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VARICELLA IN A GORILLA. Martin C. Myers, Lynn W. 943 Kramer, Lawrence R. Stanberry. Children's Hospital 
Research Fcundation, University of Cincinnati, and t he  
Cincinnati Zoo, Cincinnati, Ohio. 

Although the  guinea pig is susceptible to varicella-zoster virus 
(VZV) adapted to  fe ta l  guinea pig tissue cultures, species other than 
the human have not proven susceptible to wild-type V N  infection. 
Varicella-like illnesses among cercopithecoids have been associated 
with herpesviruses related to, but distinct from, VZV. In contrast, 
varicella-like illnesses occurring among the hominoids have often 
been associated with exposure to  VZV, althcugh the  etiologies have 
been consickred to be species-specific agents o ther  thanVZV. 

We observed a self-limited varicella-like illness in a young gorilla 
born and maintained in captivity in close proximity to  other primates, 
including man. Electron microscopic examination of vesicle fluid 
revealed particles characteristic of an herpesvirus, an agent was 
isolated from vesicle fluid and nasopharyngeal secretions, and the  
gorilla seroconverted t o  VZV. Hind Ill and EcoRl  digestion of the  
isolate demonstrated restriction pat terns  identical to  tha t  of VZV. 

This gorilla probably acquired varicella from a human animal 
handler. However, because t he  gorilla is phylogenetically closely 
related to  man, it is also possible thatVZV may be a natural pathogen 
of other hominoids, such a s  the gorilla. 

CLEARANCE OF HAEMOPHILUS INFLUENZAE TYPE b (Hib) BAC- 
TEREMIA REOUIRES C3 FIXATION BUT NOT LYSIS I N  THE NON- 
IMMUNE HOST. Gar J. Noel,  Steven Katz and Paul J. a944 Edelson. CornellYU. Med. C o l l . ,  The New York H o s p i t a l ,  
Deots.  P e d i a t r i c s  and Otorhinolarvneoloev.  NY , -  -.. 

We s tud i ed  t he  r o l e  of t he  e a r l y  components of com- 
plement (C') i n  determining c l ea rance  of Hib by a s s e s s i n g  c l e a r -  
ance  of Hib i n  C5 d e f i c i e n t  (C5D). i n  congenic C5 s u f f i c i e n t ( C 5 S )  
and i n  cobra-venom t r e a t e d ,  C '  d ep l e t ed  (CoV) mice. Q u a n t i t a t i v e  
blood c u l t u r e s  were done a t  10 min, l h r ,  3h r ,  24hr and 48hr a f t e r  
i v  i n o c u l a t i o n  of 1-5x105 organisms. C5D c l ea red  Hib a s  w e l l  a s  
C5S mice. However, CoV mice had impaired c l ea rance  of Hib a s  r e -  
f l e c t e d  l y  p e r s i s t e n t  h igh grade  bacteremia .  

Geometric mean Hib bacteremia  (CFU/ml) 
CoV ( n = l l )  C5D (n=6) C5S (n=4) 

3 h r  1.9 x 103 2 . 8 x 1 0 2 ( * )  4 . O x 1 o 2 ( * )  
24 h r  1.4 x lo3 4.6 x 10; ( A )  7.4 x lo1 
48 h r  1 .3  x lo3 4.3 x 10 3.0 x lo1 (*) 

* i n d i c a t e s  p 1 0 . 0 5  (compared t o  CoV) by rank sum t e s t .  
Mouse s e r a  conta ined no ant ibody t o  Hib a s  assessed by an immuno- 
f l uo re scence  assay (IFA) and were n o t , b a c t e r i c i d a l  a t  concentra-  
t i o n s  up t o  50% (10xACH50). Deposi t ion  of  C3 was demonstrated 
by IFA wi th  C5S and C5D s e r a  bu t  no t  w i th  CoV s e r a  and r equ i r ed  
Mg+t but  no t  Caff implying a r o l e  f o r  t h e  a l t e r n a t i v e  pathway 
(ACP). In  t h i s  animal model t h a t  a l l ows  d i s t i n c t i o n  of t he  op- 
s o n i c  and l y t i c  r o l e s  of C ' ,  (1) Hib i s  c l ea red  i n  t h e  absence of  
serum b a c t e r i c i d a l  a c t i v i t y  and (2) C3 f i x a t i o n  v i a  t h e  ACP i s  
a s soc i a t ed  w i th  improved c l ea rance  of Hib. C '  mediated opsoniza- 
t i o n  r a t h e r  than l y s i s  may be t h e  impor tant  mechanism f o r  de fense  
a g a i n s t  Hib i n  t h e  non-immune h o s t .  

