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DEFECTIVE NEUTROPHIL CANDIDACIDAL ACTIVITY IN 
PATIENTS WITH RESISTANCE TO 1,25-DIHYDROXY-VITAMIN 973 D3 (1 ,25-D) WITH ALOPECIA. 8 .  Etzioni, Y. Yeisran. 

S. Pollack, T. Meshulam,.V. Zakut, S. S~irer, A. Benderlv, 
2. Hochberq. Rambam Medical Center, Departments of 
Pediatrics, Clinical Immunology, and Microbiology, Haifa, Isreal 
and Tel Aviv Medical Center, Ichilov Hospital, Vitamin Research 
Laboratory, Tel Aviv, Isreal (Spon. by I. Rezvani). 

Recent studies have shown that 1,25-D may be involved in the 
regulation of differentiation and function of the immune system. 
The syndrome of resistance to 1,25-D provides an opportunity for 
investigation of the role of 1,ZS-D in the immune system of 
human subjects. In this study we examined some aspects of the 
immune system in 5 patients with resistance to 1,ZS-D and 
alopecia who had defective receptors for 1,25-D in skin fibro- 
blasts. All patients had normal numbers of blood T and B 
lymphocytes and normal helperjinducer (OKT4) to suppressor/cyto- 
toxic (OKT8) ratio. Proliferative responses to phytohemagglu- 
tinin and concanavalin A were comparable to those of normal con- 
trols. Serum IgG, IgM and IgA were within the normal range for 
all patients. Staphylcoccal killing and monocyte chemotaxis 
were comparable to controls in the one patient examined. Al- 
though phagocytosis of Candida albicans by neutrophils was 
normal, candidacidal activity was significantly lower (32f 5% of 
injestedc C. albicans in 1 hr) than that observed in the con- 
trols (83t16f of injested C. albicans in 1 hr). The data indi- 
cate that 1,25-D participates in activation of intrcellular kil- 
ling of some microvbes by human neutrophils and support the view 
that 1,25-D is involved in a wide range of cellular processes. 

HUMAN THYMOCYTE CHEMILUMINESCENCE-DEPENDENCE ON 974 MACROPHAGES. Senih M.  F i k r i q  and Kamala 
Suntharalingam, Downstate Medical Center, 

Department o f  Ped ia t r i c s ,  Brooklyn, New York. 
Rat thymocytes s t imula ted w i t h  Concanavalin-A (Con-A), i n  

the presence o f  Luminol respond w i t h  a sho r t  l i v e d  b u r s t  o f  
chemiluminescence (CL) associated w i t h  H202 product ion. 
Macroohaae deoleted thvmocvtes a re  a l so  sa id  t o  r e a c t  s i m i l a r  
2.5 x' 10' t o  i x 10' &ym&ytes obta ined from thymi resected 

- 

du r i ng  open hea r t  surgery s i m i l a r l y  responded t o  lumino l  
augmented Con-A s t imu la t i on .  Add i t i on  o f  l a t e x  p a r t i c l e s  
f u r t h e r  increased CL 5 t o  10 f o l ds .  However p a r t i a l  
e l i m i n a t i o n  o f  macrophages by carbony l - i ron i nges t i on  o r  by 
adherence t o  p l a s t i c  surfaces reduced CL 5 t o  7 f o l d  from the  
i n i t i a l  values. Thymocyte CL may be a f u n c t i o n  o f  macrophages 
contaminat ing t he  c e l l  suspension. 

IMMUNE BASIS FOR EUSTACHIAN TUBE (ET) OBSTRUCTION 

975 P h i l i p  Fireman, Paul K. Stil lwagon, David P. Skoner, 
Charles D. Bluestone, William J .  Doyle (Spon. Thomas 

K. Ol iver ,  J r . )  Chi ldren 's  Hospi ta l ,  P i t t sbu rgh ,  Pennsylvania 
Recent s t u d i e s  i n  our l a b o r a t o r i e s  have documented t he  devel- 

