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PLEASE NOTE:

The information contained in this document was obtained from sources believed to be reliable and is based on
technical information and experience currently available from members of the Compressed Gas Association, Inc.
and others. However, the Association or its members, jointly or severally, make no guarantee of the results and
assume no liability or responsibility in connection with the information or suggestions herein contained. Moreover,
it should not be assumed that every acceptable commodity grade, test or safety procedure or method, precaution,
equipment or device is contained within, or that abnormal or unusual circumstances may not warrant or suggest
further requirements or additional procedure.

This document is subject to periodic review, and users are cautioned to obtain the latest edition. The Association
invites comments and suggestions for consideration. In connection with such review, any such comments or
suggestions will be fully reviewed by the Association after giving the party, upon request, a reasonable oppor-
tunity to be heard. Proposed changes may be submitted via the Internet at our web site, www.cganet.com.

This document should not be confused with federal, state, provincial, or municipal specifications or regulations;
insurance requirements; or national safety codes. While the Association recommends reference to or use of this
document by government agencies and others, this document is purely voluntary and not binding unless adopted
by reference in regulations.

A listing of all publications, audiovisual programs, safety and technical bulletins, and safety posters is available
via the Internet at our website at www.cganet.com. For more information contact CGA at Phone: 703-788-2700,
ext. 799. E-mail: customerservice@cganet.com.
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reproduced or transmitted in any form or by any means, electronic or mechanical including photocopying, recording, or any information
storage and retrieval system without permission in writing from The Compressed Gas Association, Inc. All requests for
permission to reproduce material from this work should be directed to The Compressed Gas Association, Inc., 8484 Westpark Drive,
Suite 220, McLean, VA 22102. You may not alter or remove any trademark, copyright or other notice from this work.



CGA M-21—2017 COMPRESSED GAS ASSOCIATION, INC. PAGE iii

Contents Page
S 11 e To [ e 1o o HO TP URPT PP 1
s Yoo o 1= Y 1
21 LT 1 (=T S =) Y USRS 1
A O o - o = B OO PTOPPUPPOPRPPN 1
3 DEFINITIONS. ...ttt e e e e e e e e e e e e e e aneeee s 2
4 Global activity requirements (for global medical gas organizations) ...........ccccuveeeeeeeiiiciiiiee e 3
5 U.S. and Canadian pharmacovigilance reqUIr€MENTS .............cciiii i e e aeeeeeas 4
5.1 UNIEEA SEALES ...ttt e e et e e e e e e e 4
ST 7 T o - o - SR 4
6 U.S. vigilance evaluation and reporting PrOCESS ..........cueeiuiiiriiiiiieeiiee ettt ettt ettt 4
6.1 Awareness of a potential reportable EVENT...........cooi oo 4
6.2  Documentation Of the FEPOIT..........eeii ettt et e e e e e e e e s naeeeeneeeeeanes 5
6.3 EVvaluation Of the FEPOI ......eeiiee e e e e e e e e s st ee e e e e e nnraaeeeas 5
LS =T o To] 1 {1 o T PR OO PPRRPOPRRPN 6
T REFEIENCES ...ttt e oot e e e et e e e bt e bt e e e e e e ee s 7
Table

Table 1—Explanation of the rationale applied to the decision on reportability.............cccoeiiiiiniii e, 5



This page is intentionally blank.



CGA M-21—2017 COMPRESSED GAS ASSOCIATION, INC. PAGE 1

1 Introduction

In many countries, mandatory regulatory worldwide systems for companies manufacturing medicinal products or
manufacturing/providing medical devices, e.g., European Union (EU), United States, and Canada, require an
effective pharmacovigilance system within the company.

For globally based medical gas organizations, these systems typically involve coordination within an applicable
company to have a centrally located department that manages the global reporting requirements and coordinates
the flow of information from the field to each region, then supports the decision making and reporting efforts of
the regions to their local regulatory agencies and globally, if appropriate.

A detailed explanation of the reporting requirements in North America (U.S. & Canada) will show the regional
responsibilities for global organizations as well as specific reporting requirements for independent companies
operating within one country that are not part of a global organization.

In Canada, medical gases considered drugs require a marketing authorization that is similar to the European
model.

In the United States, with the passage of the Food and Drug Administration Safety and Innovation Act (FDASIA)
in 2012, most of these medical gases became approved drugs under a “certification” process. These newly des-
ignated drugs were never evaluated through a traditional Clinical Trial New Drug Application (NDA) process and
therefore do not technically fit the criteria of 21 CFR Part 314 “Applications for FDA Approval to Market a New
Drug” and more specifically, the U.S. reporting requirements of Section 314.80 “Postmarketing reporting of ad-
verse drug experiences” and Section 314.81 “Other postmarketing reports” [2].

The medical gas industry understands the intent of both the U.S. Food and Drug Administration (FDA) and Health
Canada to maintain an awareness of potential adverse events that might indicate a need for special focus and
attention. To satisfy this intent, CGA has developed this guideline for the industry to provide guidance on how to
satisfy the U.S. reporting requirements of 21 CFR Parts 314.80 and 314.81 [2]. This publication will also serve
as a reference for reporting similar events in Canada.

2 Scope

This publication provides guidance for pharmacovigilance reporting to FDA and acts as a reference for Health
Canada pharmacovigilance reporting. This guidance is intended to aid companies that market medical gases
classified as drugs in the United States or Canada in setting up a pharmacovigilance (drugs) reporting system
that satisfies local and regional regulatory requirements, bearing in mind any global requirements when applica-
ble.

Although both reporting for drugs and devices is required, this publication only addresses medical gases classi-
fied as drugs (pharmacovigilance) and does not address reporting requirements for gases or medical gas equip-
ment classified as medical devices (materiovigilance).

21 United States

In the United States, this publication should be used as a guideline for companies to comply with 21 CFR
Part 314 [2].

2.2 Canada
In Canada this publication may only be used for a reference.

The Food and Drug Regulations, more specifically sections C.01.016 to C.01.020, C.08.007 (h) and C.08.008
(c), set forth regulatory requirements for manufacturers, including but not limited to, the reporting of adverse drug
reactions (ADR) and the reporting of unusual failures in efficacy of new drugs to Health Canada [3].

In 2004 Health Canada implemented an inspection program for Good Pharmacovigilance Practices (GVP)
(known at that time as Post-Market Reporting Compliance). The GVP inspection program is intended to verify
that the manufacturer meets the requirements of sections C.01.016 to C.01.020, C.08.007 (h) and C.08.008 (c)



