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Me an f lbrone ctin levels r os e s i gn i f ican t ly through out pregnancy
(p < 0 .01) a nd at delivery maternal levels ( 315. 6 21 . 2) sig
ni fican tly ( p < 0 . 01) exce eded cord levels ( 137 .9 11 .9 ) . Four
to 8 weeks pos t pa rtum f i bronectin leve ls r emai ne d a t del i ve ry
l e ve l s ( 309 . 6 + 11 . 9 ) while tota l pr ot e i n leve ls had r e turned
to no rma l ( 7 . 8- + 0 . 1 ) . No significan t e t hni c diffe rences in
fib rone ctln l evels were obs e r ve d during pr e gnan cy or betw een
pos t part um l acta ting and no nlac t at lng mothe r s.

PLASMA FIBRONECTIN LEVELS IN NORMAL PREGNANCY .
5)()() L. Wayne Hess , Jerr y Ra Hol mberg, William P.

Monaghan, Jame s Haddock, William F. O'Brien, Val G.
Hemming, St ephe n M. Gol de n (Sp on . by Ge r a l d W. Fischer) . Depart
ment of Pediatrics , Uni fo r med Servi ces University , Bethesda, MD.

Fibrinon ectins a re glycoprote ins with i mportant biolog ical
f unctions i n host defense . Human plasma f ibronect i n l eve l s wer e
assayed l ong i tudinally in 22 normal , low risk pregnant women
(fi r st and second t r i mes t e rs, de l ive ry , 4-8 weeks postpartum,
co r d plasma on each baby ) utilizing a r apid immunoturbidomet ric
procedure . Tota l p l a sma protein l eve l s were dete rmi ne d simul
taneously.
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EFFECT OF PROPHYLACTIC CYCLOSPOR IN ON THE DEVELOPMENT
OF I NSULIN DEPENDENT DIABETES AND LYMPHOCYTI C MIG
RAT ION TO TARGET ORGANS I N AUTOIMMUNITY I N THE BB

M. A. J awor s k i and L. Hono r e , Depa r tmen t of Ped ia t r i cs and Mu t tar t
Diabet e s Res ea rch and Tra in ing Cen tre , an d Dep ar tmen t o f Pa t holog y
Uni ve r sity of Alberta , Edmont on , Al be r ta .

In s ul i n- depen dent diabetes me llit us (lODM) develops s pon t an
eo us l y by 80 - 120 da ys of age in ap proxima te ly 50% o f a nimals
f rom h i gh-ris k l i ne s of Wis t ar Bi oBre eding (BB) rat s . I n ad d i t i on ,
t he s e r at s al so s how s ubc l i n ica l ev i dence of autoimmuni ty ag a ins t
several end ocrine an d l ymphoid organs.

IDDM deve l ope d in none (0/ 11) high-risk BB ra ts which were
t r ea ted with 10 - 20 mg/ kg/day of cy clospo r i n beginning a t 42 da ys
of a ge and c ont i nued unt il 151 da ys of ag e . 50% of s ex- ma t che d
littermate co ntrols trea t ed wi t h the olive oil ve h ic l e for the
same l ength of t ime developed I DDM. His t o logic exami nat i on of
animal s sacrif iced at the end of the t r eatment per iod showed
a bs en t t o mini mal l ymphocytic infiltration of the pancrea t i c
isle ts and ga s t r i c mucosa, and nor mal t hyro i d gland s i n the cy clo
spor in treated an i mals . Untreated littermat e s who develop ed IODH
ha d i ns ul i t i s , a de c r e ased number of isle ts , and mild t o severe
t hyr o i d i t i s and gas t ri tis; 2 o f the con t rol litte rmate s who did
no t de velop IDDM a l so had f oc al i ns ul i t i s, pe r i - i ns uli t i s and
mod erate t hy roidi tis and ga s t r i t is.

We con clude t hat cyclospor i n comple te ly abrogate s t he de vel
opmen t of clinical and inhibi t s or abolis he s lymp hocy t e
migra t i on t o organs ag a i ns t which there is a utoi mmuni t y in th i s
an i ma l model of j uvenile-on set , t ype 1 diabe t e s .

Delivery
315 . 6 + 21.2

7 . 2 :<: 0 .1

by Trimester
3rd

297 . 6--:;-17 . 0
7 .1 :<: 0 .1

2nd
243 . 4--:;-14 . 7

7.4+0. 1

Fi br onect i ns /Tot al Pr ote i ns
1st

*251.6--:;-11 . 0
** 7. 6 + 0 . 1
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t TREAnlENT OF MARROW CELLS WITH ANTI-NK CELL ANTISERUM967 INCREASES CLONAL GROWTH OR ERYTHROID AND MYELOID
COLONIES. Sus umu Inoue and Joseph Kapl a n . Department

o f Pedi at r i cs, Wayne St a te Uni ve rsity Schoo l o f Medi cine ,
Chi l dren ' s Hospital of Mi ch igan, Detroit .

