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t PROTE I N C LEVELS DURING THE FIRST MONTH OF LI FE.
Ma rga re t Karpa t k in , Pier Mannucc i o Mannucc i ,
Madhu Bhoga l, Si l van a Mich ae l Nardi ,

New York Un i ve r s i t y Medical Cen t e r , Depa rtmen t of Pediat ric s ,
New York and Hemophilia and Thrombos i s Center ,
A. Bi anch i Bonami , Un i ve r s i t y of Mil an, Ita l y .

Pro tein C (PC) i s a un i que v i t ami n K dep enden t plasma
p r o t e in wh i ch a c t s a s an a ntic oagula n t. Th romboembo l ism
ha s been r eported in k indr eds wi t h PC l eve l s whi ch a r e
conge n i ta l l y 38-60% of nor ma l . PC wa s measured by e lec t r o
immunoassay i n 47 neona tes r anging i n gesta t iona l age (GA)
from 28-40 weeks . None had evidence of DIC; al l had received
v i t amin K. On da y 1 of l i fe mean PC was 27% ± 2.9 SEM
(range < 10 t o 67 %) of t he no rma l a dul t me a n . PC cor re la ted
wi t h GA in t he 22 inf ant s who wer e heal t hy p< . Ol ) but
did not co r r e l ate in t he 25 s ick i nf ants. Pos tna t al l y PC
was 32% on day 7 and 31% on day 28 . None of t he infant s had
ev idenc e of t hromboembo lism. Ca++ reduced t he
mob i lity of infants ' PC indicating t hat i t was Y carboxyl ated.
It i s co nc luded t ha t 1) Fo r a t l ea st t he f irst 28 da ys of life ,
PC was be l ow t he r ange r epor t e d in k indreds wi th co ngeni ta l
de ficiency and t h r omboe mbol ism, ye t thr omboembolism did not
occur in these neon a t e s . 2) PC i n the newborn i s Y carboxy
l a t ed indicating t hat t he l ow l eve l s a re due to de c reased
synthesis and/or shor t ha lf l ife. 3) PC levels in heal t hy
newborns correlates with GA.

EFFECTS OF FETAL ACIDOSIS ON FETAL & MATERNAL BLOOD885 COAGULATI ON (A FETAL LAMB MODEL) . C. Thomas Kis ke r ,
Wil l i am R. Clar ke , Davi d P . Bohl ken, Uni ve r s ity of

Iowa Col lege o f Med ic i ne, Iowa Ci ty > I owa.
The e f fe c ts of two hours o f fe ta l acidos i s (mean pH 6 . 93) on

fe t a l and ma t e r na l blood co a gula t ion were me asured . Coa gulat i on
t est resul ts f r om 10 fe tal l ambs and mot he r ewe s ( 127 ± 2 days
mean ge s t a t ion) be f o r e and a f te r fe t al l actic ac id infus i on we r e
compared with tes t r e s u l ts from 8 con t ro l f eta l l ambs an d mother
ewe s (127 ± 3 days mean ges t a tion) be f ore and a f te r con t ro l gl u
cose i nf usion . Tests i nc l uded Hb , Hct , WBC, pla te le t count , pH,
pe0 2, p02 ' PT, PTT, t hromb i n t i me , f ibr inogen , fa c t ors II , V,
VII, VIII, I X, X, xr , XII ac t ivities, f ibrin monomer ( FM) , ATI II ,
and FDP l e ve l s. Signi f icant ch anges i n acido tic fetal l ambs not
s een in con trols inc l ude d i ncreased WBC (mean 2800/mm3 t o
3600/ mm 3; p=. 0009), shor t en ed t hrombin t i me (mean 17 .8 s ec to
11 . 2 s ec ; p=. OOOl) , de c r eased fac t or V (mean 57% t o 37%;
factor I X (mean 35% t o 29%; and f ib ri nogen (mean
147 mg % t o 125 mg %; Ther e we r e no i nc r eas es in
or FOP and no de creases i n platele t co un t s o r AT I II levels .
Al though there was no ch ange i n pH or l actate, a decrease in
fac t or V was f ou nd i n ewes with acido t ic f etus es (mean 141% t o
113%; and a de cr ease i n fac t or I X (mean 119% t o 102%)
approa ched s i gni f i cance (p =. 0564) . Fe t a l a c i dosis t hus induce s
a hypercoa gulable s t a t e in the fetus by s hortening t he t hrombin
time . Decreases in t he leve ls o f fa cto r V an d IX a r e a l s o ob
served i n both f e tus an d mother , sugge s ting t he liberation of a
medi ator ca pabl e of cross ing t he pl acen t a .

HUMAN T-CELL LEUKEMIA VI RUS (HTLV) STUDI ES I N SUB• 886 JECTS WITH HEMOPHI LIA. B. Kl os ter, R. Tomar , J . St ock
mao , H.La mber son , S.Mer l , P.John , D. Groth , B.F o iez.

Dept.s , Pedi a trics / Pathol ogy/Med i cine , New Yor k .
Subj ec ts wi t h hemophi l ia may be a t r i sk for developi ng AI DS.

