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Disclaimers?

NSF, in performing its functions in accordance with its objectives, does not assume or undertake to
discharge any responsibility of the manufacturer or any other party. The opinions and findings of NSF
represent its professional judgment. NSF shall not be responsible to anyone for the use of or reliance
upon this Standard by anyone. NSF shall not incur any obligation or liability for damages, including
consequential damages, arising out of or in connection with the use, interpretation of, or reliance upon
this Standard.

NSF Standards provide basic criteria to promote sanitation and protection of the public health. Provisions
for mechanical and electrical safety have not been included in this Standard because governmental
agencies or other national standards-setting organizations provide safety requirements.

Participation in NSF Standards development activities by regulatory agency representatives (federal,
local, state) shall not constitute their agency's endorsement of NSF or any of its Standards.

Preference is given to the use of performance criteria measurable by examination or testing in NSF
Standards development when such performance criteria may reasonably be used in lieu of design,
materials, or construction criteria.

The illustrations, if provided, are intended to assist in understanding their adjacent standard requirements.
However, the illustrations may not include all requirements for a specific product or unit, nor do they show
the only method of fabricating such arrangements. Such partial drawings shall not be used to justify
improper or incomplete design and construction.

Unless otherwise referenced, the annexes are not considered an integral part of NSF Standards. The
annexes are provided as general guidelines to the manufacturer, regulatory agency, user, or certifying
organization.

1 The information contained in this Disclaimer is not part of this American National Standard (ANS) and has not been
processed in accordance with ANSI’'s requirements for an ANS. Therefore, this Disclaimer may contain material that
has not been subjected to public review or a consensus process. In addition, it does not contain requirements
necessary for conformance to the Standard.
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Foreword?

The purpose of NSF/IPEC/ANSI 363 is to serve as an evaluation tool for analyzing pharmaceutical
excipients. Certification to this Standard serves as a communication tool between manufacturers of
excipients and finished product, pharmaceutical regulators, pharmacy organizations, and consumers.
This Standard provides guidance to allow for the determination that a pharmaceutical excipient is within
the specifications stated by the manufacturer, either qualitatively or quantitatively, and that it does not
contain specific undeclared contaminants. In some instances, validated laboratory methods are not yet

available for analyzing certain ingredients. In such cases, new methods will be added to this Standard as
they become available.

NSF/IPEC/ANSI 363 was developed with participation from the pharmaceutical excipients manufacturers,
public health regulators, and distributors of pharmaceutical excipients.

This edition of the Standard contains the following revisions:

Issue 2

This revision updated section 4.1.1 regarding regional regulations.

Issue 3

Updates were made to language regarding the use of the terms “product” and “excipient.
Issue 4

Definitions for the terms deviation and sanitary were added to section 3.

Issue 5

This revision provides clarity on language in section 6.3.2.1 and 6.3.3.

Issue 6

Updates to section 7.4.1 were made regarding the purchasing process.

Issue 7

Section 7.2.1 was updated to provide clarity.

Issue 8

This revision made several editorial changes throughout the Standard.

Issue 9

A definition for the term data integrity was added to section 3.

2 The information contained in this Foreword is not part of this American National Standard (ANS) and has not been
processed in accordance with ANSI’s requirements for an ANS. Therefore, this Foreword may contain material that
has not been subjected to public review or a consensus process. In addition, it does not contain requirements
necessary for conformance to the Standard.
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Issue 10

A definition for the term backup was added to section 3.

Suggestions for improvement of this Standard are welcome. This Standard is maintained on a Continuous
Maintenance schedule and can be opened for comment at any time. Comments should be sent to Chair,
Joint Committee on Pharmaceutical Excipients at standards@nsf.org, or c/o NSF International, Standards
Department, P.O. Box 130140, Ann Arbor, Michigan 48113-0140, USA.
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NSF/IPEC/ANSI Standard
for Pharmaceutical Excipients —

Good Manufacturing Practices (GMP)
for Pharmaceutical Excipients

1 General
1.1 Introduction

The principles outlined in this Standard provide a comprehensive basis for the quality management
system used in the manufacture of pharmaceutical excipients. Implementation of these principles shall
result in the achievement of three main objectives:

a) achieve excipient realization — the organization shall implement and maintain a system that
delivers excipients with the quality attributes necessary to meet the requirements and expectations of
customers, pharmaceutical users, and regulatory authorities;

b) establish and maintain a state of control — the organization shall ensure the manufacture and
supply of excipients is in accordance with this Standard, thus providing customers with some
assurance of continued suitability and reliability of supply; and

c) facilitate continual improvement — the organization shall collect objective evidence to continually
develop and enhance the application of these quality management system principles to further assure
excipient consistency.

1.2 Scope

This Standard is intended to define Good Manufacturing Practices (GMP) for excipient manufacture and
distribution® for use in drug products. It sets minimum requirements for GMP applicable to all
commercially available excipients.

This Standard includes the minimum requirements of a quality management system for excipient
manufacture drawing on principles of GMP and quality systems from other relevant standards such as
those referenced in section 2.2.

NOTE 1 — The requirements of this Standard may not be sufficient for all applications of excipients. It is the
user's responsibility to determine whether or not this Standard meets the requirements for their intended
use.

NOTE 2 — Auditing excipient manufacturers ensures conformance to this Standard. This Standard is also
intended to be used by duly accredited or otherwise suitably qualified 3™ parties.

NOTE 3 — Each user of a 3™ party auditing service should make its own determination as to the
qualifications of the 3 party and the applicability of the report and/or certificate issued in satisfying its
requirements, including those pertaining to its intended use of the excipient.

