& Rx-360 Best Practices
\ V Quality Agreement Guide
(4

G Version 3.0




TABLE OF CONTENTS

Rx-360 Best Practices Quality Agreement Guide Version 3.0

(10} o Yo LT T g d T o N 3
Scoring QUality AQreemMENES ... 4
FOrmat & STrUCTUNE ..o 10
(21T 0 0 Y1 oY« B @CeT o1 =1 o | 12
LYo 2 T a Lotz 1R CeT o =Y o | A 19
Negotiation and ReVIeW . .. ... ... .. 29
SIgNING & MaiNtaiNING ..o 31
Maintaining Quality AGreemMENtS ... 32
CONCIUSION / SUMIMIAIY .ottt 34
Y 2Y o] o T=Y o Te [T o3 Y= 35
Appendix A. Content REGUIATONY REFEIENCES.........o oot 35
Appendix B. INdustry GUIAES aNd TEMPLATES.........c.eeeeeeeceeeceee e sesese s 38
APPENIX C. CONTENT MALIIX ..o e sssseseseessssessseses s 38
Rx-360 Best Practices - Quality Agreement Guide 20f 41

Rx-360 | The International Pharmaceutical Supply Chain Consortium 2022



Introduction

+ Mutually agree to establish a Quality Agreement
SCOPE )
- Evaluate Risk

- Determine the appropriate Quality Standard(s)

- Identify the appropriate template or structure for use in the context of the product and parties

2L TRHE - Organize the document for logical flow, including numbered sections, aligned headers, and roles and

responsibilities in columnar form

- Edit templates so content is comprehensive, relevant, and focused on the scope

AL S LA - Ensure timelines, when warrranted, are explicitly defined

- Identify and include appropriate relevant quality terms

[ECLCAS CRITE - Ensure applicable legal terms are provided

- Use standard templates to save time

NEGOTIATE - Proposed changes should be explained

+ Language should be simple and unambiguous

FIEHAY - Ensure that legal and quality perspectives are considered in the final review

- Dedicate authorized signatory and ensure signatory process conforms to contract and records protocols

SR - Confirm that both sides and the applicable jurisdictions recognize counterparts and digital/electronic

signatures

- Utilize a central electronic repository and notification of target dates through EDMS/LMS systems
MAINTAIN

d d d d d d d
A | bl A b | A A b |

- Utilize appendix system if anticipate ongoing or frequent updates; consider a dedicated email to limit
amendments to contact lists

- Include post-signature tasks in internal procedure

Fig. 1. The Quality Agreement Process as outlined in this guide.

This Best Practices Quality Agreement Guide is intended to assist both Customers and Suppliers in efficiently managing the
initiation, negotiation, implementation, and ongoing maintenance of quality agreements. “Supplier” is used broadly in this
document to refer to a company that provides materials, products, or services. Establishing a quality agreement can be time-
consuming as negotiations, misunderstandings, and inflexibility frequently cause delays in the process.

This guide contains some best practices, sample language, external references and resources, along with solutions to routine
issues that come up during the quality agreement process. Perspective from both suppliers and manufacturers presents a
balanced view designed to assist both parties in achieving a complete, concise agreement. Flexibility and compromise are
needed in order to understand and work together to meet the requirements of both parties.
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Using this Guide

The sections are present in the process flow (see above) of implementing a Quality Agreement. Throughout this document, Best
Practices and Tips are outlined in a red box with appendices offering a set of comprehensive tools to aid in developing a quality
agreement program including:

* Content Regulatory References
* Sample Content Selection Matrix

e List of Industry Templates and Guides

The objective of the Supplier Quality Working Group is for this guide to help facilitate a more efficient and effective quality
agreement negotiation process. As with all of our other documents we have published, this document will be reviewed and
updated based on the most current industry and regulatory practices.

We welcome any questions or comments you may have on the material in this document.

Rx-360 Supplier Quality Working Group Co-Chairs:

Rick Calabrese Stephan Peeters

LONZQ

Scoping Quality Agreements

A Quality Agreement is a legally binding agreement intended to define quality unit roles, responsibilities, relationships,
requirements and commitments of the Purchaser/Customer (hereafter Customer) and of the Supplier or Sponsor (hereafter
Supplier).

It establishes mutual understanding between the two parties involved in the activity.

When determining whether a quality agreement is necessary, consider the applicable law and regulations for the product or
services and the use thereof. Where the law mandates quality requirements, as under EU GMP or requires a Quality Agreement,
there should be no question from either party that a Quality Agreement is needed.

Where the law and regulatory requirements are not as clear, an assessment can be performed to determine whether a Quality
Agreement is required. The assessment should evaluate the criticality of the material or service and impact on the final product.
For products that have some industry standard quality requirements, such as those falling under the United States of America
Food and Drug Administration Code of Federal Regulations Title 21-Food and Drugs, or PIC/S GMP Guides and International
Pharmaceutical Excipients Council (IPEC) Guidelines, the risk assessment will likely weigh toward establishing a Quality
Agreement to comply with those quality requirements.
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Some categories of materials/products are not regulated or the legal requirements or industry standards/guidelines differ from
the Customer’s requirements. Before defining requirements, understand the quality system that governs the manufacture/
supply of these materials and conduct a risk assessment. Particularly for products/services with potential risk, a Quality
Agreement is useful in providing both parties with clear expectations and a commitment to quality standards.

Early conversation between customer and supplier will make the process more efficient. In all cases, the agreement should be
tailored to capture the specific customer requirements, necessary for the function of the material or service and the relevant
industry standards to which the materials (or service) are produced and supplied under. This will create efficiency over sending a
template with irrelevant sections or an improper scope.

It is recommended that the scope of the Quality Agreement should cover the following sections:

* Purpose and scope to specify the relationship between the two or more parties
* Product(s)/service(s) covered under the agreement

e Terms of the agreement

* Responsibilities of each party related to quality activities

* Communication mechanism and contacts

The following quality agreements templates and guidelines exist within the industry and are useful references when working
with a specialized quality agreement. Before relying on an industry template/guideline, companies should ensure they are using
the most current version. Most are “living documents” and updated regularly.

* For Excipients: IPEC’s “The IPEC Quality Agreement Guide and Template” (2017)

= |PEC Quality Agreement Guide and Template

* For APIs: Active Pharmaceutical Ingredients Committee’s “Quality Agreement Guideline & Templates APIC” Version 02 (July 2017)

= APIC Quality Agreement Template

* Forsingle-use biopharmaceutical manufacturing products: Bio-Process Systems Alliance’s “Consensus Quality Agreement Template”
(2014)

= BPSA Consensus Quality Agreement Template

Best Practices for Scoping:

Establish intial communication between parties to agree upon the need for a Quality Agreement and the scope.
Where Quality Agreement is not legally mandated, establish risk assessment to base agreement on criticality.

Scope the agreement for the products/services, applicable regulatory requirements, Customer requirements,
and Supplier standards.

Leverage accepted industry templates where applicable to increase efficiency.
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Managing Multiple Sites/Parties

Quality Agreements can be difficult to manage between two parties, let alone when multiple parties and sites are involved.
When there are multiple sites or parties included in a Quality Agreement, there are a few things that can be done to minimize
confusion and help ensure the agreement process goes smoothly, and the final agreement is robust and usable for all sites or
parties.

Multi-Site Agreements
Multiple sites may need to be included to cover numerous supplier products that have different manufacturing and packaging
locations, or for multiple customer use sites and purchasing sites. In these cases, information needs to be clearly separated by

site or by product.
1. Use matrix tables to better organize and present complex multi-site details

The use of appendices and matrix tables helps make this information clear and concise and is highly recommended. Here are
some examples where a matrix table as an appendix can be used to clearly present information from multiple sites.

Appendix Examples

* Contact List (for each supplier site and customer site)

* Product or Part Numbers (for each supplier site, and customer site)
* Product Quality Level (API, Excipient, Med Device, Reagent, etc.)

* Manufacturing or Packaging Site Addresses

* Responsibilities of Parties

* Definition of special requirements that are needed for sampling/testing, etc.

By including specific product quality levels and site locations in the product table, appendices can be used to capture and
control many of the dynamic details of the quality agreement. This allows easy changes to an appendix whenever a contact
name changes, products need to be added or deleted, or when additional manufacturing locations are added or deleted to the
scope of the agreement. The main body of the agreement can have language that allows for changes to an appendix without
having to re-review the entire agreement. The appendix change can be reviewed, and signed by each party, and replaced with
an effective date. This allows for much a more efficient process that keeps the agreement more up to date because all parties
are "avoiding” the arduous process of changing the main agreement.

2. Use a Pre-Approved Deliverables sheet to avoid Signatures Across Multiple Sites

When multiple manufacturing sites from one company are represented in an agreement, the most efficient situation is to

have one signatory sign for all sites. This is usually difficult because all sites want/need to make sure that they can meet the
requirements of the agreement. Potential solutions could be the use of an internal “Pre-Approved Deliverables” document or the
creation or establishment of site-specific appendixes.
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Quality Agreement Multi-Site Pre-Approved Elements

The following items have been agreed upon as acceptable elements across sites AA, BB, CC, and
DD and canbeincorporatedinto future quality agreements without need for site approval.