HTLV ha s been l i nked t o AIDS in severa l repo r t s . Because of this
pos sible association, sera f r om 46 asym pt omat i c F- VI I I and F- IX
deficien t hemophiliacs , ag e s 16 mos- 19 and 51 a dul t
ph i l iac AI DS pa tients were ex ami ned f or an t i bod i es t o membr an e
antigens on HTLV inf ec t ed l ymphocyt es (HUT 102- B2 cell l in e )
us ing f l ow cyt omet r y . Flu ore s ce nce hi s t og ram s of s erum s amples
were compute r an a l yzed f o r compa r ison t o ce l ls exp osed t o buff e r .
Lymphocyte subsets were det ermined us i ng commercia l l y avai lable
monoclonal ant ibodies . The anti -HTLV-MA t i ters were as f ol l ows:

n 1 : 40 ( titers)
Cont rols 38 90% 10% -----0%
Hemophi l i acs 46 50% 35% 15%
AIDS 51 25% 16% 59%

Among he mophi l iacs , ti t er s >1: 75 were found on ly in VI I I de f i 
cient s using concentrat es . Thos e using c r yo pr ec i pita t e and F-
I X subj ects had ti t ers compar ab l e t o co n t ro ls . In subj ects re 
ceiving co ncentrate , the tite rs d i d no t corr e la te wi t h fa cto r
us age (u/kg /yr ) . I nve rt ed T4/T8 ra t i os occ ur re d i n 0% of c r yo
us ers , 28% of IX cone and 61% of VIII cone us ers . wer e no
ted i n 28% of hemophiliacs wit h an t i - HTLV-MA ti ters <1 : 20 , 44%
with ti t e r s =1: 40 , and in 100 % wi t h ti t ers >1 : 75 suggest ing an
assoc iation . No co r r e la t io n was f ound between T4/ TS ratios and
antibod y posi t i vi ty fo r CMV o r HBV.

Hunan R1Ns were te sted for cherot act ic act ivi t y the Gall in rrodtf icat ion of
the Boyden O1arrber technique with prelabell ed Or _ s st inulated by E.O:>li
Endotoxin wi th and wi thout pat ient sertm, In cont rast to previous findings, no
abnonnality was noted. p- vAUJE
P cells P sertm 21.71'9. 88% C cells C senrn 24. s&:a.72"/. NS

Superoxide (n a<,1les/107cells ) 227.gC.71.1 182.6-'49.8 NS

t NJRW. QID1J'fA)(IS AND OIHER CI'.ANtJLCCYrE FWCI'ICNS IN HlMlPHI LIACS883 WITH AI'lm-IAL T HElPER/T SUPPP.ESSOR CElL RATIffi. P.Ka1pert ,J.Katz,
C.Mallett ,C.VanDenVen,B.Wa1ter ,G. Bennet t s ,M. Cai ro.OCI /QiCC,Orange,

CA 92668. (Sponsored by Donald Sperling).
Last year, Tarmous (Ped Research #1183) reported plasma cberotacr ic i nhibi tors

in her.ophiliacs receiving Factor VIII concentrates . To confi nn thi s finding ,and
to assess tot al granulocyte function we tested 11 sever e harophiliacs 21-64 years
old (median 25) (8 on Factor VIII and 3 on cryo). All had normal T and B cell
rn.nbers but Signif icant ly decreased T IT

S
ratios 0.0.::.6 cryo, p '-.01 M Il

P L . OOI vs control Getts 'Were nonnal when te sted for bacter iaci dal
killing against S.aureus, FMLP (N--Formyl-L--Methiony-L-leucyl-L-Phenylal anine)
stinu1ated aggregation and cyto B/FMlP stinlJlated superoxide product ion.

lUfAL <XmROL P-VALUE

In addi t ion fur ther ini t ia l studies show no change in chero tactic act ivi t y when
rome l donor cells were incubated with comerteal Factor VIII prepara tions. Thus
in heoophiliacs wi th abnoma l cellular innunity we were unable t o derronst rate any
cellula r or se run defec ts in chemotaxis or in other granulocyte funct Ions, A
larger series of pat ients will be studied to conf i nn this .

C cells P senrn 23.4gC.I2.2"/. C cells C serwn 25.3-'-8.32"1. NS
C cells C senrn P cell s C senrn 21.9&:-13. 95% NS

Bacterial Kill ing (n<ill) 49.6<),:,3.68 49.48-1.93 NS

P cells P serun 21.82-10.4% P cells C sertm 21.96-13.9'1. NS
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HEMOLYTIC TRANSFUSION REACTI ON (HTR) AS SOCI ATED WI TH
I NTRAVENOUS IMMUNE GLOBULIN (IV Ig). Haewon C. Ki m,

C. Lucy Pa rk , J ame s H. Cowan , III, Fr an c i s Fatta ri ,
Cha rles S. August, Vni v. of Penn . and Ch i ldr en ' s Hos p . of Phila .
Depts. of Pe d i at r. and Cl i o. Lab s.

