
 
 
Week 1: Clinical Trials and General Neonatology  
 
Neonatal Clinical Trials II  
 
Thursday, June 11 2:30-4:00 pm EDT 
 
Moderators 
Eric Eichenwald 
Afif EL-Khuffash 
 
EDT Abstract Title Presenting Author 
2:30 pm   Introduction & General Information   

2:35 pm 3381743 
Early use of Azithromycin on the prevention of Ventilation-Induced Lung Injury by release of 
proinflamatory cytokines:A Double-blind Randomized Clinical Trial Renato Procianoy 

2:45 pm 3377190 

Effect of Early Echcardiography Targeted Treatment of Ductus Arteriosus(DA) with Ibuprofen on 
Survival Without Cerebral Palsy at 2-year in Extremely Preterm Infants (TRIOCAPI): A Double-Blind, 
Placebo-Controlled, Multicentre, Randomized Trial. Xavier Durrmeyer 

2:55 pm 3375371 

Neurodevelopmental outcomes at 2 years corrected age of neonates premedicated with atropine-
propofol versus atropine-atracurium-sufentanil for nonemergency intubation: follow-up of a randomized 
controlled trial Manon Tauzin 

3:05 pm 3373372 
Maternal Omega-3 Supplements during the Neonatal Period to Prevent Bronchopulmonary Dysplasia in 
Preterm Infants: Results from a Canadian Multicenter Randomized Controlled Trial Isabelle Marc 

3:15 pm 3369161 
Early PARacetamol (EPAR) trial: a randomized controlled trial of early paracetamol (acetaminophen) to 
promote closure of the ductus arteriosus in preterm infants Timothy Schindler 

3:25 pm 3372855 
Effects of Probiotics on Intestinal Microbiome in Extremely Low Birth Weight (ELBW) Preterm Infants: A 
Randomized Controlled Trial Jumana Samara 

3:35 pm   Wrap Up   
 
 
 



Question Answer Answerer 
Could you speculate why IL-6 levels were not 
different? 

IL-6 increases very early and the half life is very short. We speculate 
that we collected IL-6 a little late. 

Renato Procianoy 

I had baby before with V Tac after azithromycin No studied patient presented any side effect Renato Procianoy 
Did you have any side effect from azithromycin No studied patient presented any side effect. No arrhythmia, no 

deafness, no pyloric stenosis. 
Renato Procianoy 

There was any difference in postnatal steroid use 
between groups? 

There was no significant difference: 10(25%) and 18 (45%); p=0,101 
in intervention and control groups respectively  

Renato Procianoy 

What about effect on deafness Deafness is very rare and when it occurs usually it is transient. All 
patients had BERA done and were normal 

Renato Procianoy 

Azithromycin is ototoxic Deafness is very rare and when it occurs usually it is transiento. 
Normal BERA  

Renato Procianoy 

why was PN days reduced? Maybe because the intervention group was a little more mature.GA 
28.6 vs 27.1 intervention and control groups respectively 

Renato Procianoy 

  We had 4 (10%) and 1 (2.5%), p=0.359 of early-onset sepsis in 
intervention and control groups respectively 

Renato Procianoy 

Thanks alot for this nice presentation. 
What about Azthromycin side effects in preterm? 

We did nor have any side effect: no arrhythmia, pyloric stenosis or 
deafness 

Renato Procianoy 

Antenatal steroid use was low. Why? We considered only those that received the two doses of 
betamethasone. That is the reason. 

Renato Procianoy 

O2 dependency at 28 weeks is not a good outcome 
to evaluate as it does not predict long-term 
pulmonary or non-pulmonary outcomes 

There was difference in deaths, and combined O2 dependency at 28 
days and death. We suggest that It is the consequence of the 
decreased inflammatory response in the intervention group.  

Renato Procianoy 

Do we have prevalence data on 
ureoplasma/mycoplasma in your setting? 

We published in Ped Infect Dis J 2011;30:1052 a prevalence of 
bacteremia in all VLBW newborns of 12.6%.In the study we 
presented now we included just sick newborns in MV 

Renato Procianoy 

75% O2 dependency ay 28 days isn't too much for 
control group? 

We studies very sick extreme prematures that required mechanical 
ventilation. This is the explanation for this high prevalence of O2 
dependency at 28 days  

Renato Procianoy 

Did you have cases of pyloric stenosis with 
azithromycin? 

No pyloric stenosis Renato Procianoy 

 
  



Question Answer Answerer 
How did you define pulmonary hemorrhage in this study? 
Was there any significant hemorrhage or just blood tinged 
suctionate? 

PH was defined as bleeding from the trachea associated to 
an increase in ventilatory requirements. 

Xavier Durrmeyer 

Did you think using oral Ibuprofen? No because of the limited experience in this ELGA 
population 

Xavier Durrmeyer 

The PDA closure rate is lower than with Ibuprofen (especially 
oral). What where the side effects? 

I didn't understand this question Xavier Durrmeyer 

Questions for Dr Durrmeyer 
Recent studies have shown that the increased risks of 
developing BPD that are associated with a PDA , only occur 
in infants who have prolonged (>1-2 weeks) exposure to 
moderate-to-large PDA shunts.. What was the duration of 
exposure to moderate-to-large PDA shunts in the two 
groups? Was there a significant difference between the two 
groups in the duration of “prolonged PDA” exposure? What 
was the length of intubation between the two groups? 

