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THE DECREASED RESPONSE OF HUMAN MILK LEUKOCYTES TOt 1033 CHEMOTACTIC FACTORS . Larry W. Thor pe , Helen E.
Rudl off , and Armond S. Goldman, from t he Depa r tments

of Pediatr i cs and Human Biological Chemistry and Genet i cs , t he
University of Texas Medical Branch, Galves ton.

The pr otective effec t s of human milk l eukocytes (HMLs) may be
diff er ent from their counte rparts in blood . Based upon observa
tions i ncluding t he limited microbiocidal act ivity of milk neu
trophi ls and macrop hages , we hypot hes i zed that th es e cells pro
tect by non- inflammator y mechanisms. That possibility was f ur
ther t ested by exami ni ng th e response of HMLs to wel l defined
chemotactic f actor s .

The adherence, or i entation , ang chemot axis of unfractionated
washed HMLs to f -met- leu-phe (10- -10-9M) , f-met-phe (10-O- 10-9 M)
and zymosan ac tivated serum (ZAS) wer e compared to the responses
of unfractionated peripheral blood leukocytes (PBLs). In con
t r as t t o PBLs , HMLs adhe r ed poorly to glass , and both adherent
and non- adhe ren t HMLs f ai led to or ient t oward chemotaxins in
Zigmond chambers . In s ub-agarose and Boyden chamber s tudies , no
chemotaxis of HMLs was obs er ved , whe reas the chemotaxis of PBLs
was norma l (Le . i n subagar ose pl ates : x S.D. with f-met-leu-phe ,
1. 1 ± 0 .2mm; ZAS, 1. 1 ± 0.4mm ; p<O.Ol) . We t hen t ested whe t he r
l eukocytes were inhibi t ed by sol uble colostral fact ors . PBLs i n
ce l l - f ree colost r um moved normal l y under aga ro se t oward f -met
leu- phe or ZAS. Adherence of PBLs in col os t rum was signif i cantly
decreased ; this inhibition however was abrogated by reincubating
the PBLs in tiss ue culture media.

Thus, the decreased response of HMLs t o common chemotactic
agents i s further evi dence that t hes e l eukocyt es may be modified
t o protect by non- inf l ammatory mechanisms.

SPECIFIC CELL MEDIATED CYTDTOXI C IMMUNE RESPONSE TO-1034 HERPES SIMPLEX VIRUS (HSV) IN PATIENTS WITH RECURRE NT
HERPES LABIALIS (RHL). H. Tsutsumi, M. R. Talty,

Bernste in, f . Cohen, P.L. Oqre , SUNY, Dept. of Ped. ,
Chi ldren 's Hospi tal ,

Group of subjects duri ng acute (0-3 day) and convalescent (2
3 weeks) pha se of RHL, and ot her HSV ant i body seropositi ve or
seronegat ive subj ects without any history of RHL or cold sore s
were tested for the appearance of cel l mediated cytotoxic re
sponse (CTR) empl oyi ng relea se of radiolabelled chromi um (Cr51)
from HSV infected autologous, or al logenic lymphocyt es and K-562
erythroleukemia cel l l i nes as non-specific ta rgets . An attempt
wa s made t o def ine i nduction of T cell mediated CTR by employi ng
as targets, PHA induced HSV infected autologous and al l ogenic
lymphoblasts with def ined HLA profi l es. CTR on K-562 targets
wa s observed i n al l pat ien t s wi t h RHL, as wel l as i n HSV sero
positive and seronegat i ve controls . The appearance of such CTR

. was associated with i ncreased i nte rferon (IFN) producti on. On
the other hand, development of HSV specific CTR usi ng autologous
target s was essentia lly li mi t ed to subjects with RHL. Peak CTR
acti vi ty was observed dur i ng the acute (17.0 t 7.6%) phase of
t he disease, compared to t he act ivi ty in the conval escent phase
(13.6 ± 10.0) , and i n seropositive subjects wi t hout RHL (8.6 t
1.3 ). No HSV speci f i c CTR was observed in seronegati ve subjects.
The magnitude of autologous target CTR could not be correlated
to the prese nce or level s of IFN produced. These data suggest
activation of HSV specific T and possi bly ot her cytotoxic cel ls
i n pati ents with recurren t cold sores. Such re sponses may play
an impor tant rol e in t he pathogenesi s of rec urr ent HSV infec ti on.