opment of a l l e r g i c  r h i n i t i s  (AR) and subsequent ET obs t ruc t i on  
a f t e r  provocative i n t r a n a s a l  pol len  o r  house dust  mi te  ant igen 
chal lenges  i n  hypersensi t ive  sub j ec t s .  The induced ET obstruc- 
t i o n  was ant igen dose dependent and inve r se ly  r e l a t e d  t o  t h e  pa- 
t i e n t ' s  s p e c i f i c  IgE antibody t i t e r .  Since prolonged ET obstruc- 
t i o n  unde r l i e s  t he  pathogenesis of o t i t i s  media wi th  e f fu s ion  
(OME), t he se  da t a  suggest a r o l e  f o r  AR i n  t he  e t i o logy  of OME. 
To a s c e r t a i n  i f  ET obs t ruc t i ob  and/or OME develop dur ing n a t u r a l  
po l l en  exposure, weekly b i l a t e r a l  ET funct ion was measured by t he  
9-step p re s su re  swallow tympanometric t e s t .  Eight ch i l d r en  ages 
5 t o  14 years  with documented ragweed ARand r ecu r r en t  OME were 
s tud i ed  before ,  dur ing and a f t e r  t he  1984 ragweed season which 
was es t imated by d a i l y  po l l en  counts.  Ragweed a l l e r g y  was con- 
firmed by p o s i t i v e  sk in  t e s t  with serum RAST ranging from 1 t o  
10 percent .  Symptom sco re  and medication d i a r i e s  were kept .  
Whereas9of 16 e a r s  (56%) showed normal ET funct ion before  po l l en  
season and 10 of 16 (63%) a f t e r  po l l en  season, only 2 of 15 (13%) 
had normal ET funct ion a t  t h e  peak of po l l en  season and 23 of 75 
(30%) e a r s  t e s t e d  had normal ET funct ion dur ing t h e  5 week po l l en  
season (p q . 0 5 ) .  OME d id  no t  develop i n  t he se  p a t i e n t s .  These 
s t u d i e s  have shown f o r  t he  f i r s t  t ime i n  ch i ld r en  with a h i s t o r y  
of OME a causa l  r e l a t i onsh ip  between an a l l e r g i c  r eac t i on  and t h e  
development of ET obst ruct ion.  

EVIDENCE FOR SECRETORY COMPONENT GENE EXPRESSION I N  976 HUMAN LIVER. Randall  M. Goldblum, Satya  P. 
Kunapuli, Richard M. Denney, and Ashok Kumar. De- 

partments of P e d i a t r i c s  and Human B io log i ca l  ChemPstry and Gen- 
e t i c s .  Univers i ty  of Texas Medical Branch, Galveston, Texas. 

Polymeric immunoglobulin r ecep to r  ( s ec re to ry  component, SC) 
is  an i n t e r g r a l  membrane p ro t e in  synthes ized by s ec re to ry  epi -  
t h e l i a l  c e l l s  and by hepatocytes of c e r t a i n  mammals. However, 
t h e  syn thes i s ,  d i sp l ay  and funct ion of SC in human l i v e r  is  no t  
we l l  character ized.  We the re fo re  sought evidence f o r  SC synthe- 
sis by human l i v e r  us ing s p e c i f i c  an t i bod ie s  t o  SC t o  screen a 
l i b r a r y  of phage expression vec to r s  (Xgt l l )  conta in ing cDNA cop- 
i e s  of human l i v e r  messenger RNA. 

I n  i n i t i a l  screening,  3 x 1 0 ~  phage were p l a t ed  on E. c o l t  
(Y1090) and cul tured f o r  3 hours before  t r a n s f e r  t o  n i t r o c e l l u -  
l o s e  f i l t e r s  conta in ing t h e  inducer IPTG. Af t e r  1.5 h r ,  t h e  
f i l t e r s  were probed us ing polyclonal  antibody t o  SC and l a -  
beled protein-A. Clones p o s i t i v e  by autoradiography were r e -  
p l a t ed  u n t i l  a l l  v i s i b l e  plaques gave p o s i t i v e  s i g n a l s  f o r  SC. 

Primary screening of t h e  l i b r a r y  produced 6-8 d i s c r e t e  s i g -  
n a l s  each time. Secondary and t e r t i a r y  screens  y ie lded progres- 
s i v e  enrichment of SC-positive plaques. A mixture of 5 mono- 
c l o n a l  an t i bod ie s  t o  SC confirmed t h a t  t e r t i a r y  c lones  produced 
an  SC-like p ro t e in .  While f u r t h e r  s t u d i e s  w i l l  be necessary  t o  
confirm t h e  s p e c i f i c i t y  of t he  gene, our s t u d i e s  provide t h e  
f i r s t  evidence that mRNA f o r  SC is  present  i n  human l i v e r .  Al- 
though t h e  c e l l  of o r i g i n  is  undefined, t h e  a v a i l a b i l i t y  of 
cloned genes should a l low u s  t o  f u r t h e r  de f ine  t h e  r o l e  of SC 
i n  t h i s  and o the r  t i s s u e s .  

CORRELATION OF FETAL OUTCOME WITH ANTENATAL TESTING 977 I N  ISOIMNUNIZED PATIENTS. Ronnie G u i l l e t ,  G a r r e t t  
Colmorgen, Soraya Abbasi, Chari O t i s ,  S t u a r t  Weiner. 

(Spon: Alf red  M. Bongiovanni). Pennsylvania Hospi ta l ,  Departments 
of Obs t e t r i c s  and Gynecology and P e d i a t r i c s ,  Univers i ty  of Penn- 
sylvania ,  Phi ladelphia .  

