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RECURRENT PANNICULITIS ASSOCIATED WITH CITOTOXIC T 997 LYMPHOCYTES. Anand G. Kantak, Antony J. Ham Pong, 
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Goldman. The Univers i ty  of Texas Medical Branch, The Department 
of P e d i a t r i c s ,  Galveston, Texas. 

There i s  l i t t l e  understanding of t h e  pathogenesis of r ecu r r en t  
p a n n i c u l i t i s .  It was t he re fo re  of i n t e r e s t  t o  f i n d  a p a t i e n t  
w i th  widespread p a n n i c u l i t i s  character ized by a s p e c i f i c  p a t t e r n  
of inflammatory lymphocytes i n  t h e  l e s ions .  The C-reactive pro- 
t e i n  (5.4 mg/dl) and serum immunoglobulins were e levated .  Cul- 
t u r e s  of t h e  l e s i o n s  were s t e r i l e .  Her indium-labelled blood 
leukocytes  were found a t  t h e  s i t e s  of subcutaneous l e s ions .  Bi- 
ops i e s  of t h e  l e s i o n s  revealed a l obu la r  p a n n i c u l i t i s  character -  
ized by many lymphocytes and macrophages but few o the r  types  of 
leukocytes.  I n  add i t i on ,  few lymphocytes o r  macrophages were 
found i n  t h e  dermis.  The types  of lymphocytes i n  t h e  l e s i o n s  
were examined by immunoperoxidase techniques .  No immunoglobulin 
conta in ing c e l l s  were found: v i r t u a l l y  a l l  lymphocytes were OKT3 
pos i t i ve .  Furthermore, no OKT4 p o s i t i v e  c e l l s  were found, where- 
a s  many OKT8 p o s i t i v e  c e l l s  were i d e n t i f i e d .  

She was t r e a t e d  wi th  o r a l  prednisone because of t h e  s e n s i t i v -  
i t y  of cytotoxic /suppressor  T c e l l s  t o  c o r t i c o s t e r o i d s .  Follow- 
i ng  t h a t  t rea tment ,  t h e  l e s i o n s  desappeared promptly and r epea t  
indium scan showed no leukocyte migra t ion t o  t h e  sk in  l e s ions .  
Furthermore, when t h e  c o r t i c o s t e r o i d  dose was reduced, t h e  l e -  
s i ons  r a p i d l y  reappeared and t h e  immunohistopathology of those  
l e s i o n s  was i nd i s t i ngu i shab le  from t h e  i n i t i a l  ones. Thus, it 
appears  t h a t  t h e  p a n n i c u l i t i s  i n  t h i s  ca se  may be a s soc i a t ed  
w i th  an i n f l u x  of cy to tox i c  T c e l l s .  
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Transfer o f  tubercul in  immunity v ia  the placenta ;r humanmilk 
has been proposed. We examined lymphocytes from in fan ts  o f  tu-  
be rcu l in  pos i t i ve  and negative mothers using blastogenesis and 
lymphokine assays t o  document t h i s  t rans fe r  o f  immunity. A 
s t imulat ion index 2 2.8 was considered a pos i t i ve  blastogenic 
response t o  PPD. 

Stimulat ion Index L 2.8 
PPD+ Mother PPD+ Mother PPD- Mother 

Breast Feeding B o t t l e  Feeding Breast Feeding 
In fants  
1-5 days o f  age 6/28(21%)+ 2/16(13%) 0 / 2 6 ( 0 % ) ~  
4-6 weeks o f  age 3/19(16%) 0/10( 0%) 0/15(0%) 
3 months o f  age 0/12( 0%) 115 (20%) 0/12(0%) 

t = p 5 .05 
Lymphocytes from in fan ts  4-6 weeks o f  age were cu l tured w i t h  PPD 
and cu l tu re  supernatants were assayed f o r  monocyte chemotactic 
a c t i v i t y  using adu l t  monocytes and 5 urn Nuclepore f i l t e r s  i n  
b l i n d  we l l  chambers. A A migrat ing monocytes/oil f i e l d  5 15 
was a pos i t i ve  response. 6/22 (27%) in fan ts  o f  PPD pos i t i ve  
mothers (5114 breast feeding, 118 b o t t l e  feeding) but  no i n f a n t  
o f  a PPD negative mother (0111) produced monocyte chemotactic 
fac to r .  These lymphokine data support the blastogenesis data 
suggesting possible enhanced i m u n i  t y  i n  the breast feeding 
i n f a n t  but  a1 so transplacental t rans fe r  o f  tubercul in  immunity. 