HUMAN HYBRIDOMA ANTIBODIES SPECIFIC FOR THE GROUP B-1035 STREPTOCOCCAL TYPE III (GBS-III) POLYSACCHARI DE.
Richard L. Wasserman (Spon. by Joseph B. Wa rshaw)

Depts. of Ped . & Micro. , U of Tx, Sout hwest ern Med ical School,
Dallas.

Human hybridoma antibodies produced foll owing in vitro
st imul at ion with whole GBS-IlI did not react with the type

polysaccharide associ ated with antibody protect i ve
actl vlty . An alternative approach, usin g af fin ity puri fi ed
GBS-III polysa:c haride (GBS-Illp) coupled t o a prot ein car r ier,
has resulted rn the production of human monoclonal antibodies
specifi c for GBS-III.

Twenty mill ion mononucl ear cell s prepared from human tonsil
or spleen were cultured in the presence of pokeweed mitogen and
GBS-Illp coupled to poly-l-lysine for 4 days and then fused with
an HGPRT deficient human B cell l ine. Growth positive wells
were screened for binding to isolated GBS-Il lp by RIA. Posit i ve
wells were expanded and retested for binding to whole GBS-Ia,
GBS-.II and GBS-II! . Result s expressed as counts bound in RIA
mi nus background are as foll ows :

Hybr i doma GBS-Ia GBS- I! GBS- II I
A 1.1 --zor- --soB
A 27 57 67 491
A 42 538 550 901
A 32 1778 1478 2251

Based on specificity studies the ant i-GBSIllp monoclonals
appear to recognize di fferent epitopes which may be unique to
GBS-IlI, shared with GBS-Ia or GBS-I! or common to all three.
One or more of these antibodies may confer protection against
GBS- I! I sepsis .

THE RELATIONSHIP BETWEEN THE COMPONENT AND REGULA-1036TORY PROTEINS OF THE CLASSI CAL PATHWAY C3 CONVER-
TASE. Thomas R. Welch, Judith Forris tal , Lind a

Bei schel and Clark D. West, Univ. of Cinti. , Child ren' s Hos
pital Medical Center , Div. of Nephro l ogy , Cincinnati.

The class ical pathway C3 conve r tase ( C4b2a) i s r egu l ated by
t he action of two componen t s . C4 binding protein ( C4bp ) ac cel
era t es its intrinsic deca y and ac ts as a cofac to r wit h t he C3
inactivator ( I) in t he cleavage of C4b. We exami ned th e
possibili t y t hat an equilibrium existed between the serum
co ncen t ration of the components ( "C" [C4 and C2J) and regulators
(" R" [C4bp and I]) of the classical C3 conver tase .

Compl e te meas urement of co mplement componen ts was made
in 184 normal s. The r value of C vs R ( ea ch expressed as %
normal ) was +0 . 64 ; t he 95% confi dence interval was de f i ned as
t he normal cl assica l convertase C vs R rela t ionship (CCC vs R).

A normal CCC vs R was found i n 23/25 patients with heterozy
gous genet ic deficiency of C2, C4 , I, or C4bp and 11/13 new
borns with l ow complemen t l evels in cord sera . The s e data
s ugges t t hat hypocomplemen t emia in th e absence of complement
consumpt i on would not di sturb the CCC vs R. In si t ua t i ons of
classica l pa t hway mediated complement consumpt ion , t he CCC vs R
was usually abnormal (19/2 3 SLE , 2/2 bacteremi a, 8/ 8 HANE , and
14/24 MPGN I ) . Pat ients with MPGN I I with evi denc e of al terna
tive pat hway ac tivat ion, howev e r, g eneral ly had normal values
of CCC vs . R (1 0/ 13).