Sixty-seven pregnant women a t  r i s k  f o r  f e t a l  isoimmunization 
were followed prospect ively  from 6/78-6184 and scored by non- 
s t r e s s  t e s t i n g  (NST) ( r e a c t i v e  =2, nonreact ive  =O), amniot ic  
f l u i d  A 450 (slope: i nc rea s ing  =2, s t a b l e  =1, decreasing =O), and 
f e t a l  u l t rasound (u/S) ( e ry th rob l a s to s i s  f e t a l i s :  none =2, mini- 
mal-moderate = I ,  moderate-severe =0).  Pos tna t a l l y ,  t he  67 i n f a n t s  
(GA 36.6t3.1 wks, meantSD, BW 2850+656 grams) were independently 
scored without knowledge of t he  maternal  score  ( l i v ing  =2, dead 
=O; treatment:  none =2, phototherapy =1, exchange t r ans fus ion  =O; 
problems of prematurity: none =2, mild =1, moderate-severe =0). 
The mothers and i n f a n t s  were each ass igned a rank from 1-10 
according t o  t h e i r  scores .  A s ign  t e s t  (non-parametric) between 
t h e  maternal and i n f a n t  scores  revealed  no s i g n i f i c a n t  d i f f e r ence  
i nd i ca t i ng  agreement between rankings. The c h i  square  goodness 
of f i t  f o r  t he  d i s t r i b u t i o n  of scores  when grouped a s  11213, 
4151617, and 8/9/10 a l s o  i nd i ca t ed  no s i g n i f i c a n t  d i f f e r ences  i n  
rankings. The c o r r e l a t i o n  c o e f f i c i e n t  f o r  i n f a n t s  rank aga ins t  
maternal  rank was .76 a t  p<.001. No s i n g l e  a n t e n a t a l  t e s t  h a s  
t hus  f a r  been shown t o  be p red i c t i ve  of neonata l  outcome. We 
have shown prospect ively  t h a t ,  i n  combination, NST, A450 and U/S 
can r e l i a b l y  p r e d i c t  s eve r i t y  of isoimmunization. The composite 
score  can t he re fo re  be used t o  optimize timing of de l i ve ry  with 
r e spec t  t o  t he  r i s k s  of prematur i ty  and e r y t h r o b l a s t o s i s  f e t a l i s .  

SECRETORY IGA ANTIBODIES IN HUMAN MILK AGAINST =- 
DA ALBICANS. Antony J. Ham Pong, Kimberl w, 978 K n d a l l  M. Goldblum, and Armand S. Goldma:. The 

Univers i ty  oE Texas FCedicaL Branch, T m a F t m e n t  of Ped i a t r i c s ,  
Galveston, Texas. 

Secre tory  IgA (SIgA) an t ibod ie s  t o  Candida a lb i cans  have pre- 
v ious ly  been detec ted  i n  pooled human milk by immunofluorescence, 
and t h e r e  is  some evidence t h a t  t he se  an t ibod ie s  i n t e r f e r e  wi th  
t h e  adherence of t h a t  organism t o  human buccal e p i t h e l i a l  c e l l s  
h c h  Oral B io l  27:617, 1982). L i t t l e  i s  known regarding t h e  mu- 
c o s a l  defense  aga ins t  t h i s  fungal  agent i n  e a r l y  infancy. Be- 
cause of t h e  occurrence of t h e  fungus i n  t h e  g a s t r o i n t e s t i n a l  
t r a c t ,  and t h e  commonness of candidal  i n f e c t i o n s  dur ing pregnan- 
cy, we hypothesized t h a t  high t i t e r s  of SIgA an t ibod ie s  t o  =- 
da a lb i cans  would be f r equen t ly  present  i n  human milk and would 
a i d  i n  t h e  i n f a n t ' s  mucosal defense  aga ins t  t h i s  fungus. Milk 
specimens, co l l ec t ed  2-4 days post-partum from 10 nurs ing moth- 
e r s ,  were cent r i fuged t o  remove c e l l s  and examined f o r  Candida- 
s p e c i f i c  SIgA an t ibod ie s  by a micromodification of an enzyme- 
l i nked  immunosorbent assay,  u t i l i z i n g  a p ro t e in  e x t r a c t  of =- 
da a lb i cans  a s  t h e  s o l i d  phase and an  an t i - s ec re to ry  component- -- 
horseradish  peroxidase conjugate  a s  t h e  de t ec to r .  Pooled human 
colostrum served a s  a r e f e r ence  s tandard  ( t i t e r  1:25). Eight of 
t h e  sub j ec t s  s tudied displayed t i t e r s  of s ec re to ry  IgA an t ibod ie s  
t o  Candida which were>l :16.  The range of t i t e r s  was <1.1 t o  
1:460 (mean, 1:86; median, 1:32). 

High t i t e r s  of SIgA an t ibod ie s  t o  Candida a lb i cans  found i n  
t h e  major i ty  of milk specimens examined suggest t h a t  t h e s e  a n t i -  
bodies  may defend t h e  mucosa of t h e  breas t - fed  i n f a n t  aga ins t  
t h i s  common oppor tun i s t i c  agent .  
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