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IMPAIRED SYNTHESIS O F  CYSTEINYL LEUKOTRIENES I N  
GLUTATHIONE SYNTHETASE DEFICIENCY. E r t a n  Maya tepek ,  
Georg F .  Hoffmann, D i r g i t  C a r l s s o n * ,  Agne La rsson ' ,  and 
K a t j a  Becke r .  University Children's I l o s p i t a l ,  l l e i de lbe t c j ,  
Germany and 'Uppsala, Sweden. 

G l u t a t h l o n e  s y n t h e t a s e  deficiency (GSD) 1s an i n b o r n  
e r r o r  o f  g l u t a t h i o n e  (GSll)  r n e t a b o l l s m  l e a d l n g  t o  a 
l j e n e r a l i z e d  ~ r i t r a c c l l u l a r -  GSll d e f l c i ~ c y .  Leukot r  l c r i e  (LT )C I  
1s  d e r l v e d  f r om t h e  u n s t a b l e  e p o x l d  LTAj by  conjugation 

w i t h  GSH. I n  t h e  c l r c u l a t l o n  LTCj 1s r a p l d l y  i n e t a b o l l z e d  
t o  LTEl wh l ch  1s e x c r e t e d  l n t o  t h e  u r l n e .  I n  t h l s  s t u d y ,  
7 - 
- I  m e t a b o l i t e s  we re  s e p a r a t e d  111 a p a r l e n t  w l t t l  
t ~ l o c h e m ~ c a l l y  e s t a b l ~ s h e d  GSD by r cvc rsed -phase  HPLC ai,d 
q u a n t i f i e d  b y  enzyme immunoassays .  Resu1 t . s  :. O u r  
investigations r e v e a l e d  t h a t  I n  GSD LTCl s y ~ l t i i e s l s  1s 
s ~ g n i f l c a n t l y  dec reased  I n  c a l c ~ u r n  l o n o p h o r e  a c t i v a t e d  
lnonocytes as w e l l  as i n  n e u t r o p h i l s  ( 11 -14% and 7-101, 
r e s p e c t i v e l y ,  o f  t h e  l e v e l s  d e t e c t e d  i n  t l i c  p a r e n t s  OK- 

c o n t r o l s ) .  Endogenous u r l n a r y  LTEj r e l a t l v e  t o  c r e a t l n i r l e  
( nmo l /mo l )  was a l s o  found t o  be abno rma l l y  l ow  i n  GSD ( 0 . 4  
compared t o  15-46 i n  p a r e n t s  and c o n t r o l s ) .  C o ~ i c l u s i o n s :  
G S D  r ep resen ts  t l i c  f i r s t  cicscr lbccl i l i so i c l c r  w i t l i  < I L ' c L v ~ ~ ~ . ~  
3 y n t h c s l s  o f  LTs i ~ r i t l  inny se rve  aa il u l i i c l ~ i c  inoclcl 101. t l i e  
l l r l k a y c  between L ' l  s y ~ l t l l e s i s  and GSll me tabo l i sm  i n  v i v o .  
S i n c e  c y s t e i n y l  LTs may b e  i m p o r t a n t  f o r  c e l l u l a r  
f u n c t i o n s  i n  t h e  c e n t r a l  ne rvous  system, t h e i r  i m p a i r e d  
s y n t h e s i s  m i g h t  be i n v o l v e d  i n  t h e  pa thophys io loqy  o f  GSD. 

11-bela-KETOTHIOLASE DEFICIENCY WIT1 I OBSTRUCTIVE 
CARDIOMYOPATHY AND SPECIFIC MORPHOLOGICAL BRAIN 
DESTRUCTION Volker Hesse. Iians-Josef Dohles Adr~an C Sewell. I lcike 
Forster Werner Janlsch Druce M~ddlolon Holgar Haberland Deparlmcnl of 
Pedlatr~cs Hosp~lal L~chlenberg. Derl~n, and Urllv of  FrankfurtIMa~n Dcpl 01 
Palhology. Hosp~tal Llchlenberg and Charlte Berl~n. Depl of Biochem~slry 
Unlvers~ty of Notlingham 
11-beta-keloth~olase defic~ency IS a rare metabol~c d~sorder wh~ch requlres 
further lnvestigatlon We report two brothers. 6 9112 years (pat 1) and 4 years 
(pal 2). who suffered from a 11-B-Ketolh~olase defic~ency (EG 2 3 I 9) wh~ch 
was conf~rmed by an elevated 2-melhyl-3-hydroxybulyr~c acld and tr~glyglyc~ne 
excrelion In the urlne Measuremenls of ketolyl~c enzyme acllvlties In f~broblast 
exlracls from molher and pal 2 showed a low activ~ty of the short cha~n spec~flc 
m~lochondr~al th~olase (C51C4) rates = 0 54 and 0 44 rsp ) Both pat~ents had 
delayed developmenl, neurological features (appalllc syndrome pal 1 and 
lelraparesis, pal 2 respecllvely) selzures and amaurosls with opt~cus alrophy 
and d ~ e d  In a metabol~c ac~dollc crlsis alter development of an obstruct~ve 
cardlomyopathy Destrucllon In the bra~n Included Ihe par~elal and occ~p~ral  
cortex vlsual cortex putamen, caput nucle~ caudal1 and claustrum 
I! 1s assumed that in t h~s  fam~ly there is a severe spec~lic form of 1 l-beta- 
Kelolhlolase deflc~ency which alfected also tho hoar1 mctabol~sm of tho 
chlldren 

