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The use of ACV in pregnancy is not yet recommended for two 
main reasons : its safety has not been established and the,lack 
of studies on pharmacokinetics. In this paper, we have.reviewed 
data concerning nine pregnant women who was iven ACV in the 
perinatal period. Route of administration ani doses were as 
following : orally (0) 350 mg/8 hours (5), lntravenousl (IV) 
5-10 mg/kg/8 hours ( 4 ) .  Plasm? trough (T) and eak (P) fevels of 
ACV was deteroinated by radio~mmuno assay. At girth, plasma ACV 
levels were achieved in the mother and her offspring. P and T 
after IV were effective to inhiblt viral replication (17-41 
pmol/l 1 22-1 36 umol/l) and hi her than in vitro ID 50 for 
Herpes'vi;adea'viruses (0.1-4 pmoY/l) ; whereas T and P ranged 
from 0.32 to 0, 59 pmol/l and from 1.79 to 3.78 pmol/l after 10 
doses given orally. Furthermore steady state plasma level was not 
achieved even after 10 doses 0. The maternal foetal ratio of ACV 
level was approximately 1. No side effects were noted in 
newborns. 
Conclnsion : If this drug is felt,to be used in a pregnant.voman, 
IV administration seems to be advisable regarding it's efficacy. 
0 administration requires more data about recommended dosage. 
Transplacental passa e of ACV occurs. Plasma ACV levels in the 
mother reflect probagly foetal ACV level. 
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Fifteen very low birth weight I1tLBY1 children, nine appropriate for qeitati;i;al age in6A. 
aean birth weight 1302tIb4 g, gestational age 30t_1.5 neeksl, and six jrall for gestaticaa! 
aqe ISSR, aean birth neigih I:b3t117 g, qestatlonal age 35.35.5 weeks), xere studied at the 
age of 7-12 years, and coapared to trentysix age-, sex-, and height-latched healthy 
children, who were born at term (lean birth weight 3?2b+ib7 51. !lox of :Ce YLRY rhildren 
had developed chronic broncopullonary disease, The hab~tua! !ere1 of physical act~vity was 
not different in the YLBY and control Grcup. Pulronary function tests and progresirre 
exercise tests on treadlill were perforled. Forced v!tal caoacity, forced expiraiory ?oliiae 
at one second and forced expiratory flow between 251 and 751 of vital capaclty were in tb: 
norral range for all the subjects. No difference; were founo in aaxiwda oxyeen con'.um~tion 
(YO2 aaxl, anaerobic threshold IATI and #axiral heart rate between :he ASR !'lo2 lax - 
42.19.6 allainlkq, AT = 31.2g.4 ~llrinlkg) and SSA chi!dren lV02 lax = 43.4+:1 a!lr:nlkg, 
Rl = 34.23.5 r1:ainlrg~ and the respective controls ld6b coatrols '>2? Max = 44.?t:2.4 
illuinlkg, RT ::.St(.: allminikg; S6R controls VOZ iax = 40.7tb ~llninlkg, AT 29.82.2 
nllrinlkgl, Roth in the A6R and SSA subgraups the preexercise VO? vaiues were ccaparable to 
those of :he :nntro!s. In the S6A subgroep the energy cost of running throcgbout the itst 
was sig;.ificantly higher with respect to the controls IANOYA o<0.0?51, wh:!e no d~fferenc? 
ras founc ;etxeen the RSR an: the control clildren. 
le conc:cs!oa, ikildren with ::r:h weight less :?an 501 g \are ;:;#a: ra!bes of aerobic 
fitness; in S6R children the effic;ency of runninC ;s s!ight!y re:-c?d. 
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Lidoca~rcis either a convulsant or an anticonvulwnt drug, according to the 
plasmatic levels. W e  used its anticonvulwnt effect in scizures of various etiology. 
Lidocairtinfusion (L.I.) was efficient in 19/29 full term (FT) and in 10/13 prcmaturc 
babies (PT) with seizures (confirmed by EEG) resisting to Phenobarbital and 
Diazepam therapy. L.1. was given at decreasing dosage (4 mg/kg/h, day 1; 
3 mg/kg/h, day 2; 2 mg/kg/h,day 3; 1 mg/kg/h,day 4). After L.I. beginning : 
-seizures were controlled within 30 min. in 23 cases, aftcr 3 to 13 hours in 4 cases; 
-background EEG changed in some casts, immediatly or after a delay (up to 24 
hours) into a very discontinuous pattern. In 2 cases L.I. alone did not control 
seizures, but an additional bolus (2 mg/Kg) was efficient . Plasmatic lcvcls 
(mg/ml) obtaincd aftcr 24 h of L.I. in 15 c a m  with seizure control wcre higher in 4 
PT (9.5-10.5) than in 11 m (3.1-6.9). with a lower clearance in PT. L. half-life 
varicd from 30 min. to 3.6 hours in 6 FT and was 36 hours in onc PT. Scizurcs 
initially stoppcd then reappared in 4 casts : plasmatic lcvcls obtaincd in 2/4 after 
12 hours of L.I. wcre high : 13.4 in a PT and 11.7, suggesting the possible convulsant 
cffcct of L. high Icvcl.Thcrc was howcvcr no hcmodynamic change. In conclusion: 
in nwnates, L. could help to control scizures resisting to usual anticonvulwnt drugs. 
A bolus of 2 mg/kg followed by a L.I. at 2 mg/Kg/h could avoid to attain 
convulsant level. Further pharmacological studics shoud hcip to dctcrmine 
optimal approach. 

