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S i n g l e  drug therapy with a broad spectrum a n t i b i o t i c  i s  a de- 
s i r a b l e  o p t i o n  f o r  p a t i e n t s  wi th  bone and j o i n t  i n f e c t i o n s  of  un- 
known e t i o l o g y .  We i n i t i a t e d  t rea tment  f o r  23 c h i l d r e n ,  ages  6 
months-15 years  (mean 6.5 y e a r s )  wi th  c e f o x i t i n .  The i n f e c t i n g  
organisms proved t o  be S. aureus-10,  Stree, pneumoniae-2, H .  in- -- 
f l u e n z a e  b-2, and & epidermidis ,  B. melan~nogenicus,Moraxella sp. 
and & f luorescens-1  each. No age; was i d e n t i f i e d  in 6 c a s e s .  
I n i t i a l  c l i n i c a l  response was good i n 2 1  c a s e s  (91%). One primary 
r e s i s t a n t  organism (Ps. f l u o r e s c e n s )  andone  c e p h a l o s p o r i n - t o l e r a n t  
S. aureus f a i l e d  t o  respond. A t h i r d  c h i l d  wi th  i n f e c t i o n  due t o  -- 
H. in f luenzae  b developed m e n i n g i t i s  a f t e r  3 days.  T h e s e 3 ,  and - 
6 p a t i e n t s  wi th  nega t ive  c u l t u r e s ,  were dropped from the  s tudy .  
All o t h e r  p a t i e n t s  d id  well  and rece ived  X 15.7 days I V  c e f o x i t i n  
before  swi tch ing  t o  o r a l  a n t i m i c r o b i a l s .  Adverse r e a c t i o n s  in- 
cluded a l l e r g i c  rash ( I ) ,  m i l d e o s i n o p h i l i a  ( 2 )  a n d m i l d e l e v a t i o n  
of SGOT ( 1 ) .  C e f o x i t i n  was d i scont inued  f o r  reason of  t h e  r a s h ;  
a l l  o t h e r  r e a c t i o n s  reso lved  when t h e  drug was d i s c o n t i n u e d a t t h e  
completion of therapy.  Neutropenia (PMN <1000/mm3) was seen in 2 
p a t i e n t s  but  reso lved  spontaneously.  Urinary reducing subs tances  
were d e t e c t e d  in 5 c a s e s  (22%) .  Cefoxit  in a m e a r s  t o  be s a t  i s f a c -  
t o r y  i n i t i a l  therapy  f o r  osteomyel i t i s  and k i p t i c  a r t h r i t i s  in 
p e d i a t r i c  p a t i e n t s ;  i t  should not be used f o r  i n f a n t s  <2 y e a r s  of  
age where 5 in f luenzae  b i s  suspec ted ,  due t o  t h e  p o s s i b l e  de- 
velopment of meningi t i s .  
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Several  months a f t e r  i n s t i t u t i o n  of  i n t e n s i v e  i n f e c t i o n c o n t r o l  
measures in a neonatal  i n t e n s i v e  c a r e  u n i t  with a high i n f e c t i o n  
r a t e  due t o  m e t h i c i l  l i n - r e s i s t a n t  S. aureus  (MRS),  p a t i e n t s  and per-  
sonnel co lonized  wi th  t h e ~ r ~ a n i s m ~ e t a t e d  wi th  r ifampin ( R ) ,  
b a c i t r a c i n  (6)  and hexachloraphene (H) in an a t tempt  t o  reduce t h e  
r e s e r v o i r  of  MRS. I n f e c t i o n  r a t e s  in t h e  6 months p r i o r  t o  t h e  
t rea tment  (Rx) per iod  were 11-22% and c o l o n i z a t i o n  r a t e s  ranged from 
26-49%. 1 6 p a t i e n t s  co lonized  wi th  MRS i n n o s e ,  cord o r  t r a c h e a  
and 5 personnel co lonized  i n t r a n a s a l l y w e r e  included in t h e  study.  
P a t i e n t  s i t e s  of MRS c o l o n i z a t i o n s  inc ludednose-4 ,  cord-2,  nose 
and cord-6,  nose and trachea-4.  Rx regimen included RZOmg/kg/day 
x5 days ,  B ointment t o  nose,  c o r d ,  tracheostomy s i t e x 6  d a i l y  and 
H ba th  wi th  r i n s e d a i l y x 2  days.  Personnel received R 600 mg/day 
x5 days and B ointment i n t r a n a s a l l y  6x d a i l y .  Repeat c u l t u r e s  
showed no MRS c o l o n i z a t i o n  in 9/16 (56%) p a t i e n t s  and 5/5 personnel 
2-8 weeks a f t e r  Rx. F a i l u r e o f  Rx was not s t a t i s t i c a l l y  a s s o c i a t e d  
wi th  any p a r t i c u l a r  s i t e ( s )  o f  c o l o n i z a t i o n .  Adverse r e a c t i o n s  t o  
Rx included vomiting (3/16) and t r a n s i e n t  hypertransaminasemia 
(2 /16) .  In t h e  4 months fo l lowing  t h e  s tudy  p e r i o d ,  t h e  MRSmonthly 
i n f e c t i o n  r a t e  was 2-4% and t h e  c o l o n i z a t i o n  r a t e  was 6-20%. RBH 
Rx may o f f e r  an a d d i t i o n a l  method of c o n t r o l l i n g  epidemic MRS 
c o l o n i z a t i o n  when s tandard  measures prove inadequate.  