LOIASIS IN AN EXPATRIATE AMERICAN CHILD: 

946 DIAGNOSIS AND TREATMENT DIFFICULTIES 

Karen N. Olness 

This i s  a r epo r t  of an American e x p a t r i a t e  c h i l d  t r e a t e d  f o r  
l o i a s i s  in the  United S t a t e s .  A f i v e  yea r  o ld  g i r l  was seen in 
Minnesota with t yp i ca l  c a l aba r  swe l l i ngs ,  a s soc i a t ed  with the  
l oa - loa  v a r i e t y  of f i l a r i a s i s .  Recently re turned from Came- 
roon, she had been t r e a t e d  f o r  presulned f i l a r i a s i s  s i x  months 
e a r l i e r .  Other than an eos inoph i l i a  of 30 per c e n t ,  a l l  i n i t -  
i a l  l abo ra to ry  f i n d i n g s  were negat ive .  These included mu l t i p l e  
th ick  blood smears, u r i n a l y s i s ,  s t a i n i n g  of ur ine  sediment,  and 
i n i t i a l  ant ibody t i t e r s  f o r  f i l a r i a  an t i gens .  Due t o  the  t o x i -  
c i t y  of d ie thylcarbamazine ,  physic ians  were re1 uc t an t  to  t r e a t  
h e r  unless  the d i agnos i s  could be confirmed. As a r e s u l t  she 
underwent skin  sn ip  b iops i e s ,  r a d i o l o g i c ,  and ophthalmologic 
d i a g n o s t i c  e f f o r t s ;  a l l  were negat ive .  The i n t e r m i t t e n t  c a l a -  
bar swe l l i ngs  involving her  r i g h t  e x t r e m i t i e s  and r i g h t  p e r i o r -  
b i t a l  a r ea  cont inued.  Af ter  two months of wa i t i ng ,  she was 
t r e a t e d  on the b a s i s  of the  c l i n i c a l  d iagnoses  with d i e t h y l c a r -  
bamaz i  ne . 

She was admitted f o r  t rea tment ,  given g radua l ly  i nc rea s ing  
dosages ,  and observed c a r e f u l l y  f o r  t o x i c i t y .  She t o l e r a t e d  21 
days of t rea tment  wi thout  i nc iden t .  A second a n t i f i l a r i l  a n t i -  
body t i t e r ,  which had been drawn two weeks p r i o r  t o  t r ea tmen t ,  
was p o s i t i v e  a t  1:1600. 

COMBINATION ANTIVIRAL CHEMOTHERAPY IN A MllRINE MODEL 
OF NEONTAL HERPES. James C. Ove ra l l ,  J r . ,  a947 &, and Earl R .  Kern, U n i v  o f  Utah S c !  
Medicine, Dept. of  P e d i a t r i c s ,  S a l t  Lake C i ty .  

Although therapy wi th  a r ab inos ide  (Ara-A) o r  
a c y c l o v i r  (ACV) has improved outcome in  human 