Element Type Quality Agreement Elements
If CUSTOMER. discovers nonconformity after delivery, CLIENT will complete the

invastigation within 30 days, otharwisa provide an intarim rapost at 30 days. If

TN CLIENT agrees with nonconformity, CAPA plan will be sentto CUSTOMER within 10
days.
Delivary Shipment of material between CLIENT and CUSTOMER mustinclude tamptalas
. CLIENT will generats manufacturing racords for product and submit them to
Development

CUSTOMER. for approval prior to use and prior to any changas.

CLIENT will ganerata SOPs for product specific analvtical methods and submit them to
CUSTOMER. for approval prior to use and prior to anv changas.

Documentation CoA, Co0, and CoC provided upon batchraleass by CLIENT QA

D : Copies of completed batch racord and analyvtical test data provided by CLIENT Project
ocumentation M
Management

Development

CLIENT will provide requestad information for anyvproduct complaints or regulatory
raquasts within two businass days.

CLIENT will retain batch racord documentation for no less than 10 vears or forthe
duration of the Master Asreement.

Copias of Ragulatory inspection reports and CLIENT rasponses will be sant within 1
Documentation business davs of responses being sent to the Regulatorv Agency for inspections that

directly ralatas to the CUSTOMERSs product.
Notification within 3 business days of significant nonconformancss or confirmad 008

Documentation

Documentation

Notification : . :
during product manufacturing or testing
Notification Notification within 3 businass days of any changs to any raw matarial supplisr
i ? Motification within 3 businass days of significant nonconformancas discovaradaftar
Notification : .
product dalivary.
Notificati Notification within 1 businass dayof an inspectionby any Ragulatory Agency that
e e diractly ralates to the customers product.
Notificatis Notification within 10 business day of receipt of an inspection report by a Regulatory
ek e Apency that diractly relatas to tha customers product.
Ratention Maintsin enough retention samples for 2X testing for 1 vear past shelflife
Tasting Testing will ba completad not mora than 30 davs from the dats of manufactura
Validati Ifcontracted, CLIENT will generate Method Validation Protocols for productand
R submit tham to CUSTOMER. for approval prior to usa and prior to anv changas.
Validati If contracted, CLIENT will genarats Stability Protocols for product and submitthem to
i CUSTOMER for approval prios to use and prior to any changss.
Validation If required, CLIENT will generate Process Validation Protocols for product and submit

tham to CUSTOMEF. for approval prior to usa and prior to any changes,
Quality System CLIENT will follow and maintain ICH Q7 compliant svstems

Fig. 2. Sample of Pre-Approved Deliverable sheet used to assist negotiations.

The use of a deliverable sheet has a number of benefits:

* Common pre-approved deliverables are collected for multiple sites into one document.

* One designated signatory can sign for multiple sites (if acceptable by the local laws of all sites), if all pre-approved elements are met,
and it aligns with applicable internal governance company standards as to who can sign company agreements.

* If all elements cannot be met, only those items where a gap exists need to be reviewed by each site, not the entire document.

This summary document boils down the range of deliverables for most common elements within a quality agreement so that
the main signatory already knows what is acceptable/agreeable for each site. By using this pre-completed document when
negotiating the notification timelines, deliverables, and other actionable items within an agreement, the signatory already
knows whether all their sites can comply with the finished document. If all deliverable elements fall within the ranges of the
Pre-Approved Deliverables sheet, then one signatory can sign for all sites without the need for sending for multiple reviews. This
“Pre-Approved Deliverables” document would be for internal use only and would not need to be shared with the other party in
the agreement negotiation.
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In the event that some elements are outside the pre-approved document, and the sites need to review deliverable commitments,
the most efficient options would be for the sites to review only the gap element and give consent or disapproval to the
coordinator that is negotiating and signing the final document. By avoiding review of the entire document and avoiding
collection of signatures from every site, you can save weeks or months during the approval process.

If all sites are required to sign the agreement, try to use the Pre-Approved Deliverables document as a guide and only require
the review of the elements that fall outside of the agreed upon ranges. Even though all sites must sign, streamlining the review
can make the process much faster than doing a full review of the document at every impacted site (which also can open up the
document to multiple interpretations which can delay the process due to even more questions and follow-ups).

Best Practices for Multi-Site Agreements:

* Use Appendix matrix tables to display services, sites, contact, etc.
* Allow Appendix information to be updated without having to re-approve the entire agreement.

* Use Pre-Approved Element tables to avoid additional review at each site.

Multi-Party Agreements

Agreements among these multiple parties (more than two) can be very difficult because of the added possibility for
miscommunication and the common misunderstanding of the role of each party entering into the agreement. Try to avoid
entering into multi-party agreements when possible.

Multi-party agreements include many different providers that might be involved in the entire product manufacturing chain.
Examples of these various types of roles are:

* Sponsor or Customer
* Contract Manufacturer
* Fill-Finish Contractor
* Contract Test Lab

* Contract Warehouse

¢ Distributor
* Broker

One possible option to avoid multi-party agreements, is to provide a generic quality statement to relevant third parties. The
quality statement covers a subset of the most important responsibilities. It can be issued once and then distributed to a larger
number of third parties. A template is already available, that covers the quality relationship between Sponsor/Customer «»
Distributor «» Manufacturer (refer to IPEC's “The IPEC Quality Agreement Guide and Template” (2017))

Rx-360 Best Practices - Quality Agreement Guide 8 of 41
Rx-360 | The International Pharmaceutical Supply Chain Consortium 2022


https://www.gmp-compliance.org/guidelines/gmp-guideline/the-ipec-quality-agreement-guide-and-templates-2017

Individual Agreements

Establishing individual agreements with different providers allows a level of control that minimizes confusion,
miscommunication, and potential for handoff issues and finger-pointing. An agreement with each individual party allows more
clearly established responsibilities. Examples of this common format are:

Customer « Contract Manufacturer 1
Customer « Contract Manufacturer 2
Customer « Fill-Finish Contractor
Customer « Contract Test Lab
Customer « Distributor

There are times when it is not practical or possible to have individual agreements with each supplier or service provider. In these
scenarios, the best practice is to start the agreement process with a joint conference or meeting with all parties to the agreement.
The specific agenda of this kick-off call is to define the relationships and the goal of the agreement. With a constructive
dialogue, the companies can be open-minded about which is the best agreement template to start with and proceed from

there. The key to success is to keep lines of communication open and engage in face-to-face or phone discussions to resolve
questions rather than relying on email. This will rapidly accelerate understanding and completion among multiple parties.

a. Define the role of each party in the relationship.

b. Have a kickoff conversation with all the company coordinators to discuss the best template to begin with before starting
negotiations (example: conference call or face-to-face when practical). Be open minded and pragmatic.

& Apply multi-site best practices such as responsibility matrices and tabled appendices to organize and review information.

d. Touch base often to work out any miscommunications.

e. Follow-up meetings, conference calls with a summary, including accepted roles, action items and commitments.
Communication is key to the success of multi-party agreements. Email can be used to answer a quick question, but plan
ahead to have routine conference calls to follow up on progress and to settle misunderstandings or disagreements. Quality

Agreements can sit on someone’s desk for weeks or months at a time and when they are looked at again, some understanding
or progress may have been lost. Routine meetings with follow-up summary, keep all parties on track and engaged.

Best Practices for Multi-Party Agreements:

Avoid entering into multi-party agreements when possible.

Facilitate a joint kick-off meeting with all parties to the agreement.

Agree up front on roles, relationships, goals of the agreement and best starting template.

Apply multi-site best practices.

Schedule routine progress meetings and touch base often by phone with all parties to keep on-track.

Keep and distribute summary notes after meetings.
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Format & Structure

A stand-alone document, separate from any associated supply agreement(s) avoids providing regulatory agencies with
unnecessary business information. From a legal standpoint, a self-contained contract limits the complexity and simplifies the
process for revisions and updates. The FDA recommends, quality agreements “[..] should not cover general business terms
and conditions such as confidentiality, pricing or cost issues, delivery terms, or limits on liability or damages” (FDA Guidance
for Industry: Contract Manufacturing Arrangements for Drugs: Quality Agreements). Vice-versa, supply agreements should not
include quality provisions typically found in quality agreements, such as those defined in section “Technical Content” below, as
there is a risk that quality stakeholders might not be involved in the review and approval of a supply agreement. Nevertheless, a
supply agreement may reference the applicable quality agreement in place.

Common formats used to draft a quality agreement are legal-style (sections laid out in paragraph form) or a combination of legal-
style with the roles and responsibilities presented in tabular fashion. Displaying the critical or actionable elements in a numbered,
columnar view aids in the rapid review and assessment of the presented information. A table that continues past the page break
should begin with the column headers, or a repeating header row, as shown in the example on the next page.

