
VENOM IMMUNOTHERAPY FOR HONEYBEE STING-SENSITIVE PER- 

751 SONS. John W .  Yunginger, Barry R .  Pau l l .  and Gerald 
J .  Gleich (Spon. by G .  S. G i l c h r i s t ) .  Depts. of Ped.. 

I n t .  Med., and Immunol.. Mayo C l i n i c  and Foundation. Rochester.MN. 
Prel iminary s t u d i e s  have suggested t h a t  venom irm~unotherapy 

f o r  Hymenoptera-sensitive persons may be supe r io r  t o  convent ional  
inmunotherapy wi th  whole i n s e c t  e x t r a c t s .  The immunological and 
c l i n i c a l  e f f e c t s  of honeybee venom (HBV) "rush" hyposens i t i za t ion  
were t e s t ed  i n  18 p a t i e n t s ,  who received an in t ens ive  two-day 
course  of HBV i n j e c t i o n s  once monthly. I n i t i a l  doses  of 0.5 pg 
were r a i sed  a s  r ap id ly  a s  poss ib l e  t o  200 vg; one t o  nine  t r e a t -  
ment courses  were required t o  reach 200 wg. Anaphylactic reac- 
t i o n s  were experienced by 11/18 p a t i e n t s  dur ing i n j e c t i o n  ther-  
apy. P a t i e n t s  then re turned fo r  d e l i b e r a t e  honeybee s t i n g  chal- 
lenges .  I n i t i a l  s t i n g  chal lenges  were t o l e r a t e d  wel l  by 10117 
p a t i e n t s  completing therapy;  7 o the r  p a t i e n t s  required epineph- 
r i n e .  With subsequent t rea tment  11/17 p a t i e n t s  achieved complete 
c l i n i c a l  p ro t ec t ion ;  p a r t i a l  p ro t ec t ion  was achieved by 3 o t h e r s .  
P ro t ec t ion  was maintained by pe r iod ic  d e l i b e r a t e  s t i n g s  o r  by HBV 
i n j e c t i o n s  a t  2-8 week i n t e r v a l s .  Serum IgE an t ibod ie s  t o  HBV 
and t o  venom phospholipase-A (PLA) rose  d rama t i ca l ly  (%-350%) a f -  
t e r  therapy and remained e levated over base l ine  l e v e l s  i n  14  pa- 
t i e n t s .  Serum IgG an t ibod ie s  t o  PLA rose  s t e a d i l y  dur ing therapy 
and approximated those  seen i n  hyperimmune beekeepers i n  8 pa- 
t i e n t s .  There was no l e v e l  of IgG ant ibody which was p ro t ec t ive  
f o r  a l l  p a t i e n t s . .  The r e s u l t s  i n d i c a t e  t h a t  under con t ro l l ed  con- 
d i t i o n s  HBV immunotherapy provides  c l i n i c a l  p ro t ec t ion  i n  t h e  ma- 
j o r i t y  of p a t i e n t s .  

IMWNBCOMPETENCE AS KASURED BY RESPONSE TO PHYTOHE- 7 5 2 MAGCLUTINIII (PHA) IN T-CELL AND NON-T-CELL ACUTE 
LYWHOBLASTIC LEUKEMIA (ALL). Jaime Zusman, John 

Kersey. Mark E. Nesbi t ,  Ochsner Medical I n s t i t u t i o n s .  U. Hinn. 
Hospi ta l .  Dept. of Ped ia t r i c s .  New Orleans, and Minneapolis. 