To t est the hyp othes i s that NK cel ls have a role in clona l
s tem cel l gro wth we pe r formed clona l stem cell as s ays on norma l
bone ma r ro w cel ls (cel l s ob ta i ne d from 4 l e ukemi c chi l d r en in
remi ssion and off t r eatm ent for a t l east 6 mont hs) . Fico l l-Hypaque
sepa rat e d bone mar row cell s (lxI05 o r 2xl 05) wer e incuba ted i n
r ab bi t C' a lone (con t r ol) or i n r abbi t C' plus monoclona l an t i 
human NK ce l l antiserum HNK-l (Leu -7) f o r 60 min. After one was h
in alpha medium, con t r ol and ant ise r um- t r e a ted cel ls wer e res us 
pende d to an i dentica l volum e and pla ted i n 1% me thylcellul os e
with 2 I.U . of s heep e ry t h r opo i e t i n . Er y th roid and mye loid
colonies wer e sco r ed after 6-7 da ys cu l t ure .
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The HNK-l t r e a t ed cel l s cons i s t en t ly form ed mor e erythroid and
myeloid co l onies than t h e ce lls t r eated with C' alone ( con t r ol) .
These findings strongly s ugges t t hat r emova l of bone marrow NK
cel l s increases t he pro l iferation of both ery t h r oi d and mye loid
precurs ors . This is cons is t e n t with the view that cel l s ex e rt
a phys iological inhi bito ry e f fec t on both e ry t h roid and myeloid
s t em ce l l prol iferation .

NK ACTIVITY I N HEMOPHILIA AND VON WI LLEBRAND DISEASE.970 Jin , Ji. Ge ra , .!i . Cl ev e land , Q. Mur r ay, Romond,
& D. Kaufman. Dept . Peds/Human Develop . , Mi . St a te

Un i v. , E. Cr os s Blo od Cente r , Lans ing , MI .
I mpaired nat ural killer (NK) ac tiv ity ha s been r eporte d in

patients wi th autoimmune diseases , tumors & a lso ce r ta i n he ma
t ologic d i s or der s. Pa t i ents with hemophil ia (Hem) are a t ri sk
fo r de ve l opment o f AIDS & may a l so exhibit immune a bnormal i t ies.
We i nv est i gated 41 pat i ent s f ocus ing on NK ac t ivi ty co mpared with
other i mmunologi c parameters & clinical s ta tus . Pat ien t s we re
divided int o subg roups: Hem A t r ea t ed with l yophilized co mme r 
cial Fac tor VI II conc entrat es (LYOPH- C) or from vo lun tary dono rs
(LYOPH-V) ; Hem A wi th Factor VI I I i nhibi tors; Hem B & unt r ea ted
pa t ient s wi t h Hem A or Von Wil l eb r an dt s . Overall, pa t i ent s had
signi f i c an t ly NK cytotoxi ci t y (42 .4 15 . 3% vs 61 .7 15. 0%,
p<O.Ol) . Al t hou gh t he LYOPH-V eroup had a s l i ght ly h i gher NK
ac t ivity (49 . 9 + 13 . 9%) , t here was no s ignif ican t di f fer ence
among patient groups . Un t reat ed patient s exhi bi ted + NK ac t iv i ty
(3 9 . 1 + 1 3. 6%, p<O.Ol ) . Ther e wa s no r e l ationship between re
duced NKact ivity & ot he r i mmunologic pa r ame t ers i nc l udi ng blas
t ogene sis, MLC , T ce l l mar kers , QIG's, a uto Ab & c i rcula t i ng
i mmune compl ex es (CIC) . In pa tient s wi t h + CIC , t here wa s a
higher r ate of NK a ct iVity compa r ed wi t h t hos e - f or CIe (8 /27
vs 2/14 ) bu t the s e were no t s t a t is t i ca l l y d i f f e r en t . There wa s
also no r ela t i onship be t we en NK ac tivit y & pa t ients ' cl i nica l
s t a tus i ncluding seve r ity of disease , CMV Ab & amoun t o f plasma
produ ct infusion . This s tudy s ugges ts that pat i en t s wi th va rious
bleeding disorde r s may have und erlying i mmune abnormalit ies whi ch
ar e unr e lat ed t o sp ec i fic plasma pr oduc t t r eatmen t.

IMMUNE STATUS OF BLOOD PRODUCT RECI PIENTS.

