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Introduction

Within the last decade there has been a substantial increase in the number of pediatric research studies conducted by pharmaceutical companies due
to legislation within the United States and Europe promoting and requiring pediatric research as a part of drug development. The progress is certainly
positive and further recognizes the critical need for appropriate development and evaluation of medications in children, thus limiting off-label use,
extrapolation from adult studies, and increased risk of adverse events. Medical and regulatory bodies have worked to provide a framework to support
the development and conduct of pediatric research studies through regulations, guidance documents, and formal statements/recommendations. The
industry recognizes the importance of ensuring the safety and well-being of children involved in research studies through appropriately designed, well-
controlled studies that take into consideration the needs of this vulnerable population.

Given the special needs and considerations associated with the vulnerable patient population, the inclusion of patients and parents/guardians in the
research study process, and the critical focus on ensuring safety and well-being of the pediatric participants, conducting a pediatric research study
undeniably involves unique challenges. The sponsor, Institutional Review Board (IRB)/Independent Ethics Committee (IEC), and investigative sites must
understand the applicable legislation, reqgulations and guidance documents, individual responsibilities, and appreciate the unique challenges and risks
associated with pediatric research in order to successfully conduct pediatric research studies.

Objective

The objective was to review recent legislation enacted to promote pediatric research and key considerations for conducting pediatric research studies
within recent requlations and guidance documents.

Recent Legislation Promoting Further Pediatric

Regulatory efforts to encourage pediatric testing began in earnest in the United States with the enactment of the Food and Drug Administration
Modernization Act (FDAMA) in 1997 (Pub. L. No. 105-115) and its provision that allowed for extension of a drug’s marketing exclusivity in exchange for
a sponsor voluntarily conducting pediatric studies in compliance with a Written Request negotiated with the FDA. This exclusivity program was
reauthorized within the Best Pharmaceuticals for Children Act (BPCA) in 2002 (Pub. L. No. 107-109) and 2007 (Pub. L. No. 110-85). Recognizing that the
voluntary exclusivity incentive of the 1997 legislation could leave drugs, age groups, and indications unstudied within the pediatric population, the FDA
issued the Pediatric Rule in 1998 that included provisions requiring pharmaceutical companies to address the pediatric population as a part of drug
development.” A legal court declared the Pediatric Rule invalid in 2002 as it exceeded the FDA's authority.” However in 2003, the Pediatric Research
Equity Act (PREA) was enacted (Pub. L. No. 108-155) and then reauthorized in 2007 as part of the Food and Drug Administration Amendments Act
(FDAAA) of 2007, which also reauthorized the BPCA (Pub. L. No. 110-85). PREA does not include voluntary provisions, but rather requires that
pharmaceutical companies address the pediatric population in new drug applications (and supplements) and biologics licensing applications.

Parallel efforts to promote pediatric research were underway in Europe and resulted in the Pediatric Regulation that came into force in 2007 and is
applicable in all European Union member states.? The Pediatric Regulation includes a well-defined process for establishing a Pediatric Investigational
Plan (PIP) for a product that is mandatory for marketing authorization applications for new products and for applications for new indications for
authorized products that are still under patent protection.

Best Pharmaceuticals for Children Act

BPCA includes provisions that allow for a sponsor to be granted a six month marketing exclusivity period attached to either the market exclusivity
granted at the time of a product’s approval or the patent life, whichever is later. This additional marketing exclusivity period can prove to be a
significant financial incentive for a sponsor. The fundamental document that exclusivity is based upon is the Written Request which outlines the studies
that must be conducted within the pediatric population. In order for a sponsor to receive the exclusivity incentive, studies must be conducted in full
compliance with the Written Request which includes specific study design details such as age groups, number of participants, objectives, endpoints,
safety monitoring requirements, statistical information, and timelines. The following represents the process for obtaining a Written Request and is
further described below:*

FDA Reviewing Division

and the Pediatric Review
Committee review and provide
comments back to the sponsor

Multiple iterations of the
Study Request are possible
before final issuance of a
Written Request

Sponsor submits a
Proposed Pediatric Study
Request (PPSR) to the FDA

Issuance of Written
Request by FDA

Once a Written Request is issued to a sponsor, revisions are possible, but must be negotiated and agreed with the FDA in advance of the change being
made.

It is important to note that responding to a Written Request does not necessarily mean that positive studies are required. If a sponsor conducts the
studies in compliance with the Written Request but efficacy was not established or there were unanticipated safety issues, exclusivity can still be
granted, and the product’s labeling may be revised to reflect information and data from the studies.

