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A CLINICAL TRIAL COMPARING RECTAL DICLOFENAC 

AND TRAMADOL FOR POST-OPERATIVE ANALGESIA IN 
CHILDREN. K. BurggraaL MD, PhD, J. Zwaveling, PhD, R. van 
Schaik, PhD, A. van Meurs, MD, S. Bubbers, MD, M. de Kam, MSc, 
P. Vermeij, PhD, A. Cohen, MD, PhD, Centre for Human Drug 
Research (CHDR), LUMC, Erasmus MC, Juliana's Children's Hos- 
pital, LUMC / CHDR, Leiden, Netherlands. 

Tramadol (T) may offer advantages as a suitable analgesic for 
postoperative childhood pain because it has no effects on coagulation. 
The rectal route may be particular suitable in situations where swal- 
lowing is difficult. However, the efficacy of rectal tramadot in chil- 
dren is unknown. Therefore, a prospective, double blind trial was 
performed in children. Rectal diclofenac (D) as standard treatment for 
pain after surgical adenotonsillectomy (ATE) was compared with 
rectal T. 

The study was performed in 48 children (ASA I-II) who were 
randomly assigned to 25 mg D or T for post-operative pain after 
ATE. Pain was scored regularly up to 4 hours using the validated Pain 
Observation Scale for Young Children 1. Heart rate (HR), respiratory 
rate (RR) and symptoms were measured regularly. Buccal swabs 
were to genotype the subjects for CYP2D6 *3 and *4. The data were 
analysed for the pain score at 30 min (P30'), and the average scores 
over the observation period for pain (avgP), HR (avgHR) and RR 
(avgRR) using unpaired t-tests. The results are expressed as mean 
(SD), range or mean difference with its 95%CI. The group charac- 
teristics and the main results are summarised below. 

Age Weight 
Gender (yr) (kg) P30' avgP avgHR avgRR 

D 7F 1.6~.8 12.7-17.0 4.0 2.0 110 20.6 
17 M (2.0) (1.04) (8) (2.2) 

T 8F 1.84.9 12.5 17.1 4.0 2.3 ll3 21.3 
16M (I.8) (0.76) (11) (2.7) 

T-D Ns Ns 0.2 0.3 2.5 0.7 
(-0.9; +1.3) (-0.22,+0.84) (-3; +8) (-0.7;2.2) 

Nausea occurred once in the D-group and twice in the T-group. 
Re-bleeding events requiring medical intervention occurred in 4 
children with D and were absent in the T group. No clear relationship 
existed between the CYP2D6 genotype and avgP after T. Rectal T 
provided adequate post-operative analgesia in children after ATE that 
was similar to D, and seems to be associated with fewer adverse 
bleeding events than D. 

~Boelen et al. J Dev Behav Pediatr 1999 20:222-7 
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MATERNAL-FETAL TRANSFER AND AMNIOTIC FLUID 

ACCUMULATION OF ANTIRETROVIRAL DRUGS IN H1V IN- 
FECTED PREGNANT WOMEN. H. Chappuv, MD, J. Tretuyer, 
MD, PhD, J. Dimet, PharmD, E. Rey, PharmD, M. Foucher, G. 
Firtion, MD, G. Pons, PD, PhD, L. Mandelbrot, MD, PhD, AP-HP 
Cochin Hospital, Paris, France. 

Background:  An increasing number of antiretroviral drugs are 
now being used in HIV-infected pregnant women either for the 
prevention of vertical transmission or as therapy for the mother. 
However, little information is available on the use of antiretroviral 
drugs in pregnancy. Our objective was to investigate placental trans- 
fer and amniotic fluid concentrations of antiretroviral drugs when 
given to HIV infected pregnant women. 

Methods:  the mothers were receiving antiretroviral therapy in a 
clinical setting. Maternal, cord blood and amniotic fluid samples were 
obtained at the time of delivery in 102 mother-infant pairs. 

Results: the most frequent combinations of antiretroviral drugs 
used in our population of pregnant women were zidovudine, tamivu- 
dine, nelfinavir (n=20), zidovudine, lamivudine, nevirapine (n-13) ,  
zidovudine, lamivudine (n -8 ) ,  didanosine, stavudine, nelfinavir 
(n=7). A significant relationship was evidenced between maternal 
and cord plasma concentrations for zidovudine, lamuvidine, stavu- 
dine, didanosine, nelfinavir and nevirapine. Cord/maternal plasma 
ratio was high for zidovudine (R= 1.22), stavudine (R= 1.32),/amu- 
vidine (R=0.93) and nevirapine (R=0.88) and low for didanosine 
(R=0.38) and nelfinavir (R=0.24). Concentrations of lamuvidine in 
amniotic fluid were higher than in maternal and cord plasma (median 
0.45; 0.41 and 1.68 mg/L respectively). 

Conclusion: our findings are consistent with previous studies 
concerning zidovudine and could have important implications for the 
choice of the drugs during pregnancy. 
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POPULATION PHARMACOKINETICS (PK) AND PHARMA- 

CODYNAMICS (PD) OF QUINAPRIL (Q) IN INFANTS, CHIL- 
DREN, AND ADOLESCENTS. D. Ouellet, PhD, S. Olson, PhD, D. 
Roman, MD, L. H. Keller, MD, Pfizer Global Research and Devel- 
opment, Ann Arbor, MI. 

The objectives were to describe the population PK and PD of Q in 
pediatric patients using NONMEM. Data collected in 2 studies were 
pooled for PK analysis (N=62). In Study 1, a single dose of Q syrup 
0.2 mg/kg was given in patients aged 0.2-6 years. In Study 2, patients 
aged 5-16 years with mild to moderate hypertension were randomized 
to Q tablets 2.5, 5, 10 or 20 mg daily given for 8 wks or placebo given 
for 2 wks followed by Q 10 mg daily for 6 wks. Systolic (SBP) and 
diastolic blood pressures obtained at baseline, Week 2 and 8 in Study 
2 (N=l12)  were used in the PD analysis. Plasma samples (5-6/ 
patient) were analyzed for Q and its active metabolite quinaprilat 
(QAT). Q was rapidly converted to QAT. QAT PK were described 
using a 1-compartment model. Oral clearance (CL/F) was directly 
related to BSA (slope 4.60 L/hr/m2). CL/F values were 31% larger in 
African Americans relative to other races. Volta-he (V/F) was depen- 
dent on weight. Intersubject variability in CL/F and V/F was <21%. 
In children >25 kg, QAT CL/F and half-life were 0.13 L/hr/kg and 
2.3 hr, respectively, similar to adult values. In patients <25 kg, CL/F 
was larger (0.23 L/hr/kg), most likely due to the nonlinearity between 
weight and BSA. Adequate performance of the PK model was con- 
firmed with Monte Carlo simulations. PD analysis showed a mean 
decrease of 5 mmHg in SBP in patients receiving Q compared to 
placebo. However, a dose-response was not discernable within the 
0.016-0.526 mg/kg dose range. 


