If you are confused by the many acronyms related to regulatory submissions, you are
not alone. A variety of data from disparate functions must come together to provide
a common understanding of a product’s anticipated safety and efficacy. A cohesive
submission plan incorporating the GCP, GDP, GLP, GMP, and GVP perspectives helps
ensure a quality submission and increase the likelihood of approval.

A quality regulatory submission requires timely input and an appropriate level
of detailed GxP data—a significant volume of data for later-stage submissions—
from scientists across multiple functions of an organization. The regulatory
submission lead defines the strategic global regulatory vision and leverages input
from submission team members representing manufacturing, non-clinical, and
clinical to compile a regulatory submission. Each function contributes key data that
adheres to GxP quality standards specifically defined for working in a regulated
environment.

Working seamlessly together across many functions to gather and properly
position GxP data to ensure consistent messaging is integral to producing a high-
quality, coherent, and concise submission that increases the likelihood of approval
in one or more countries. What follows is a primer to turn the alphabet soup of
GxPs into a cohesive submission plan and a checklist to help ensure a quality
submission. Scientists who are new to regulatory submissions will find it helpful to
better understand how their data fits into the overall submission. An experienced
regulatory professional can share this primer with colleagues on their regulatory
submission team.

QUALITY FIRST

GxP is an acronym for Good “x" Practice, where “x" can represent many different
quality standards; for example, Good Clinical Practice, Good Laboratory Practice,
or Good Manufacturing Practice. The purpose of adhering to GxP is to show how
quality has been established, monitored, and documented throughout the multi-
year product development process. A company culture with a quality mindset
positively influences all aspects of the business starting with the Quality Manual
and extending into manufacturing as well as regulatory submissions.
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Functional teams must use high scientific and ethical
standards to collect the data that goes into a regulatory
submission. A quality submission is more likely to gain
approval. An organization that receives a Clinical Hold for
an early stage submission or a Refusal to File for a late
stage submission has not done enough due diligence in
formulating the submission document. This can result in
rework and additional work, time, and expenses to resubmit.
The delay in getting to market could also adversely affect the
company's reputation.

DECIPHERING THE ALPHABET SOUP OF
GXP ACRONYMS

Harmonization of a common format for electronic
submissions worldwide, defined as the Common Technical
Document (CTD), has minimized the need to customize the
information for submissions to regulatory authorities.

INDUSTRY TREND
Growing Glossary of Terms

The proliferation of GxP acronyms to define quality
standards in the pharmaceutical industry has
expanded into numerous other areas, including the
medical device industry, cosmetics, and agriculture,
adding to the alphabet soup of GxPs.

GAMP Good Automated Manufacturing Practice
GAP Good Agricultural Practice

GBP Good Behavioral Practice

GCLP Good Clinical Laboratory Practice

GCP Good Clinical Practice

GDP Good Documentation Practice
(best abbreviated as GDocP)

GDP Good Distribution Practice

GEP Good Engineering Practice

GLP Good Laboratory Practice

GMP Good Manufacturing Practice

GPP Good Pharmacy Practice or Good
Pharmacoepidemiology Practice

GRP Good Review Practice (CDER follows GRPs

to increase consistency and improve the
quality of the review process for regulatory

submissions)
GSP Good Storage Practice
GSP Good Supply Practice or Good
Sales & Marketing Practice
GTP Good Tissue Practice
GUP Good Use Practice
GVP Good Pharmacovigilance Practice (also

abbreviated as GPP, GPV, or GPvP)

The three most commonly referenced acronyms that
represent the quality requirements for data included in a
regulatory submission are GCP, GLP, and GMP. The U.S.
EDA, ISO, ICH, and the EU Regulations and Directives have
established guidelines to define these terms and how they
should be applied to drug development.

GXPS MAPPED TO THE CTD TRIANGLE

GxPs play a key role in providing quality data that goes into
the submission. The complex interdependencies across
functional areas must be clearly defined and managed for
the submission to adequately support product labeling and
approval. Regulatory agencies worldwide may require or
strongly recommend using the CTD format for regulatory
submissions. Organizational functions—grouped by quality,
non-clinical, and clinical—contribute to the ICH CTD as
outlined in the CTD Triangle shown in Figure 1. Figure 1 also
illustrates how GxP roles are mapped to the CTD Triangle.

Module 1 (M1) generally contains regional-specific
administrative information managed by Regulatory. M1
content includes forms, cover letters, certifications, patent
information, labeling, references, meeting correspondence,
application status, etc. Select GMP, GLP, and GCP data is
contained in some of the M1 components, including the
Investigator's Brochure and product labeling.

Module 2 (M2) requires summaries of the GMP, GLP, and
GCP data from M3, M4, and M5, respectively. Key documents
in M1 and M2 are often the last elements of the submission
to be completed since they depend on input from other
modules.

M1
GMP,
GLP, GCP

Regional administrative
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GMP, GLP, GCP

Quality overall summary | Non-clinical
overview | Non-clinical summary | Clinical
overview | Clinical summary

Quality Non-clinical study reports

Clinical study reports

Figure 1 | GxPs Mapped to the ICH CTD Triangle

Figure derived from www.ich.org/products/ctd.html
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Module 3 (M3) includes GMP data derived from the
Chemistry, Manufacturing and Controls (CMC), or Technical
Operations function; for instance, stability, analytical
validation, impurities, pharmacopoeias, and specifications
related to drug substance and drug product. GMP defines
the quality control and quality assurance standards for
manufacturing facilities and processes that produce goods
including drug substances and drug products.