Timing and planning of a sponsor’s pediatric studies are critical, especially when the goal is to obtain pediatric exclusivity, since the studies need to be
completed in time to allow for FDA review and prior to expiration of market exclusivity/patent protection. If a sponsor is responding to a Written
Request, final study reports must be submitted at least 15 months prior to the expiration of exclusivity or patent expiration (BPCA 2007).

Pediatric Research Equity Act

PREA requires that all new drug applications and biologics licensing applications (or supplements to applications) for a new active ingredient, new
indication, new dosage form, new dosing regimen, or new route of administration must contain a pediatric assessment unless the applicant has
obtained a waiver or deferral.

The data required as part of the pediatric assessment will depend on the

nature of the application, what is known about the product in the pediatric
populations, and the underlying disease or condition being treated. Insome  Data gathered from pediatric studies using appropriate formulations

cases, if the course of the disease and the effects of the drug are sufficiently ~ for each age group for which the assessment is required, including

similar in adults and pediatrics, the FDA may determine that the pediatric data to assess the safety and effectiveness of the drug for the

effectiveness can be extrapolated from adults to children, along with other claimed indication in all relevant pediatric subpopulations. This can

information in pediatrics, such as pharmacokinetics. include infants and/or neonates if there is need or expectation that
the drug would be used in this subpopulation.

Pediatric Assessment

Complying with PREA is an essential part of any drug development plan,
and sponsors are encouraged to begin thinking about their pediatric assessments and appropriate study designs early in drug development.

In many cases, because there is an ethical desire to establish the safety and effectiveness of a drug in adult patients prior to studying the drug in the
pediatric population, sponsors can request a deferral of pediatric studies until the drug’s safety and efficacy has first been established in the adult
population. In addition, sponsors may request a waiver from conducting pediatric studies. The FDA will grant a full or partial waiver if the following
conditions are met:’

Partial Waiver if:

The sponsor demonstrates that reasonable attempts to produce a
pediatric-friendly formulation for a particular age group have failed

Partial or Full Waivers if:

The necessary studies are impossible or highly impractical or,

There is strong evidence suggesting that the drug or biologic would be
ineffective or unsafe in some or all pediatric age groups or,

The drug does not represent a meaningful therapeutic benefit over
existing therapies for pediatric patients or is not likely to be used in a
substantial number of pediatric patients

If a deferral or waiver for the pediatric assessment is approved by the FDA, routinely the product’s marketing approval letter will include specific details
including study design, age groups, and dates for study initiation and final report submission for deferred pediatric studies. This is commonly referred
to as the PREA Commitment for the product.

Pediatric Regulation

The Pediatric Regulation stipulates that a Pediatric Investigation Plan (PIP) is mandatory for marketing authorization applications for new substances
and for applications for new indications for patent protected authorized products. The PIP, a waiver, or deferral must be approved by the Pediatric
Committee (PDCO) of the European Medicines Agency (EMA) otherwise an application for a marketing authorization in the European Union cannot be
validated.? The PIP defines the clinical studies to be conducted in children and is binding once agreed, which means that the studies defined in the PIP,
including the protocol design, number of participants, and the study timelines cannot be changed without approval of a PIP modification by the PDCO
(similar to the PREA Commitment and Written Request in the United States).

Similar to the provision within the U.S. BPCA legislation, the European regulation also provides for a six month extension of the patent or
supplementary protection certificate on the approved adult indications for new products even if the studies performed in children fail to result in
authorization of a pediatric indication. For new indications for marketed patent protected products there is a six month extension of the patent or
supplementary protection certificate or a one year extension if the new pediatric indication has significant clinical benefit. Requirements to qualify for
the extensions are that the product has a marketing authorization in all member states and the product information includes the results of the
pediatric studies.’

If appropriate, a deferral or waiver of pediatric clinical studies can be requested as part of the PIP. A request for a deferral must be submitted with the
PIP and must be justified on scientific, technical, or public health grounds.’

A PIP deferral will be granted if: A PIP waiver will be granted if any of the following:

It is appropriate to perform studies in adults prior to initiating studiesin ~ Product is ineffective or unsafe in part or all of the paediatric population

children Disease or condition only occurs in adults
In order prevent a delay in the availability of new medicinal products to

Product does not represent a significant therapeutic benefit over existing
the adult population

treatments for pediatric patients

The European regulation requires that the PIP or waiver application must be submitted by the time the adult pharmacokinetic studies are completed
(often referred to as the end of Phase 1).> The proposed pediatric development must therefore be integrated into the product clinical development plan
at a very early stage. Practically, the European regulation requires that sponsor’s consider and establish pediatric plans earlier in the drug development
process than required within the U.S. requlations.

