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LOSS OF NATURALLY ACQUIRED HEPATITIS B SURFACE ANTI- 
BODY (ANTI-HBS) IN TWO HEMOPHILIACS WITH AIDS RELATED 

8 12 COMPLEX. Gordon L. Bray, Gregory Reaman (Spon. by 
L e i k i n ) .  -y/matology/Oncology,d. Hosp. N a t ' l .  
Med. C t r . ,  Washington, D.C. 

Ch i l d ren  w i t h  acqu i red immunodeficiency s./ndrome 
(AIDS) o r  Al DS r e l a t e d  complex (ARC) may develop d e f e c t i v e  humoral 
immunity as evidenced by subopt imal ant ibody responses t o  a  va r -  
i e t y  o f  immunogens. We r e c e n t l y  i d e n t i f i e d  two hemophi l iacs who 
acqu i red ant i-HBs from exposure t o  HBsAg i n  f a c t o r  V I I I  concent- 
r a te ,  bu t  l a t e r  became ant i-HBs seronegat ive  f o l l o w i n g  i n f e c t i o n  
w i t h  Human immunodeficiency v i r u s  (H iv) .  Ne i t he r  p a t i e n t  demon- 
s t r a t e d  evidence o f  c l i n i c a l  h e p a t i t i s  co inc iden t  w i t h  serocon- 
ve rs i on  t o  ant i -HBs p o s i t i v i t y .  Both have e x h i b i t e d  genera l ized 
lymphadenopathy f o r  g rea te r  than one year a l though n e i t h e r  have 
had o p p o r t u n i s t i c  i n f e c t i o n s .  Pa t i en t  # I  seroconverted t o  a n t i -  
HBs p o s i t i v e  s t a t u s  i n  4/83, demonstrated ant i-HBs i n  serum on 4  
subsequent occasions between 4/83 and 8/85, but  r eve r ted  t o  sero- 
nega t i ve  s t a t u s  on t e s t i n g  i n  9/86 and 11/86. S e r o p o s i t i v i t y  f o r  
a n t i - H i v  by the ELISA method was noted i n  8/85; hypergammaglobu- 
l inemia (hyper lgG) was noted i n  8/85 and 11/86 (1840-2130 mg%). 
P a t i e n t  H2 seroconverted t o  ant i -HBs p o s i t i v i t y  i n  6/81, demon- 
s t r a t e d  ant i-HBs i n  serum on 5  subsequent occasions u n t i l  1/85, 
bu t  r eve r ted  t o  seronegat ive  s t a t u s  i n  7/85. He has remained 
ant i-HBs seronegat ive  t o  date .  S e r o p o s i t i v i t y  f o r  a n t i - H i v  
(ELI SA method) was f i r s t  documented i n  7/85 and reversed ?4/T8 
r a t i o  was noted i n  1/83 and 11/86. Hyper lgG was detec ted i n  
6/85 and 11/86 (1930-2300 mg%). These p r e l i m i n a r y  data  suggest 
t h a t  H i v  i n f e c t e d  hemophi l iacs may lose t h e i r  capac i t y  t o  main- 
t a i n  adequate t i t e r s  o f  ant i -HBs, thereby compromising t h e i r  
humoral immunity t o  h e p a t i t i s  8. 

THE PRESENCE OF IgA-RHEUMATOID FACTOR IN  ACTIVE 
JUVENILE RHEUMATOID ARTHRITIS. Riva E r i k ,  Sharyn M. 
Walker, Deborah K. McCurd . U n i v e r s i t y  o f  Southern O8 m r n i a ,  Ch i l d rens  H o s i t i a l  o f  Los Angeles, Oe- 
partments o f  P e d i a t r i c s  and Microb io logy,  Los Angeles 
C a l i f o r n i a .  (Sponsored by Robertson Parkman) 