70 p t s  wi th  ALL were s tud ied  wi th  i n  v i t r o  lymphocyte stimu- 
l a t i o n  t o  PHA. Dose response curves (DRCs) and time response 
curves  (TRCs) were performed and c o r r e l a t e d  wi th  t h e  % of lymph- 
ocy te s  (L), b l a s t s  (BL). T-cel ls  (T) i n  pe r iphe ra l  blood and t h e  
c l i n i c a l  cou r se  (followup 8-175 weeks). The 48 p t s  wi th  WBC< 
20.000/mm3 (L*2O%, BL<80%. T 29t5X) had normal DRCs and TRCs. 
The maximal response was achieved on day 4 (78.500f5.800 cpm). 
A l l  p t s  had Null c e l l  leukemia; 7/48 (14%) p t s  have re lapsed i n  
t h e  marrow (BM) . The remaining 22 p t s  wi th  WB~>20.000/mm~ (L< 
20%. BL>80X. T 17.524%) a l l  responded abnormelly. 13/22 p t a  had 
a d e f i n i t e  but  decreased response on day 4 (18,84625,400 cpm) 
wi th  a 2- t o  4-fold g r e a t e r  response on day 6 (WBC 100.000 2 
8,000. : L 9.123. XBL 88t8. XT 7.323). A l l  p t s  had Null c e l l  
leukemia; 4/13 (30%) have re lapsed i n  t h e  BM. The remeining 9 
p t s  were unresponsive t o  PHA on day 4 and f a i l e d  t o  show a de- 
layed peak on day 6 (224.000f10.500, % L 4.3f2. XBL 932 7. X T 
39t9) .  419 p t s  had T-cel l  leukemia; 619(66%) have r e l apsed  i n  
t h e  BM. Three response p a t t e r n s  t o  PHA were found in  p t s  wi th  
ALL: (a)  normal (b) delayed peak ind ica t ing  lymphocyte d i l u t i o n  
by non-PHA responsive  b l a s t s  and ( c )  f l a t  response ind ica t ing  
d i l u t i o n  and poss ib l e  immunodeficiency. A f l a t  DRC and TRC t o  
PHA f u r t h e r  c h a r a c t e r i z e s  p t s  wi th  T-cel l  leukemia in  a d d i t i o n  t o  
p red ic t ing  a poorer  prognosis f o r  o the r  high WBC p t s  with ALL. 
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THE INFLUENCE OF LEUKOPENIA ON SURVIVAL I N  EARLY 
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's-Children's Hosp i t a l ,  Department of Ped ia t r i c s .  
Lou i sv i l l e .  

To determine t h e  prognost ic  s i g n i f i c a n c e  of leukopenia i n  
e a r l y  onse t  neona ta l  group B s t r ep tococca l  s eps i s .  Nursery ICU 
admissions were reviewed from 1969-1976. 40 cases  of blood 
c u l t u r e  proven Group B s t r ep tococca l  s e p s i s  were found i n  
i n f a n t s  under 5 days of age. 55% were premature i n f a n t s .  The 
ma jo r i ty  of p a t i e n t s  (78%) presented wi th  r e s p i r a t o r y  d i s t r e s s  
o f t e n  a s soc ia t ed  wi th  apnea. Leukopenis ( t o t a l  WBC < 5000) was 
found i n  48% of t h e  s e p t i c  i n f a n t a .  Of 21 p a t i e n t s  who had 
lumbar punctures ,  12 had Group B s t r ep tococcus  i s o l a t e d  from t h e  
CSF a s  we l l  a s  blood. 

The o v e r a l l  s u r v i v a l  of combined term and preterm i n f a n t s  was 
70%. Term i n f a n t s  showed no c o r r e l a t i o n  between leukopenia and 
s u r v i v a l  (83% (10/12) of i n f a n t s  w i th  normal lWBC survived versus 
83% (516) f o r  i n f a n t s  wi th  TWBC < 5000). I n  premature i n f a n t s  
leukopenia seemed t o  be a s soc ia t ed  wi th  a decreased s u r v i v a l  
(78% (719) of i n f a n t s  wi th  normal TWBC survived ve r sus  46% 
(6113) of i n f a n t s  w i th  TWBC < 5000). however, t h i s  d i f f e rence  
was found t o  be i n s i g n i f i c a n t  (p-0.15 by t h e  F i she r  Exact T e s t ) .  