Importantly, a sponsor intending to market a product in the United States and Europe must establish a pediatric plan within the product’s development
plan that will satisfy the requirements of PREA in the United States and Pediatric Regulation in Europe, and then also take into account voluntary
studies that may be conducted in compliance with a Written Request within the United States in order to obtain additional marketing exclusivity.

Recent Regulations, Guidance Documents & Recc

Code of Federal Regulations

United States federal regulations that specifically address research in children were published in 1978, 1983, and 2001*”® and are based largely upon
the recommendations within the Belmont Report?®, issued in 1978 by the National Commission for the Protection of Human Subjects of Biomedical and
Behavior Research. The Belmont Report entitled “Ethical Principles and Guidelines for the Protection of Human Subjects in Research” outlined three
basic principles for the protection of human subjects.
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1. Respect for Persons Individuals should be treated as autonomous agents. Persons with diminished autonomy are entitled to protection.

2. Beneficence Do not harm study participants. Maximize possible benefits and minimize possible harms.

3. Justice The benefits and risks of research should be distributed fairly.

The current United States federal requlations are found within Title 45, Part 46 of the Code of Federal Regulations (45 CFR 46) for the Department of
Health and Human Services (HHS) and Title 21, Part 5o (21 CFR 50) specifically for the Food and Drug Administration. 45 CFR 46 Subpart A, the Basic
HHS Policy for Protection of Human Research Subjects, outlines requirements for approval and conduct of all research involving human participants.
45 CFR 46 Subpart D, Additional Protections for Children Involved as Subjects in Research, provides additional requirements specific for all research
involving children as participants. 21 CFR 5o includes Subpart A, General Provisions; Subpart B, Informed Consent of Human Subjects; and Subpart D,
Additional Safequards for Children in Clinical Investigations.”*™

Notably, the requlations outline the responsibilities of the IRBs/IECs when reviewing pediatric research, which require an assessment of risks and
benefits, provide defined risk categories, and include the requirements for parental permission and patient assent.
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Risk categories are identified by the CFR as follows:

45 CFR 46.404/21 CFR 50.51 Research no involving greater than minimal risk
Research involving greater than minimal risk but presenting the prospect of direct benefit to the individual

45 CFR 46.405/21 CFR 50.52 participants

Research involving greater than minimal risk and no prospect of direct benefit to individual participants, but likely

45CER46:406/21 CERI50°53 to yield generalizable knowledge about the participant's disorder or condition

Research not otherwise approvable which presents an opportunity to understand, prevent, or alleviate a serious

45 CFR 46.407/21 CFR 50.54 problem affecting the health or welfare of children

Within the requlations, minimal risk is defined as “the probability and magnitude of harm or discomfort anticipated in the research are not greater in
and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or
tests.”” If greater than minimal risk is anticipated, that risk must be balanced against the potential benefit the child could receive by participating in
the research. Research determined to meet the criteria within 45 CFR 46.407/21 CFR 5o.54 requires additional review and approval steps by the FDA/
HHS.™*

45 CFR 46.408 and 20 CFR 50.55 outline the requirements for permission by parents or guardians and for assent by children.”** An IRB/IEC must ensure
that adequate provisions are made for soliciting assent of children when the IRB/IEC determines children are capable of providing assent. The
regulations leave all determinations with respect to when assent is required, minimum age for obtaining assent, and whether and how assent must be
documented. Specific provisions for obtaining/documenting parental permission are included and specify that documentation is to be in accordance
with the requirements specified for informed consent within the regulations. Parental permission must include at least the permission of one parent if
studies are conducted under 45 CFR 46.404/21 CFR 50.51 or 45 CFR 46.405/21 CFR 50.52 and two parents (unless one parent is deceased, unknown,
incompetent, or not reasonably available or when only one parent has legal responsibility for the care and custody of the child if consistent with state
law) if conducted under 45 CFR 46.406/21 CFR 50.53 or 45 CFR 46.407/21 CFR 50.54.%%™

ICH Guidelines

The Guideline for Good Clinical Practice: E6 from the International Conference on Harmonization (ICH) provides the international standard for
conducting research studies in humans, but does not include specific protections for children.” The ICH guidance, Clinical Investigation of Medicinal
Products in the Pediatric Population: E11, covers ethical, technical, and practical topics specific to pediatric drug development. The FDA has published
this guidance and notes, “This guidance represents the Food and Drug Administration’s current thinking on this topic.””

