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F e l d m a n ,  a n d  Wil l iam J .  D a v i s ,  ( S p o n .  b y  
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We h a v e  e x a m i n e & ' t h e A  i n f l u e n c e  o f  d i e t  o n  t h e o p h y l  
l i n e  (T) p h a r m a c o k i n e t i c s  i n  1 4  a s t h m a t i c  c h i l d r e n ,  
r e c e i v i n g  c h r o n i c  o r a l  T .  D o s e s  f r o m  4 . 2 - 8 . 8  mg/kg 
were g i v e n  i n  a n  a m o u n t  d e t e r m i n e d  t o  y i e l d  t h e r a p e u -  
t i c  s e r u m  l e v e l s .  E a c h  p a t i e n t  was p l a c e d  o n  3 s e p a -  
r a t e  d i e t s  w i t h  d i f f e r e n t  p r o p o r t i o n s  o f  p r o t e i n  a n d  
c a r b o h y d r a t e  a n d  w i t h  c o n s t a n t  f a t  a n d  c a l o r i e s .  S e -  
q u e n t i a l  s e r u m  T l e v e l s  were o b t a i n e d  f o l l o w i n g  a 
s i n g l e  o r a l  d o s e  o n  d a y  1 2  o f  e a c h  t e s t  d i e t .  T h a l f  
l i f e  ( t $ )  d e c r e a s e d  o n  h i g h  p r o t e i n  ( P )  d i e t  t o  a mea 
o f  4 . 7 5  h r .  c o m p a r e d  t o  6 . 7 6  o n  n o r m a l  (N) d i e t  a n d  
i n c r e a s e d  t o  1 8 . 1 0  o n  h i g h  c a r b o h y d r a t e  ( C )  d i e t  ( b o t  
p  c . 0 0 1 ) .  T h e  m e t a b o l i c  c l e a r a n c e  r a t e  r o s e  f r o m  a 
mean o f  .O45 L / k g / h r  o n  N t o  . 0 5 5  o n  P  a n d  d e c r e a s e d  
t o  . 0 3 7  d u r i n g  C ( b o t h  p <  . 0 0 1 ) .  T h e  a p p a r e n t  v o l u m e  
o f  d i s t r i b u t i o n  r e m a i n e d  u n c h a n g e d ,  e x c e p t  f o r  a n  i n -  
crease from . 4 2 3  L /kg  t o  .988 o n  C ( p <  . 0 1 ) .  M u l t i p l e  
l i n e a r  r e g r e s s i o n  f u n c t i o n  d e m o n s t r a t e d  t 4  d i f f e r e n c e  
t o  c o r r e l a t e  s i g n i f i c a n t l y  o n l y  w i t h  d i e t a r y  c h a n g e s .  
No a b n o r m a l  b l o o d  c h e m i s t r i e s  w e r e  d e t e c t e d  d u r i n g  
a n y  t e s t  p e r i o d s .  T h e s e  r e s u l t s  c l e a r l y  s h o w  t h e  e f -  
l f e c t  o f  d i e t  o n  T  p h a r m a c o k i n e t i c s  i n  c h i l d r e n .  

THE INCIDENCE OF SUDDEN DEATH I N  INFANTS BORN TO 
WOMEN MAINTAINED ON METHADONE. L o r e t t a  P .  Finnegan, ' 
Dian S. Reeser ,  (Spon. by Leonard J .  Graz i an i ) ,  

Col lege ,  Dept. of P e d i a t r i c s ,  Ph i l ade lph i a ,  PA I 
I t  has  been suggested  t ha t - sudden  i n f a n t  dea th  syndrome ( S I D S ~  

i s  increased i n  i n f a n t s  born t o  methadone mainta ined women (MMW). 
I n  a  s e r i e s  of 354 i n f a n t s  of MMW dur ing pregnancy, 5 ca se s  of 
SIDS have been i d e n t i f i e d .  A l l  mothers had p r e n a t a l  c a r e  and 3 ,  
a l l  mu l t i pa rous ,  had major o b s t e t r i c a l  compl ica t ions .  Dai ly  
methadone was between 10 and 50 mg. f o r  2 wks. t o  8  mos. The i n -  
f a n t s  were of 40 wks. g e s t a t i o n ;  Apgar s co re s  were ,8 a t  1 and 5 
min. i n  4  i n f a n t s ,  one had s c o r e s  (6; b i r t h  weights  were between 

