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Mean fi bronectin l e vels rose s i gn i f icant l y t hroughou t pregnancy
( p < 0 . 01 ) and a t de l ive ry mate rna l l evels (3 15 .6 + 21 . 2 ) sig
ni ficantly (p < 0. 01) exceed ed cord l evels ( 137. 9 + 11.9). Four
to 8 we ek s postpartum fibro ne c tin l e vels re maine d at de livery
l eve ls (3 09.6 + 11. 9) while tota l pro te i n l evels had r eturned
to normal (7 . 8- + 0 . 1). No s i gni f icant e t hnic di f fe re nces in
fibronectin l evels were obs e rve d dur ing pr e gnan cy or betwe en
pos tpar tum l actat ing and nonlactat lng mothers.

PLASMA FIBRON ECTI N LEVE LS IN NORMAL PREGNANCY .
L. Wayne Hes s , Jerry R. Hol mberg , Wi ll iam P.
Monaghan, J ames Haddo ck , Wi l liam F. O' Br i en , Va l G.

Hemming, Stephen M. Golden ( Spon. by Gera ld W. Fischer) . Depart 
ment of Pedi atrics , Uni f ormed Services Universi t y, Bet hesd a, MD.

Fi brinonectins are glycop roteins with i mportant bio l og i ca l
f unctions i n hos t de f ense. Human pl asma fibrone cti n l eve l s were
as s ayed l ongitudinally i n 22 nor mal, l ow r i sk pr egna nt women
(f i r st an d s ec ond t r imesters, del i ve ry , 4-8 weeks pos t part um,
cor d pl asma on ea ch baby) u t i l izing a rapid i mmunoturbid omet ri c
pro cedu re. Tota l plasma pr ot ei n l eve l s wer e determined s imul
t an e ously.

*Fibr one ctins pg/ml **proteins g/dl

t I\t:l\ EFFECT OF PROPHYLACTI C CYCLOSPORIN ON THE DEVELOPMENT
;r\J;r OF I NSUL I N DEPENDENT DIABETES AND LYMPHOCYTIC MIG

RATI ON TO TARGET ORGANS I N AUTOI MMU NITY IN TH E BB fu\T
M,A. Ja worsk i and L. Honore, Depa rtment of Pediatr i c s and Mut t ar t
Diabetes Re searc h and Training and Department o f Pa th ology
Univers ity of Alberta, Edmon t on , Alb e r ta .

Insul in-dependen t diabet e s mel litus (100M) de velops s pon tan
eous ly by 80 - 120 days of age i n approximate l y 50% of animals
f rom high- r isk l ines of Wis tar Bi oBre eding ( BB) ra t s . In addi t ion ,
t he s e rat s al s o sh ow s ubclinica l evidence o f autoimmunity agains t
s ev eral e ndoc r ine and l ymphoid or ga ns .

IDDM developed in none (0/11 ) high-risk BB r a ts whi ch wer e
treated with 10 - 20 mg/ kg/d ay of cy clospor i n begi nn i ng at 42 day s
o f age and cont i nued unt i l 151 da ys of age. 50% of sex- mat ched
Iittermate c ont ro l s trea ted wi t h t he olive oil vehi c le for th e
same length o f t i me developed IDDM . Hi stolog i c e xaminat i on o f
an imals s ac r i f ice d a t t he end of the treatme nt period s howe d
abs en t t o mi nimal lymphocy tic i nfiltra tion o f the pancre a t ic
i s let s and ga stric mucos a , and norma l t hyr o i d g lands i n t he cyclo
sporin t rea t ed an i ma ls . Untreated who deve lope d IODH
had insu litis , a de c r eased numbe r o f is l e ts , an d mi ld t o s e ve re
t hyr o i di tis and ga stritis; 2 o f the co nt ro l l ittermates who did
not develop IDDM al so had f o ca l i ns ul i t i s , pe r i - i ns ul i t is and
modera te th yroid i tis and gas t r i t is .

We co nc lude t hat cyc l os por i n compl e t e l y abr oga t e s t he de vel 
opmen t o f c l i nica l IDDM , and i nhi b i t s o r ab ol i shes l ymphoc yte
mi gr a t ion to or gans agains t which there i s auto i mmuni t y i n th i s
an i mal model o f j uvenile - ons e t, t ype 1 diabe t e s.
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t TREATIIENT OF MARROW CELLS WI11I ANTI-NK CELL ANTISERUM
I NCREASES CLONAL GROWTH OR ERYTHROID AND MY ELOID
COLONIES. Sus umu Inoue and J oseph Kaplan. Depa r t ment

of Pediat rics, Wayne St ate Univer s ity School of Medic i ne ,
Chi l dre n 's Hos pi tal o f Michigan, Det ro i t.

