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Introduction 
During protocol development the safety profile of a drug is considered in multiple sections 
such as the objectives, exclusion criteria, reporting of serious adverse events, safety data 
collection and follow-up.1 One way of reflecting on inclusion and exclusion criteria and the 
question of patient safety during protocol development is to study the Summary of Product 
Characteristics (SPC) of the study drug and the SPCs of drugs in the same class or similar 
products.2  In addition, inclusion and exclusion criteria are also based on potential 
confounding factors and need to be consistent with Good Clinical Practice (GCP).1 

Exclusion criteria and patient safety 
Patient safety in neonatal trials takes the heterogeneity and variability of the population into 
account. This includes for example gestational age, chronological age, weight, comorbidities 
and comedications.3-5 Data analysis of neonatal trials can be challenging due to the 
considerable number and variability of possible confounding and risk factors which can 
influence drug response3,5 Narrow inclusion criteria may reduce the number of these factors, 
but may slow attrition rates and provide less information on the benefit-risk profile of the drug 
in routine clinical care.6  
Risk factors and confounders for adverse events and adverse drug reactions (ADRs) inform the 
selection of exclusion criteria in neonatal clinical trials. Risk management of ADRs may lead to 
the exclusion of subjects with known risk factors for ADRs (Table 1). Exclusion criteria will, for 
example, consider disease severity, gestational age, comorbidities, comedications and 
abnormal laboratory and vital signs.1,4 Exclusion criteria take the maturational changes of 
neonatal reference values for laboratory values and vital signs into consideration, which occur 
progressively at different points in time throughout the neonatal period and beyond.3,5 Table 
1 provides a hypothetical example of how existing information in the SPC can be used to write 
protocol sections on inclusion and exclusion criteria with a particular focus on drug safety 
related issues. 
Other exclusion criteria (e.g. the signature of the informed consent by parents/ legal 
representative) will need to be considered for a neonatal protocol. They depend, for example, 
on the characteristics of the target population (e.g. gestational age group, birth weight), trial 
objectives (e.g. efficacy, pharmacokinetics, safety), confounding factors for outcome (e.g. 
death due to major congenital malformations) and practical issues (e.g. long-term follow up). 
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Conclusions 

Drug safety plays an important role throughout the protocol development process in a variety 
of protocol sections. A thorough understanding of the safety profile of the study drug in the 
general and neonatal population at the time of writing the protocol is important. In addition 
expertise in neonatology and pharmacovigilance are necessary to ensure inclusion and 
exclusion criteria are adapted to the neonatal population. Therefore it is recommended to 
include an experienced pharmacovigilance physician, ideally with neonatal experience, in the 
protocol review process. 
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Table 1. Exclusion criteria and patient safety: Examples of how information of the Summary of Product 
               Characteristics can support the development of exclusion criteria for a neonatal trial protocol 
               (not exhaustive) 

Criterion SPC sections which may 
provide guidance 

SPC of Drug A‡ Example wording for neonatal 
protocol for 
Drug A 

Exclusion 
criteria 

4.3 Contraindications Hypersensitivity to the active 
substance of Drug A or to any of 
the excipients listed in section 6.1 

- Hypersensitivity or known 
intolerance to Drug A or any of its 
excipients  
- Sepsis with an organism known to 
be resistant to Drug A 

4.4 Warnings and precautions Drug A may cause renal 
impairment and should be used 
with care in patients requiring 
haemofiltration or peritoneal 
dialysis 

- Renal failure  requiring 
haemofiltration or peritoneal 
dialysis 

4.5 Interaction with other 
medicinal products and other 
forms of interaction 

Concomitant administration of 
other nephrotoxic drugs may 
increase the nephrotoxicity of 
Drug A 

- Concomitant treatment with 
other nephrotoxic drugs 

6.1 List of excipients Drug A contains alcohol as an 
excipient 

- Concomitant treatment with 
drugs containing propylene glycol 
as an excipient1 

SPC= Summary of Product Characteristics 

† Other inclusion and exclusion criteria (e.g. the signature of the informed consent by parents/ legal representative) need to be added into 
a neonatal protocol and depend for example on the characteristics of the target population (e.g. age group, birth weight), trial objectives 
(e.g. efficacy, pharmacokinetics, safety), confounding factors for outcome (e.g. major congenital malformations) and practical issues (e.g. 
long-term follow up). 

‡ The SPC of “Drug A” is invented to provide an example of how existing information in the SPC can be used to write protocol sections on 
inclusion and exclusion criteria with a particular focus on drug safety related issues.  

1. Food and Drug Administration (FDA).  FDA Drug Safety Communication: Serious health problems seen in premature babies given 
Kaletra (lopinavir/ritonavir) oral solution. Available at: https://www.fda.gov/drugs/drug-safety-and-availability/fda-drug-safety-
communication-serious-health-problems-seen-premature-babies-given-kaletra 

 