Simultaneous examinat ion of C4bp and I a lo ng with C4 and C2
may he l p to document the cont ribut ion of clas s i ca l pa t hway
ac tivation t o hypocomplementemi a .
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PROSTAGLANDI N-MEDIATED LYMPHOCYTE SYPPRESSION AFTER
PRIMARY EBV INFECTION.Lowell L Williams (Spon. by
Dwight A. Powell).Dept. Pediatrlcs . ohio St at e Uni-

. versity College of Medi cine. Columbus, Ohio, 43205.
Primary Epstein-Barr virus(EBV) infection alters t he host's

immune system. We examined lymphocyte(PBL) function in 12 young
adults for 5 months after infectious mononucleosis(IM) by measur
ing specific PBL to 7 heat- kil led viral ant igens.
We tested prostagland in{PG)E2-mediated suppression of these re
actions by adding indomethac ln(IDM) in vitro. The X enhancement
(higher cpm) of antigen + PBL cultures with IDM compared to those
without IDM represented the abrogation of PG
= no enhancement) . The number of antigens (of 7)showing enhance
ment were averaged(B). Serum content of the PG precursor,arachi
donic acid(AA) was measured by gas-liqu id chromatography from to
tal lipi d extractions (C). We compared these values to those of
age-matched normals without 1M :
Time after (A)Ave. total % (B)# antigens (C)Ave. area %

1M enhancement l' with 10M tota1 AA
2-4 weeks 90.1% 1.33/7 6.54
5-8 weeks 175.9% 4.75/7 8.89
9-12 weeks 152 .1% 4.57/7 5.71
3-5 mont hs 90.6% 1. 25/7 6.11
normals 88 ± 15% 1.50/7 8. 25 ± 0.5

PGE2-mediated functional suppression, a minor part of normal im
munoregulation, is markedly increased 5-12 weeks after 1M. Total
serum AA appears consistent with high PG met abol i sm. The role of
PG in the control of EBV infection merits invest igat ion.

I NTERLEUKIN-l SYNTHESIS BY CORD BLOOD MONOCYTES1038 R. W. Wilmott , M. C. Har r i s , K.M. Hai nes , and S.D.
Douglas, Children ' s Hosp. or Phl!a. , O. of P. Sch.
Med ., Depa rtment of Pediatrics , Philadelphia , PA.

I nterleukin-l (I Ll) is a mononuc l ea r phagocyte sec r etory
product t ha t modulates lymphocyte f unction , a cut e phase protein
syn t hes i s and hypothalamic thermal regulati on . Cor d b l ood
monocytes (>90% esterase positive ) wer e isolated from 28 infants
r anging in gestat i on from 31 t o 41 weeks , (mea n 38.9 , SD 2.5 8)
and stimul ated with 10 mcg/ml LPS (E.col i). Cont rol cultures
contained medium a l one or with 10 mcg/ml polymyxin B (PMB) .
Twenty-four hour supern atants were t ested i n a C3H/HeJ mous e
thymocyte prol i f eration a ssay and mean respons e f or 28 cord
monocyte samples was 14142 cpm (SE 1499), similar t o normal
adult s . Unsti mul ated monocytes from 16 of the 28 infants had I Ll
l evels that i ncreased proliferati on t o mor e than t wice

. ba ckgr ound (720 cpm), mean 5726 cpm (SE 1647 ) . As PMB binds LPS,
f ive PME cont r ol s were s t udi ed to i nvestigat e LPS contamination .
Four of t hese contr ols had high unstimulat ed I Ll levels and two
di d not suppress s igni ficantly wit h PMB. The group with hi gh
unstimulated I Ll synthesis had s i gni f icantl y increased birth
weights (mean difference 0 .5 0 kg , p<0.05 ) , and l onger gestations
(mean differ ence 1.9 wks, p<0.05) . Those with pe rinatal compl i 
cations had significantly i ncrea sed unstimulated activity (5897
vs 1655 cpm) and stimulated activity (15876 vs 12293 cpm)
compared t o normal de l i ver ie s . Thus 1) the ILl response to LPS
i s intact in newborn human monocytes and 2 ) t her e is evi dence of
spontaneous ac tivat ion of cor d blood monocytes f ollOWi ng
compl icat ed de l i veries and i n mor e mature pregnanCies.
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