t  a feed  h e m a t o c r i t  o f  0 .40  1/1.  
Tube v i s c o s i t i e s  i nc reased  e x p o n e n t i a l l y  w i t h  i n c r e a s i n g  t u b e  
h e m a t o c r i t .  We conc lude  t h a t  t h e  s t r o n g e r  v i s c o s i t y  r e d u c t i o n  o f  
neona ta l  RBC i n  50-pm tubes r e s u l t s  f r o m  t h e  s t r o n g e r  h e m a t o c r i t  
r e d u c t i o n  o f  neona ta l  c e l l s .  

TSH NEWBORN SCREENING: EUTHYROXINFXIC HYPER- 
THYROTROPINFXIA = LATENT HYPOTHYROIDISI (LH) ? 
Peter C Clemens SJ Neumann C Plettne . Dep. of 135 Ped., ~leickenai.38 r ~artinistr.20. Uni:, Hamburg 

The constellation of TSH elevation with nor- 
mal T4 is classified as LEI, by some authors also 

in newborns. This suggests, that with considerable 
probability manifest hypothyroidism (MH) will develop. 

In a prospective study on 91509 5-day-old-newborns we 
determined TSH by the RIA of Becton & Dickinson. 

570191509 showed TSH >20 mull. In follow-up 401570 show- 
ed persisting TSH elevation, and in addition T4 <6 ug/ 
dl. Thus these 40 had MH. One of the 570 could not! be 
followed up. Of the other 529: 507 further on had normal 
TSH and T4, in 221529 TSH persisted elevated, T4 normal. 171 
22 had continuously normalizing TSH (T4 always normal). 
Only in 5/22 TSH persisted elevated, T4 decreasing 
towards the lower limits of normal. In all five thyroid 
scan showed lingual ectopia, thus MH (treatment was 
started before T4 fell below the lower limits of normal). 
Thus out of 529 neonates with euthyroxinemic hyper- 

thyrotropinemia TSH elevation was onlytransient in more 
than 99 % (524/529), no MH developed. From these results 
we conclude that it is not adequate to classify every 
newbornwith euthyroxinemic hyperthyrotropinemia as LH. 

LIPID LEVELS IN PLASMA AND L'*X)~OTES (MO) IN CHILDREN 
WIT3 END-STAGE RENAL DISEASE (ESRD) . 
U. Querfeld, J. Wendtland, E.v. Hodenberg*, M.HernMnn, 136 M. Leichsenring, K. SchZrer. 
Children's Hospital and Departmnt of Internal Medi- 
cine*, University of Heidelberg, FRG. 

Patients (pts) with ESRD frequently have atherogenic lipoprotein 
profiles. In early atherosclerotic lesions, mnocyte-derived ma- 
crophaqes develop into foam cells through accumulation of chole- 
sterol (Chol). We measured lipoprotein profiles in plasm and 
lipids in MO of 6 pts (age 14.4 i3.2 y) treated by peritoneal dia- 
lysis (PD) , 10 pts (age 15 .4 i4 .3  y) treated by hemdialysis (HD) 
and 7 controls (Ctr; age 22.8d0.4 y). PD and HD pts had elevated 
levels of plasm triglycerides (TG) , plasma Chol (PD only), and 
Chol in the VLDL and LDL fraction (PD only), whereas HDL-Chol 
levels were low. Apolipoprotein (AEO) B, but not AEO AI, plasm 
levels were significantly elevated only in PD pts. In MO, we 
measured free Chol (FC) , Chol esters (CE) , and TG (MO/TG) . 
Results (us/ms cell protein; x G D )  : 

E / M O  2 .5 ( i1 .2 )  3.3(*0.9) 3 . 0 W . 3 )  
We conclude that increased lipoprotein lipid levels are not asso- 
ciated with lipid accumulation in MO. Only pts treated with HD 
have a significant decrease of FC in MO. 
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