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Atlanta,  Ga. 
Previous studies of influenza A infections in animal models have stressed 

t h e  tropism of this virus for the  upper respiratory tract .  To assess the  in- 
teraction of influenza A virus with human respiratory tissue, adenoids, 
consisting of ciliated epithelium with underlying lymphoid foUicles,were 
maintained in organ culture. Influenza growth was demonstrated when the 
organ culture was inoculated with wild type influenza A/Alaska (H3N2). 
The  serologic s t f tus  of the  donor influenced viral replication, with a mean 
t i t e r  of 5.2 x 10 pfu/ml of virus released into the supernatant  of v a n  
cultures from 9 seronegative children a t  48 hours and only 4.5 x 10  pfu/ml 
of virus released from 8 seropositive children. Vigorous ciliary activity of 
t h e  nasopharyngeal tissue could be seen for  up t o  96 hours in organ cultures 
of uninfected tissue, while ciliary activity ceased a f t e r  24 hours in influ- 
enza  infected tissue. By 24 hours a f t e r  influenza infection, light micros- 
copy of the  organ culture mucosa revealed sloughing of the-epithelial cells 
and infiltration of the  submucosa with inflammatory cells, unlike control  
tissue. Fluorescent microscopy of infected organ cultures localized influ- 
enza  antigen to  the  epithelial surface 4 hours a f t e r  infection and by 24 
hours, fluorescence was noted in submucosal locations. Lymphocyte pop- 
ulations from 12 adenoids have also bgen characterized.  Mean values were 
43% B cells, 29% T cells, 19% OKT 3 cells, 12% OKT 4' cells and 5% 
OKT 8' cells. Studies measuring specific & vitro anti-influenza antibody 
production by these lymphocytes a r e  now in progress. The adenoids pro- 
vide an in tac t  organ culture system t o  study the  pathogenesis of influenza 
A infections and the resultant  local immune response. 
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Rotaviruses a r e  important causes of serious gastroenteri t is  in infants 
and children. New strains of rotavirus emerge  during the  course of an 
epidemic, but l i t t l e  is known about t h e  mechanisms by which this  
occurrs. I t  is not known, for example, if significant al terat ions occur in 
the  rotavirus genome during direct  transmission from one individual t o  
another. We investigated this  question through t h e  analysis of the  
distinctive electropherotypes produced by high resolution PAGE of 
rotavirus dsRNA from an animal model and from children with severe 
combined immunodeficiency disease (SCID) who had prolonged excretion 
of rotavirus. 

To tes t  the  stability of the  rotavirus genome during multiple 
infections, a strain of rnurine rotavirus was serially transmitted for  more 
than 10 passages over a period of several  months. No changes in t h e  
rotavirus electropherotype occurred during this  period of infection. In 
the  case  of human infection, rotavirus was isolated from multiple stool 
specimens collected from two SCID patients over t h e  course of several  
weeks and analyzed for RNA patterns. Each specimen contained more 
than one strain of rotavirus a s  determined by examination of t h e  PAGE 
electropherotype. Marked changes were noted in rotavirus 
electropherotypes from different  specimens from each patient. 
Recombinant events or recurrent  infection with multiple rotavirus 
strains might account for t h e  appearance of new strains of human 
rotavirus and might contribute t o  the  chronic diarrhea in such patients. 
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Medicine. U n i v e r s i t v  H o s ~ i t a l s  of Cleveland.  D e ~ a r t m e n t  of - .  , . 
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PA i s  u s u a l l y  regarded  a s  a n  i n f r e q u e n t  cause  of childhood 
o s t e o m y e l i t i s .  The r e c o r d s  of 144 c h i l d r e n  below 19 y e a r s  of a g e  
and h o s p i t a l i z e d  between 1972 and 1981 were r e t r o s p e c t i v e l y  
reviewed. O s t e o m y e l i t i s  was def ined  a s  s i g n s  of l o c a l i z e d  i n f e c -  
t i o n  and r a d i o g r a p h i c  o r  r a d i o i s o t o p i c  demons t ra t ion  of an ossmds 
l e s i o n .  104 p a t i e n t s  f u l f i l l e d  t h e s e  c r i t e r i a .  S. a u r e u s ,  no 
e t i o l o g i c  a g e n t ,  and PA occur red  i n  60.5%. 15 .4%,  and 10.6% of 
t h e  c a s e s  r e s p e c t i v e l y .  Compared t o  a l l  o t h e r  c a s e s ,  c h i l d r e n  
wi th  PA o s t e o m y e l i t i s  were s i g n i f i c a n t l y  o l d e r  (mean 8 . 0  y r s .  