Phsgocytic functions and TNF secrc t im of h m n  r m c y t e r  exposed t o  natural 
porcine surfactant (Curosurf) 
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I n  t h i s  study we have analyzed varlour phapcyt ic functions and TNF r e c r e t i m  of human 
r m c y t e r  exposed t o  e i the r  b i o c h n i c a l l y  wel l  defined porcrne rurfactant o r  a p r r i f i e d  
phospholipid preparation. Adherence, r a d x  migration and s h m t a s t i c  response t o  zyarao 
activated rerum and foryl-rrth7onyL-lcucyl-phmylalanine war m r m l  ~n surfactant treated 
mocytes;  surfactant war mt a chewtact ic r t i m l u r .  I n  contrast, w s y t o s i r  of 
S. aureus by m o c y t e r  exposed t o  surfactant (100 pg1.L) and phospholipids (100 pgl.1) war -- 

reduced h e n  c o q a r e d  u i t h  controls (surfactant tW ( O.M. phorpholipidr tyl ( 0.01). 
Surfactant and phospholipids had m bacter ic idal  activity. Upfakc o f  candida war ~ d e n t i c s l  

i n  surfactantlphcrpholipid treated m o c y t c s  and untreated controls; the a a r  was t rue 
u i t h  the nuaber of candida p r  c e l l  ingested. Phagocytosir-associated chnilu.incscence 
and production of superoxide anion by r m c y t e r  of e i ther wurce i n  response t o  p b r b o l  
y r i s t a t e  acetate and opsonized Z y m a n  war also ident ical .  Surfactant and phospholipids, 
h e v e r ,  e f f e c t l ~ e l y  Suppresled TNF secretion by rest ing and by LPS-rtlwtsted r n o c y t e r  
i n  a dose depmdent fashion. TNF i s  an i q o r t a n t  mediator of i n f l a l a t i o n  (LPS-rt iu lated 
r m c y t e o  controls: M04 * 570 pglml, LPS + 3urfactant (500 #gImL): 426 * 162, LPS + 
phospholipids (5W pglml): 28 t 9.6; p<O.M1 fo r  both). mere data suggest that rurfactant 
and phospholipids by suppressing m c y t e s  TNF secretion m y  have an i q a r t a n t  r o l e  i n  
d m  regulating i n f l a r a t o r y  reactions i n  the lung. 