Current ly  more cases  a r e  being sought t o  determine i f  t h e  
t rend of decreased s u r v i v a l  i n  leukopenic prematures p e r s i s t s  
bu t ,  a t  t h i s  time. i t  would appear t h a t  t he re  is  no s i g n i f i c a n t  
cor ;e la t ion between t h e  l e v e l - b f  TUBC and s u r v i v a l  i n  e a r l y  
onse t  neonata l  group 8 s t r e p t o c c a l  s eps i s .  

,, , THE EFFECT OF 3 CORD CARE REGIMENS ON BACTERIAL COL- 

7 5 4 ONIZATION OF NORMAL NEONATES. Fred F. B a r r e t t  , 
Edward 0. Mason, Darre l  Fleming, Baylor College of 

Medicine, Dept. of P e d i a t r i c s ,  and C. T. Parker Laboratory. 
Texas Chi ldren 's  Hosoi ta l .  Houston. . - -  

One hundred i n f a n i s  were randomly ass igned t o  each of t h r e e  
t reatc lent  groups. A l l  i n f a n t s  received a c a s t i l e  soap (CS) ba th  
a t  6 h r s  of age followed by no f u r t h e r  cord ca re  i n  t h e  c o n t r o l  
group and e i t h e r  a s i n g l e  app l i ca t ion  of s i l v e r  Su l f ad iaz ine  
(SS) o r  t r i p l e  dye (TD) i n  t h e  2 s tudy  groups. Semiquant i ta t ive  
umbil ica l  and nasopharyngeal c u l t u r e s  were obta ined a t  48 h r s  of 
age. SS s i g n i f i c a n t l y  reduced umbil ica l  group B s t r ep tococca l  
co lon iza t ion  a t  48 h r s  (27X) a s  compared t o  CS (40%) and TD 
(40%). SS a l s o  s i g n i i i c a n t l y  reduced umbil ica l  gram nega t ive  
rod co lon iza t ion  (52%) a s  compared t o  CS (90%) and TD (90%). TD 
was more e f f e c t i v e  i n  reducing Staph. aureus  co lon iza t ion  (15%) 
than SS (54%) bu t  both  were more e f f e c z h a n  CS (72%). S t a  h. e. co lon iza t ion  was s i g n i f i c a n t l y  higher  i n  t h e  SS sroup*) 
than i n  t h e  TD and CS groups (48% and 41% respec t ive ly ) .  There 
were no s i g n i f i c a n t  d i f f e r e n c e s  i n  group D s t r ep tococca l  coloni-  
za t ion.  No adverse  r e a c t i o n s  o r  s i g n i f i c a n t  s i d e  e f f e c t s  were 
encountered i n  t h e  atudy populat ion.  

CHRONIC EOSINOPHILIC MENINGITIS DUB TO LYMPHOCYTIC 7 5 5 CHORIOMENINGITIS VIRUS (LCMV) . P. Joan Chesney , 
Murray L. Katcher.  Donald B. Nelson, Sheldon D. 

Horowitz ( I n t r .  by Russe l l  W. Chesney). Univ. of Wisconsin Sch. 
of Med., Chi ldren 's  Hosp.. Dept. Ped.. and S t a t e  Lab Hyg.. Mad- 
i son ,  Wisconsin. 

LCMV i n f e c t i o n  of a d u l t  mice is  t h e  c l a a a i c  example of an  
immunopathologic d i sease ,  i n  t h a t  t he  c e l l  mediated illarmne re- 
sponse of t h e  host  causes t he  d i sease .  