HUMAN CORD BLOOD: LYMPHOCYTE SUBPOPULATIONS AND 
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As p a r t  of a s tudy of r e s p i r a t o r y  hea l t h  and immunity of child- 

ren ,  61 cord blood specimens were separa ted  i n t o  a mononuclear 
c e l l  popula t ion (>70% lymphocytes). To ta l  T, he lpe r  T, supressor 
/ cy to tox i c  (sup/cy) T and n a t u r a l  k i l l e r  (NK) c e l l s  were de t e r -  
mined by r o s e t t e  (ER) and immunofluorescent methods (OKT3, OKT4, 
OKT8, Leu 11 r e spec t ive ly ) .  B c e l l s  were detec ted  by t h e  presence 
of membrane immunoglobulin. In ter leukin-2  (IL-2) and i n t e r f e r o n  
(IFN) production were measured i n  supernatant  f l u i d s  of Con Aand 
phorbol e s t e r  s t imula ted  c e l l s .  IL-2 u n i t s  were determined by 
p rob i t  ana ly s i s ,  and IFN t i t e r s  were based on a 50% reduct ion i n  
v i r u s  cytopathic  e f f e c t  ( log  d i l u t i o n ) .  NK assays  were perfom- 
ed a t  5 f f e c t o r  t o  t a r g e t  c z l l  r a t i o s  on K562 c e l l s ,  and l y t i c  g uni ts110 lymphocytes (LU) were ca l cu l a t ed .  The mean % f SD f o r  
t he se  r e s u l t s  a r e  compared t o  a d u l t  va lues  (N=38 t o  74). 

Adult Cord A x  Cord 
T c e l l s  (ER) 78f5 68f4 B c e l l s  16f5 15f4 
T3-pan T 69f7 67-18 IL-2 u n i t s  2.5f2 4.8+3 
T4-helper 4M8 47-1-8 IFN t i t e r  5 .M1 2.7-11 
~ B - s u p / c ~  2753 14-16 NK LU 67257 32228 
T4/8 r a t i o  1.9 3.8 Leu 11-NK ND 724 
T sup/cy c e l l s ,  IFN t i t e r s  and NK a c t i v i t y  were lower whi le  
t he  T4/8 r a t i o  and IL-2 production were increased f o r  cordblood.  
These f i nd ings  may r e l a t e  t o  t he  increased s u s c e p t i b i l i t y  of 
neonates t o  i n f e c t i o n .  (Supported by NHLBI-SCOR  rand/ HL1436- 
1351 and The Southwestern C l i n i c  and Research I n s t i t u t e ) .  
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Department o f  Pediat r ics ,  In fec t ious  Diseases, Houston, Texas. 
Both neonatal humans and mice are extremely susceptible t o  

l e t h a l  HSV in fec t ion .  I n  humans there i s  some evidence f o r  
defect ive anti-HSV antibody production. We have now demon- 
s t ra ted  tha t  one week o l d  C57B1/6 mice inoculated i .p. w i t h  
~ O ~ P F U  o f  HSV f a i l  t o  produce anti-HSV antibody-depenaent 
c e l l u l a r  c y t o t o x i c i t y  (AOCC) antibody p r i o r  t o  death (day 5-7). 
The ontogeny o f  antibody production i s  such t h a t  one week o l d  
mice produce no antibody, 2 and 3 week o l d  mice produce a n t i -  
body by day 5, and 4 o r  6 week o lds by day 3 post i n fec t ion .  
I n j e c t i o n  o f  5 x 1 0 ~  adu l t  syngeneic (not allogeneic-Balb/C) 
per i toneal  c e l l s  one day p r i o r  t o  HSV i n f e c t i o n  reconst i tu tes 
neonatal antibody production on day 5 ( reconst i tu ted 30.7 + 
8.4% ADCC a c t i v i t y ,  1/20 d i l u t i o n  versus c o n t r o l  1.1 + 1.1%, 
n=6, p <  .02) and day 6 ( reconst i tu ted 36.7 + 13.5% versus con- 
t r o l  0.3 + 0.3%, 1/20 d i l u t i o n ,  p < .05) an3 a f fo rds  surv iva l .  
Staph p ro fe in  A absorption and RIA confirm t h i s  as IgG a n t i -  
body. Use o f  ant i - theta o r  an t i - Ia  monoclonals p lus complement, 
s i l i c a  (a macrophage i n h i b i t o r ) ,  o r  adherence f rac t iona t ion  has 
demonstrated the necessity o f  both adu l t  T c e l l s  and macro- 
phages t o  recons t i tu te  the neonatal antibody production defect. 
Per i toneal  c e l l s  thus recons t i tu te  both AOCC e f f e c t o r  func t ion  
and antibody production i n  neonatal mice. The ac t i ve  o r  passive 
recons t i tu t i on  o f  human neonates must be investigated. 