968 M. Jason . Margaret W. Hilgartner Robert C. Holm an ,
Bru ce L. Eva tt (Spon . by Roger A. Feldman), Cen t ers

f or Di sease Control, At l anta, & Corne l l Medical Cen ter , New York
Hemoph i l iacs a re a t r i s k for a ne wl y r ecognized di s orde r, ac

qui red i mmun odeficien cy syndrome (AIDS) , consisting of opportu
nistic i nf ect i ons or un us ual neoplasms , us ually associa ted wi th a
decreased number of T

h
1 l ymphocytes (T

H)
and an inve rted T

H
/

T l ymphocyteergtio (T /T
S

) ' Several s t udies of cl in
hemophi l i ac M hav e s hown a h i gh i ncidence of

the immune abnorma l it ies f ound in AI DS, lea ding t o speculat ion
t ha t many hemoph i l iacs hav e had exposur e t o the AI DS ag ent
t hr ou gh blood product t he r a py . l.J'e t he r efo r e eva lua ted t he immune
s t a t us of thr ee gro ups of blood product recip i en t s wi t ho u t AI DS.
Pediatr ic partic i pants inc l uded 8 he moph i lia cs 13 t o 17 year s of
ag e on Fac tor VI I I thera py , 18 t hala s semics 9 t o 17 yea r s o f age
who received whol e blood, and 12 sickle cel l ane mics (SCA) 8 t o
17 yea r s of age who r eceived whole blood or pl as ma . Hemoph i l i a3s
had a s i gn i f icant ly lowe r l ympho cyte 3count (median 1500 cells / mm )
t han di d t halas semics ( 6110 ce l l s/mm ' 3P<. 001 by Wilcox or rank
s um t e s t (WRS)) a nd SCA (5461 ce11s/mm , p= . 03 WRS) , as s0 'jia ted
with a lowe r number of T (median 513 vs
l 8 j l . 5 cel ls / mm f or th ala s semi cs , WRS, an d vs 1573 cel ls/
mm f or SCA, p= . 03 WRS). The T /T was low er f or hemophil i acs
(med ian 0.9 ) , t han (f . 7 , p< . Ol WRS ) and SCA (2 . 2,
p= .OOl WRS) . We co nc lude t hat immune a bno rmal ities exis t i n t h is
population with hemoph i l ia . Differences may be r e l a t ed t o
l yophili zed f actor or t o t he large number of blood produc t don o r s
represented by f actor t he rapy .

ANTIBODY MEDIATED RKIlAL nJllULAR DYSFUNCnON IN971 SJORGRENS SYNDROME (SS) : EVIDENCE FOR TRANSPLAN-
CENTAL TRANSFER OF IgG ANTIBODIES REACTIVE WITH

RENAL TUBULAR CELL (RTC) ANTIGENS. Stanley C. Jordan , Rebec
ca Sak a i , Michael A. Tabak , Robe rt E. Ettenge r , Arthur H.
Cohen, Nancy Vin ton and Euytham Kontaxis . UCLA Medi cal Cen
ter, Divis ion of Pediatri c Nephro l ogy, L. A. , Cali f .

Rena l t ubul ar dys func tion ( type 1- renal tubular ac idosi s
(RTA) rena l fai lure conce n t ra t ing def ect s and Fan eoni Syn
drome) has be en de s cribed with 55, but t he mec ha ndsmf s ) re
s pons i bl e are unc l ear . We des c ribe a patient with 5S , t ype
I -RTA, r ena l failu re and a concent r a ti ng de fec t who de liver ed
an 1860 gm f emale i nf an t .Sho r t l y af t e r bir th the neo na t e ex
hibited polyuria, a conc e nt ra t i ng defect a nd t ype I RTA.Using
a panel of 5 no rma l ki dne y t a rget s , i ndi rec t i mmunofluore
sce nc e ( I F) and i mmunope r oxi da s e (IP) a na lysi s of s er um s am
pl es obt a i ned from the inf an t re vealed I gG ant i bodie s r ea c
ti ve with RTC antigens and TBM. Similar a ntibody react iv ity
ag ai nst t he t arget kidneys was no t ed i n the mother's serum,
bu t I gM)I gG. Test s era a lso s howed reactivity with normal
human sa l ivary gland . At age 10 week s the i nf an t i s th riving,
off al l medi cations, and has no rmal el ec t ro ly te values . Re
pea t IF and I P analysi s of se r um I s nega ti ve for pathogeni c
antibodies . The se s t ud ies s t r ong l y suggest that the t r an
s i en t renal t ubul ar dysfuncti on was mediat ed by transp lancen
ta lly transfer red IgG r eac t i ve with neonatal RTCs . This t he
sis is su pport ed by th e di s a ppearan ce of di seas e conc ident
wi t h disappe a r nace of pa t hogenic ma te r na l I gG from the i n
f ant s s erum.
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