We have seen a 2 112-year-old female wi th  chronic  men ing i t i s  
of 80 days' du ra t ion  manifested by f a t i g u e ,  l e tha rgy ,  CSF pleo- 
c y t o s i s  and high sp ik ing  f eve r s .  A pe r iphe ra l  eos inoph i l i a  
(1,472-2.688 cellslmm3) and CSP eos inoph i l i a  (3-25%) were found 
dur ing a one-month h o s p i t a l i z a t i o n  a t  t h e  he igh t  of h e r  i l l n e s s .  
Fourfold r i s e s  i n  CF. Neut. and Fluorescent  antibody t i t e r s  es- 
t ab l i shed  LCMV a s  t h e  cause. Extensive eva lua t ions  f o r  para- 
s i t i c  o r  o t h e r  CNS o r  sys temic  d i sease  were unrevealing. 

T 6 B c e l l  func t ion  and macrophage s t u d i e s  were normal dur ing 
her  i l l n e s s .  During a documented i n t e r c u r r e n t  i n f luenza  A/ 
V ic to r i a  i n f e c t i o n  t h e  fol lowing va lues  were found: 

2/26/76 3/5/76 
To ta l  Lymphocyte Count 2,639/mm3 4,182/mm3 

T Cel ls :  To ta l  E r o s e t t e s  264/mm3 1.924/mm3 
(590-3090/mm3) 

Active E r o s e t t e s  0 l m 3  1.004/m3 

Celf;T25/mm3) 343/ap3 
6271mm3 

Thia is t h e  f i r s t  known repor t  of prolonged f eve r ,  eosino- 
p h i l i a  and chronic  eos inoph i l i c  men ing i t i s  due t o  LCMV. 

MODULATION OF HERPESVIRUS HOMINIS INFECTION IN 7 5 6 NEWBORNS BY MATERNALLY TRANSFERRED ANTIBODIES. 
C.T. Cho. K K Fen , and J.A. Pit ten e r .  Depts of 

Ped. d M i c r o b m r s d n s a s  M d  Kansas Ci ty .  
Karrsas. 

The p ro t ec t ive  r o l e  o f  maternal ly  t r a n s f e r r e d  an t ibod ie s  on 
r e s i s t a n c e  t o  H .  hominis i n f e c t i o n  was examined by epidemiologic 
survey of 211 human se ra  f o r  an t ibod ie s  and by experimental 
i n fec t ion  i n  newborn mice. 

Twenty f i v e  cord blood and 186 se ra  from persons of varyitrg 
ages were t e s t e d  f o r  an t ibod ie s  a g a i n s t  H .  hominis by i n d i r e c t  
imnunofl uo resce r~ t  s t a i n i n g  method. The antibody reached t h e  
h ighes t  l e v e l s  i n  the cord blood (mean titers = 1:1477) a11d the 
iowest l e v e l s  between 6 months and one yea r  of age (mean ti ters= 
1:156). The antibody approached the a d u l t  l e v e l s  (mean t i t e r s  = 
1:1193) by the age of 17 yea r s .  The apparent  i nve r se  r e l a t i o n -  
s h i p  between the antibody l e v e l s  i n  t h e  populat ion and t h e  
incidence of t h e  d i s e a s e  i n d i r e c t l y  suggests  t h e  p r o t e c t i v e  r o l e  
o f  t h e  an t ibod ie s .  

Exogenous admin i s t r a t ion  of an t ibod ie s  d i r e c t e d  a g a i n s t  H .  
hominis t o  pregnant mice r e s u l t e d  i n  an enhanced resist'atrce t o  
H .  hominis i n f e c t i o n  i n  t h e  o f f s p r i n g s .  The m o r t a l i t y  was 759 
f o r  t h e  c o n t r o l s  (35 mice) and 15% (P40 .005)  f o r  t h e  o f f sp r ings  
(39 mice) o f  mothers r ece iv ing  an t ibod ie s .  

These da t a  suggest  t h a t  maternal ly  t r a n s f e r r e d  an t ibod ie s  
play a s i g n i f i c a n t  r o l e  i n  modulating t h e  pathogenesis of H .  
hominis i n f e c t i o n  i n  t h e  newborn. 
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