Supported by NIH grant HD13021 and Basic Research Grant 1-914 
from the March o f  Dimes B i r t h  Defects Foundation. 
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Monoclonal antibody 31D8 binds  s t rongly  t o  t h e  major subpopu- 
l a t i o n  of neu t roph i l s  (PMN) t h a t  depo la r i ze  and respond chemotac- 
t i c a l l y  t o  formyl pept ide  (FMLP). 31D8 an t igen  appears by t he  
myelocyte s t age  of d i f f e r e n t i a t i o n  (Cl in .  Res. 32:558A, 1984).  
Newborns have decreased PMN chemotaxis compared t o  adu l t s .  We 
compared 31D8 binding t o  PMN from 9 heal thy neonates and a d u l t s  
using i n d i r e c t  f l uo re scen t  l abe l i ng  and flow cytometry. A l l  
f luorescence  curves genera ted  were nega t ive ly  skewed and some 
had a l e s s  f l uo re scen t  peak on t h e  skewed s i d e  of t h e  major peak. 
I n  order  t o  determine func t iona l  s i gn i f i cance  of t h e  l abe l ing  
p a t t e r n ,  PMN were placed i n  chemotactic chambers w i th  FMLP. Mean 
chemotactic values  were 43.5 2 2 . 8 ~  f o r  neonate and 64.3 + 12.4 
pm f o r  a d u l t  ( p  < 0.05). Responsive c e l l s  which t raversed f il- 
t e r s  i n t o  bottom chambers were c o l l e c t e d  and l abe l ed  wi th  31D8. 
These responsive  PMN were contained w i th in  a symmetric curve 
about t he  major peak (31D8 "bright") of t h e  unseparated popula- 
t i o n  and d id  no t  inc lude PMN which contr ibuted t o  t h e  nega t ive  
skew (3ID8 "dull").  This  observat ion allowed c a l c u l a t i o n  of  t h e  
s i z e  of t he  31D8 "bright" and "dull" subpopulations. Adult PMN 
cons i s t ed  of 79.2 2 5.8% 31D8 "bright" c e l l s  whi le  neonate PMN 
consis ted  of 67.5 2 4.5% 31D8 "bright" c e l l s  (p  4 0.0002). These 
d a t a  suggest t h a t  neonate PMN a r e  l e s s  responsive  chemotact ica l ly  
than adu l t  PMN i n  p a r t  because neonate PMN include a l a r g e r  per- 
centage of l e s s  responsive  31D8 "dull" c e l l s .  

THE EFFECTS OF ISOPRINOSINE I N  A PATIENT WITH ATAXIA 1002 TELANGIECTASIA. Cather ine  U. Kyong, G i l l i a n  
Galbra i th  and H. Hugh Fudenberg (Sponsored by 

Ni l ton Westphal). Department of Immunology and P e d i a t r i c s ,  
Medical Univers i ty  of South Carol ina ,  Char les ton,  S.C. 

Ataxia t e l a n g i e c t a s i a  (A-T), a gene t i c  d i so rde r  involving 
mu l t i p l e  systems i s  character ized by progress ive  c e r e b e l l a r  
a t a x i a ,  Oculocutaneous t e l a n g i e c t a s i a ,  r ecu r r en t  sinopulmonary 
i n f ec t i ons  and abnormal c e l l u l a r  and humoral immunity. We 
s tudied t he  e f f e c t s  of Isopr inosine  i n  a 6% year  o l d  whi te  
female wi th  A-T. The c h i l d  had a normal b i r t h  h i s to ry .  At t he  
age of 5 months, she developed r ecu r r en t  sinopulmonary infec-  
t i o n s  and o t i t i s  media. Ocular  t e l a n g i e c t a s i a  was noted a t  
10 months of age. Progress ive  a t a x i a  and d i s a r t h r i c  speech 
developed a t  17  months of age. Immunologic s t u d i e s  showed low 
numbers of a c t i v e  and t o t a l  T c e l l s ,  negat ive  s k i n  t e s t  t o  
Candida; low i n  v i t r o  DNA syn thes i s  responses  t o  phytohemagglu- 
t i n i n  (PHA) and Concanavaline A ( C o d ) ;  and absent  leukocyte 
migratory i n h i b i t o r y  f a c t o r  r e l e a s e  (LIF) i n  t h e  presence of 
Candida and PHA; normal serum immunoglobulins but  low IgG2 and 
IgG4. Prophylact ic  S e p t r a  therapy r e s u l t e d  i n  some decrease  
of pyogenic i n f ec t i ons .  I sopr inosine  100 mg/kg/day o r a l l y  was 
begun i n  J u l y  1981. Following the  t rea tment ,  she showed no 
neu ro log i ca l  improvement but  experienced no i n f ec t i on .  Sig- 
n i f i c a n t  i nc rea se  of he r  T c e l l  f unc t ion  and t h e  l e v e l s  of IgG 
subc l a s s  were repeatedly  demonstrated. No adverse r e a c t i o n  
was observed. Our da t a  i nd i ca t ed  t h a t  s i m i l a r  therapy may be 
b e n e f i c i a l  t o  o the r  A-T p a t i e n t s .  
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