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THE DECREASED RESPONSE OF HUMAN MILK LEUKOCYTES TO -1 1033 CHEMOTACTIC FACTORS. Larry W. Thorpe, Helen E. 
Rudloff, and Armond S. Goldman, from the Departments 

of pediatrics and Human Biological Chemistry and Genetics, the 
University of Texas Medical Branch, Galveston. 

The protective effects of human milk leukocytes (HMLs) may be 
different from their counterparts in blood. Based upon observa- 
tions including the limited microbiocidal activity of milk neu- 
trophils and macrophages, we hypothesized that these cells pro- 
tect by non-inflammatory mechanisms. That possibility was fur- 
ther tested by examining the response of HMLs to well defined 
chemotactic factors. 

The adherence, orientation, an chemotaxis of unfracti nated 
washed HMLs to f-met-leu-phe (10-810-9~), f-met-phe (10-g-10-9M) 
and zymosan activated serum (ZAS) were compared to the responses 
of unfractionated peripheral blood leukocytes (PBLs) . In con- 
trast to PBLs, HMLs adhered poorly to glass, and both adherent 
and non-adherent HMLs failed to orient toward chemotaxins in 
Zigmond chambers. In sub-agarose and Boyden chamber studies, no 
chemotaxis of HMLs was observed, whereas the chemotaxis of PBLs 
was normal (ie. in subagarose plates : % S .D. with f-met-leu-phe, 
1.1 * 0.2m; ZAS, 1.1 2 0.4m; p<0.01). We then tested whether 
leukocytes were inhibited by soluble colostral factors. PBLs in 
cell-free colostrum moved normally under agarose toward f-met- 
leu-phe or ZAS. Adherence of PBLs in colostrum was significantly 
decreased; this inhibition however was abrogated by reincubating 
the PBLs in tissue culture media. 

Thus, the decreased response of HMLs to common chemotactic 
agents is further evidence that these leukocytes may be modified 
to protect by non-inflammatory mechanisms. 

THE RELATIONSHIP BETWEEN THE COMPONENT AND REGULA- 
TORY PROTEINS OF THE CLASSICAL PATHWAY C3 CONVER- 

a1036TASE . Thomas R. Welch, Judith Forristal, Linda 
Beischel and Clark D. West, Univ. of Cinti., Children's Hos- 
pital Medical Center, Div. of Nephrology, Cincinnati. 

The classical pathway C3 convertase (C4b2a) is regulated by 
the action of two components. C4 binding protein (C4bp) accel- 
erates its intrinsic decay and acts as a cofactor with the C3 
inactivator (I) in the cleavage of C4b. We examined the 
possibility that an equilibrium existed between the serum 
concentration of the components ("CV[C4 and C2]) and regulators 
("RW[C4bp and I]) of the classical C3 convertase. 

Complete measurement of serum complement components was made 
in 184 normals. The r value of C vs R (each expressed as X 
normal) was +0.64; the 95% confidence interval was defined as 
the normal classical convertase C vs R relationship (CCC vs R). 

A normal CCC vs R was found in 23/25 patients with heterozy- 
gous genetic deficiency of C2, C4, I, or C4bp and 11/13 new- 
borns with low complement levels in cord sera. These data 
suggest that hypocomplementemia in the absence of complement 
consumption would not disturb the CCC vs R. In situations of 
classical pathway mediated complement consumption, the CCC vs R 
was usually abnormal (19123 SLE, 212 bacteremia, 818 BANE, and 
14/24 MPGN I). Patients with MPGN I1 with evidence of alterna- 
tive pathway activation, however, generally had normal values 
of CCC vs. R (10113). 

Simultaneous examination of C4bp and I along with C4 and C2 
may help to document the contribution of classical pathway 
activation to hypocomplementemia. 

SPECIFIC CELL MEDIATED CYTOTOXIC IMMUNE RESPONSE TO PROSTAGLANDIN-MEDIATED LYMPHOCYTE SYPPRESSION AFTER a1034 HERPES SIMPLEX VIRUS (HSV) I N  PATIENTS WITH RECURRENT 1037 PRIMARY EBV INFECTION.Lowel1 L N i l  l iamS ( ~ p o n .  by 
HERPES LABIALIS (RHL). H. Tsutsumi, M.R. Talty, h r i q h t  A. Powel 1 ).Dept. Ped ia t r i c s .  Ohio S ta te  Uni- 