neonatal herpes ,  app rec i ab l e  m o r t a l i t y  and morbidi ty  s t :  11 occur  
i n  t r e a t e d  i n f a n t s .  In 3 week o ld  mice inocula ted  i n t r a n a s a l l y  
wi th  herpes simplex v i r u s  type  2 (HSV-2), we compared m o r t a l i t y  
r a t e s  from t r ea tmen t  with a combination of  two drugs  vs each drug 
a lone  by us ing t he  combination index (CI)  equat ion.  In a 
r e p r e s e n t a t i v e  experiment,  t he  dose of ACV beginning 48 h r  a f t e r  
v i r a l  cha l l enge  which reduced m o r t a l i t y  50% from t h a t  of  
p lacebo- t rea ted  animals ( p r o t e c t i v e  dose - 50 o r  PD-50) was 60 
mg/kg/da d ivided twice  d a i l y  f o r  7 days. The PO-50 f o r  
recombinant i n t e r f e r o n  (rIFN) - alpha A / D  ( a  human hybrid a c t i v e  
i n  mouse c e l l s )  was over  50,000 units/mouse/da. Using a h igh,  
middle,  and low dose of  ACV (120, 40, and 14 mg/kg/da) i n  
combination wi th  a h igh,  middle and low dose of rIFN (50,000; 
10,000; and 2,000 u/mouse/da), t h e  PD-50 f o r  A C V  was reduced t o  
0.02 t o  0 .3  mg/kg/da wi th  t h e  high and mid IFN doses ,  and t h e  
PD-50 f o r  IFN decreased t o  600 t o  5,000 u/mouse/da with a l l  3 
doses  of ACV. The CI value  c a l c u l a t e d  from these  da t a  i nd i ca t ed  
synergism. Using a s i m i l a r  experimental des ign,  t h e  combination 
o f  ara-A and ACV appeared t o  be s y n e r g i s t i c  wi th  t h e  mid and low 
doses o f  t h e  2 d rugs ,  but i n d i f f e r e n t  with t h e  high doses .  These 
r e s u l t s  i n d i c a t e  t h a t  t h e  combination of  two a n t i v i r a l  drugs 
a c t i v e  i n  experimental HSV i n f e c t i o n s  can have s y n e r g i s t i c  
t h e r a p e u t i c  a c t i v i t y  and suggest  t h a t  t h i s  approach should be 
pursued in  t h e  t r ea tmen t  of  human HSV d i s e a s e .  

ORAL RIBAVIRIN THERAPY OF SUBACUTE SCLEROSING PAN- POLYRIROSYIPHOSPHATF IPRP\ RFVACCINATION Tfl PRFVFNT ................. ............................. 
ENCEPHALITIS (SSPE). John W.  Ogle,  Br ian  A. Lauer ,  IFIVASIVE HAEMOPHILUS ~ N F L ~ E N Z A E  B (HIE) 1t.l CHILDREN 
Davis Pa rke r ,  P h i l i  T o l t z i s ,  Noberto Alvarez ,  Kenneth FIRST IMMUNIZED AT 18-20 MOS OF A G E .  Michael E .  945 McIntosh. Myron J. L i n .  Univ. of Colo. Sch. of Med., t948 Pichichero ,  Andrea Bracikowsl i ,  Richard S u l l i v a n ,  
Un ive r s i t y  Hosp., Dept. of Peds . ,  Denver, and Harvard Po r t e r  Anderson. U Rochester,  Dept. Peds, Rochester ,  
Med. Sch..  Ch i ld r en ' s  Hoso.. Deot. of Peds..  Boston. N Y  (Soon. hv Richard I n < e l \  . . .  

SSPE i s  a p e r s i s t e n t  f a t a l  measles  v i r u s  i n f e c t i o n  of t h e  cen- 
t r a l  nervous system. Because r i b a v i r i n  i s  a c t i v e  i n  v i t r o  a g a i n s t  
measles  and r epo r t ed ly  e f f i c a c i o u s  i n  n a t u r a l l y  occu r r ing  measles ,  
we t r e a t e d  2 p a t i e n t s  wi th  SSPE wi th  o r a l  r i b a v i r i n .  The p a t i e n t s  
were an  11 year  o ld  g i r l  and an 18  year  o ld  boy ill f o r  2 and 8 
y e a r s ,  r e s p e c t i v e l y .  The dose was 10 mg/kg t i d  f o r  3 days ,  then 
bid  d a i l y  f o r  6 and 14 weeks, r e s p e c t i v e l y .  Serum and cerebro-  
s p i n a l  f l u i d  (CSF) r i b a v i r i n  concen t r a t i ons  (cour tesy  of  J .  
Connor, Univ. of C a l i f .  San Diego) and measles  ant ibody t i t e r s  
(Courtesy of V.  Berardi ,  Mass. S t a t e  Dept. of Health) were mea- 
sured s e r i a l l y .  C l i n i c a l  response  was eva lua t ed  by neu ro log i ca l  
examination and EEG, and t o x i c i t y  was monitored by blood coun t ,  
e l e c t r o l y t e s ,  u r i n a l y s i s ,  l i v e r  and r e n a l  func t ion  t e s t s .  
R ibav i r i n  Concentra t ion (uM) P a t i e n t  #l (Pa t i en t  /I2 pending) 