had hypocalcemia; 1 had mild g a s t r o e n t e r i t i s  w i th  nega t ive  cu l -  

l 
2570 and 3085 gms.; one was t r e a t e d  f o r  methadone withdrawal.  I 
During t h e i r  nu r se ry  s t a y ,  2 developed phys io log i c  j aund ice ;  2 

t u r e  r e s u l t s ;  1 had meconium a s p i r a t i o n  pneumonia. A l l  i n f a n t s  
d i ed  a t  home between 3 1  days and 5 mos.; complete postmortem 

of dea th  i n  a l l  c a se s  was SIDS, w i th  pulmonary congest ion being 

I 
examinat ions ,  i nc lud ing  t o x i c o l o g i e s  i n  4 ,  were performed. Cause!  

i t h e  most f r equen t  pa tho log i ca l  d i agnos i s .  Our s e r i e s  suppor t s  ! 

prev ious  sugges t i ons  t h a t  t h e  i nc idence  of SIDS is  markedly in-  ! 
c reased  from t h e  o v e r a l l  expected i nc idence  of 0.25% t o  1 .4%.  I 

S ince  an a s s o c i a t i o n  of ch ron ic  hypoxemia and SIDS has  been sug- ! 
ges t ed ,  a  p o s s i b l e  hypo thes i s  f o r  t he  i nc rea sed  i nc idence  i n  in-  
f a n t s  who have s u f f e r e d  t he  e f f e c t s  of p r e n a t a l  drug abuse may bo' 
t h a t  r epea t ed  i n s u l t s  du r ing  maternal  overdose and/or  withdrawal 
produce a  mi l i eu  u r e d i s ~ o s i n a  t h e  f e t u s  t o  ch ron ic  f e t a l  hvpox- , . .* 

emia which i n c r e a s e s  t h e  chances f o r  SIDS (Su por ted  by NIDA 
t r a n t  #DA01807 and Commonwealth of ~ ~ r r ~ f i 6 ~ $ . i  
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I n f e c t i o u s  Disease  and Pharmacolorjy, Doston, t ~ s s a c h u s r t t s  
We s t u d i e d  t h e  d i s p o s i t i o n  o f  chloranphenicol  a f t e r  i n t r a -  

venous a d m i n i s t r a t i o n  t o  56 i n f a n t s  and c h i l d r e n  aqed one day 
t o  11 yea r s  a t  doses  ranging from 12.5 t o  100 q/Kq/day. The 
mean T 1 / 2  was 5.94 h r s  ( r anne  0.87 - 17.8 h r s ) :  neonates  had . - -, ~ - . > ~  

a  l onge r  T  1/2, 8.01 h r s ,  b u t  n o t  s t a t i s t i c a l l y  d i f f e r e n t  from 
non neonates ,  5.54 h r s  (p  = 0.12).  The T 1/2 o f  p a t i e n t s  who 
weighed < 10 kg was l onqe r  t l ~ a n  t l ~ a t  o f  t hose  weighing > 10 kq 
(9.02 v s  4.55 h r s ;  p  < 0.001).  I n  17 p a t i e n t s  t h e  pharmacologi 
peak concen t r a t i on  (co) s t anda rd i zed  Lor dose l i n e a r l y  co r r e -  
l a t e d  w i th  dosaqe based on body s u r f a c e  a r e a  (r = 0.61) o r  hody 
weiglit ( r  = 0.60).  The Co va lues ,  however, were h iql i ly  v a r i -  
a b l e ;  serum concen t r a t i ons  ranqed from 0.39 t o  2.43 ug/nl pe r  
mg p r  kg admin i s t e r ed  (5  = 0.97 ug/ml). Eiqht  p a t i e n t s  had 
T 1/2 va lues  which approached i n f i n i t y ;  i n  a l l  e i g h t  t h e  con- 
c e n t r a t i o n  o f  t o t a l  serum chloranphenicol  compounds was g r e a t e r  
t han  b i o l o q i c a l l y  a c t i v e  drug du r ing  t h e  0 hour obse rva t ion  
per iod.  Four o f  t h e s e  8  p a t i e n t s  were hypotens ive  a t  t ho  t ime 
of  t h e  s tudy ,  h ? ~ ;  none had laboratory evidence  of  r e n a l  or 
h e p a t i c  f a i l u r e .  One-half o f  t h e s e  8  p a t i e n t s  on re-s tudy 

