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The serum a c t i v i t y W o f  gammaglutamyltransferase (GGT) and the  u r ina ry  
e x c r e t i o n  o f  D-glucar ic  a c i d  (DGA) a re  s i g n i f i c a n t l y  enhanced i n  
p a t i e n t s  t r e a t e d  w i t h  enzyme induc ing  drugs. However, q u a n t i t a t i v e  &tal 
on the  c o r r e l a t i o n  between drug dose and increase o f  these i n d i c a t o r s  
o f  enzyme i n d u c t i o n  a r e  sparce and con t rad ic to ry .  The ques t ion  t o  be 
answered by the  present  study was: Are GGT and DGA measurements s u i -  
t a b l e  t o  assess the  induc ing  p r o p e r t i e s  of an i n d i v i d u a l  ant iconvulsant  
drug q u a n t i t a t i v e l y ?  Ch i ld ren  on constant  s i n g l e  medicat ion f o r  a t  
l e a s t  two months w i t h  primidone (PR), carbamazepine (CBZ) o r  sodium 
va lp roa te  (VAL) were inves t iga ted .  DGA was measured c o l o r i m e t r i c a l l y ,  
phenobarbi ta l  (PB) and CBZ by EMIT, VAL by GC, GGT and Crea t in ine  by 
standard methods. There was a  s i g n i f i c a n t  (p<.001) p o s i t i v e  c o r r e l a -  
t i o n  between t h e  drug dose and t h e  e x c r e t i o n  o f  DGA f o r  a l l  three a n t i *  
convulsants studied.  The enhancement o f  DGA by VAL was l e s s  pronounced 
than by PR and CBZ. DGA e x c r e t i o n  was c l o s e l y  (p<.001) c o r r e l a t e d  t o  
the serum l e v e l s  o f  VAL and PB ( f rom PR), b u t  n o t  o f  CBZ. DGA excret ion 
das i n v e r s e l y  c o r r e l a t e d  t o  the  l e v e l  t o  dose r a t i o  o f  CBZ, thus r e -  
f l e c t i n g  the degree o f  au to induc t ion  of CBZ breakdown. Except f o r  PR, 
the data on GGT were, though s i m i l a r  t o  those on DGA, l e s s  conclusive 
 wing t o  a  g rea te r  v a r i a t i o n  o f  i n d i v i d u a l  values. I n  conclusion,  DGA 
and GGT are use fu l  q u a n t i t a t i v e  measures o f  t h e  enzyme induc ing  pro-  
p e r t i e s  o f  PR, CBZ, and VAL. DGA reac ts  more s e n s i t i v e l y  and l e s s  
v a r i a b l y  than does GGT. Compared t o  PR and CBZ, VAL i s  a  r e l a t i v e l y  
weak b u t  d i s t i n c t  enzyme induc ing  agent. OGA enhancement does n o t  per-  
m i t  t o  d i f f e r e n t i a t e  between au to induc t ion  and heteroinduct ion.  

PENICILLIN PROPHYLAXIS (PP) FOR EXPERIMENTAL STREPTOCOC- 
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The aim of PP for endocarditis due to viridans streptococci (VS) 1s to 
prevent the onset of bacteremia. However, the incidence of postextrac- 
tion bacteremia in children with cardiac disease after dental extrac- 
tion under PP has been shown to be 21% (Hess et al, Ped 71: 554-558, 
1983). Since the adherence of VS onto vegetations is recognized as an 
initial step in the pathogenesis of endocarditis, we studied the 
effect of P on adherence of VS in experimental endocarditis. 10'-cFu 
penicillin-sensitive VS (MIC .Olug/ml, MBC .02pg/ml) were injected iv 
30 min after im injection of procaine penicillin G (PPG) 250 mg/kg 
into Chinchilla rabbits with a left heart catheter in situ for 24 hrs. 
The rabbits were sacrificed 5 min, 0.5 hr, 2 hr, 4 hr and 48 hr after 
the injection of the VS, and the cardiac vegetations, induced by the 
catheter, were excized and cultured to determine whether or not colon- 
ization of the vegetations had been prevented by P. Results were: 
culturing after no. infected/total no.(%) p value 

PPG control 
5 min 6/m00) 6/6(100) n.s. 
0.5 hr 6/6(100) 5/5(1001 n.s. 
2 hr 2/6(33) 5/5(1001 p<.025 
4 hr 0/6(0) 5/5(100) pc.005 
48 hr 2/22 (9)  8/8(100) p<.OOl 

We conclude that PP does not prevent the colonization of cardiac vegeti 
ations by reducing the bacterial adherence, but sterilizes initially 
infected vegetations. Therefore, PP for experimental streptococcal 
endocarditis is in fact early treatment. 
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49 preterm infants (BW: 17005385 g; GA: 31,8+1,8 w; 
PA: 9,8+6,8 h) were treated with dopamine (D) because of 
peripheral circulatory disturbance. A dosis of 2 ug/kg/ 
min D was administered in mild circulatory failure but in 
normal BP at 31 neonates. No sign of alpha- and beta 
adrenerg receptor stimulation was found , i.e. BP, HR and 
pulmonal resistance remained normal. On the other hand 
diuresis, Na-P-excretion, FENa and Ccr increased signifi- 
cantly (+106%, +73%, +185%, +140%, +21%), on the basis of 
renal dopaminergic receptor stimulation. - A dosis of 4 ug/ 
kg/min D was infused In 18 neonates with severe arterial 
hypotension but with normal CVP. BP normalised within 
2 hours (28/11+7/4 vs 54/27+12/9 mmHg), while HR and pa02 
did not alter: An improvement of renal functions was 
also found from oliguric level to that one observed during 
infusion of 2 pg/kg/min D. - Administration of 8 ug/kg/ 
min D caused an even more pronounced and also lasting BP 
elevation (62/30+10/9 mmHg) and a significant increase in 
HR, too (13229 vs 164513 l/min). On the basis of our data 
we conclude: 1. the dopaminergic receptor system is fully 
developed even in very preterm neonates, 2. on the basis 
of alpha receptor predominance, alpha-adrenerg stimulation 
can occur at lower dopamine dosis, too. 
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Italy. 
Rtj reral mtatolisn uss studied drring gentmicin (GI inired reral failure in 
(IKDBS rats (ZW2g.b.w.) to aness the mle of arxhi&nic acid mbkolites irb 
the de~lopnent of the dfi-ege. 'Ihe aninals divided in 4 grags received G 83ig/Kg, 