To test t h e hy pothe sis tha t NK cel ls hav e a role i n c lonal
s t em c e l l g rowth we performe d c l onal s tem c e l l as s ays on no rmal
bone mar row cel l s (cells obta i ned f rom 4 leukemic children in
re mission and of f t rea tment f or at leas t 6 months) . Fl co ll- Hyp aque
s epa r a t ed bone marrow ce l l s ( l xl 05 o r 2xI05) wer e incuba ted in
rabbi t C' alone (cont ro l) or in rabbi t C' plus mono c l ona l anti
human NK cell ant i s e r um HNK-1 (Leu-7) fo r 60 min . Af te r one wash
i n a lpha medium , c ont ro l an d ant iserum- t re a ted c e l l s we re resus
pended t o an identical volume and pla ted in 1% met hy lcellulos e
wi t h 2 I . U. of shee p eryt hropoietin. Erythroi d and myelo i d
co l onies we r e s cored af ter 6- 7 days cul t ur e .
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The HNK- l treated ce l ls consis t ent l y fo rmed mo r e e rythroi d an d
myeloid co l o nies th an the .c e lls t reated wi th C' a l one (cont rol) .
These f indings str ongly s ugg es t t hat r emoval of bone marrow NK
cells i nc re as es t he pro l i f e ra t ion o f bo th ery throid and my e l o i d
pre cur sors . This i s consis tent with th e view tha t NK cells e x ert
a physiological inhibitory eff ect on bot h e ryt h r oi d and myeloid
s t em cel l pro l iferation.

NK ACTI VI TY I N HEMOPHILIA AND VON WILLEBRAND DISEASE.970 J in , ! . Ge ra , Cl eve land , Q. Mur ray, Romond ,
& D. Kaufman . Dept. Peds /Human Develop., Mi . Sta t e

Univ . , E. Cr os s Blood Center , Lansing , MI .
Impai red natural killer (NK) activity ha s been r eported i n

patients wi t h au t oimmune diseases, t umor s & al s o cer t ain hema
to logic di so rd e r s . Pa t i ent s with hemophilia (Hem) a re at risk
fo r development of AIDS & may also e xh ibi t i mmune ab normal i tie s .
We inve s tigated 41 patien t s fo cu s i ng on NK ac t i v i ty c ompare d wi t h
o t her i mmunolo gi c parameters & clinica l status. Patient s we re
di v id ed i nto su bgroups : Hem A treated with lyophi l ized commer 
c ial Factor VI I I co nc e nt ra t es (LYOPH- C) or from vo l unt a ry donors
(LYOPH-V) ; Hem A wi t h Factor VII I i nhibi t or s; Hem B & unt reated
patient s wi t h Hem A or Von Wil lebrandt s. Ov e ra l l , pat i ents had
s i gn i f i cant ly + NK cy t otox i c i t y (42 .4 ± 15 . 3% vs 61 .7 ± 15. 0%,
p<O.Ol) . Although t he LYOPH-V ero up ha d a s l ight ly hi ghe r NK
ac t i vi ty (49. 9 + 13 . 9%) , t he r e was no s i gn i f i cant difference
among patient gr oups . Unt r eated patien t s exhibited + NK ac t iv i t y
(39. 1 + 13. 6%, p<O.Ol). Ther e was no relat i onship be t ween r e
duc ed NKact ivit y & other i mmunologic parameters inc luding b l as 
togene s i s , MLC, T cel l marke rs, QIG's , aut o Ab & c i rcul a t i ng
immune co mpl exe s (CrC) , In pa tien t s with + CIC, th ere was a
higher r ate of + NK act i vit y compared with thos e - f or CI e (8 /27
vs 2/14) but t he s e were not s t a t is t ica l ly d i f f e r en t . There was
also no r elation s hi p be t ween NK ac t i v i ty & patients ' c l i n ica l
status includ i ng s eve r i t y of di sea s e, CMV Ab & amoun t o f
product i nfusion . This s t udy su ggest s tha t patient s wi t h various
bleed i ng di s or ders may have underly ing i mmune abnormal ities whi ch
are unrelated t o s pe c i f i c pl a sma prod uc t t reatment.

