Regulatory Deliverables: FDA

a. Meeting the FDA

1 TYPEA,B,C, AND D MEETINGS

The formulation of briefing documents is an essential component of the
regulatory strategy and submission procedure in advance of Type A, B, C,and D
meetings with the FDA. The documents should provide a concise yet thorough
update on the status of the drug development program. They should encompass
planned study designs, data from preclinical and clinical trials, and specific
inquiries for FDA comment.

Discussions on stalled development paths are the focus of Type A meetings,
while pre-IND, end-of-Phase 1, and pre-NDA/BLA matters are addressed in Type
B meetings. Type C meetings provide guidance on development programs, and
Type D meetings are designated to address specific issues that are not covered in
the aforementioned meeting types. The creation of a meticulously structured
briefing document is critical to facilitate constructive dialogues with the FDA,
effectively resolve regulatory apprehensions, and expedite the progress of the
development program.

2 FDA ADVISORY COMMITTEES’ MEETINGS

Management of FDA Advisory Committee meetings involves strategic planning
and execution to ensure that the Sponsor's data and arguments are presented
effectively to the committees, which advises the FDA on complex regulatory
decisions. This process includes preparing detailed briefing packages that
highlight the therapeutic's benefits and risks, rehearsing presentations, and
anticipating committee questions.

Effective management also involves multi-stakeholder engagement to
understand the perspectives of patients, healthcare providers, and advocacy
groups, which can be crucial in informing the committee's recommendations.
Successfully navigating an FDA Advisory Committee meeting requires a deep
understanding of regulatory expectations, a clear communication strategy, and
thorough preparation to make a compelling case for the drug's approval.



c. FDA applications

1 INVESTIGATIONAL NEW DRUG (IND)

The principal means by which a Sponsor acquires authorization to commence
clinical drug trials on human subjects in the United States is by submitting an
IND application. The crucial regulatory submission necessitates the inclusion of
manufacture information, data from preclinical research, study methods for
potential clinical trials, and strategies to ensure patient safety.

An essential component in the process of progressing from laboratory research
to clinical testing, the IND application serves to convince the FDA that the
investigational drug is sufficiently safe for initial human use and that the
proposed protocols for the clinical study are designed in a way that complies
with regulatory requirements.

2 ORPHAN MEDICINAL PRODUCT DESIGNATION

Medications intended to treat rare diseases or conditions that impact fewer than
200,000 individuals in the United States are eligible for the Orphan Medicinal
Product Designation. Scientific justification of the drug's potential efficacy and a
rationale for its usage in the targeted rare disease or condition must be included
in the application. Upon acceptance, this classification confers advantages like
tax credits, exemptions from user fees, and a duration of seven years of
exclusive market access.

3 US PEDIATRIC STUDY PLAN (PSP)

A pediatric study plan delineates the approach that a pharmaceutical developer
will employ to assess the efficacy and safety of a product in the pediatric
population, as mandated by Regulatory requirements. Typically, the PSP must be
presented before to the conclusion of Phase 2 investigations, early in the
development phase. This strategy guarantees the acquisition of essential data to
substantiate pediatric applications, thereby aligning with the FDA's endeavors
to enhance medicines accessible to children.



4 BREAKTHROUGH THERAPY

On the basis of preliminary clinical evidence, the Breakthrough Therapy
designation may be applied to medications that demonstrate substantial
improvement over existing therapy on one or more clinically relevant
endpoints. The application must provide compelling evidence of the drug's
potential to effectively treat critical or life-threatening illnesses that currently
lack treatment options, thereby enabling the FDA to expedite the development
and review processes.

5 PEDIATRIC RARE DISEASE VOUCHER

The purpose of this application is to promote the development of novel
pharmaceuticals for the prevention or treatment of rare pediatric disorders. The
Sponsor is granted a voucher redeemable for priority review of a subsequent
marketing application (NDA or BLA) for a different product, upon which the
latter can be reviewed considerably more quickly.