The structure or arrangement of the elements within a Quality Agreement can support the review and revision process by
the participating parties. Following a logical flow, from the introduction of parties through scope and responsibilities to the
signatures, allows the reviewers to assess the applicability of each section and accept or redline/negotiate.

Confining topics or similar topics to consecutive, numbered sections reduces the reviewing time and decreases the likelihood of
duplicate clauses being overlooked, leading to conflicts or confusion regarding expectations and requirements.

Best Practices for Structure:

* Construct the Quality Agreement as a stand-alone document.
* Consider presenting the roles and responsibilities for both parties in columnar format.

* Organize the document to facilitate a logical flow of section/clauses, including numbered sections and aligned
headers.
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RESPONSIBILITIES

SUPPLIER

CUSTOMER

1 Compliance v
1.1 Conform to the WHO Guideline Good Trade and Distribution Practices for Pharmaceutical Starting Materials and ‘/
other quality criteria defined in the scope of the agreement.
1.2 SUPPLIER shall have a Quality Agreement(s) with the original manufacturer and/or any third parties used for
production, packaging, warehousing, testing or processing the PRODUCT in any manner that could be viewed \/
during an audit of SUPPLIER.
1.3 Mutually agreed upon specifications for the PRODUCT which are the subject of this agreement. ‘/ \/
1.4 Changes to the agreed upon specifications must be mutually agreed upon and communicated in writing between
the parties to this agreement, except for compendial changes which can be implemented without mutual \/ \/
agreement. Compendial changes must be implemented by the compendial implementation date.
1.5 Ensure that the specifications for compendial PRODUCTS are in compliance with the current compendia. \/
1.6 Supply PRODUCTS that conform to the mutually agreed upon specifications ‘/
2 Labelling \/
2.1 Agree upon special labelling requirements, as applicable. \/ \/
2.2 Original labelling from manufacturing site being visible. \/
3 Storage and Distribution v
3.1 Ensure that PRODUCTS are stored and shipped in accordance with manufacturer's recommended storage \/
conditions.
3.2 Ensure that during storage and shipping PRODUCT, all reasonabile care is taken to avoid contamination or mix up. ‘/
3.3 Assurance of correct storage conditions for PRODUCT prior to shipment Customer. \/
3.4 Approval to ship PRODUCT to Customer. \/
ra Deviations \/
41 Investigate and record deviation in SUPPLIER perimeter. \/
4.2 Transfer of all information coming from manufacturer. \/
5 Change Control \/
5.1 Evaluate and communicate any change related to the distribution flow of PRODUCT or that may impact the quality ‘/
of the PRODUCT, based on agreed criteria and timelines.
5.2 Transfer all information coming from manufacturer. \/
6 Transfer of information \/
6.1 Inform CUSTOMER about all quality or regulatory PRODUCT related information received from manufacturer. ‘/
6.2 Inform manufacturer about all quality or regulatory PRODUCT related information received from CUSTOMER. \/
7 Complaints \/

Rx-360 Best Practices - Quality Agreement Guide
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Content

Content Generally

The content of a quality agreement is contingent on the type of supply (e.g., Active Pharmaceutical Ingredients, Excipients,
Components, Single-Use Products for manufacturing, Ancillary materials, Bulk Product, Finished Product, Medical Devices, etc.)
or service (e.g., Contract Laboratories, Warehousing, Carriers, etc.) and the scope of the agreement.

When crafting a quality agreement, the contracting parties should ensure that the content is comprehensive, relevant and
focused. Only those topics applicable to the contract should be addressed. For instance, it may be unnecessary to address
Finished Product stability in a quality agreement concerning supply of Active Pharmaceutical Ingredients. Rather, the
unnecessary content may act only to distract and lend confusion to the scope.

On the other hand, quality agreements with Supplier/Service providers that differ in nature may contain similar topics. It is
important to acknowledge that even when similar topics are addressed, the terms and conditions contained therein may have
subtle or even substantial differences. For instance, the change control section for Finished Product supply may contain a term
addressing the management of the regulatory file/dossier; however, such a term would not be contained in a quality agreement
for transportation services. Contracting parties should also be mindful that the content of a quality agreement may vary
depending on the governing regulations of the applicable regulatory jurisdiction, as applicable.

If quality agreement templates are used, particular attention should be given to selecting an appropriate template for the type of
supply/service. For example, a quality agreement template specific for the supply of excipients should not be arbitrarily used for
negotiations of ancillary materials such as filters. If templates are to be used, the contracting parties should be open to adding,
deleting or modifying the content of the template to be comprehensive, relevant and focused for the type of supply/service.

Quality Agreement Framework

There are specific terms that should be outlined to describe the framework for the agreement. Typically found in the preamble/
recitals of the agreement, such basic content may include:

I Scope of the agreement
II. Required licenses
Ill.  Governing Regulations / Guidances / Standards

IV.  Corporate Responsibility / Codes / Charters / Principles

Rx-360 Best Practices - Quality Agreement Guide 12 of 41
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l. Scope

The scope of the quality agreement should align with the supply or services rendered and will delineate the boundaries of the
relationship that the agreement is meant to cover. This protects the parties from the potential argument that the agreement could
cover more products, or more activities, than what was intended. Once the scope of the agreement is clear and understood,

the quality agreement will act to comprehensively set-forth the obligations and responsibilities of the parties within the agreed
boundaries.

ll. Required Licenses

The required licenses, permits and approvals to carry out the business may vary by jurisdiction. Regardless of the number or
type of licenses, permits, and approvals, the parties to the agreement should confirm that they are in a position to hold and will
maintain the required licenses, permits and approvals to fulfil their obligations for the term of the agreement. Any revocation,
cancellation or expiry of any license, permit or approval necessary to perform the services under the scope of the agreement
should be communicated to the other party without delay. Some companies may elect to exclude such a term in the quality
agreement if covered under the commercial agreement.

lll. Governing Regulations / Guidances / Standards

Quality agreements are not intended to repeat the laws, regulations, industry guidances or standards; the purpose of a quality
agreement is to assign the respective quality roles and responsibilities as they relate to the relationship of the parties. However,
the quality agreement should outline the governing regulations, guidances, or standards under which the agreement is

made such that the parties agree which quality responsibilities need to be assigned. Furthermore, for some types of quality
agreements, the regulatory authorities may expect such a written commitment. According to FDA's “Guidance for industry
Contract Manufacturing Arrangements for Drugs: Quality Agreements” the FDA expects that quality agreements will specify that
services provided by the Contracted Facilities (including contract laboratories) will comply with cGMPs and the applicable local
(state and national) authorities as agreed by the parties.”

For unregulated suppliers, where regulations, guidances or standards do not apply, supplier internal quality systems should be
in place and followed.

IV. Corporate Responsibility / Codes / Charters / Principles

In addition to applicable laws and regulations, the adherence to certain ethical standards/charters/principles, as well as
Corporate Responsibility programs might be requested from the Supplier. The requirement might cover either the participation
in industry-wide programs or the definition of clear internal charters/principles in respect to a certain ethical or governance topic.
While some of these principles might indirectly affect quality (systems), commitments in respect to EHS/ethics should only be
defined and fixed in an applicable Supply Agreement. Supply Agreements would potentially list the applicable charters and
guide to the respective document (e.g., documents shared together with Quality Agreement or reference to a website/hyperlink).
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The type of corporate responsibility / ethical declarations and charters will depend on the relevant industry, as well as the
products / services provided. Typical examples, which would be outside of any Quality Agreement, include:

* Code of Conduct

* Sustainability Programs / Reports

* Human Rights Charter

* UN Global Compact

¢ Responsible Sourcing

* Responsible Care®

* Environment, Health & Safety Policies / Programs
* Force Labor

* Child Labor

* Social and Labor Standards (e. g.,, OSHA)

* Biocides

* Conflict Minerals / Responsible Mineral Sourcing
* Animal Science and Welfare

¢ Ozone Depleting Substances

* Nagoya Protocol or CBD (Covention of Biological Diversity)
* Cybersecurity

¢ Genome Editing

* Stem Cells
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STANDARD LEGAL TERMS

Regardless of the type of supply/service in scope, quality agreements are drafted as legally binding documents. Barring any
language to the contrary (such as, “this document is not intended to legally bind the parties but to serve as a guide..”), the
document generally becomes binding when both parties reach formal agreement. Although the agreement can be verbal,
the signatures of both parties give effect to the agreement.” Technically speaking, no additional terms are necessary to create
a'legal document.” However, to create a clearer agreement and protect both parties against potential disputes, consideration
should be given to include the following legal terms, at a minimum:

I The Parties

I. Term (effective date/termination/renewal)

. Amendments

IV.  Assignment

V. Other Agreements/Precedence

VI.  Confidentiality

VIl.  Severability

VIll.  Governing Law & Jurisdiction

IX.  Counterparts
When drafting, parties should be aware that standard legal terms may vary in scope or interpretation by jurisdiction. When
drafting Agreements between parties from different jurisdictions, additional care should be taken to clearly state terms and

expectations. For complex Agreements, cross-jurisdictional Agreements, or those where a language barrier becomes an issue,
consulting with local counsel is often advised.

l. The Parties

The parties to any quality agreement identify the companies or legal entities responsible for the quality commitments made

in the Quality Agreement and signing the agreement. By extension, these are the parties who will bear the responsibility for
managing future contract resolutions or disputes. The parties should be identified by the name under which each entity is
incorporated or organized and an address at which it can be contacted. Itis also common to indicate the state or jurisdiction in
which the entities are formally incorporated. Depending on the nature of the agreement, the parties may also include affiliate
companies or locations. In cases where the party that supplies a product and the sites involved in the manufacture of the
product are affiliated, but different legal entities, additional language is needed to clarify that each reference to Supplier shall be
interpreted as a reference to Supplier and/or the affiliated manufacturing entity, as applicable. For further discussions regarding
quality agreements that encompass more than two parties, see section “Managing Multiple Sites/Parties”.