The guidance includes considerations applicable to pharmaceutical companies designing a pediatric development program, IRBs/IECs approving
pediatric studies, and investigative site staff conducting pediatric studies. The general pediatric clinical study issues addressed in it include:™

o Considerations when initiating a pediatric program for a medicinal product

e Timing of initiation of pediatric studies during medicinal product development

e Types of studies (pharmacokinetic, pharmacokinetic/pharmacodynamic, efficacy and safety)

e Age cateqgories

e Ethics of pediatric clinical investigation

The guidance document contains information and recommendations with respect to design and timing of pediatric studies, development of pediatric
formulations, determination of age classification/categorization, design within each potential age category, key ethical considerations including IRB/
IEC oversight, participant recruitment, consent and assent, minimizing risk, and minimizing distress. Also included are pediatric research practical
considerations to facilitate pharmacokinetic studies to ensure that participants’ experiences in clinical studies are positive and to minimize discomfort
and distress. Included below are several key design and study execution considerations from this comprehensive guidance document.

Age Categories: The guidance notes that “any classification of the pediatric population into age categories is to some extent arbitrary,” but provides
the following possible age classification with key developmental and study design considerations within each age group, noting that there is
“considerable overlap in development (e.q., physical, cognitive, and psychosocial) issues across the age categories.”™

Preterm newborn infants Term newborn infants Infants and toddlers Children Adolescents

12 t0 16-18,

28 days to 23 months dependent upon region

o to 27 days 2 to 11 years
Ethical Issues: The guidance recognizes the need to ensure special measures are in place to protect the vulnerable pediatric population and provides

recommendations for pediatric research studies with respect to the IRB/IEC, recruitment, consent and assent, minimizing risk and minimizing distress.

IRB/IEC roles and responsibilities: In addition to the roles/responsibilities outlined in ICH E6, the guidance notes that there should be IRB/IEC members
or experts consulted “who are knowledgeable in pediatric ethical, clinical and psychosocial issues” when reviewing pediatric research protocols.™

Recruitment: The guidance asserts that recruitment should be “free from inappropriate inducements either to the parent(s) or legal guardian,” that
compensation is reviewed by the IRB/IEC, and that subjects enrolled should be representative of the region’s demographics and disease under study.™

Consent and Assent: The guidance identifies that informed consent is obtained from legal guardians according to the applicable local laws and
regulations using appropriate language and terms. With respect to the pediatric participants the guidance asserts, "where appropriate, participants
should assent to enroll in a study (age of assent may be determined by IRBs and IECs or be consistent with local legal requirements). Participants of
appropriate intellectual maturity should personally sign and date either a separately designed, written assent form, or the written informed consent.”*
Minimizing Risk: The guidance stresses the importance of anticipating and reducing risks to the pediatric participants. Studies should be designed to
minimize the number of participants and study procedures and with the appropriate safety/termination measures in place. Investigators should be fully
informed with respect to the product and have the appropriate training and experience conducting pediatric research.

Minimizing Distress: The guidance asserts that pediatric studies should be designed specifically for the pediatric population and conducted by

investigators with experience treating pediatric patients. Specific considerations to help ensure that a participant’s experiences are positive and

discomfort and distress are minimized during a research study include:™

e Personnel knowledgeable and skilled in dealing with the pediatric population and its age-appropriate needs, including skill in performing pediatric
procedures

e A physical setting with furniture, play equipment, activities, and food appropriate for age

e The conduct of studies in a familiar environment such as the hospital or clinic where participants normally receive their care

e Approaches to minimize discomfort of procedures, such as (1) topical anesthesia to place IV catheters, (2) indwelling catheters rather than the
repeated venipunctures for blood sampling, and (3) collection of some protocol-specified blood samples when routine clinical samples are obtained

Pharmacokinetic Studies: The guidance asserts that the volume of blood withdrawn should be minimized and justified in pediatric research protocols.