Rheumatoid f a c t o r  (RF), p a r t i c u l a r l y  IgM RF, may p l a y  an impor- 
t a n t  r o l e  i n  t h e  pathogenesis o f  rheumatoid a r t h r i t i s .  IgG and 
IgA have been repor ted.  I n  c h i l d r e n  w i t h  j u v e n i l e  rheumatoid 
a r t h r i t i s  (JRA), IgM RF i s  n o t  r o u t i n e l y  found. The inc idence o f  
IgA RF i s  n o t  known. Th i s  s tudy was designed t o  determine t he  
inc idence o f  IgA RF i n  c h i l d r e n  w i t h  JRA and c o r r e l a t e  i t s  pre-  
sence w i t h  disease a c t i v i t y  and outcome. An ELISA assay us ing  
r a b b i t  IgG an t i gen  was used t o  d e t e c t  IgA RF i n  t he  sera o f  61  
c h i l d r e n  w i t h  JRA. The o v e r a l l  inc idence o f  IgA RF s e r o p o s i t i -  
v i t y  was 47%. The inc idence was 84% i n  p a t i e n t s  w i t h  i n a c t i v e  
disease, as mani fes ted by warm j o i n t s  and morning s t i f f n e s s  and 
3% i n  p a t i e n t s  w i t h  i n a c t i v e  disease o r  disease i n  remiss ion.  
IgA RF disappeared f rom a c t i v e  se ropos i t i ve  p a t i e n t s  when the  
disease became i n a c t i v e .  Of t h i r t y - o n e  p a t i e n t s  w i t h  a c t i v e  
disease, 27 were IgA RF p o s i t i v e ,  o f  whom 22 were i n  f u n c t i o n a l  
Class 111-IV and 5  were i n  f u n c t i o n a l  Class 1-11. I n  summary, 
IgA RF i s  present  i n  t he  m a j o r i t y  o f  p a t i e n t s  w i t h  a c t i v e  JRA. 

DELAYED PRODUCTION OF INTERFERON-GAMMA (IFN7) AND 
TUMOR NECROSIS FACTOR (TNFa) BY MONONUCLEAR CELLS 

l 8 14 (MC) OF HERPES SIMPLEX VIWS (HSV) INFECIED NEONATES 
(NB). Sandra B u r c h e t t .  W h e v  M 9 U .  Larrv Corey. 
C h r i s t o ~ h e r  B. Wilson. Dept. of  P e d i a t r i c s ,  Univ. of  
Washington, S e a t t l e .  

The n e o n a t e  (NB) i s  s u s c e p t i b l e  t o  d i s s e m i n a t e d  HSV. To 
i n v e s t i g a t e  the  r o l e  of IFNy and TNPa. two cytokines  p o t e n t i a l l y  
important  i n  d e f e n s e  a g a i n s t  HSV d i s s e m i n a t i o n ,  we s t u d i e d  23 
HSV i n f e c t e d  (HSV+) NB, 11 u n i n f e c t e d  (HSV-) NB and 8 a d u l t s  
(AD) w i t h  primary HSV i n f e c t i o n .  We e v a l u a t e d  MC t h y m i d i n e  
uptake ( thv)  and IFNy Srroduction a f t e r  ConA or  HSV stirnula- 
HSV Onset HSV SI  BSV IFN* CODA I F N z  
(Days a f t e r )  NB AD NB AD NB AD 
0-14 2+1+ 22g6 323 45251 32237 6002370 
15-29 7213 32223 13216 127287 1832153 4672282 
3 0-17 9 728 26234 83529 159984 143947 4532273 
)I80 - 22231 624 109926 72+52 62+53 6032190 
+data i s  x * SD; *IFNy Ulml bv RIA: SI=st imulat ion index . . 
HSV s t i m u l a t e d  thy  and IFNy response increased w i t h  time i n  HSV+ 
NB but much more s l o w l y  than the AD response.  By 28d a l l  AD, but 
o n l y  3/12 NB, had S I  )3 and IFN7 )10 t o  ESV. ESV- NB d i d  n o t  
respond.  ConA s t i m u l a t e d  minimal  amounts o f  IFNy i n  a l l  NB. 
Production of a c t i v i t y  c y t o l y t i c  f o r  L929 c e l l s ,  which was >SO% 
neutral  ized by antibody t o  TNFa, by HSV st imulated NB MC corre- 
l a t e d  w i t h  IFN7. 616 NB w i t h  IFNy >10 and 116 NB w i t h  IFNy (10 
produced IF(Fa >10 Ulml. NB concomitantly d e v e l o p  t h e  a b i l i t y  t o  
produce HSV st imul  ated IFN7 and TNFa. Do1 ayed product i o n  of IFNy 
and perhaps R(F by HSV+ NB may p a r t l y  e x p l a i n  the d i f f e r e n c e  i n  
s e v e r i t y  of i n f e c t i o n  compared t o  the  AD. 

PARADOXICAL INHIBITORY AND STIMULATORY EFFECTS OF 
HERPES SIMPLEX VIRUS (HSV) ON LYMPHOKINE-ACTIVATED 
KILLER (LAK) CELLS. Te r r  W. Chin. Susan P lae e r -  a8 Marshal 1, Bonnie ~nk.*, d 
Stiehm. Oeot. o f  Ped ia t r i c s .  UCLA. Los Anseles, CA. . 