NOTE: It should be verified between the Parties that any location listed as a Party to the Agreement is a Legal Entity with
signature authority according to the companies’ own bylaws and/or relevant policies. Itis not necessarily true that all locations
fora company can enter into a legally binding contract or agreement.

"For more information on the legality of signatures and electronic signatures, please see the discussion in the Signing and Maintaining Agreements Section.
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[Il. Term (effective date/termination/renewal)

The term of the quality agreement refers to the time, generally dictated in years, during which the Agreement is considered
effective. Company experience and policy will likely dictate the standard term(s) for quality agreements. Generally, the terms of
Quality Agreements follow one of three options:

1. Aflat chronological term, usually stated in years (i.e., “This Agreement shall remain in effect for five (5) calendar years from effective
date.”) Aflatterm is the most straightforward, but may require further amendments as the agreement ages.

2. A term dependent on a “trigger” event, such as the life of the product or manufacture of a particular element. This may eliminate
the need for multiple amendments or continuous renewal, but it should be considered whether or not the products or services
provided may need to have changes over the life of the contract. Some companies are reluctant to use such terms in the quality
agreement as they create uncertainty regarding the chronological scope and may extend the requirements of the agreement
indefinitely. If using a triggered term, recommended best practice is to include a renewal or review provision with a fairly short
term to ensure the agreement reflects current production practices.

3. Many agreements utilize a conservative flat term coupled with an “evergreen” or renewal provision to allow the agreement to
continue past the set term without formal amendment. Most renewal provisions trigger automatically unless either party to the

agreement takes a specified action (such as providing notice to amend or terminate before a certain date).

The term section may also have language detailing the rights of the Parties to terminate the contract upon breach or for mutual
convenience. This may be as simple as a short time frame for notice, or it may include a longer time frame with additional
promises and protections (e.g., continued rights to purchase inventory for a period). Most rights to terminate will require that
the terminating party provide notice, generally in written form, to the other party. In many agreements a clear breach of the
agreement not corrected in a timely fashion provides ground for termination without notice. If there are obligations that should
last beyond termination of the agreement (common terms include confidentiality requirements, record retention, or audit
obligations), these should be explicitly noted as surviving the base contract and specific terms provided.

The Effective Date of the Agreement shall also be defined. Date of last signature is a common approach, but in some cases, the
date for a quality agreement may need to be linked to another document. For example, if the quality agreement is being signed
in connection with a Master Supply Agreement / Master Services Agreement (“MSA"), the effective date for the MSA may take
precedence and then would be mentioned via reference in the quality agreement.

1. Amendments

When applicable, a process for amending a quality agreement should be outlined as part of the agreement. Given the extensive
time involved in drafting, finalizing, and signing a quality agreement, it is often efficient to provide a short-form amendment
process to add or delete products or services in addition to a formal process to amend the content of the agreement clauses.
The amendment process can take several forms:

* Ashort list/appendix of products or services to be added (or deleted)
* Complete revision of the Product or Service list

* Other types of amendments, where the content of the agreement clauses is being adjusted

An amendment process should require that changes to the original quality agreement be mutually agreed upon and set out in
writing to avoid unilateral or unclear changes.
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Depending on company policy and experience, the amendment may need to be signed by all Parties to the Agreement, or in
other cases, only signed by the initiating Party. In general, approval of any amendments should align with the signatures of the
original Agreement. If a time is not specified, the amendments will be assumed in force upon signature. For amendments that
require changes to production or business practice (for example, incorporating updated GMP requirements), it is advisable to set
a reasonable timeline for implementation within the text of the amendment.

V. Assignment

The assignment term addresses transfer of the roles and responsibilities of a party to the agreement to a third party. Standard
assignment terms require that both parties agree on the assignment and that the non-assigning party provide written consent.
As assignments generally require an amendment to the agreement (to formally change the named parties), it is common to allow
an exemption for assignment to a subsidiary or successor. This prevents a situation where an acquired company or a supplier
shifting production sites must amend all their standing quality agreements.

VI. Other Agreements/Precedence

Where there are multiple agreements established between the parties, a provision should be included in the quality agreement
that clearly specifies under what conditions which agreement shall prevail. In case of any discrepancy, the inclusion of such a
term may prevent unnecessary confusion and conflict.

Quality agreements should outline the quality terms, whereas supply/service agreements should outline the commercial terms.
In the unfortunate case of overlap or conflict, the quality agreement, as agreed between the companies’ quality units, should
prevail over the business agreement for quality matters. Other accompanying documents, such as supply agreement or MSA,
may contain certain elements (e.g., definitions of the terms) that are used in the quality agreement as well. It should be ensured
there is no conflict in terminology between all related documents.

Some companies may have an internal policy requiring the supply/service agreement to prevail under all circumstances. Before
accepting such a term in a quality agreement, quality personnel should ask:

* Should decisions on quality matters be made by business personnel?

* How would this policy be justified if challenged by Regulatory Authorities (as applicable)?

VII. Confidentiality

Quality Agreements should have a confidentiality section to define the confidential information that may be disclosed between
the Parties during the negotiation or term of the Agreement. A confidentiality provision may not be needed in instances where
the parties to the quality agreement already have a comprehensive confidentiality obligation in place (e.g., Supply Agreement,
Confidentiality Disclosure Agreement or Non-Disclosure Agreement). As a result, the need for a confidentiality provision in the
quality agreement may be contingent on the non-existence of a separate viable confidentiality obligation. Where a previous
confidentiality agreement exists, parties should ensure that the term will be sufficient for the Quality Agreement and that the
definition of confidential information covers information shared under the Quality Agreement.
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VIII. Severability

Severability refers to actions in the event that a provision in the quality agreement is determined to be impermissible under
applicable law. Typically, the parties agree to use good faith efforts to re-write the problematic provision or delete it in its entirety
from the agreement, as opposed to terminating the quality agreement in its entirety because a single provision is unenforceable.

IX. Governing Law & Jurisdiction

This section of the quality agreement defines two distinct and important legal elements. The governing law provision is an
agreement by both parties that the laws of a particular jurisdiction will apply to the contract. The jurisdiction clause dictates the
agreed upon venue for any disputes relating to the Agreement. It is important to note that these are not necessarily the same,
for example, Ontario courts can apply Massachusetts law to resolve a dispute if that is the law the parties choose. However, it is
generally preferable to use governing law and venue from the same territory, state, or country. Typically, the law of the country
where the SUPPLIER is located is chosen. Although most templates will include default provisions, the jurisdiction is frequently
changed in negotiations to accommodate both parties. It should also be noted that some jurisdictions limit choice of law based
on relevance or contacts.

In some cases, parties may opt not to include a specific jurisdiction and venue, but instead use an arbitration clause. Arbitration
clauses generally specify the administrator and jurisdiction for arbitration, as well as the location and language. Arbitration
clauses should also specify a set of rules to govern any arbitration (for example, the International Arbitration Rules of the
International Centre for Dispute Resolution).