IRBs/IECs may define maximum amount of blood (in mL/kg or percentage of total blood volume) that can be obtained for research purposes. Possible

approaches to minimize the volume of blood drawn and/or number of blood draws include:™

e Sensitive assays for parent drug and metabolites to decrease the volume of blood required per sample

o Laboratories experienced in handling small volumes of blood for pharmacokinetic analyses and for laboratory safety studies

e Collection of routine, clinical blood samples wherever possible at the same time as samples are obtained for pharmacokinetic analysis

e The use of indwelling catheters to minimize distress

e Use of population pharmacokinetics and sparse sampling based on optimal sampling theory to minimize the number of samples obtained from each
patient

American Academy of Pediatrics

The American Academy of Pediatrics (AAP) first published "Guidelines for the Ethical Conduct of Studies to Evaluate Drugs in Pediatric Populations” in
1977, revised the document in 1995, and recently published a revised report in April 2010.**** The AAP guidelines review the applicable regulations
and guidance documents and also provide additional commentary and recommendations for sponsors, IRBs/IECs, and investigators in conducting
pediatric research studies. The most recent document includes recommendations for the pediatric research proposal and protocol design, timing of
pediatric studies, registering and reporting the results of clinical trials in children, the investigator, IRB/IEC, determination of benefits and risks, data
and safety monitoring committees, informed permission/consent/assent, permission process, waiver of permission, emergency research, permission
for studies with life-threatening illness, institutionalized children, recruitment, payment for participation of children in research, conflict of interest and
disclosure, placebo and control groups, and long-term prospective studies of the safety of a drug.* Included below are several key protocol design and
study execution considerations, all emphasizing the safety and well-being of the pediatric research participants, from the guidelines.

The AAP guidelines provide the following high level summary of key considerations to ensure the interests of children are protected, consistent with

the recommendations outlined in the ICH guidelines and defined in the United States CFR:*

e Be scientifically sound and significant, with value to children in general and, in most cases, to the individual child subject. Outcomes should be
meaningful and measurable with adequate control or normative data for comparison, and there should be appropriate power analysis to ensure
enrollment of an adequate number of subjects to answer the research question and strategies for dealing with potential problems with recruitment
and retention.

e Be directed by investigators who operate in a state of scientific uncertainty; that is, the investigators should have true uncertainty about which of
the treatments being compared in the research study is superior.

e Include a robust plan to monitor safety during the study.

o Take into consideration the unique physiology, anatomy, psychology, pharmacology, social situation, and special needs of children and their
families.

e Minimize risk while maximizing benefit.

e Take into account the racial, ethnic, gender, and socioeconomic characteristics of children and their parents and, when appropriate, include input
from the community or appropriate advocacy representatives.

e Conform to all local, regional, and national regulatory guidelines and laws.

An important study design consideration for pediatric efficacy research studies can be the inclusion of pediatric and/or control groups. When designing

pediatric studies, placebo and/or control groups should only be considered if their inclusion does not result in unnecessary increased risk to the

children. The AAP guidelines outline the following conditions under which placebos may be ethically used in pediatric research studies:*

e There is no commonly accepted therapy for the condition, and the agent under study is the first one that may modify the course of the disease
process.

e The commonly used therapy for the condition is of questionable efficacy.

e The commonly used therapy for the condition carries with it a high frequency of undesirable adverse effects and the risks may be significantly
greater than the benefits.

o The placebo is used to identify incidence and severity of adverse effects produced by adding a new treatment to an established regimen.

e The disease process is characterized by frequent, spontaneous exacerbations and remissions, and the efficacy of the therapy has not been
demonstrated.

The AAP guidelines emphasize the critical importance of protecting the safety and well-being of the pediatric research participants at all levels
(sponsor, IRB/IEC, and investigators); reinforce the CFR requirements and ICH guidelines with respect to appropriate IRB/IEC oversight (e.q.,
appropriate pediatric representation within the IRB/IEC, risk/benefit assessment, research designs to minimize risk, parental permission and assent
process); and assert that the investigator is the most critical safeguard for ensuring the protection of children participating in research studies. The
guidelines state that the investigator must:*

e Have the qualifications and expertise to carry out the study to completion

e Understand the developmental and ethical issues involved in research with children
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e Have scientific uncertainty with regard to the research question being asked

e Understand the pathophysiologic features of pediatric illnesses and how they evolve with age

e Understand the adverse effects of drugs, drug interactions, and pediatric drug formulations

e Strive to prevent bias from affecting the design, conduct, or reporting of the results of the research study

e Ensure adequate disclosure of all conflicts of interest (COI) related to the research to the subjects and their families

e Be an effective communicator and present a balanced view of the risks and benefits of the research when seeking participation in the study
e Vigorously guard against scientific misconduct

e Maintain complete records and comply with all requlatory, legal, and ethical standards for research in children

In addition to reviewing and reinforcing the current CFR regulations and ICH guidelines with respect to protocol design and ethical issues of particular
concern for pediatric research studies, the AAP guidelines provide several key additional recommendations in order to ensure that the rights and well-
being of children are protected for sponsors, IRBs/IECs, and investigators.