6 FAST-TRACK DESIGNATION

Drugs that address unmet medical needs and treat serious conditions are
granted fast-track status, which facilitates an increased frequency of
interactions with the FDA to accelerate the process of development and
approval. To secure patient access and expedite drug approval, the application
must substantiate the drug's ability to meet unmet medical needs through the
presentation of data.

7 FDA PRIORITY REVIEW APPLICATION

By obtaining the Priority Review designation, the evaluation process for
medications that provide substantial advancements in the prevention,
diagnosis, or treatment of serious diseases can be accelerated. It is mandatory to
submit supporting documentation that demonstrates the possible impact of the
drug on clinical practice. By reducing the FDA review period from the customary
ten months to six months, priority review expedites the delivery of innovative
therapies to patients.



d. New Drug Application (NDA)

1 CTD COMMON TECHNICAL DOCUMENT MODULES 2.5 AND
2.7.X

Modules 2.5 (Clinical Overview) and 2.7.X (Clinical Summaries) of the Common
Technical Document (CTD) are critical components of an NDA submission.
Module 2.5 provides a high-level summary of the clinical data, concluding the
drug's efficacy and safety, while Modules 2.7.X offer a detailed summary of
Biopharmaceutics and Associated Analytical Methods, Clinical Pharmacology,
Clinical Efficacy, and Clinical Safety.

2 |ISE, INTEGRATED SUMMARY OF EFFECTIVENESS

To illustrate the efficacy of a drug, the Integrated Summary of Effectiveness (ISE)
gathers and analyzes data from all clinical studies. The purpose of this all-
encompassing analysis is to examine the effects of the medication in different
study situations, dosages, and populations, thereby offering a comprehensive
perspective on its therapeutic benefits. Critical to the FDA's evaluation of the
drug's efficacy and a prerequisite for its prospective approval is the ISE.

3 ISS, INTEGRATED SAFETY SUMMARY

By compiling safety information from each phase of clinical trials, the Integrated
Safety Summary (ISS) provides a comprehensive view of the drug's safety
profile. The process encompasses examinations of adverse events, laboratory
data, and further safety findings, which are cross-referenced across studies in
order to detect recurring trends or issues. The ISS is essential to the FDA's
determination of whether the benefits of a medicine exceed its risks.

4 RISK EVALUATION AND MITIGATION STRATEGY (REMS)

The FDA may mandate a Risk Evaluation and Mitigation Strategy (REMS) to
guarantee that the advantages of a pharmaceutical product outweigh its
potential disadvantages. The REMS may encompass several components,
including prescription guidance, communication protocols for healthcare
practitioners, and occasionally more rigorous prerequisites like restricted
distribution systems or patient monitoring requirements. Protecting patient



safety, the approach is customized to account for the possible risks linked to the
medication.

5 NDA 120-DAY SAFETY UPDATE

Aregulatory requirement, the NDA 120-Day Safety Update offers an update on
the drug's safety profile 120 days subsequent to the initial filing of the NDA. By
including newly acquired safety data from ongoing or recently concluded trials,
this report provides an updated evaluation of the safety considerations
associated with the medicine. It is of utmost importance in the ongoing
assessment of the risk-benefit balance of the medicine during the review phase.

6 UNITED STATES PRESCRIBING INFORMATION (USPI)

Providing detailed information on the drug's intended usage, the United States
Prescribing Information (USPI) is the official label that accompanies all FDA-
approved medications. Indications, dosing recommendations, safety warnings,
adverse reactions, pharmacology, and other vital information are contained in
the USPL. Its purpose is to give healthcare providers guidance on how to utilize
the medicine effectively and safely, so ensuring that patients receive the highest
quality of care.