X. Counterparts

This section states that the agreement may be signed at different times and locations, and that all appropriate signature pages
may be brought together (either electronically or on paper) to produce one unified Agreement. This is vital in today’s business
environment, where it is that one paper contract is not physically delivered from location to location. Counterparts allow for PDF
documents to be shared between parties for a more efficient signature process. Companies using counterparts should ensure
that they have clear compilation and storage protocols to ensure that a fully unified final Agreement is created and accessible as
needed. In cases where a counterpart clause is not included in the quality agreement, original signatures from each party should
be obtained on the same original agreement.
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Technical Content

Standard Quality Terms

The quality terms set out the contracting parties’ roles and responsibilities as agreed between them and as relevant to the supply
or services. Key topics to be considered that will be further discussed in this guidance are:

l. Definitions

II. Regulatory Authority GMP Inspections

M. Right to Audit

IV.  Data Integrity

V. Documentation / Records

VI.  Change Notification / Change Control

VIl.  Annual Product Reviews (APR) / Product Quality Reviews (PQR)
VIIl.  Deviations / Investigations / Out of Specification (“O0S")

IX.  Complaints

X. Recalls / Regulatory Reporting

XI.  Sub-Contracting

XIl.  Starting Materials / Supplier Management / Supplier Qualification
Xlll.  Validation / Qualification

XIV. Manufacturing (Processing / Packaging)

XV.  Final Product / Final Product Release

XVI.  Quality Control/ Quality Assurance

XVII. Stability / Sample Retention

XVIII. Storage and Distribution

XIX. Returns

Other notable topics that may be considered, but which will not be discussed in this guidance, include:

XX.  Self-Inspection

XXI.  Training and Competence

XXII. Facilities (Housekeeping / Pest Control)
XXIll. Counterfeits

XXIV. Controlled Substances (DEA Requirements for Registration, Security / Facility Design, Order Forms, Importation / Exportation, etc.)

Appendix C: Content Matrix provides a summary of recommended topics for various types of supply/service relationships. Use of
the matrix should depend upon your risk assessment.
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. Definitions

The internal definition of key terms used to describe the QMS, including GMP responsibilities, might differ between Supplier and
Customer. Key terms in respect to GMP responsibilities are often defined in applicable guidelines and regulations. By referencing
the guidelines and/or regulation in the quality agreement, definition can be directly incorporated into the agreement, without the
need to duplicate the glossary of terms.

Other important terms might not be consistently defined in guidelines and/or regulations. It is advisable that both Customer
and Supplier mutually agree on definitions for terms with a potential for misinterpretation. The interpretation of terms will vary
depending on industries, business relationship, regions, as well as internal policies/procedures at Supplier or Customer. Below
we list some aspects with a potential to require detailed definitions (non-conclusive list):

* GMP (define/reference applicable guideline/regulation)

* Validation / Verification (if no guideline/regulation applies)
* Calendar days / Business days (in context of timelines)

* Critical / Major / Minor (e.g., in context of Deviations)

* Original Manufacturer / Supplier / Vendor / Distributor

* Subcontractor / Third Party Manufacturer

* Batch/Lot

* Timelines (e.g., immediately, promptly, without undue delay)

Il. Regulatory Authority GMP Inspections

Quality regulatory GMP inspections yielding unfavorable results (e.g., warning letters, sanctions, etc.) may have an undesirable
impact on the supply chain. This may not only negatively affect each party’s business, but also, and more importantly, the
public’s welfare. Therefore, when dealing with Suppliers/Service providers that are subject to regulatory inspections, the
quality agreement should clearly outline the expected communication and obligations between the parties pertaining to these
inspections.

Depending on the nature of the supply/service relationship, notice of a planned impending regulatory inspection should
precede the actual inspection date. For instance, in case of contract manufacturing where the product is owned by the
Customer, advance notice permits the Customer to support and be present during the inspection, if desired. In case of
unannounced regulatory inspections, the quality agreement may provide a timeline to notify the Customer from the initiation
of the audit. However, where the supply/service provider may supply or provide service to many customers, notice of the
inspection may not be practical.

In any case, there should be a clear requirement for either party to report any (i) regulatory authority action (e.g., sanctions,
withdrawal of necessary permits and licenses, etc.) and (i) observations as they relate to the product or services. The timeline for
reporting these should be clearly outlined.
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In addition, the quality agreement should outline the Customer’s access to the inspection report and the form in which it will
be shared (e.g., complete report, redacted report, excerpts, etc.). The inspection report may be used by the end customers to
perform supplier risk evaluations or even required due to regulatory obligations. Typically, the inspection reports are redacted
to include only relevant information related to the product or service supplied. Alternatively, a summary of the inspection and
inspection findings may be provided.

Provisions should also be included to stipulate if the parties should collaborate and agree upfront regarding the reply to
observations related to the supply/services in scope of the agreement.

[1I. Right to Audit

A quality audit of the Supplier/Service provider is an essential component of any qualification program. The audit permits an
evaluation of the Supplier/Services providers' ability to meet the applicable laws, regulations, standards, and relevant guidance,
as applicable. The recipient of the supply/services should have the right to review and evaluate the Supplier/Service providers'’
quality systems, procedures, facilities, and documentation, as they relate to the supply/services received or rendered. However,
this right to audit should not interfere or impede the Supplier/Service provider's ability to operate their business. Therefore, itisin
the parties’ best interest to set forth the conditions of the audit. Such conditions may include but not limited to:

* Advance written notice requirements for initial (e.g., first time audit new Supplier), routine (e.g., vendor qualification), for-cause (e.g.,
quality failure) and targeted (e.g., qualify new service for approved vendor) audits

* Routine audit frequency (e.g., annual, biennial, triennial, etc.)

* Provision permitting for-cause audits

* Number of auditors

* Pre-audit requests

¢ Audit duration

* Guidance around what the auditor(s) may inspect / observe

* Use of third-party auditors (e.g., Rx-360). The joint audit program allows members to cosponsor audits in a confidential manner.
* Purchase and use third-party audit report (e.g., Licensing Rx-360 audit report)

* Share audit report within company group(s)

* Timeline for issuing the audit report

* Timeline for issuing a response to the audit report; as well as the general content of each response to each observation (e.g., root
cause, CAPA (corrective action / preventive action), CAPA due date, etc.)

* Requirements for confidentiality (Any restrictions to access to documents or processes that are considered business secrets/
proprietary)

The final terms agreed between the parties should be commensurate with the business.
IV. Data Integrity

Data Integrity should be incorporated into the Quality Management System of the Supplier. An initial gap assessment should

be performed by the Supplier to detect gaps in the areas of highest risk including Computer System Validation, Manufacturing,
and the Quality Control Laboratory. Relevant Corrective Actions should be developed to address any gaps including any interim
actions for remediation activities that require longer implementation guidelines or capital investments. ALCOA+ Principles
should be followed. (A - attributable to the person generating the data, L - legible and permanent, C - contemporaneous, O -
original record (or true copy), A - accurate, Complete, Consistent, Enduring, Available per applicable regulations).
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Data Integrity guidelines and regulations that may be referenced for compliance include:

* WHO: TRS 996 Annex 5 - Guidance on good data and record management practices, 2016

* EMA: Guidance on good manufacturing practice and good distribution practice: Questions and answers - Data Integrity, August 2016
* ISPE GAMP® Guide: Records and Data Integrity, 2017

* MHRA: GxP Data Integrity Definitions and Guidance for Industry, April 2018

* FDA Guidance for Industry: Data Integrity and Compliance with CGMP - Questions and Answers, December 2018

* Health Canada GUI-0104: Good Manufacturing Practices for active pharmaceutical ingredients, December 2018

* WHO draft Guideline on Data Integrity, QAS/19.819/Rev.1, June 2020

* PIC/S Guidance PI1 041-1: Good Practices for Data Management and Integrity in Regulated GMP/GDP Environments, July 2021

* OECD: Advisory Document of the Working Party on Good Laboratory Practice on GLP Data Integrity, Sept 2021

Some of these and other helpful documents may be found in the Rx-360 Data Integrity Library.

V. Documentation / Records

Maintenance and retention requirements of paper and electronic records should be outlined in the agreement. The retention
period for records should be in line with the relevant regulations or guidance documents, as applicable. In case of no governing
regulation or guidance, explicit retention timelines for records may be defined. Depending on the nature of the document, the
retention times may vary. The agreement may also outline that the documents shall be (i) readily retrievable and (ii) stored in a
manner suitable to prevent damage and loss.

Negotiation over the retention timeframes may be problematic. For example, a Pharma company may request an excipient
supplier to store records for a lengthy timeframe (e.g., seven (7) years). The timeframe may be requested to ensure the excipient
supplier's records are available for the entire shelf-life of the drug product that used the excipient for investigational purposes, if
and when required. As there are costs associated with excessive or lengthy retention requirements, the parties should negotiate
these terms. These terms may include the takeover of the documents by the customer when the retention time ends.

VI. Change Noitification / Change Control

Change Notification / Change Control is a top-priority section of any quality agreement; it outlines the requirements for the
communication, evaluation and the implementation of changes to the supply/service as agreed between the parties.

Change notification permits the Customer to (i) evaluate the impact that the change may have on the quality of the supply/
service, on internal documentation and systems, and on the regulatory file/dossier, as applicable, and (i) take any required
actions (e.g., prepare for revalidation of the drug product, update internal documents or regulatory file/dossier, etc.).

Often one of the more contentious areas for negotiations is those terms pertaining to the approval rights over supply/service
provider driven changes. The Customer may seek approval authority over significant changes that impact the quality of the
product supplied or regulatory file/dossier. Approval rights are typically acceptable in cases of strict contract manufacturing (i.e.,
the Customer is the Intellectual Property Owner of the product) and customer-exclusive product supply relationships.