I a f t e r  c l i n i c a l  improvement had T  1/2 between 4.02 and 20.8 h r s .  
1 We conclude t h a t  t h e r e  is a  mar);ed i n d i v i d u a l  v a r i a t i o n  i n  

chloramphenicol p h a m c o k i n e t i c s  wliich i s ,  i n  p a r t ,  e x p l i c a b l e  
by delayed h y d r o l y s i s  o f  t h e  s u c c i n a t e  e s t e r  and decreased 
exc re t i on .  
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Vese l l .  Penn S t a t e  Univ Col l  bled, ;.I. S .  Hershey !led C t r ,  Dept - 
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Indomethacin f a i l e d  t o  pr .~duce permanent d u c t a l  c l o s u r e  i n  
any of fou r  premature i n f a n t s  wi th  pa t en t  ductus  ' l r t e r i o s u s  t o  
whom the  drug was given (0.15-0.30 mg/kg). Indometi~acin h a l f -  
l i v e s  measured i n  two premature i n f a n t s  were 21 and 2 4  hours ,  
much longer  than i n  fu l l - t e rm  newborns o r  a d u l t s .  P l a t c l c t  
f u n c t i o n ,  a s  measured by p l a t e l e t  agg rega t ion ,  was g ros s ly  
abnormal f o r  two t o  fou r  days a f t e r  i ndome t l~~ ic in  a d m i n i s t r a t i o n ,  
normal va lues  r e t u r n i n g  only  by tile n in th  and t e n t h  day. 
G a s t r o i n t e s t i n a l  b leeding and t r a n s i e n t  r e n a l  dys func t ion  
occurred i n  one i n f a n t .  :leasurement of plasm.1 indomethacin 
concen t r a t i ons  i n  s i c k ,  low b i r t hwe igh t  i n f a n t s  could he lp  t o  
monitor indomethacin dose and dosage i n t e r v a l ,  thereby prcvent-  
i ng  drug accumulation and reducing t o x i c i t ) , .  F u r t l i t ? ~  s t u d i e s  
of p o t e n t i a l  t o x i c i t y  seem t o  be i nd i ca t ed  hefore  i n s t i t u t i n g  
widespread indomethasin admin i s t r a t i on  f o r  d u c t a l  c l o s u r e  i n  
premature i n f a n t s .  

A D V E R S E  EFFECT OF M A T E R N A L  MEDICATION ON----  
OF NEONATES. S a r a s w a t h y  K .  

G a n a p a t h y ,  Yvonne D ' S y l v a ,  L o i s  L .  Neumann 
a n d  A n g f l o  F e r r a r a  ( S p o n .  by R o b e r t  G .  S c h a c h t ) .  D e p t  
o f  P e d s . ,  N Y U  S c h o o l  o f  M e d i c i n e ,  New Y o r k ,  N . Y .  

The  e f f e c t  o f  m e p e r i d i n e ,  p r o m n z i n e  a n d  s c o p o l a m i n c  
g i v e n  t o  women i n  l a b o r  on  t h e  t e m p e r a t u r e  o f  t h e  new- 
b o r n  (NB) on  a d m i s s i o n  t o  t h e  n u r s e r y  was  s t u d i e d .  
475  h e a l t h y  t e r m  v a g i n a l l y  d e l i v e r e d  N B  ( B W  2 5 0 0 - 4 0 0 0  
gm, 1 min A p g a r  > 6 )  w e r e  r e v i e w e d .  D e l i v e r y  rooms  
w e r e  m a i n t a i n e d  a t  23-24OC a n d  t h e r e  was  no  s i g n i f i -  
c a n t  d i f f e r e n c e  b e t w e e n  c o l d  (i 3 6 ' ~ )  a n d  warm h a b i e s  
i n  t i m e  o f  a r r i v a l  i n  n u r s e r y .  1 1 3  women r e c e i v e d  med- 
i c a t i o n s  f o r  p a i n  r e l i e f .  Some women i n  b o t h  m e d i c a t e <  
a n d  n o n - m e d i c a t e d  g r o u p s  r e c e i v e d  r e g i o n a l  a n e s t h e s i a  
(RA) .  The  i n c i d e n c e  o f  h y p o t h e r m i a  i n  t h e  i n f a n t s  i s  
shown  h e l o w :  