Ac t i v i t y  of Elastare and al-proteinarc inh ib i to r  i n  bronchial resretronr 
of p r m t u r e  infants suffering t r m  revere respiratory distress ryndrae  
(RDS) treated w i th  a natural  porcine Surfactant (Curorurf) 
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P r o t w l y t i c  mryrr ,  especially clastase (E) released f r a  nwt roph i l r ,  s m  t o  play a 
r o l e  i n  the pathogenerlr o f  b r o n c k l - a r y  dyrplat ia (BPD). I n  rme t r i a l s  the 
c d i n e d  rncidence d death and BPD uar shovn t o  bc reduced a f t c r  surfactant 
replacement therapy i n  severe RDS. 
I n  a prospectwe study we have aMLYZed a c t i v i t i e s  and concentrations o f  free elascase 
(0, a - p m t e ~ m s e  inh ib i to r  ( a  -PI) and the e n r y r  inh7bitor coq lex  (E-a -PI) i n  
brwshi!l secretion* of 52 pr&turc infants suffering f- revere RDS f b ~ a r i n g  
surfactant replacement therapy. Within a randaized t r i a l  "s ingle versus u l t i p l e  
doses of surfactant (Curosurf)" the enzyme inh ib i to r  potent ia l  of pat ients u i t h  severe 
RDS was analyzed during the f i r s t  10 days o f  l i f e .  

I n  28/52 infants f ree  elartasc ( 1 war f w d  7n bronchial secret larr  
(coocentrations 0,8 - 162 p g l q  albumin). In these patients m free a c t i v i t y  o f  a -PI 
c a l d  be detected, hovcvcr E a -PI was ident ical  i n  a l l  patients. ~ l a r t a s e ' u s r  
present especially rn broncka l  r?cretions of i w t v r e  and Lou b i r t h  weight infantr .  
21128 infants i n  vhol  free elastare war detected had an gestational age a weeks. t& 
differences I" concentratimr o f  free elartare were f w d  betuem premture ln fan t r  
who received a ?ringle dose and those vho received 3 subsequent dorcr o f  rurfactant. 
Con~ lus ims  I n  a l l  52 cases the e n r y r  inh ib i to r  coq lex  (E a -PI) c w l d  be 
d c m s t r a t n l .  The war m correlat ion betueen the concentration of E1a -PI and the 
a c t i v i t y  o f  f ree elartare. Mult ip le treatment d id  mt influence the i.ba?anse b e t v m  
the a c t i v i t y  o f  the enzyme and a c t i v i t y  o f  -PI. Ue need a r c  kmulegde about factors 
tha t  a ight influence the in f lux  of neutrophiL and the consecutive releale o f  e lar tase 
i n t o  the bronchoalv*llar space. 
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There i s  mu convincing evidence that the sever i ty o f  n e w t a l  respiratory distress 
syndr- can bc redused by rurfactant rep lacern1  therapy; hovever, the q t i m a l  
IherapWCic r q i m  has m t  been fwd. The aim o f  th i s  rsndonired European Multicenter 
T r i a l  "Single versus u l t i p l e  doses" was t o  reduce the incidence of RDS-asroc~sted 
p l l m i l r y  coq l i co t ions  sr " e l l  as mortal i ty i n  pat ients receiving u l t i p l e  doses o f  
surfactmt.  I n  t h i r  t r i a l ,  preterm infants (bir thucight 7WH100 g) u i t h  revere RDS 
r q u i r x n g  a r t i f i c i a l  ven t i l a t ion  v i r h  FiO m 6 Here randomized in to  tuo grwps  a t  an age 
o f  2-15 h. Exclusion c r i t e r i a  have b e e n 2 & n t l y  published (Pediatrics 1988, 82, &3- 
691). BDth groups received l d i a t e l y  a f te r  randor i rat ion the usual dose of  Curosurf 
(200 mglkg). I n  infants randol l izd t o  receive m l t i p l c  treatment, two addi t ional  doses o f  
Cumrurf (100 -/kg) were i n r t i l l e d  i n t o  the airway a t  the age of 12 h and 24 h, provideo 
that the pat ient  s t i l l  nceded a r t i f i c i a l  v e n t i l a t i w  u l t h  an FiO M 21 Inter im snalyais 
(n=245) shoved s reduct im o f  pn~ao thorax  incidence (17% vva. 8 3 ~ ) ;  vr. u l t i p l e  
doses; additionally, the incidence of BPO (17% vs. 10%) and m r r s l i t y  (23% vs. 14%) was 
reduced i n  u l t i p l e  treated patients. FiML data of approximtely 3W pat ients included 
i n  t h i r  t r i a l  -wh ich  w i l l  be finished i n  a p n l  15W - w i l l  be presented. 
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