In the case of impact to a regulatory file/dossier, the quality agreement may include a commitment by the supplier not to
implement such changes until there is confirmation from the Customer that the change has been received, evaluated and
appropriate approvals obtained (e.g., regulatory approval received).
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To ensure clear expectations for change control, the quality agreement may spell out:

* Types of changes that require notification (e.g., a detailed list of the types of changes) or a classification of the type of changes (e.g.,
minor, major, critical, significant, etc.)

* Timeframe for prior notification of changes

* Content to be included with the change notification (e.g., justification, projected timeline for implementation, etc.)
* Approval rights and timeline for approvals

* Method of communicating changes

* Contact details for receiving change notification if different from quality contact.

Forincreased clarity, a correlating guideline that aligns with the change control procedure of the supplier may be referenced
(e.g., "IPEC Significant Change Guideline for Pharmaceutical Excipients”, USP <1195>: “Significant Change Guide for Bulk
Pharmaceutical Excipients”, etc.).

VII. Annual Product Review (“APR") / Product Quality Review (“PQR")

Preparation of APR/PQR, covering each commercial batch produced within a specified review period, is a regulatory requirement
for both finished drug and API products. This section may outline (i) the party responsible to prepare, review and approve the
APR/PQR, (i) the expected content of the APR/PQR, including a summary of any changes, deviations, recall events, trend analysis
and CAPA, (iii) reference to governing regulation or guideling, (iv) clear delineation of the review period, (v) the conditions under
which the Customer may review and approve, if applicable, the APR/PQR and (vi) how the document is to be shared between
the parties.

VIIl. Deviations / Investigations / Out of Specification (OOS)

Should the Customer receive notification of deviations or OOS? Under what conditions or timelines are notifications required?
Should the Customer have approval authority over the deviations/O0S?

Answers to these questions are dependent on the supply/service relationship. For specific types of supply, such as excipients
or APJ, or services, such as transportation or warehousing, the quality agreement may simply require the Supplier to have a
system in place to conduct investigations. However, for finished product supply or customer-exclusive products, there may be
heightened governance with respect to Customer notification and Customer’s review and approval of the deviation prior to the
commercial release of the product.

In any case, the following content may be considered:

* The types of deviations that require natification (e.g., minor, major, critical and include respective definition), if any

* The requirement for the Supplier to notify the Customer of serious product issues identified after the Supplier’s release of the product
* If notification is warranted, the timeline for the notification

* Requirements of the investigation content (e.g., investigation, root cause analysis, historical review, CAPA, product disposition, etc.)
* Timeframe for completion of the deviations/OOS and provisions for extension

* Customer approval rights, if any

* |f Customer approval is warranted, indicate whether the Customer approval of the deviations/OOS shall precede the Supplier's
release or shipment of the product
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IX. Complaints

The complaint process requires evaluating, investigation, addressing the defect or issue, and taking measures to prevent future
re-occurrence. A comprehensive and efficient complaint handling process may act to ensure the safety of the end user and
makes good business sense.

A comprehensive complaint section delineates the mutually agreed:

* Process and timeframe for complaint submission

* Method of providing supporting samples/documentation

* Requirements of the investigation (e.g., investigation, root cause analysis, historical review, CAPA, product disposition, etc.)
* Timeframe for completion of the complaint investigation and provisions for extension

* Party(s) responsible for final review and approval

* Party responsible to reply to the complainant, as applicable

X. Recalls / Regulatory Reporting

Companies supplying products to other companies or directly to the public are legally and ethically responsible to ensure the
rapid recall of suspected or confirmed defective products. This is especially critical in the case of supply / services impacting
marketed pharmaceutical products affecting the public’s safety. A comprehensive and well written quality agreement that
incorporates content to aid a rapid recall may mitigate any undue risk to the public.

To facilitate a clear understanding between the parties, some consider the following:

* The timeline for communicating the discovery of a potential for a recall

* The timeline for completion of the recall investigation (if the parties expect expedited investigations)
* The party responsible to conduct the recall investigation

* The expected content for the recall investigation, including full supply chain traceability

* The party responsible for the final decision of the recall of the product

* The party responsible for regulatory authority reporting, when warranted

* The party responsible to execute the investigation

* The party responsible to execute the recall

* The requirement for supplier to conduct periodic challenges of their recall system to ensure expedited retrieval of traceability
information

* The requirement for supplier to implement systems such that the recall can be put into operation during and outside normal business
hours (e.g., include out-of-office contacts)
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XI. Sub-Contracting

Any outside companies that are being used to provide product/services should have attention brought to their activities and
responsibilities in the Subcontractor Section. The services may include, but not limited to, sterilization services, manufacturing,
packaging, labeling, testing, warehousing, and/or transportation. This section shall define which party will be responsible for
the actions of the subcontractor and how the subcontractor’s activities will be in alignment with the agreement. The parties of
the agreement should state their requirements for a subcontractor qualification process and the expectations for sharing such
supporting qualification documentation.

Subcontractor names and specific activities performed may be included in an attachment or appendix of the agreement.

If not already outlined in the Audit Rights and Change Notification sections, it would be advisable to include the right to audit the
subcontractor and the importance of Change Notification being provided through the supply chain.

XIl. Raw Materials / Supplier Management / Supplier Qualification

The qualification of incoming starting materials used to manufacture/package the product supplied should be defined.
Specifically, the party responsible should be identified and the qualification requirements outlined. In cases where the Supplier
is responsible for the qualification, the Customer may request to exercise some quality oversight over the supply chain. In this
case, the boundaries of this quality oversight should be agreed. For instance, can the Customer review the audit report/quality
agreement between the Customer and starting material supplier? If so, under what conditions may the audit report/quality
agreement be reviewed (e.g., during on-site audit of the Supplier, redacted, under the conditions of a confidentiality agreement,
etc.)?

Where applicable, the quality agreement should stipulate the requirement to purchase from approved starting material suppliers
in accordance with the marketing authorization / drug application.

The quality agreement should also allocate responsibilities between the parties for the establishment of the specifications and
testing methods and the requirements for incoming sampling and storage (e.g., storage conditions and controls) of the starting
materials.

Depending on the type of material supplied, the quality agreement should include the obligation for the supplier to provide
statements / certifications related to the starting materials. For example, the supplier may be required to provide:

* GMP certificate / regulatory compliance

* Transmissible Spongiform Encephalopathy (“TSE") / Bovine Spongiform Encephalopathy (“BSE")
* Residual Solvents

* Elemental Impurities & Metal Residues

* Animal Origin Status

* GMO Statement

¢ Cytotoxicity

* Allergens

* Nitrosamine Risk Assessment

* TUPP Report
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Xlll. Validation / Qualification

The quality agreement should clearly define each party’s responsibilities as they relate to the validation or qualification (IQ, OQ,
PQ) for the facilities, utilities, equipment, test methods, cleaning, process, and computerized systems, as applicable to the supply/
services. Depending on the nature of the relationship, the following should be agreed upon:

* The validation regulation or guidances that apply
* The validation approach that may be applied (e.g., risk based, bracketed/matrix, etc.)
* The party responsible for maintaining a Validation Master Plan and the conditions under which this document may be shared

* The party responsible for generating, executing, and approving the validation/qualification protocol and reports and the conditions
under which the validation/qualification protocol and reports may be made available for review

* Consideration for requalification/revalidation

XIV. Manufacturing (Processing / Packaging)

The manufacturing and packaging section of a quality agreement details the manner in which the products are fabricated. This
section may provide mutual agreement that the products will be manufactured in accordance with specifications, guidelines/
regulations and regulatory file/dossier, as applicable. In the event there is an issue with the manufacturing or packaging of the
product, the section may also address the agreed action and/or approval for reprocessing and rework of the products. The
product label content may also be specifically outlined, as well as any labeling control and destruction requirements.

Other topics typically outlined relate to the manufacturing programs or controls employed to deter contamination (e.g., cross
contamination, micro contamination, metals, etc.), and the applicable governing guidances, if any (e.g., ISPE's Risked-Based
Manufacture of Pharmaceutical Products, ICH Q9, etc.). The agreement may include a provision prohibiting the introduction of
non-desirable, incl. non-pharmaceutical, compounds (e.g., hormones, penicillin, cytotoxic compounds, cephalosporins, beta
lactams, pesticides, herbicides, rodenticides, etc.) to the production facilities/equipment common to the product supplied,
unless otherwise mutually agreed.

For Sterilization services or sterile products, adherence to a recognized standard (e.g., ISO 11137, 11135, etc.) can be called
out as well as for bio burden testing (e.g., 1ISO 11737), as applicable. The process should ensure that materials be sterilized
in a consistent and controlled manner appropriate to their intended use in accordance with applicable regulations and in
compliance with the product specifications. The quality agreement may specify the required content of sterility certificates.