J. Bernstein, E. Cohen, P.L. Ogra. S U N K E K  o m d . ,  - vers i  t y  Col lege o f  Medicine. Columbus, Ohio, 43205. 
Ch i l d ren ' s  Hosp i ta l ,  Buf fa lo ,  N.Y. Pr imary Epste in-Barr  virus(EBV) i n f e c t i o n  a l t e r s  t he  hos t ' s  

Group o f  sub jec ts  du r i ng  acute  (0-3 day) and convalescent (2- immune system. We examined lymphocyte(PBL) f unc t i on  i n  12 young 
3 weeks) phase o f  RHL, and o the r  HSV ant ibody se ropos i t i ve  o r  adu l t s  f o r  5 months a f t e r  i n f e c t i o u s  mononucleosis(1M) by measur- 
seronegat ive sub jec ts  w i t hou t  any h i s t o r y  o f  RHL o r  c o l d  sores i n g  s p e c i f i c  PBL b l a s t o  enesis t o  7 h e a t - k i l l e d  v i r a l  antigens. 
were t es ted  f o r  t he  appearance o f  c e l l  mediated c y t o t o x i c  r e -  We tes ted  prostaglandin?~G)E~-mediated suppression o f  these re -  
soonse (CTR) emolovina re lease o f  r a d i o l a b e l l e d  chromium ( ~ r 5 1 )  ac t i ons  by addinq indomethacin(1DM) i n  v i  t r o .  The % enhancement 
fi-om HSV ' i n fec ted  a i to iogous,  o r  a l l ogen i c  lynphocytes and 'K-562 
erythroleukemia c e l l  l i n e s  as non-spec i f ic  ta rgets .  An a t tempt  
was made t o  d e f i n e  i nduc t i on  o f  T c e l l  mediated CTR by employing 
as  targets,  PHA induced HSV i n f e c t e d  autologous and a l l ogen i c  
lymphoblasts w i t h  def ined HLA p r o f i l e s .  CTR on K-562 ta rge t s  
was observed i n  a l l  p a t i e n t s  w i t h  RHL, as we l l  as  i n  HSV sero- 
p o s i t i v e  and seronegat ive con t ro l s .  The appearance o f  such CTR 
was assoc ia ted w i t h  increased i n t e r f e r o n  (IFN) product ion.  On 
the  o the r  hand, development o f  HSV s p e c i f i c  CTR us ing autologous 
t a rge t s  was e s s e n t i a l l y  l i m i t e d  t o  sub jec ts  w i t h  RHL. Peak CTR 
a c t i v i t y  was observed du r i ng  t he  acute (17.0 f 7.6%) phase o f  
t he  disease, compared t o  t he  a c t i v i t y  i n  t he  convalescent phase 
(13.6 f 10.0), and i n  se ropos i t i ve  sub jec ts  w i t hou t  RHL (8.6 * 
1.3). No HSV s p e c i f i c  CTR was observed i n  seronegat ive subjects. 
The magnitude o f  autologous t a r g e t  CTR cou ld  n o t  be c o r r e l a t e d  
t o  the presence o r  l e v e l s  o f  IFN produced. These data suggest 
a c t i v a t i o n  o f  HSV s p e c i f i c  T and poss ib l y  o the r  c y t o t o x i c  c e l l s  
i n  pa t i en t s  w i t h  recu r ren t  c o l d  sores. Such responses may p l a y  
an impor tant  r o l e  i n  t he  pathogenesis o f  r e c u r r e n t  HSV i n fec t i on .  

HUMAN HYBRIOOMA ANTIBODIES SPECIFIC FOR THE GROUP B 

a1035 STREPTOCOCCAL TYPE 111 (GBS-111) POLYSACCHARIDE. 
Richard L. Wasserman (Spon. by Joseph B. Warshaw) 

Depts. o f  Ped. & Micro., U o f  Tx, Southwestern Medical School, 
Da l las .  

Human hybridoma ant ibod ies  produced f o l l o w i n g  i n  v i t r o  
s t i m u l a t i o n  w i t h  whole GBS-111 d i d  n o t  r eac t  w i t h  t he  type 
s p e c i f i c  polysaccharide associated w i t h  ant ibody p r o t e c t i v e  
a c t i v i t y .  An a l t e r n a t i v e  approach, us ing a f f i n i t y  p u r i f i e d  
GBS-111 polysaccharide (GBS-II Ip) coupled t o  a p r o t e i n  c a r r i e r ,  
has resu l t ed  i n  t he  product ion o f  human monoclonal ant ibod ies  
s p e c i f i c  f o r  GBS-111. 