v s  13.4 y r s .  p <.001),  lacked f e v e r  a t  admission (60.9% v s  
18%, p < .02) ,  and lacked  bacteremia (60% v s  077, p <.03).  The 
r e l a t i o n s h i p  between p e n e t r a t i n g  trauma o r  cu taneous  d r a i n a g e  
and PA i n f e c t i o n  was h i g h l y  s i g n i f i c a n t  (p  <.005).  Although 
s t a t i s t i c a l  s i g n i f i c a n c e  was n o t  ach ieved ,  a t  t h e  t ime of pre -  
s e n t a t i o n  c h i l d r e n  w i t h  PA o s t e o m y e l i t i s  had lower e r y t h r o c y t e  
sed imenta t ion  r a t e s ,  lower p e r i p h e r a l  whi te  blood c e l l  counts ,  
and longer  d u r a t i o n  of symptoms when compared w i t h  o t h e r  c a u s e s  
of osseous  i n f e c t i o n .  PA i s  a s i g n i f i c a n t  c a u s e  of a d o l e s c e n t  
o s t e o m y e l i t i s  and is c h a r a c t e r i z e d  by s i g n s  of l o c a l ,  r a t h e r  than  
sys temic  i n f e c t i o n .  

ACIJXSIS IS A PRESEM7ZNG FFARlRE OF BIU)Wt@XENICOL 
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( s p n .  by R. S c h r e i n e r )  

Chloramphenicol (CAP) is an i n h i b i t o r  o f  mi tochondr ia1  pro- 
t e i n  s y n t h e s i s  and impai rs  energy  p r o d u c t i o n  through i n t e r f e r -  
ence w i t h  o x i d a t i v e  phosphory la t ion .  Metakol ic  a c i d o s i s  asscc-  
i a t e d  w i t h  lactic ac idemia  h a s  n o t  been d e s c r i b e d  a s  a p r e s e n t -  
i n g  f e a t u r e  o f  CAP t o x i c i t y .  'Ihree c r i t i c a l l y  ill c h i l d r e n  6 
mos to 11 y / o  ( o x g e n i t a l  h y p d l d o s t e r m i s m ,  b r a i n  s tem dysfun- 
c t i o n ,  R e y e ' s  syndrome) r e c e i v e d  CAP (75-100 mg/kg/d) and had 
normal @I and stable c a r d i o v a s c u l a r ,  r e n a l  and pulmonary func t -  
i o n  f o r  48 hrs. Each developed profound a c i d o s i s  ( a r t e r i a l  pH 
7.13-7.22) 60-108 h r s  a f t e r  heg inning  CAP. I n i t i a l  CAP conc.  
were 61,  80 ,  and 30 mcg/ml and subsequent l e v e l s  decreased;  CAP 
was 30 mcg/ml i n  t h e  c h i l d  w i t h  Reye ' s  syndrome, a c o n d i t i o n  
wit11 reccgnized  mi tochondr ia1  d y s f u n c t i o n .  S I T  conc.  were 
386, 2,620,  and  145 IU/1 when a c i d o s i s  was recognized .  Serum 
l a c t a t e  was 6.6  and 8.8 mM i n  2 p a t i e n t s  p r i o r  to CAP and in-  
c r e a s e d  to 11.1 and 17.1 mM. Mean a n i o n  g a p  i n c r e a s e d  from 
16 .8  to 32.3 I+I i n  the 3 p a t i e n t s .  H y p t e n s i o n  followed a c i d -  
osis by  6-19 hrs and was s e v e r e  i n  o n e  and mild i n  2.  Other 
signs o f  g r a y  baby syndrome were a b s e n t .  W was s topped  i n  
each p a t i e n t  and r e s o l u t i o n  o f  a c i d o s i s  and hypotens ion  par -  
a l l e l e d  the f a l l  o f  serwn CAP. 1 )  U n e x p l a i n d  metabol ic  a c i d -  
osis is an e a r l y  sign o f  CAP t o x i c i t y ;  2 )  p r e e x i s t i n g  l a c t i c  
ac idemia ,  h e ~ a t i c  d y s f u n c t i o n ,  and/or mi tochondr ia1  d y s f u n c t i o n  
may p r e d i s p o s e  t o  CAP t o x i c i t y ;  3 )  t o x i c i t y  may cccur  w i t h  CAP 
l e v e l s  i n  a t h e r a p e u t i c  range  i n  Reye ' s  s y n d r m e .  
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