High dose I V I g has been t r i ed i n immune cy to penia(s) wi t h
f ew comp l ica t ions . We r eport a seve re HTR due t o I V I g. A 10 yr 
old B Rho(D) pos . boy who r eceive d a bone mar row t r an s plant (BMT)
from his 0 Rho(D) ne g . sister was given I V I g (C5l9 l l,
5%, Cut te r Lab . ) f or pla t elet a l lo immunization . On day 9 pos t 
BMT he develop ed a ch i l l and hypotension after 120 ml of IV I g
and hemoglob i nuria l a t er . On day 10 he ha d a s ever e shakin g ch ill
a f ter 100 ml of I V I g and symptoms r ecu rred a f ter 2 rn1 of infu
sion . On days 10 t o 12 he had hyper bi lirubi nemi a (4 . 5 mg/d l ) ,
hemogl obineni a ( 98 mg/d l) , hemoglob inur ia (75 mg/dl) and no hap 
t ogl obin . Hb rema i ned between 6-7 g/d l wi t h 8 un it s of RBC. On
day 13 ur i ne be came clear an d Hb r ose wi t hout t r an s f us i on s CTx) .
No Tx wer e gi ven 48 hr s . pre-I V Ig. Aft er BMT he was given 0 n eg .
degl ycerol i zed -RBC and gro up B pla sma an d pla t e l et s . Pr e- I V I g he
was B pos . and had a nega t i ve dire c t an t iglo bulin t e s t ( AGT) and
an tibody s cr een . Pos t - IV Ig direct and i ndir ec t AGT were positive
(days 10-13) ; anti - B (1 :4) was detec ted i n his se ra f rom day 12 .
Sera and elua t e demons t r ated an t ig lobu l i n r ea ctiv ity wi th group B
RBC. The IV Ig he recei ved had 1 :64 fo r ant i-B and Anti-A . On day
16> pa tient wa s t yped a s 0 n eg. wi t hout r e t i culocyt os i s, i nd i ca t
i ng mass ive intra va s cu l ar hemol ys i s of a uto logo us RBC, not a re 
sponse t o BMT . Si nc e bl ood group an t i bodies a r e pr es en t in human
i mmune serum globulin pr epa r a t i on s , compatibi l ity t es t sho uld be
done when using I V I g to pr even t HTR.
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CEREBROSPINAL FLUID (CSF) B2 MICROGLOBUL IN (B2M) : A
NON-SPECI FIC INDICATOR OF CNS LEUKEMIA, SOMNOLENCE
SYNDROME , AND THERAPY-RELATED CNS I NJURY .

N.L. Kobr i ns ky , A.J . Bi s hop, M. L. Schr oeder, F. Pa r a skeva s > Dept s
of Pediat ric s and Int erna l Medi c ine > Uni v er s i t y of Man i toba .

To eva l ua t e CSF B2M as a marke r of CNS l eukemia , B2M was meas 
ured i n the CSF (N=485) and se rum (N=178) of 58 chi ldren with ALL
ove r a 34 mont h pe riod . CSF B2M and/or t he CSF/ se r um B2M r a t i o
were i nc reased i n pa t i e nts with blas t cells on cytospin,
eNS di s ease i n r emi ss i on, ove r t eNS i nvo lvemen t , the somnol ence
syndr ome and re cen t intr a thecal metho t r exate (p<. OOS) . CSF B2M
i ncrea s ed With > bu t not pr ior t o , t he deve lopm en t of ov e rt CNS
disease an d peaked 3-4 weeks t heraf t er (N=4 pa t i ents ) . To evalu
ate CSF B2M as a marker of t herapy- r e l ated CN S injury , 15 pa
tien t s without CNS involvecen t we r e s t ud i ed serial l y for 20 t o 80
week s f rom di agnos is. CSF 82M inc reased f ollowi ng intra t heca l
met hot rexate a lone (weeks 0 t o 4) f r om 0 . 58± . 44 t o 0 . 77±.54 mg/ l
(p <. Ol ). Fol l owin g crani a l irr adia tion (weeks 4 t o 6) , CSF E2M
increa s ed f urthe r t o 1 . OO±. 73 mg / 1 ( p<.OOI) , a nd pea ked af te r s i x
weeks. A se cond peak (2. l4±1 .4 7 mg/l) was obs e r ved af ter 26
wee ks . CSF B2M re turned t oward s pre - therapy levels by t he end of
t he firs t ye a r . It is c onc l uded that CSF B2N inc r e a s es in r e 
s pon se t o overt bu t no t occu lt CNS l eu kemi a and t o thera py-rela 
ted eNS i nj ury. The l a t t er f ollows a pr edic tab l e b i - modal cur ve
f ollowi ng cr ani a l i r r a diation and i n t r a t heca l methot rexa t e during
t he f irs t ye a r of t reatment. Studies de mons tra t ing produc t ion o f
B2M by end othel i al c e lls in cultu r e s ugg e s t t hat t he source of
t he el evated CSF B2M see n fo l lOWing eNS the r apy , i n the abs enc e
of ove r t CNS l eukemi a, may be vascu la r .
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