N % C o l d  
IMed 

--  
94 2 1 . 2  b 2  4 . 0 7  I 

No Ned E RA 347  1 2 . 4  P ; . 0 5 ( s i g n i f i c a n t )  

Med c & S RA 1 1 3  2 0 . 3  y 2  3 . 4  
No Med E & i RA 362 1 2 . 7  . 0 5 \ P \ . l ( h o r d e r l i n e )  
A  s i  n i f i c a n t  i n c r e a s e  i n  p e r c e n t a g e  o f  c o l d  N B  w a s  
n o t e 5  i n  t h e  m e d i c a t e d  g r o u  w h o s e  m o t h e r s  r e c e i v e d  
r e g i o n a l  a n e s t h e s i a .  The d i F f e r e n c e  w a s  l e s s  a p p a r e n t  

' w h e n  m o t h e r s  w i t h o u t  r e g i o n a l  a n e s t h e s i a  w e r e  a l s o  i n  
c l u d e d  ( n u m b e r s  s m a l l ) .  M e p e r i d i n e  c a u s e s  p e r i p h e r a l  
vasod- mav c a ~ l s e  t h ~  I l v n n t l ~ t = r r n i a  n n r i l r i  

DISPOSITION OF C H L O R A M P H E N I C O L  IN NEWBORN INFANTS. 
' 

John P .  G laze r ,  Michele Danish, Stephen Yache t t i ,  

( l l n ive r s i t v  of Pennsvlvania School o f  Medicine. Ch i ld r en ' s  
Hospi ta l  o f  ~ h i i a d e i ~ h i a ,  Oept. of  P e d i a t r i c s ,  Ph i l ade lph i a .  / Time-concentration curves  were determined io l lowina i n t r a v e -  I 

lnous admin i s t r a t i on  of chloramohen~col  sod~um s u c c i n a l e  (CL) t o  I . ~ -  - ~~ . . 
I11 i n f a n t s  wi th  S u S ~ e c t e d  s e ~ t ; c e m i a .  us ina  a  qa s - i i ou id  chroma- 1 

t og raph ic  a s say .  2'  groups of  i n f an t ;  were-s tudied.  ' ~ r o u p  I ,  
c o n s i s t i n g  of 6 i n f a n t s  2-8  days of age and between 0 . 9  and 2 .5  
kg, received 25 mg/kg once d a i l y .  Group 11,  c o n s i s t i n g  of  5  in-  
f a n t s  11 days t o  8 weeks of age and between 0 .9  and 2 . 2  kg ,  r e -  
ce ived 50 mg/kg/day in  2-3 d ivided doses .  Three key obse rva t ion  
were made. F i r s t ,  5  qroup I  i n f a n t s  c l ea r ed  C L  s o  slowly t h a t  
h a l f - l i v e s  could not  be c a l c u l a t e d  on t h e  bas i s  of  s e r i a l  serum 
l e v e l s  determined in  t he  i n t e r v a l  between doses ,  whereas group I 
i n f a n t s  c l ea r ed  C L  much more r a p i d l y ,  wi th  h a l f - l i v e s  ranging 
from 5.2 t o  12 .8  hours.  These observed d i f f e r e n c e s  i n  C L  d ispo-  
s i t i o n  a r e  c o n s i s t e n t  wi th  matura t ional  d i f f e r e n c e s  in hepa t i c  
uptake and/or  g lucu ron ida t ion .  Second, w i th in  group 11,  t h e r e  
was no c o n s i s t e n t  c o r e l a t i o n  between h a l f - l i f e  and g e s t a t i o n a l  
age .  Third ,  i n  both groups ,  there were some p a t i e n t s  whose peak 
C L  l e v e l s  were markedly lower than a n t i c i p a t e d .  Since only  hy- 
drolyzed CL i s  de t ec t ed  by our  a s say ,  t h i s  obse rva t ion  i s  con- 
s i s t e n t  wi th  the concept t h a t  CL  e s t e r a s e  a c t i v i t y  may vary a-  
mong neonates .  S i g n i f i c a n t  i n t e r p a t i e n t  v a r i a b i l i t y  i n  CL  d i s -  
p o s i t i o n  w i th in  p o s t n a t a l / g e s t a t i o n a l  age c a t e g o r i e s  mandates 
monitoring of  CL l e v e l s  in neonates t r e a t e d  with t h i s  drug.  
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