acetylsalicylic acid ( M )  203rg/Kg, both dmgs or salim in a sjgle daily ip 
adninisbtim. G. m3md the clearrure of crmtinine by 33 at 10 days (p4.m). 
AS4 alone did not cause arly si@ificant change *bile its mrbimtim wifi G *orrjened 

the reral failw ((X1 GtASA 3% of cmtmls at 10 &ys p(.E) G al- caused 
a m t i m  in the n t x i n a l  ccocmtxating w i t y  after Lyy\VP *hi- wrserrd 

by ASA: k e n  nax (rmrm/kg, man * 9) = Cmtml 35a)z 150, G: 25a)+ W ,  G ASA: 
15a)i.lW. *= pCC6. 
PCl; mtabolisn uss s W e d  m the tissue haroggate after mlvmt extrstimard 
Wtified by GlGks swt. FW2. 6 Ke to PITl ard llumto- wre rreanoed. 
AS4 caused a W% irhibitim in all FG synthesis for 24 hrz after a single or 
nultiple injectians. In the @up P(E2 synthesisspecifically incrrased (at 
lo: 133220 ng/g tissue controls &12, p t.05). lhis rise was v e n t e d  by AS4. 

No ckvlge was fard for the otkr FCk miatolites. 
Colclt6icrs % Im a vasalilabxy effect m the Kiby, its immasd synthesis 
&ring aminoglimide injuced toxicity is protective. Inhibitim of FG spthesis 
by m t e m i d  anti-inflametory prwmts the -tory M s n .  
?his interactim shuld be casiderd in septic m t e s  k t e d  far the ~ a t e r l  
of the d m r i o u s .  

ALPHA 2 renal adrenoreceptors in young hypertensive rats 
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Alpha 2 renal adrenoreceptors play an important role in the control of 
sodium homeostasis. Since the kidney has a major role in the develop- 
ment of hypertension in the genetically hypertensive Milano strain of 
rats ( MHS) it is important to determine the possible defect in the 
recepto~s regulating the transport of sodium in these animals. 
Alpha 2 adrenoreceptors were studied in renal outer and inner cortex 
and medulla ( OC, IC and M) of young ( 7 weeks, 200 g b.w.) MHS and 
in their normotensive controls ( Milano normotensive 3train .N) 
Kd and Bmax were calculated by Scatchard analysis of H rauwolscine 
binding. Non specific binding was defined as the displacement of 10 uM 
phentolamine. 
Results ( each data represents mean + SD of 4 experiments ) 

B max Kd 
MHS N MllS N 

OC 150(5) 149(17) 7(3) 4(1) 
IC 118(24) 155(9)*+ 5(1) 5(1) 
M 121(27) 136(27) 7(2) 5(1) 
*' p .05 by the t Student test 

Since in other experiments we did not find differences in the beta 
receptors, we conclude that the alpha2 system of IC is specifically 
involved in the development of hypertension in MHS rats. 
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Few data exist regarding theophylline (T) biotransformation ih 

early postnatal life. In this study T metabolism was characterized ih 
the rat uith emphasis on its changes during postnatal developmentp 
Liver slices uere prepared from Charles River rats and incubated i6 
Krebs-bicarbonate buffer with (8-14c) T under 95% 02-5$ C02 in B 
metabolic shaker at 37OC. T metabolites were analysed by tlc an$ 
hplc. T and 6 main metabolites uere recognized in adult liver: 1 
methyluric acid; 1 methylxanthine; 1.3 dimethyluric acid; caffeine, a 
uracil derivative and an unknown polar compound. Preincubation uith 
caffeine and theobromine inhibited T metabolism. SKF 525-A and 
allopurinol inhibited overall T metabolism; in particular allopurino) 
inhibited formation of 1 methylxanthine. The specific activity of the 
enzyme system was 3.9 + SE 0.4 nm (gm liver)-'. hr-l in the 4-day-010 
and increased to a peak of 25.35.7 in the 28-day-old rat; Km ua$ 
Similar (67.5 vs. 132.1 ,uM) but Vmax was two-fold greater in the 
28-day-old (23.9 vs. 52.1 nmol [gm liver]-'. hr-l). T and the same .$ 
metabolites uere identified in young and adult rats but the 
developmental pattern was not uniform. Peak age related activity and 
involvement of mixed function oxidase system are common features tQ 
caffeine (Bioch. Pharmacol. 30: 3145, 1981) and T biotransformation, 
Xanthine oxidase was involved in T metabolism. As opposed to previoup 
suggestions formation of caffeine from T was not dependent on lack of 
activity of other pathways. 
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