XV. Final Product / Final Product Release

This section should detail the roles and responsibilities for final release of the product and the party responsible for finished
product release testing. Consideration may be given to Regulatory Authority requirements, where applicable, for release in
different territories and shipment under quarantine provisions. The section should define the responsibilities for manufacturer's
release and the release requirements for commercial distribution (e.g., finished drug product and medical device supply), as
applicable.

The documentation requirements for the release of the product, such as a Certificate of Analysis, Certificate of Conformance,
or GMP statement may be outlined and vary depending upon jurisdiction and regulatory requirements, as applicable. Some
companies require review of batch records prior to the final release.
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XVI. Quality Control

To assure the quality of starting materials (e.g., AP, excipient, advanced starting material, etc.) or finished product, the quality
agreement should describe the testing requirements and other quality controls agreed between the parties.

Each product should be tested according to the agreed upon specification and according to the regulatory file/dossier, where
applicable as well as verified and released by the responsible QC personnel.

This section may include other provisions such as (i) the laboratory equipment shall be qualified, calibrated, and maintained, (i)
compendial changes shall be incorporated on or before the effective date and (iii) data integrity policies and procedures shall be
implemented to ensure the accuracy, completeness and consistency of raw data as per applicable regulations.

The quality agreement may also delineate the party responsible to:

* Establish the specification
* Approve the specification
* Validate the method (non-compendial methods)

* Approve the method validation (non-compendial methods)

XVII. Stability / Sample Retention

Stability data studies are required to establish the retest and/or expiry date for the product. An ongoing stability program confirms
that the product will meet the specifications while stored in the designated packaging configuration for the specified period.

The quality agreement should outline the governing procedure and/or guidelines in which the stability studies will be
conducted.

Furthermore, the following may be agreed:

* The Party completing the testing
* The Party with review and approval authority

* Obligations of communicating the testing results

The conditions under which the end customer may access the stability protocol, report and raw data that support the product
shelf-life may also be negotiated (e.g., complete report during on-site audit, stability statements/profiles, etc.).

Unless otherwise outlined in the deviation investigations section, the requirements for stability OOS should be outlined.
Specifically, notification timelines for stability OOS should be agreed between the Parties as there may be market action
implications that directly impact the welfare of the public.

Sample retains - the storage requirements for sample retention (quantity and time period) of the QA retains should be described
per supplier's internal procedures.

XVIII. Storage and Distribution
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To ensure the integrity of the product throughout the supply chain, this section of the quality agreement may describe general
quality systems provisions/controls around storage and distribution:

* Storage/transport of the product under the recommended/required environmental conditions

* Warehouse/carrier temperature and humidity monitoring and controls

* Measures and responsibilities in case of temperature excursions (if necessary definition of TOR times)
* Control and segregation of quarantined and rejected products

* The use of plastic or heat-treated pallets (in accordance with International Plant Protection Convention (IPPC) standards (e.g., ISPM
15)).

* Quality Management systems/standards implemented at affected warehouses/distribution centers (e.g., ISO 9001:2015)

* GDP guidelines, as applicable for products (e.g., IPEC PQG GDP guidelines, GDP for APIs)

To the extent possible, it is recommended to capture general provisions around storage and distribution applicable to
warehouses/distribution centers in the general material-specific quality agreement. This avoids the creation of additional quality
agreements for all warehouses involved in the supply chain of a material.

Provisions around special shipping/distribution requirements including custom requirements around temperature monitoring /
temperature control, shipping timelines, modes of transport, INCOTERMS, etc., shall be discussed and agreed to in the applicable
supply agreement.

XIX. Returns

The agreement may delineate how and under what conditions a product may be returned to the Supplier. There may be a
requirement that the Supplier maintain a procedure to ensure returned products are identified and segregated and records are
maintained to avoid any unintentional use.

Where applicable, the circumstances under which the returned product may be returned to stock or destroyed may be outlined.
This may include the requirements for a documented evaluation which may include retesting, affirmation that the return stock
was maintained under the required storage conditions, and the party responsible for the disposition.

Best Practices for Quality Content Terms:

If using templates, edit the content so it is comprehensive, relevant and focused to the scope of the supply/
services and the standards under which they are produced and supplied.

Ensure timelines, when warranted, are explicitly defined:
= Such as three (3) days: including business or calendar specification.

= Without a definition, words or phrases such as “promptly” or “as soon as reasonably possible” lend no
understanding between the parties.

Ensure language is easy to read and comprehend. Quality agreements must be read and understood by quality
personnel, not only lawyers.
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Negotiation and Review

[Note: This chapter does not cover the “periodic review” of quality agreements every two or three years. “Review” in this
chapter is restricted to the negotiation phase.]

Prior to starting negotiations, the expectations of both parties should be clarified, e.g., scope of the agreement (products,
services, sites to be covered), use of a standard template vs. use of an individual document. Furthermore, it is recommended to
mutually agree upon a timeline for review at the very beginning.

Basically, negotiation will become significantly easier and faster if standardized templates - ideally pre-reviewed by Legal - are
used. The “time argument” will also be most convincing for a number of suppliers or customers to accept the use of a standard
template (“if we can agree upon the ABC template, we may be ready for signature within two weeks").

In case one party insists on the use of its individual agreement, however, there are still different possibilities how both parties may
benefit from the use of a standardized template during the negotiation phase:

* The template may be used as a basis for a (slightly) modified, customized draft agreement
* Certain sections of the template may be used when drafting an own agreement (“tool box")

* The template wording may be used to resolve dispute if mutually understood as good industry practice

Hence a standardized template constitutes the ideal common starting point for any further negotiations on a Quality Agreement.
Modifying the templates should, however, be done with care and only as necessary to avoid lengthy negotiations. Individuals
negotiating should have full knowledge of the rationale behind the text. It is best practice to provide justification for any
changes to major terms, to explain why a certain paragraph is written as it is, or to have a reasoned justification ready for any
non-negotiable elements to explain why the clause cannot be changed. Where necessary or requested by either party, country-
specific or product-specific requirements may be added to the standard text.

Any alterations should clearly be indicated by the amending party to the other party as this will help to achieve one of the major
aims of the template use - speedier agreements. In order to allow review of any modified wording or any requirements added
during the negotiation phase and to ensure transparency and traceability, the “track changes mode”/redlines should be used. A
“cleaned” version would be created only directly before signature, after all parties are satisfied with the draft agreement.

The negotiation and review of a Quality Agreement should always be a collaborative effort of different departments of the parties
involved: Quality representatives negotiate and review the quality sections, and Legal representatives negotiate and review the
legal provisions. Other departments (e.g., Purchasing, Marketing) may be involved, as appropriate. It is recommended that in the
negotiation phase a sole functional unit, preferably the Quality Unit, acts as the voice of the entire company.

Best Practices for Negotiating a Quality Agreement:

Use of standard templates (e.g., provided by industry associations) will save time if the products fall into a
standard category.

Proposed changes to the (standard) template should be explained.

Quality should negotiate with Quality (involving others as needed).
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The Quality representatives of Customer and Supplier must assure that the quality provisions can be met, i.e., that the obligations
of the agreement are consistent with the quality systems established at the respective sites [Note: this is very important in case
multiple sites or affiliates at either party are affected by the agreement], and both parties must understand the impact of the
agreement provisions on patient safety and product quality.

Clarity of language in the Quality Agreement is essential. Quality Agreements have no room for ambiguity. It is generally
recommended that the wording of Quality Agreements is kept “simple” or “non-legal” (at least all sections except the general
provisions, since it is primarily written for Quality people, and these people have to understand and follow the provisions).

A Legal review of the final draft agreement is recommended, irrespective if the Quality Agreement is a stand-alone document
or if the Supply Agreement is negotiated at the same time. Not having the Quality Agreement undergo a qualified review by
Legal department may expose the company to potential liability. It is, however, not the Legal representative’s task to interpret
GMPs and change the language unless potential liability exists. It is their job to look at the document from the point of view of
someone who is providing a level of protection to the company.

The following wording recommendations aim to avoid future dispute and unexpected liability with respect to requirements and
commitments in Quality Agreements:

Do not use expressions such as “SUPPLIER guarantees,” "SUPPLIER represents and warrants,” or “SUPPLIER ensures,” in Quality
Agreements. “Guarantee”, in particular, triggers extended rights of the purchaser, liability without any fault, and leads to extended
statute of limitations.

Instead use “neutral” expressions like “SUPPLIER shall.” “SUPPLIER undertakes,” or “SUPPLIER shall make reasonable
endeavors” (but not “best” endeavors).

When a supply agreement exists or is being generated at the same time as the Quality Agreement, the reviewers should assure
that any quality provisions captured in the supply agreement are also reflected and/or not contradicted in the Quality Agreement.

Best Practices for Reviewing a Quality Agreement:

Language should be simple (i.e., “non-legal”) and unambiguous.
Review by Legal is recommended if changes are made to template. Clearly identify changes to expedite review.
Be careful with terms like “guarantee” or similar.