IMMUNE STATUS OF BLOOD PRODUCT RECIPIENTS.
1\t:8 M. Jason . Margar et W. Hilgar tner , Robe r t C. Ho lman ,
;1\} Bruce L. Evatt (Spon , by Roge r A. Feldman ) , Ce n t ers

for Di s eas e Con t rol, At l anta , & Cornell Me dical Ce n t e r , New Yor k
Hemophil iac s ar e at ris k f or a ne wl y r e c ogn i zed disord er , ac 

qui re d immunodef i c i e nc y s yndro me (AI DS), co ns i s t i ng o f oppor t u
nisti c i nf ections or unusu al ne opl as ms , usually as s o c i a t e d with a
decreas ed number of The l r l ymphocytes (TH) and an inverted TH/T l ymphocyte r Rt10 (T / T ) . Several studies of clin

s hown a h i gh i nc i denc e of
the i mmune abn ormalitie s f ound in AIDS , l eading t o s pe c ul a t i on
th a t many hemoph il iacs hav e ha d exposure t o th e AIDS agen t
thr ough blood pro duc t the rapy. We the refo r e eva l ua ted th e immune
s t a tus of th r e e gr oups of bl ood pr oduc t r e c ip i ents wi t hou t AIDS.
Pedi a t r i c partic ip an t s i ncluded 8 hemophilia cs 13 t o 17 yea r s of
ag e on Factor VI II therapy, 18 th alassemic s 9 t o 17 ye a rs of ag e
who rece i ved whole bl ood, and 12 s ickle cel l an emi cs (SCA) 8 to
17 yea rs of age who receiv ed whole blood or plasma . Hemophilia§ 5
had a signif i cant l y lowe r l ymphocyte 3coun t (medi an 1500 ce l l s/mm )
th an did tha l as semics (6 110 ce l l s / mm ' 3P<. 001 by Wi l cox or r ank 
sum t es t (WRS)) and SCA (5461 ce lls/mm , p= . 03 WRS) , ass0'lia ted
with a l ower number of TH (median 513 ce1l s / mm vs
18 j1.5 cells/mm for th alassemi cs, p<. OOl liRS, an d vs 1573 cells/
mm f or SCA, p= . 03 WRS). The T / T was lower f or hemophi l iacs
(medi an 0 . 9) , t han (1 . 7 , p<. Ol WRS) and SCA (2. 2,
p= .OOl WRS). We co nc lude th at inunune abn ormal itie s exi s t in thi s
populat i on with hemophilia . Di ffe re nces may be related to
l yophi lized f ac tor or to t he l ar ge number o f blood produc t donors
represen t ed by f actor t herapy.

ANTIBODY lIEDIATED RKIIAL TUBULAR DYSl'UHcrION IH
SJORGRENS SYNDROME (SS): EVIDENCE FOR TRANS PLAN-
CENTAL TRAIISYER OF IgG ANTIBODIES REACTIVE WITH

RENAL TUBULAR CELL (RTC) ANTIGENS. Stanley C. Jordan , Rebec
ca Sak ai , Michae l A. Tabak , Robert B. Ett enge r , Ar th ur H.
Cohen, Nancy Vint on and Euytham Kontaxi s . UCLA Med ical Cen
t er, Division of Ped i at r i c Nephr ol og y, L.A . , Cali f .

Rena l tubular dysfunction ( t ype 1- renal t ubula r acidosis
( RTA) r enal fai l u re concen trating def ect s and Fan c oni Syn
drome) has be en de scri bed with 55, but the mech ant sef s ) re 
sp on s ible are unc lear . We des cribe a pat i e nt with 55 , t ype
I -RTA, r enal fa i l ure and a co nc e nt rat i ng de f ect who deliver ed
an 1860 gm f emale infant .Shortly af t er bi rth th e neonate ex
hi bi t ed polyur ia, a concentrating de f ect and t ype I RTA.Us i ng
a panel of 5 nor mal kidney t a rgets , i ndi rect immunofluore
s c e nc e ( I F) and i mmunope roxi das e (IP) analysis of s e r um sam
ples ob t a i ned from the in f ant re vea l ed I gG ant i bodi e s rea c
t i ve wi th RTC antigens and TBM . Simllar ant ibody r eacti vi t y
aga i ns t the t arg e t ki dne ys was no t ed i n th e mothe r 1 s s er um,
but I gM) IgG. Test sera a lso s howed reactivi t y with normal
human s a l ivar y gland . At age 10 week s the i nf ant i s thr i ving ,
o f f al l medi cations, and has norm.al electrolyte va l ues . Re
pea t IF and IP anal ys i s of s e rum i s negative fo r pathogeni c
antibodies . These studies s trong ly s ugges t t hat th e tran
s i e nt re na l tubular dysfunction was mediated by t rans planc en 
t ally transferred Ig G react i ve wi t h ne onatal RTC s . This the
s is i s s uppo r t e d by th e disappe aran c e o f di s eas e co nc i de nt
wi t h d Ls a ppea r nace of pat hoge nic ma t ernal I gG f rom t he in
fant s s er um.
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