Day 0 7 14 21 28 35 42 
Serum 0 10.9 12.2 11.1 12.4 13.7 14.1 
CSF 0 8.2 9 .5  - - - 9.4 

Neurological  examination and EEGs were e s s e n t i a l l y  unchanged dur- 
i ng  therapy.  There was no dec rea se  i n  ant ibody t i t e r s .  Riba- 
v i r i n  was w e l l  t o l e r a t e d  except  f o r  mild hemolyt ic  anemia i n  
p a t i e n t  # I .  CSF r i b a v i r i n  l e v e l s  were 75% of  serum a t  7 days ,  
and remained above 66% f o r  6 weeks. Future  t h e r a p e u t i c  t r i a l s  
should consider  prolonged t r ea tmen t  o r  h ighe r  doses  of o r a l  
r i b a v i r i n  e a r l y  i n  t he  course  of SSPE. 

. . .  , - ... - > ...... - , 
PRP vaccinat ion (vax) of  18 mo o ld  ch i ld r en  a t  high r i s k  f o r  

con t r ac t i ng  i nvas ive  Hib d i s e a s e  i s  recommended by t h e  ACIP. The 
t iming of  revax of  such ch i ld r en  has not  been s tud i ed .  Thus f a r ,  
30 ch i ld r en  have been s t r a t i f i e d  according t o  t h e i r  postvax a n t i -  
PRP ant ibody (Ab) l eve l  (determined by radioant igen binding a s -  
s a y )  fo l lowing PRP vax a t  18-20 mo then s e q u e n t i a l l y  ass igned t o  
3 groups wi th  comparable d i s t r i b u t i o n  of  Ab l e v e l s  t o  r ece ive  r e -  
vax a t  24, 30 o r  36 mo of  age; each group had ch i ld r en  who had 
f a i l e d  t o  respond t o  primary vax wi th  PRP (<30% r i s e  i n  Ab t i te r ! .  
The geometric mean t i t e r  +/- t h e  s tandard  dev i a t i on ,  t h e  % re-  
sponding t o  revax (>30% r i s e  i n  Ab t i t e r ) ,  and t h e  % with  presum- 
ed p r o t e c t i v e  postvax Ab l eve l  (def ined a s  >1.0 pg/ml)for  each 
vaccine  group were a s  fo l lows:  

Revaccinated (Booster )  a t :  
24-27 mos o ld  30-33 mos o ld  36-39 mos o ld  

P ~ P  Bon~t .er  1.2 (0.4-3.4) 0.6 (0.3-1.3) I .P .  . . .  . . - - - - - - - . ..... - - -  . - - ~  
Post  Booster 2 . 7  (0.7-9:6j 3 .5  (0.8-15;9) I .P .  
% Responders 60%* 1 OO%* I .P .  
% 21.0 pg/ml 80% 70% I .P .  
I .P .=in  progress ;  *Sig. d i f f ,  p.0.05 by F i she r s  Exact Tes t  

GMT's ro se  i n  both t he  24-27 no and t h e  30-33 mo arouDs; pro- 
po r t i ona l  r i s e s  were, a s  expected,  more f requent  i n  t h e  j a t t e r .  
Adequate responses  t o  revax were see; i n  some ch i ld r en  who i n i -  
t i a l l y  appeared t o  be " in t r i n s i ca ! ly  unresponsive t o  PRP vax. 
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