GLP data derived from preclinical and/or non-clinical
studies are presented in Module 4 (M4). Example study data
may include carcinogenicity, genotoxicity, toxicokinetics,
pharmacokinetics,  toxicity, reproductive toxicology,
biotechnology, pharmacology, immunotoxicology, etc.
GLP provides guidance for conducting preclinical and non-
clinical research with robust protocols and coherent record
keeping, producing quality laboratory data.

GCP data derived from clinical studies, such as clinical safety
and efficacy data and pharmacovigilance information,
are presented in Module 5 (M5). GCP guides the ethical
and scientific quality standards to ensure the safety of
participants and quality data collection during clinical trials.

GVP focuses on the collection of data related to detecting,
assessing, and preventing adverse events to increase drug
safety. GVP primarily resides in the risk management plan
(RMP), which maps to summary data in M2, quality data in
M3, non-clinical data in M4, and clinical data in M5. (This site
offers in-depth GVP guidelines from the EMA.)

All documentation provided in a submission containing
manufacturing, laboratory, and clinical data should adhere
to Good Documentation Practice (GDP). GDP guides the
development, review, approval, and retention processes
of regulatory controlled documents including submission
documents. While ICH does not define GDP, best practice
standards describe the processes for creating, reviewing,
modifying, approving, and maintaining documents. (This
site holds thorough GDP guidelines.)
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Figure 2 | GxP Roles Mapped onto the Submission Timeline
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ROLESWITHIN THE SUBMISSION LIFECYCLE

The submission development plan must be aligned across
the many functions that contribute GxP data. A clear
understanding of the responsibilities of each contributing
function and the interdependencies between key documents
and data across modules will help determine which sections
of the submission can be completed early and which
sections are likely to become available just in time for the
submission. These interdependencies can vary based on
the stage of product development (early versus late stage)
and by the specific product development challenges. For
example, in some cases, CMC product stability for an
early stage submission is on the critical path and must be
complete before other work can begin. However, for late
stage submissions, clinical data from a Phase lll clinical trial
is often on the critical path.

Figure 2 depicts how each GxP function plays a key role at
different stages of a regulatory submission. Successfully
managing the delicate balance of interdependencies among
functional components of the CTD will help produce a timely,
more robust submission document.

CHARACTERISTICS OF A HIGH-QUALITY
SUBMISSION

New companies working on their first submission and
individual team members new to submissions often
struggle with the complexity of bringing the many disparate
parts of the CTD together into a coherent whole. Mature
organizations that have completed multiple submissions
may want to further optimize their approach to producing
high-quality submission documents. Even organizations
with extensive regulatory experience can struggle with
the complexity of creating strategies, integrating project
schedules, and managing stakeholders. A dedicated project
leader, orchestrating these multiple activities and resources,
can optimize and drive the complicated process.
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QUALITY SUBMISSION CHECKLIST

The following checklist serves as a guide to integrate the various GxP functions contributing to the submission to ensure a higher quality
submission document and to minimize questions from reviewers. An experienced regulatory professional can use this list as a starting
point and work with the submission project manager to help the submission process go as smoothly as possible.

1. A complete and consistent submission document format provides a positive first impression, increasing the
likelihood of acceptance.
Lead function: Regulatory Operations
O GDP best practices are followed.
O All dossier sections and supporting documentation are complete.
O Document structure adheres to the CTD.
O Grammar and spelling are correct.
O Formatting adheres to the criteria outlined by the regulatory authority.
O Hyperlinks successfully link to the correct source documentation.

2. The submission document content plan must be clear to regulatory authority reviewers.
Lead functions: Regulatory Strategy & Medical Writing
O Target Product Profile (TPP) has been discussed with the regulatory agency to confirm the product development
strategy prior to submission.
O Global product development strategy has been defined to inform future submissions.
O Key messaging in the submission document is clear to support product labeling and approval.
O Level of detail for data is sufficient for approval (providing too much data may put the company'’s intellectual
property at risk in certain countries).
O A well-thought-out plan is in place to rapidly address any potential deficiencies.

3. GxP standards must be defined and adhered to for the submission development process.
Lead function: Regulatory Submissions
O The submission team members are clear on their respective roles and capable of fulfilling their responsibilities for
contributing to the submission.
O An acronym list is compiled by the team and used consistently throughout the submission.
OO0 GMP, GLP, and GCP procedures for data collection are well documented and followed.
O The document review and approval process is clearly defined and agreed upon.
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Integrated Project Management Company, Inc. (IPM) is a business consulting firm focused on planning and implementing strategically critical initiatives across
the life sciences industry. IPM received the prestigious Malcolm Baldrige National Quality Award in 2018 and is uniquely qualified to provide regulatory submission
project management expertise. Since its inception in 1988, IPM has served more than 400 clients and completed more than 4,000 projects. Headquartered in Chicago,
IPM has regional offices in Boston, St. Louis, Los Angeles, San Francisco, Minneapolis, and Parsippany. To learn more about IPM and its services, visit www.ipmcinc.
com or call 630-789-8600.
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