~ t r o n g - ~ h ~ - c e l l  a c t i v i t y  induced by i n t e r l e u k i  n-2 
( I L -2 )  o f  cord  (and a d u l t )  mononuclear c e l l s  (Ped ia t r .  Res. 19: 
271A, 1985) has suggested a  poss ib l e  r o l e  f o r  LAK and/or I L -2  
therapy i n  newborns w i t h  c e r t a i n  i n f e c t i o n s .  The e f f e c t  o f  HSV 
( t ype  1 )  on t h e  LAK e f f e c t o r  c e l l  was s tud ied  by adding l i v e  o r  
i r r a d i a t e d  v i r u s  (10,000 R) (MOI=10) t o  10 c e l l s  which have been 
incubated f o r  4-6 days w i t h  I L -2  (50-100 U/ml). The c e l l s  were 
t e s t e d  18-24 h r s  l a t e r  f o r  c y t o t o x i c  a c t i v i t y  aga ins t  Cr- 
l a b e l l e d  K562 and R a j i  t a r g e t  c e l l s .  L i v e  HSV i n h i b i t e d  LAK 
c y t o t o x i c i t y  o f  a d u l t  c e l l s  t o  K562 by 44% (72 * 2.4%) t o  40 * 
6.2%, n-15) and by 62% agains t  R a j i  (50 * 5.6% t o  19 * 4.4%). 
There was s i m i l a r  i n h i b i t i o n  o f  cord  LAK a c t i v i t y .  I n h i b i t i o n  
was dose dependent and independent o f  v i r u s  r e p l i c a t i o n ,  s i nce  
i n h i b i t i o n  was observed w i t h  i r r a d i a t e d  v i r us .  The a d d i t i o n  o f  
l i v e  v i r u s  a t  t h e  t i n e  o f  t he  c y t o t o x i c  assay o r  a t  t he  beg in-  
n i n g  o f  t h e  I L -2  i ncuba t i on  d i d  n o t  a f f e c t  LAK a c t i v i t y .  By 
con t ras t ,  HSV s t imu la ted  c y t o t o x i c  a c t i v i t y  aga ins t  bo th  t a r g e t s  
i n  t h e  absence o f  IL-2. The c y t o t o x i c i t y  o f  a d u l t  c e l l s  i n  t h e  
presence o f  l i v e  HSV (MOI=lO) f o r  5-7 days increased from 3.3 * 
1.1% i n  t h e  absence o f  v i r u s  and IL -2  t o  19 * 3.6% aga ins t  K562 
and f rom 2.2 * 0.6% t o  14 * 4.4% aga ins t  R a j i  t a rge t s  (n.10). 
Cord c y t o t o x i c i t y  was s t imu la ted  b u t  t o  a  l e s s e r  degree. 

I n  sum, HSV i n h i b i t s  LAK e f f e c t o r  c e l l  a c t i v i t y  independent 
o f  v i r u s  r e p l i c a t i o n .  Fu r the r ,  HSV a lone induces n a t u r a l  cy to -  
t o x i c i t y  which may represent  a  unique a n t i v i r a l  defense system. 

PEDIATRIC HUMAN IMMUNODEFICIENCY VIRUS (HIV) INFEC- 
TION IN LOS ANGELES: CONTINUED PREVALENCE OF TRANS- 
FUSION (TX)-ASSOCIATED DISEASE. Jose h  A. Church, USC 
School o f  Medicine, Ch i l d rens  Hospit:l o f  Lor Angeles 
Departmen o f  Ped ia t r i c s ,  Los Angeles. 

Frev ious s tud ies  i n d i c a t e  t h a t  most p e d i a t r i c  HIV 
i n f e c t i o n s  a re  acqu i red t r a n s p l a c e n t a l l y .  The present  r e p o r t  
documents a  c o n t r a s t i n g  experience. Since 1982, 29 non-hemophil- 
i a c  p a t i e n t s  (p t s ) ,  21M, 8F, 2  months t o  16 years  o f  age (mean 3  
yea rs )  have been seen f o r  HIV i n f e c t i o n s ;  9  have d ied.  Seventeen 
p t s  had AIDS; 10 had symptoms and imnune d e f i c i e n c y  caused by 
HIV; 2  were asymptomatic and imnuno log i ca l l y  normal. 

I n  16 p t s  (14M. 2F) (55%) HIV was t r a n s m i t t e d  through b lood 
TX. Ten p t s  (9M, I F )  had been born  prematurely.  S i x  p t s  rece i ved  
b lood ou ts i de  t h e  neonata l  pe r i od  and these inc luded 3  p t s  (ages 
3, 8  and 11 yea rs )  who were i n  remiss ion f rom acute  rnyelogenous 
leukemia and Ewing's sarcoma, and s ta tus -pos t  r ena l  t r ansp lan t .  