Twenty m i l  1 i o n  mononuclear c e l l s  prepared from human t o n s i l  
o r  spleen were cu l t u red  i n  t he  presence o f  pokeweed mitogen and 
GBS-IIIp coupled t o  po ly -1- lys ine f o r  4 days and then fused w i t h  
an HGPRT d e f i c i e n t  human B c e l l  l i n e .  Growth p o s i t i v e  we l l s  
were screened f o r  b i nd ing  t o  i s o l a t e d  GBS-IIIp by RIA. P o s i t i v e  
we l l s  were expanded and re tes ted  f o r  b i nd ing  t o  whole GBS-Ia, 
GBS-.I1 and GBS-111. Results expressed as counts bound i n  RIA 
minus backqround are  as f o l l ows :  

. .  -. T < &  

A 42 558 5 50 901 
A 32 1778 1478 2251 

Based on s p e c i f i c i t y  s tud ies  t he  ant i -GBSI I Ip  monoclonals 
appear t o  recognize d i f f e ren t  ep i topes which may be unique t o  
GBS-111, shared w i t h  GBS-Ia o r  GBS-I1 o r  common t o  a l l  th ree.  
One o r  more o f  these ant ibod ies  may confer  p ro tec t i on  aga ins t  
GBS-111 sepsis. 

(h igher  Gm) o f  ant igen + PBL c u l t u r e s  w i t h  IDM compared t o  those 
w i t h o u t  IDM represented t he  abrogat ion o f  PG suppression(A)(lOO% 
= no enhancement). The number of ant igens ( o f  7)showing enhance- 
ment were averaged(B). Serum content  o f  t he  PG precursor,arachi-  
donic acid(!-?A) was measured by gas - l i qu id  chromatography from to -  
t a l  l i p i d  ex t rac t i ons  (C). We compared these values t o  those o f  
age-matched normals w i t hou t  IM : 
Time a f t e r  (A)Ave. t o t a l  % (B)# ant iaens (C)Ave. area % . . . . 

IM enhancement '+.with I ~ M  t o t a l  !-?A 
2-4 weeks 90.1% 1.3317 6.54 
5-8 weeks 175.9% 4.75/7 8.89 
9-12 weeks 152.1% 4.57/7 5.71 
3-5 months 90.6% 1.25/7 6.11 
normals 88 ?: 15% 1,50/7 8.25 2 0.5 

PGE2-mediated f unc t i ona l  suppression, a minor  p a r t  o f  normal im- 
munoregulation, i s  markedly increased 5-12 weeks a f t e r  IM. To ta l  
serum AA appears cons is tent  w i t h  h i gh  PG metabolism. The r o l e  o f  
PG i n  t he  con t ro l  o f  EBV i n f e c t i o n  mer i t s  i nves t i ga t i on .  

INTERLEUKIN-1 SYNTHESIS BY CORD BLOOD MONOCYTES 1038 R.W. Wilmott, M.C. Harris, K.M. Haines, and S.D. 
Douglas, Children's Hosp. of Phila., U .  of P. Sch. 
Med., Department of Pediatrics, Philadelphia, PA. 

Interleukin-1 (IL~) is a mononuclear phagocyte secretory 
product that modulates lymphocyte function, acute phase protein 
synthesis and hypothalamic thermal regulation. Cord blood 
monocytes 090% esterase positive) were isolated from 28 infants 
ranging in gestation from 31 to 41 weeks, (mean 38.9, SD 2.58) 
and stimulated with 10 mcg/ml LPS (E.coli). Control cultures 
contained medium alone or with 10 mcgjml polymyxin B (PMB). 
Twenty-four hour supernatants were tested in a C3H/HeJ mouse 
thymocyte proliferation assay and mean response for 28 cord 
monocyte samples was 14142 cpm (SE 1499), similar to normal 
adults. Unstimulated monocytes from 16 of the 28 infants had IL1 
levels that increased proliferation to more than twice 
background (720 cpm), mean 5726 cpm (SE 1647). As PMB binds LPS, 
five PME controls were studied to investigate LPS contamination. 
Four of these controls had high unstimulated IL1 levels and two 
did not suppress significantly with PMB. The group with high 
unstimulated IL1 synthesis had significantly increased birth- 
weights (mean difference 0.50 kg, p<0.05), and longer gestations 
(mean difference 1.9 wks, ~(0.05). Those with perinatal compli- 
cations had significantly increased unstimulated activity (5897 
vs 1655 cpm) and stimulated activity (15876 vs 12293 cpm) 
compared to normal deliveries. Thus 1) the IL1 response to LPS 
is intact in newborn human monocytes and 2) there is evidence of 
spontaneous activation of cord blood monocytes following 
complicated deliveries and in more mature pregnancies. 
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