3 GMP applies to distribution per the Federal Food, Drug, and Cosmetic Act (FD&C Act), 21 U.S.C. 501(a) (2) (B).
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1.3 Purpose

Excipients impact the appearance, stability, and delivery of drug products and are essential to the safety,
quality, and efficacy of these products. It is not possible to assure the consistent quality of excipients by
testing alone. Adherence to excipient Good Manufacturing Practices provides assurance that excipients
are suitable for use in drug products. Excipient Good Manufacturing Practices require a proper quality
management system, methods, facilities and controls, including appropriate tests.

2 Reference documents

2.1 Normative references

The following documents contain provisions that, through reference in this text, constitute provisions of
this Standard. At the time this Standard was written, the editions indicated were valid. All documents are
subject to revision, and parties are encouraged to investigate the possibility of applying the most recent
edition of the document indicated below. The most recent published edition of the document shall be used
for undated references.

WHO, Guidelines for Drinking-Water Quality, 4™ edition, 20114

2.2 Informational references

The following documents are references that provide supplemental information to the provisions of this
Standard. At the time this Standard was written, the editions indicated were valid. All documents are
subject to revision, and parties are encouraged to investigate the possibility of applying the most recent
edition of the document indicated below. The most recent published edition of the document shall be used
for undated references.

EXCIPACT™, Certification Standards for Pharmaceutical Excipient Suppliers: Good Manufacturing
Practices, Good Distribution Practices, 20125

FDA, Guidance for Industry: Investigating Out-of-Specification Test Results for Pharmaceutical
Production, October, 2006

FDA, Guidance for Industry: Q10 Pharmaceutical Quality System, April 2009%

ICH Harmonised Tripartite Guideline, Q6A: Specifications: Test Procedures and Acceptance Criteria for
New Drug Substances and New Drug Products: Chemical Substances, November 19997

ICH Harmonised Tripartite Guideline, Q8: Pharmaceutical Development, November 20057
ICH Harmonised Tripartite Guideline, Q9: Quality Risk Management, November 20057

ISO 9001:2008, Quality management systems — Requirements, October 20088

4 World Health Organization, 1211 Geneva 27, Switzerland
<www.who.int/water_sanitation_health/dwq/guidelines/en/index.htm>.

5 EXCIiPACT Association c/o, La Federation du Council International des Excipients Pharmaceutiques (IPEC
Federation), Avenue de Gaulois, 9 Brussels B-1040 Belgium < http://www.excipact.org/>.

6 Food and Drug Administration, 10903 New Hampshire Ave., Silver Spring, MD 20993-0002, USA <www.fda.gov>.

7 International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for
Human Use (ICH), 15, chemin Louis-Dunant, P.O. Box 195, 1211 Geneva 20, Switzerland <www.ich.org>.

8 International Organization for Standardization (ISO), 1, ch. de la Voie-Creuse, Case postale 56, CH-1211 Geneva
20, Switzerland <www.iso.org>.
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International Pharmaceutical Excipients Council, IPEC Americas® Certificate of Analysis Guide for Bulk
Pharmaceutical Excipients, 2013°

International Pharmaceutical Excipients Council, IPEC Good Distribution Practices Guide for
Pharmaceutical Excipients, 2006°

International Pharmaceutical Excipients Council, IPEC Excipient Stability Program Guide, 2010°

International Pharmaceutical Excipients Council, Joint IPEC — PQG Good Manufacturing Practices Guide
for Pharmaceutical Excipients, 2006°

The IPEC-Americas® Significant Change Guide for Bulk Pharmaceutical Excipients, Second Revision,
March 2009°

The United States Pharmacopeial Convention, United States Pharmacopeia-National Formulary (USP-
NF), 201110

U.S. Food and Drug Administration, Federal Food, Drug, and Cosmetic Act (FD&C Act), 21 U.S.C. 501(a)
(2) B)*

3 Definitions
Terms used in this Standard, which have a specific technical meaning, are defined here.

3.1 active pharmaceutical ingredient (API): Any substance or mixture of substances intended to be
used in the manufacture of a drug product and that, when used in the production of a drug, becomes an
active ingredient of the drug product. Such substances are intended to furnish pharmacological activity or
other direct effect in the diagnosis, cure, mitigation, treatment or prevention of disease, or to affect the
structure, or any function of the body of man or animals.

3.2 adequate: Sufficient, although not necessarily the most or the best.
3.3 appropriate: A quality of being suitable for assuring conformance to the requirements.

3.4 archival system: System used to preserve information considered valuable, using media suitable for
storage and retrieval.

3.5 backup: A copy of one or more electronic files created as an alternative in case the original data or
system are lost or become unusable and which is maintained securely throughout the record retention
period.

NOTE — Backups of electronic records are required because data loss (e.g., through deletion or corruption)
during the record retention period is, historically, a common experience compared to paper records.

3.6 batch: A specific quantity of material produced in a process or a series of processes so that it may be
expected to be uniform in character and quality, within specified limits. In the case of a continuous
process, a batch may correspond to a defined fraction of the production. The batch size may be defined

9 International Pharmaceutical Excipients Council of the Americas, 3138 N. 10™ Street, Suite 500, Arlington, VA
22201, USA <www.ipecamericas.org>.

10 The United States Pharmacopeial Convention, 12601 Twinbrook Parkway, Rockville, Maryland 20852-1790, USA
<WWW.USP.0org>.

11 US Food and Drug Administration, 10903 New Hampshire Ave., Silver Spring, MD 20993-0002 <www.fda.gov>.
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