As safety monitoring is of paramount importance in pediatric studies and in order to ensure a high standard for safety monitoring, the AAP guidelines,
consistent with recommendations*® and requirements” from other groups, recommend that “an independent data- and safety-monitoring committee
(DSMC) should be created for all phase 3 drug trials conducted in children. A DSMC may also be necessary for some phase 1 and 2 trials as well,
especially those that include blinding. In phase 1 and 2 studies without a DSMC, a robust data-monitoring plan must be in place.”*® Also, the AAP
guidelines identify that additional steps are needed to ensure that the rights of special populations (e.q., institutionalized children, children with
chronic progressive or lethal diseases) are protected. This may include the use of special advocacy groups in support of study design and
communication with parents and participants.*

The regulations within the CFR and the ICH guidelines do not provide a minimum age at which assent should be obtained from pediatric participants;
rather they leave the determinations as to whether and when participants are able to assent, and how the assent process is to be conducted and
documented to the IRBs/IECs. The AAP guidelines do provide specific recommendations and indicate “that active agreement by a minor (not qualified
to give consent) to participate in a research study generally applies to children who have reached an intellectual age of at least 7 years.”*® Also, the
guidelines stipulate that, "If the IRB has determined that assent is required for a study and the child dissents from participating in research, the child’s
decision prevails even if his or her parents or guardian have granted permission.”*°

Within the guidelines, financial considerations and the potential impact upon patient safety are addressed and recommendations with respect to
payment for recruitment and participation and disclosure of conflict of interest (COI) by investigators are provided. With respect to payment for
recruitment, the guidelines assert that “financial incentive for recruiting or referring children to clinical investigations should be prohibited.”* In
addressing payment for study participation, the guidelines indicate that “the investigators and the IRB must be certain that the compensation offered
is fair and does not become an undue inducement for participation of the child subject.”** The guidelines also reinforce the importance of ensuring that
COl does not overshadow the goal of pediatric research to provide appropriate drug labeling and evidence-based results, recommending that
institutions consider appointment of COl committees that are independent of IRBs/IECs; include disclosure language for research participants recently
developed by the Conflict of Interest Notification Study (COINS) funded by the National Heart, Lung, and Blood Institute; and ensure that contracts
between s6ponsors and investigators include language to support accurate and objective reporting of study results not constrained by interests of the
sponsors.”

Conclusion

The volume of pediatric research studies has increased significantly in recent years due to the legislation and requlations enacted to promote pediatric
research within the United States and European Union. Within the United States, BPCA legislation establishes a process by which a sponsor can obtain
an additional six months marketing exclusivity in exchange for conducting pediatric studies, and PREA legislation requires that sponsors include a
pediatric assessment within marketing applications unless a waiver or deferral is approved. The European Union’s Pediatric Regulation establishes a
process and associated requirements for the development of a Pediatric Investigational Plan ("PIP”) outlining the pediatric research that is to be a part
of a drug’s development process with the offer of additional patent/marketing exclusivity if the product is approved in the member states and pediatric
information is included within the product’s label.

As the pediatric population must be addressed within the drug development process and due to the unique considerations associated with conducting
studies within this vulnerable patient population; sponsors, IRBs/IECs, and investigative sites must understand their responsibilities as outlined within
the applicable legislation, regulations and guidance documents. The CFR for the DHHS and FDA delineate specific requirements associated with IRB/
IEC oversight/review and study conduct with respect parental permission and pediatric assent. The ICH Guidance for Industry E11 provides more
comprehensive information with respect to ethical, technical, and practical topics specific to pediatric drug development. The recently published
updated AAP guidelines provide valuable recommendations and considerations with respect to design and conduct of pediatric studies with a critical
focus on ensuring the safety and well-being of the pediatric participants. Understanding and applying the requirements and recommendations of
medical and regulatory bodies will help ensure that pediatric studies are appropriate designed, adequately monitored, and conducted with the high
standards necessary to best protect the vulnerable pediatric patient population.
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