Dear Ron, thank you for your interest and for all the great 
work you did in the field. We don't have the exact date of 
ductal closure to my knowledge (to be confirmed by Jean-
Christophe). However, we have the ductakl closures rates at 
day 3 and day 14 At day 3, PDA was closed in 20% and 70% 
of infants in the placebo and Ibu groups, respectively. At day 
14, PDA was closed in 54% and 75%of infants in the placebo 
and Ibu groups, respectively. Flow patterns of open DAs will 
be provided in the publication.  

Xavier Durrmeyer 

what was the closure rates in <26 I tried to find that information out  Xavier Durrmeyer 
What was definition of pulmonary hge in your study? PH was defined as bleeding from the trachea associated to 

an increase in ventilatory requirements. 
Xavier Durrmeyer 

What will be the possible explanation in the increased rates 
of severe IVH in the ibuprofen group  

We have no idea. Xavier Durrmeyer 

Was there hydrocortisine use in the study and correlation 
with spont perfs in the Ibuprofen group? 

This point has not been assessed. Xavier Durrmeyer 

So would not recommend to use ibuprofen in small to 
moderate pads but yes in large because of pulmonary 
hemorrhage protection? 

Certainly not for small Das. For large Das, decision has to be 
made for each individual case by trying to assess the 
risk/benefit ratio. 

Xavier Durrmeyer 

what was the definition of large PDA - SIZE  We used the following algorythm, previously validates as 
predictive of persistent PDA: ductus diameter in mm > 2.26 – 
(0.078 x postnatal age in hours) 

Xavier Durrmeyer 

 
  



Question Answer  Answerer 
The PDA closure rate is lower than with Ibuprofen 
(especially oral). What where the side effects? 

The numbers in our trial were not large enough to compare closure 
rates with ibuprofen. The most recent Cochrane reviews on this 
topic suggest the closure rate is similar. We found no side effects 
attributable to paracetamol. Specifically, the incidences of hepatic 
and renal impairment were similar between groups. 

Tim Schindler 

Questions for Dr Schindler 
The response of the ductus to different NSAIDs differs 
depending on the gestational age of the infant being 
treated. In prior studies, acetaminophen appeared to be 
significantly less effective than indomethacin among infants 
<26 weeks gestation. What was the rate of constriction in 
the two study arms among infants less than 26 weeks 
gestation since these infants are the ones most likely to 
need PDA constriction? 

We pre-specified a subgroup analysis of these infants as we 
shared your concern. In infants 23-25 weeks gestation, 4 of 9 
infants in the paracetamol arm required intervention compared with 
8 of 8 (RRR 0.44 (95% CI 0.21-0.92; NNT 1.8; p=0.029). In infants 
26-28 weeks gestation, 2 of 20 infants in the paracetamol arm 
required intervention compared with 9 of 21 (RRR 0.23 (95% CI 
0.06-0.95; NNT 3.0; p=0.018). 

Tim Schindler 

Any pharmacokinetics and dose assessment Random paracetamol levels were checked on day 2 and day 5. 
Levels were added opportunistically when the infants were having 
blood tests on those days. Levels ranged from 4-25 mg/l (median 
15 mg/l). 

Tim Schindler 

1) How did you define "need" or "required" intervention for 
PDA management, considering the lack of agreement of 
when a PDA "needs" treatment? Was that clinician-
dependent or based on set criteria that was consistently 
followed? 

At all times, infants were under the care of the treating 
neonatologist and all clinical decisions, including PDA 
management, were at the discretion of the treating team. A guide 
was provided that included criteria that should be met before 
considering rescue treatment. All infants were routinely assessed 
at 48 hours and 5 days of life and additional interim assessments 
were performed as clinically indicated. These results were all 
communicated with the treating team. The guidance criteria and 
additional details can be found in our published trial protocol. 

Tim Schindler 

How was the primary outcome "need for intervention" 
defined? 

At all times, infants were under the care of the treating 
neonatologist and all clinical decisions, including PDA 
management, were at the discretion of the treating team. A guide 
was provided that included criteria that should be met before 
considering rescue treatment. All infants were routinely assessed 
at 48 hours and 5 days of life and additional interim assessments 
were performed as clinically indicated. These results were all 
communicated with the treating team. The guidance criteria and 
additional details can be found in our published trial protocol. 

Tim Schindler 



Question Answer  Answerer 
what is the rational for using 0.9 mm for randomization? We considered a number of options before agreeing on this 

number. On reviewing our local experience prior to the 
commencement of the study, we had a number of infants with 
significant ducts that had initial duct sizes 1-1.5 mm during 
transition. We elected to include these infants and to perform a 
subgroup analysis of infants with ducts < or > 1.5 mm. We 
excluded ducts < 1mm as we felt that the spontaneous closure rate 
in these infants would be unacceptably high. In this trial 10 of 31 
infants with a duct size 1-1.5 mm required intervention 
(paracetamol 3 of 15; placebo 7 of 16 [p=0.252]). 

Tim Schindler 

Did you provide no probiotics for babies in control group? Correct, No probiotics in the control during NICU, it is not used  as 
standard of care in our unit for ELBWas of yet, probiotics is a  
routine for BWT > 1000 gr only.  

Jumana 
Samara 

What type of diet where the babies on? Was there a 
difference in the groups. Also any difference in outcome 
(late onset sepsis or NEC) or time to full feeds? 

Probiotics study:Infants received mainly MOM and Donor human 
milk  in the first 2 weeks of life, no significant differenced between 
the groups in the proportion of each , fortification added at similar 
times as well. I could not show all feeding data, however, time to 
reach either 50 or 120 ml/kg/day were similar, no differences in NEC 
or LOS or any other major morbidities. 

Jumana 
Samara  

 
 
 
 
 
 
 