Pos t -T rauma t i c  S t r c s s  CFsc rdc r  (PTSD) f o l l o w s  a 
p s y c h o l o g i c a l l y  d i s t r e s s i n g  c v c n t  o u t s i d e  t h c  c s u a l  lluman 
e x p e r i e n c e .  C h a r a c t e r i s t i c  symptoms: r e - e x p e r i e n c i n g  t h e  
t r a u m a t i c  e v c n t ,  avo idance  o f  s t i m u l i  a s s o c i a t e d  w l t h  t h e  
e v e n t  o r  numbing o f  g e n e r a l  r espons i veness  and i n c r c a s e d  
a r o u s a l .  U s i n g  s c m i - s t r u c t u r e d  q u e s t i o n n a i r e s ,  we s t u d i e d  
background,  war t raumas and physicalJpsycho-emotional 
r e a c t i o n s  i n  163 Dosnian and 30 C r o a t i a n  r c f u g c c s  ( m a i n l y  
mo the rs  & children) i n  an  I t a l i a n  Rcd Cross  camp. R e s u l t s .  
A d u l t s :  PTSD i n  most,  w i t h  p s y c h i a t r i c  r e l e v a n c e  i n  16. 
I n f a n t s :  csp .  p h y s i c a l  a i l m e n t s  (poo r  a p p e t i t c ;  v o m i t i n g ;  
c o l i c ;  d i a r r h o e a ;  c o n s t i p a t i o n ;  a l t e r a t i o n s  i n  s l c c p  wake 
c y c l e ,  mood, and deve lopmen t ) ,  a l l  worsening when 
p s y c h o l o q i c a l  d i s t u r b a n c e s  i n  mo the rs  i n c r e a s e d .  C h i l d r e n  
> 3  y r s :  f r e q u e n t  PTSD w i t h  i nsomn ia ,  r c s t l c s s n e s s ,  
r c p e t i t i v c  p l a y ,  moodiness, psychosomat i c  symptoms. 
Ado l cscen ts :  PTSD w i t h  dc f c : i ce  mechanisms a g a i n s t  a n x i c t y  
( r a t i o n a l i s a t i o n  and i d c a l i s a t i o n ) .  C o n c l u s i o n s :  i n f a n t s  
b c t t c r  dc f cnded  f rom t raumas p r o i i d i n g  mo thc rs  a c t  i s  a 
p r o t c c t i v c  s h i e l d .  R e l c a s i n q  t e n s i o n  t h r o u g h  p l a y  1s  o f t e n  
i n e f f e c t i v e  i n  p r o t c c t l n g  C h i l d r e n .  A d o l c s c e n t s '  
i d c a l i s a t i o n  p rocess  t c n d s  t o  c x a s p c r a t c  t h e  
c o n t r a p p o s i t i o n  between f r i e n d s  and enemies, u n d e r m i n i n g  
t h c i r  sensc o f  r e a l i t y  and t h c i r  p e r s o n a l  i d e n t i t v .  