The mothers o f  12 p t s  (6M, 6F) were a t  h i g h  r i s k  f o r  HIV 
i n f e c t i o n .  However, o n l y  3  were in t ravenous ( i v )  drug users  o r  
h i g h l y  promiscuous. The o the r  10 monogamous, non- iv  drug users 
were i n f e c t e d  by i v  drug-using spouses ( l o ) ,  b lood TX ( 1 )  and 
a r t i f i c i a l  i nsem ina t i on  (1 ) .  A  r i s k  f a c t o r  was n o t  i d e n t i f i e d  i n  
one 16-year -o ld  male. Ages a t  d iagnos is  were s i g n i f i c a n t l y  h i g h e r  
i n  p t s  i n f e c t e d  w i t h  HIV through TX (mean 3  yea rs  i n  prematures, 
5.5 years  i n  o the rs )  t han  i n  materna l ly -acqu i red HIV i n f e c t i o n  
(mean 1.5 yea rs ) .  

I n  sumnary, t he  p a t t e r n  o f  p e d i a t r i c  HIV i n f e c t i o n  repo r ted  
he re  con t ras t s  sha rp l y  w i t h  t h a t  seen elsewhere. Fewer mothers 
have been i n f e c t e d  through i v  d rug  use o r  p rom iscu i t y  and no 
c h i l d r c n  have been seen whose mothers were f rom HIV endemic areas 

RECURRENT OTITIS MEDIA AND CHRONIC SINUSITIS (OM/SIN) 
ARE COMMON PRESENTING FEATURES AND COMPLICATIONS IN  

Q 17 PEDIATRIC HUMAN IMMUNODEFICIENCY VIRUS (HIV) INFEC- 
TION. Joseph A. Church, USC School o f  Medicine, 
C h i l d r e n s ~ H o s p i G l T L o s  Angeles, Department o f  
Ped ia t r i c s ,  Los Angeles, C a l i f o r n i a .  

Al though r e c u r r e n t  b a c t e r i a l  seps is  and pneumonia have been 
repo r ted  i n  p e d i a t r i c  HIV i n f e c t i o n ,  OM/SIN g e n e r a l l y  a r e  n o t  
considered paramount f ea tu res  o f  t he  disease. The p resen t  r e -  
p o r t  i n d i c a t e d  t h a t  OM/SIN a re  o f t e n  t h e  e a r l i e s t  s igns o f  im- 
munologic compromise. Since 1982, 26 non-hemophiliac c h i l d r e n  
18M, 8F w i t h  HIV i n f e c t i o n  have been seen. 15 p a t i e n t s  ( p t s ) ,  
were i n f e c t e d  through b lood  t r ans fus ions  (TX) and 11 through mat- 
e rna l  passage. 13 p t s ,  12M, I F ,  presented w i t h  OM (11 )  o r  SIN 
(2 )  1  month t o  3  years  be fo re  d iagnos is  o f  HIV i n f e c t i o n .  9  o f  
these p t s  had ch ron i c  o r a l  cand id ias i s  which had been a t t r i b u t e d  
t o  use o f  a n t i b i o t i c s ;  9  were f a i l u r e  t o  t h r i v e  a t t r i b u t e d  t o  
r e c u r r e n t  upper r e s p i r a t o r y  i n f e c t i o n s .  11 o f  these 13 p t s  had 
s igns and rad iog raph i c  f i n d i n g s  i n d i c a t i v e  o f  SIN. 5 p t s  had 
undergone o t o l o g i c  surgery  p r i o r  t o  d iagnos is  o f  HIV. A l l  13 p t s  
had e leva ted  IgG l e v e l s  and 12 had T - c e l l  immunodeficiency. Of 
t he  13 p t s  whose e a r l i e s t  s igns were o t h e r  t han  OM/SIN, 5 deve l -  
oped OM and 4  SIN s ince d iagnos is  o f  HIV i n f e c t i o n .  5  o f  these 
p t s  had normal IgG l e v e l s ,  1 had hypo-IgG and 12 had T - c e l l  
de f i c i ency .  10 o f  15 (67%) o f  p t s  i n f e c t e d  w i t h  HIV through TX 
presented w i t h  OM/SIN i n  c o n t r a s t  t o  3  o f  11 (27%) o f  t s  w i t h  
ma te rna l l y - t r ansm i t t ed  HIV. The prevalence o f  OM (61%! and SIN 
(57%) i n  t h i s  p a t i e n t  popu la t i on  has n o t  been repo r ted  prev ious-  
l y ,  and may be r e l a t e d  t o  t h e  r o u t e  o f  HIV i n f e c t i o n  i n  these 
ch i l d ren .  
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