Regulatory Deliverables: EMA

Meeting the EMA

1 EU-NET-HTA EMA PARALLEL CONSULTATION

The European Medicines Agency (EMA) and the European Network for Health
Technology Assessment (EU-NET-HTA) collaborate on the EU-NET-HTA EMA
Parallel Consultation, which provides the opportunity for medicinal product
developers to obtain feedback from regulatory and health technology
assessment (HTA) entities simultaneously. By early in the development phase,
this consultation seeks to expedite the evidence-generation process for novel
pharmaceuticals by establishing the data needs for regulatory approval and HTA
reviews. This process enables streamlined strategizing for market entry,
guaranteeing that clinical trial designs are sufficiently rigorous and all-
encompassing to satisfy the requirements of regulatory agencies and HTAs
throughout Europe.

2 EMA EARLY DIALOGUE WORKING PARTY

Facilitating early discussions between the Committee for Medicinal Products for
Human Use (CHMP) and Sponsors is the responsibility of the EMA Early Dialogue
Working Party. These discussions give an opportunity for candid dialogue
regarding several facets of pharmaceutical research, encompassing study
design, methodological strategies, and the overarching development blueprint.
Identifying potential challenges and reaching consensus on scientific and
regulatory requirements to optimize the development pathway are the
objectives. This proactive involvement is especially advantageous when it comes
to addressing novel or complex therapies, since it guarantees that the
development program satisfies the regulatory criteria necessary to obtain
ultimate marketing authorization.

3 CHMP SCIENTIFIC ADVICE BRIEFING BOOKS

Sponsors who are seeking assistance from the Committee for Medicinal
Products for Human Use (CHMP) compile briefing books for Scientific Advice,
which are exhaustive papers. The briefing books comprise comprehensive
information regarding the drug development program, planned designs for



clinical trials, nonclinical studies, and particular queries that the developer
wishes to consult for guidance. The objective is to foster a constructive discourse
throughout the scientific advice meeting, which will empower the CHMP to offer
specific, implementable recommendations that can direct the drug
development process following the regulatory requirements set forth by the
EMA. The guidance obtained is critical for making well-informed choices
regarding the design of the study and the regulatory approach, hence increasing
the probability of obtaining marketing permission.

b. EMA Applications

1 PRIME APPLICATION (PRIORITY MEDICINES)

Designed to increase assistance for the development of medicines that address
unmet medical needs, the PRIME application is intended to do so. By applying for
PRIME designation, a Sponsor can gain early access to and improved
communication with the EMA, which is essential for accelerating the
assessment of marketing authorization applications and optimizing
development plans. The PRIME program places special emphasis on drugs that
have the potential to significantly enhance therapeutic alternatives or assist
patients who are presently devoid of treatment alternatives. PRIME applications
are approved based on initial clinical evidence that suggests a substantial
potential for improving the health of patients.

2 PEDIATRIC INVESTIGATIONAL STUDY PLAN

The Pediatric Investigational Plan (PIP) is a mandatory developmental blueprint
mandated by the EMA. It delineates intended studies involving children across
all age groups and serves as a prerequisite for the submission of an application
for marketing authorization. The PIP secures the acquisition of important data
required to substantiate the use of a pharmaceutical product in pediatric
patients, encompassing formulations, routes of administration, and scheduling
for pediatric investigations. Prior to commencing Phase 2 trials in adults,
consensus must be reached with the Pediatric Committee (PDCO) of the EMA on
the proposed strategy. This underscores the criticality of including pediatric
requirements into the early stages of drug development.



3 EU SMALL MEDIUM ENTERPRISES (SME) APPLICATION

As part of the EMA's initiative to promote innovation and the development of
novel medicines, this application offers crucial assistance to small and medium-
sized enterprises (SMEs) during the regulatory process. The EU SME Application
acknowledges the distinct obstacles encountered by smaller firms during the
process of developing and introducing novel medicines to the market. In
addition to reduced fees for scientific advice, regulatory submissions, and
inspections, the EMA provides aid with administrative and procedural matters.