CIiANGES I N  APNEA AND AUTORESUSCITATION I N  PIGLETS AFTER 
INTRAVENOUS AtlD INTRATECIIAL INTERLEUKIN-111 INJECTION. 
L a u r i t z  S t o l t e n b e r g ,  Torn Sundar, Runar Almaas, 01s D. 
Saugstad. Dep t .  P e d i a t r .  Res., I n s t .  o f  S u r g i c a l  Rcs. 
K i k s h o s p i t o l c t ,  Os lo ,  Norway. 
Recent r e s e a r c h  i n d i c a t e s  t h a t  hypox ia  precedes d e a t h  in 
a p p r o x i m a t e l y  80% of  t h e  SIDS cases and t h a t  SIDS i n f a n t s  
have a s t i m u l a t e d  immune system a t  t i m e  o f  d e a t h .  I t  has 
been shown i n  i n f a n t s  as w e l l  as i n  s e v e r a l  e x p e r i m e n t a l  
dr l i in i l l  models ,  t h a t  CNS-matur i ty  a f f c c t s  t h e  effectiveness 
o f  a u t o r e s u s c i t a t i o n .  I t  tias been p o s t u l a t e d  thc l t  11-11? 
may bc t h c  i n t e r m e d i a r y  caus i t i g  p r o l o n g e d  s l e e p  itp:lca drid 
SIDS d u r i n g  r e s p i r a t o r y  i n f e c t i o n s .  To t e s t  t h i s ,  5 -10 
days o l d  p i g l e t s  were g i v e n  11-lI? i n t r a v e n o u s l y  ( n = 8 )  o r  
l n t r a t e c h a l l y  ( n = 9 )  p r i o r  t o  l a r y n g e a l  stimulation w i t h  
I:)!,, dil iagcrlt known t o  cause apnca.  Tllc p roced t i r c  vcis a l s o  
tesLed i n  a c o n t r o l  g roup  ( n = 7 ) .  The d u r a t i o n  o f  t h e  apnca 
wds reco rded  as w c l l  as t i l e  number o f  r e s p i r a t i o n s  i n  2 
111111 f ~ l l o w i l l g  i lpriea. Va lues d r e  g l v e n  ds inediai l  a i id 
i ~ l t c r q u a r t i l e  r ange .  

- - -. D u r a t i o n  of.-,onra L?sc] R e s p a n i n  
C t r .  1 2  ( 1 0  - 13 )  109 (39 - 150)  
I.V. 3 0  ( 27  - 5 2 ) '  21 ( 7 - 4 O ) *  
I ' I  2 6  (2.1 - 3G)* . - d m : . .  -54 > - -- ~- - 
* p < 0 . 0 1  v s .  C t r .  
Wc c o n c l l ~ d e  t h a t  i . v .  and i .TI ! .  i i i l c c t i o n  o f  11-113 c!fcc:s 
Llic l e n g t h  o f  apnca and Llle q u a l l t y  o f  a ~ t o r e s u s c i t a ~ ~ o r : .  

I IOW StlOULD WE ESTIIvlATE LIVER SIZE CLINICALLY? 

Colin A M ~ c l l ~ e ,  Shade Adu, Karen Wild Richard tiampslie~r. David Harvey 
Dcparlnienl of Paedialrics and Neorialal I4ed1cine Royal Po:lgraduale 
FAcdlcal School. Hamrnersmlli Hospilal, LONDON W12 ONN 

Pacdialric~ans ollen eslimale liver slzc by palpal~ng and percusslng the liver 
edge In the rigtil mid-clavicular lhne (RMCL) T h ~ s  measure is awkward I r i  

ch~ldren as detern~~nalion of Ihe RMCL IS difl~cull - IS measurement of the 
liver edge n1oro accuralc i r i  llie rnidlinc? 20 cli ldren aged belwecn 6 rnonllis 
and 5 years were examncd blind by 5 praclsing cln~cians on 3 separale 
occasions Wc observed poor repealabl~ly in measuring the RMCL belween 
observers (15%>2sIdndard devlal~ons SD) al l l iougl~ rtle lenglh o f  Ihe 
slernunl w ~ l h  delined bony analoriilcal polnls showed less v a r ~ a b ~ l ~ l y  
(0 5%>2SD) Measurenienl In Ihe midl~ne showed grealer repeatabil~ly 
belween observers Itian In ll ie RMCL (4%>2SD vs 8%>2SD) Eslimal~on ol  
the upper edge of the llver by percussion showed greatest var iab~l l l~y 
(1 5%>2SD) lnlra observer variallon followed the same pallern Two ch~ldren 
w ~ l h  exacerbalons of asllima were followed by the examiners over 30 days 
chariges In lhe liver pos~lion were rnore accuralely documenled by measures 
mado In tlic m ~ d l ~ n c  We conclude Ilia1 manual measuremcnl of  Ihe hepar In 
Itic nildlinc In childrcrl under 5 is more accurate Ilian Ihal n !he RMCL 
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