4 INVESTIGATIONAL MEDICINAL PRODUCT DOSSIER (IMPD)

As part of a Clinical Trial Application, the Investigational Medicinal Product
Dossier is an exhaustive compilation of facts regarding the investigational
medicinal product (IMP). In addition to information regarding the product's
quality, manufacturing, and control, the IMPD includes data from nonclinical
studies and ongoing clinical trials utilizing the IMP. It supports the evaluation of
the planned study's ratio and is a prerequisite for initiating a clinical trial in the
European Union. Per EMA-specified requirements, the dossier must contain
every piece of information required to assess the safety and efficacy of the IMP
in the population under investigation.



Regulatory Deliverables: Periodic Regulatory Documents

1 INVESTIGATORS BROCHURE (IB)

For the investigators conducting a clinical trial, the Investigators Brochure is an
all-encompassing document that comprises clinical and non-clinical data
pertaining to the investigational medicinal product (IMP). This information
serves to substantiate the trial's purpose. It contains details regarding the
pharmacokinetics, efficacy, safety, and pharmacodynamics of the substance, as
well as guidelines for its appropriate handling and application. In order to keep
all trial professionals informed of the risk-benefit profile of the IMP, the IBis a
dynamic document that is updated periodically with relevant data from ongoing
studies.

2 COMPANY CORE DATA SHEET (CCDS) AND SAFETY
INFORMATION (CCSI)

A pharmaceutical company's internal regulation document, the Company Core
Data Sheet, provides comprehensive information about a medicinal product,
including its indications, dosage, contraindications, side effects, and
scientifically validated information that is universally accepted. The CCDS
serves as the foundation for the creation of regional product labels and
prescribing information, ensuring that the product is communicated and
understood consistently across regulatory settings and geographic locations.
The Company Core Safety Information (CCS) is a distinct component that is
dedicated to presenting safety-related details regarding a pharmaceutical
product. This information consists of warnings, preventative measures, and
contraindications. Ensuring that safety information is incorporated into all
product-related documentation and reports, the CCSI is an indispensable
instrument for risk management and pharmacovigilance.

3 PERIODIC ADVERSE DRUG EXPERIENCE REPORT (PADER)

The FDA in the United States mandates the submission of the Periodic Adverse
Drug Experience Report, a regulatory document that provides a summary of
adverse event data gathered for commercially available medications within a
specified reporting period. The PADER assists regulatory agencies in evaluating



a product's ongoing safety profile by reporting any post-marketing safety
developments or trends that may become evident.

4 PERIODIC BENEFIT-RISK EVALUATION REPORT (PBRER)

The PBRER, which is mandated by the recommendations of the International
Conference on Harmonisation (ICH), updates the global safety and efficacy
profile of an authorized medical product on a periodic basis. The assessment
determines whether the product carries additional concerns or if the risk-
benefit ratio has changed, so assisting regulatory agencies in making well-
informed determinations concerning the marketing authorization of the
product.

5 PERIODIC SAFETY UPDATE REPORT (PSUR)

The PSUR is aregulatory document that is mandatory for the EMA and other
regulatory authorities. Its purpose is to provide a thorough evaluation of the
benefit-risk balance of a pharmaceutical product at certain intervals following
its authorization. While the PSUR and PBRER share comparable objectives, the
PSUR is rigorously designed to adhere to the norms and regulations of the EMA.

6 DRUG SAFETY UPDATE REPORT (DSUR)

The purpose of the Medicine Safety Update Report is to provide a yearly synopsis
of the safety status of an investigational drug, incorporating conclusions drawn
from clinical trials and evidence. The DSUR is designed in accordance with the
ICH guidelines and is intended for submission to regulatory authorities. It
supports the ongoing evaluation of the product's risk-benefit ratio throughout
development and provides a critical analysis of the drug's safety in relation to its
therapeutic context.