Ensure primary text and any annexes or appendixes align.
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Signing and Maintaining Agreements

The purpose of a signature is to authenticate writing, or provide notice of its source, and to bind the individual entity signing

the writing by the provisions contained in the document. Signing the document is not simply writing one’s name on a piece of
paper. The signature means that the person agrees to the conditions outlined and also agrees to perform the actions stated in
the contract. The person signing pledges to follow the rules and also pledges to accept the consequences if they fail to do so.

Ordinarily a signature can be affixed in a number of different ways. It can be handwritten, digital or electronic, printed, stamped,
or photographed. A handwritten or “wet” signature is a mark that identifies the individual who created it. It commonly spells out
a person’s name. Unless otherwise legally expressed, a signature can be written with loops, ascenders, descenders, special
characters or signs; as long as it remains consistent from contract to contract otherwise the validity of the signature can be
contested.

Alternatively, digital signatures may be used. Commonly available e-signature tools are, e.g., DocuSign or Adobe Sign. There
can be issues though if both parties do not have access to the same exact electronic system for digitally signing documents. If
this is the case wet signatures may have to be used. Parties should also ensure that the jurisdictions in which the Agreement will
be applicable, acknowledge the legal validity of digital or electronic signature. Most countries have passed “e-sign” laws to this
effect, but a few outliers remain.

Most jurisdictions now also accept facsimiles or scans of actual handwritten signatures as legal signatures. Using facsimile/
scanned signatures means that the documents must be faxed or e-mailed back and forth several times until all parties have
signed off. One word of caution is to be sure that the signatures are strong and legible as sometimes during repeated faxing/
scanning the original signatures can become very faded and illegible.

Authority to sign

Authorization to sign contracts is normally addressed in a corporation’s bylaws and / or in resolutions of the board of directors.
It is very important to ensure that any party signing the agreement has the legal authority from the company to do so. Many
companies may also wish to include a signature from the quality department to indicate they have reviewed the terms. Itis
usually a good idea as part of the signature to include the printed name, title and company of the individual who is to sign the
agreement. If any of these items do not match what is stated elsewhere in the agreement it would be a good idea to vet the
individual before the signature is made. In some cases it may be appropriate to add a clause such as:

Each person signing this Agreement represents and warrants that he or she is duly authorized and has legal capacity to execute
and deliver this Agreement.

Unless an alternative effective date is provided, a Quality Agreement is generally effective upon the signature of both parties.
However, a company’s obligations are not completed once the agreement is finalized.
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Maintaining Quality Agreements

Existing non-disclosure agreements between parties and a company’s security protocols will place constraints and controls on
the release of documents as well as ensure that storage of and access to the agreements remains in compliance.

A common practice is for signed and completed Quality Agreements to be stored in a central repository so that all agreements
are kept together and can be easily searched or controlled by one department (often Legal or Quality Assurance). Hardcopy
documents can be scanned and loaded into an Electronic Document Management System (EDMS), while the original can be
safely filed with the owning department. This practice facilitates wider use and visibility by many departments.

Notify key users that a new agreement is in place, so that any agreed upon contacts or authorities within the organization are
added, where applicable, to the appropriate quality systems (e.g., Change Communication and CAPA systems). Agreements
containing more technical or non-standard commitments may require specific training.

Notifications can be accomplished manually or automatically. Many EDMS or Learning Management Systems (LMS) can be
set to automatically notify a pre-selected user group that a new Quality Agreement has been loaded and approved. This can
directly trigger a review of the agreement and any required actions. In lieu of automated systems, a simple email-group list can
accomplish the same task and direct employees to the electronic location of the document.

One best practice to facilitate training and eliminate inconsistencies with interpretation of Quality Agreements (often written in
legalese or difficult to understand language) is to create a summary document for each agreement that extracts and plainly lists
the deliverables, notification commitments, and timeframes that have been agreed to in a particular Quality Agreement. This

is particularly useful for quick reference situations, and to avoid having employees read through an entire legal document, or
avoiding different interpretations of what is required. Here is an outline of the steps to create.

a. Summarize key deliverables for each agreement into a one-page document.

b. Make the document easily accessible and linked to or reference the official agreement.

& Communicate agreement details using the one-page summary rather than the full agreement.
d. Easily reference the Summary Document when needing to see commitment details.

You can create a standard template to capture all deliverables, notification timeframes, or actionable items and summarize them
one 1-page. This can make compliance, reference, and look-up of details much easier for individuals and groups responsible
for complying with the agreement, and removes much of the interpretation issues that often accompany having people read
through complex legal agreements. You can add paragraph or section numbers to facilitate going back and reading the original
agreement in context. The summary sheet can be created and approved in the EDMS alongside the official agreement. For
obvious reasons, it is important that this summary document be reviewed and approved internally to be sure that everything

is captured and that none of the commitments have been missed. See an example Quality Agreement Summary document in
Figure 3.
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Quality Agreement Summary

CUSTOMER: Products: Effective Date:
QAG Doc =

Tha following items are actionsble responsibilities extractad from the affactive Quality
Agreoment above:

SECTION | ACTIONAELE ITEMS FOR CLIENT

54 CLIENT =il geseras masufacmrins racords for product and submi them o CUSTOMER. for
i Wﬂmbw u:dmwmchms

56 CLIENT will gegerase SOP: for product mcd‘a: acahsical medhods and bt e ©
' CUSTOMER fwwﬂp«mbm Mp{mbm chasges

38 If coztracted, CLIENT =il gecerase Method [T —— for product and mbomnt ®em ©©
i CUSTOMER. iw;ppfm':lmbm and orior %0 agy chaages

92 Testing will be completed oot more dan 30 days from e dase of masafacmee

93 Masmase endegh o soa samgples for 3X westng for ] year past shelf Life

54 If cosaracied, CLIENT w=ill gesesase Subiley Protocols for product asd submit them %
i CUSTOMER for approval peior %0 use and prior 30 agy chagges

101 Nonificanon withie 3 busieess days of sipeificasn soeccaformasces or coafirmed OOS during

prodoct maoufacmring or lessng
102 Noufxcanos wilken 3 buswess davs of upahcanst soacoaformances ducoversd afier product

delvesy.
If CUSTOMER. discovers sonconformany afier delvery, CLIENT will complete the svestizason
102 within 15 d3s. ohersize provide an mmerim reportat 15 days. If CLIENT agrees wifh
ooaccaformaty, CAPA glis =il be seat io CUSTOMER wihn 10 davs.
103 Coa, Co0, asd CoC provided wpon baxh releass by QA
103 Copies of completsd baxch record and acalysical wsn daw provided by CLIENT Project
= Magzagemess
104 CLIENT will provade regoesied mformation for asy product complasss or regulaiory regoests
i withan Teo bmsaness davs
10.6 CLIENT will ratain baxch record documesmation for 20 lass as 10 vears or for e duration of e
. Maner Asreemen
111 Nosuficasion within 1 business day of ag sngpection by agy Reguliiory Ageacy tat direcdy relases
5 w0 e CUSTOMER: geodsct
111 Noufication within | busioess day of recespt of ag mspecsion reponiby a Regularcey Ageocy tat
: dirscty ralymz s e CUSTOMER: product
Copies of Ragulatory imspection fepors and CLIENT sesposses =i be soat within ] busimess days
111 of respomses being seot w0 the Regulawey Agency for inspections that directy refates 1 the
CUSTOMERs oproduct
141 If requoired, CLIENT will geoerase Process Validasion Prosocols for product and sobmit hem o

CUSTOMER for approval oade 30 tie and Ohiod 30 aov chasses

Fig. 4. Sample Quality Agreement Summary Document.

Best Practices for Maintenance of Quality Agreements:

Store Quality Agreements electronically in a central repository to make them more readily accessible.

Notify impacted employees about new agreements using automated systems built into EDMS/LMS systems or
simply by a group distribution list within your company email system.

Create a summary document for each Quality Agreement that plainly states deliverables, notification
commitments, and contacts, etc.

Comply with confidentiality and security requirements.

One of the more important tasks after signing a Quality Agreement is ensuring setup of systems in order to make sure there is
compliance to the agreement. Ideally, during the negotiation process, any provision that cannot normally be complied with
would be identified and removed or discussed with the other parties, but if not, a system for monitoring / periodic review and
ensuring compliance needs to be implemented. Example of common tasks include adding a list of products to a change
notification system, establishing document deliverables for products, adding defined customer contact info to official systems.
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These are just a few of the key tasks that need to be done after an agreement is signed. Because proper compliance to the
agreement will often rely on these post-signature tasks, another best practice is to include these tasks as part of your internal
Quality Agreement procedure or perhaps as a checklist of tasks to be completed.

Finally, your internal procedure should establish a process and timeframes for how long Quality Agreements are in effect
and what to do when they expire. This should be agreed to during the negotiation process with the other party, but internal
procedure should document how to track and manage Quality Agreement timelines, including the considerations below:

a. Does an agreement ever expire?

b. Will a document expire after a certain number of years?

C Can it be auto-renewed without re-signing?

d. Can Product Lists or Appendices be updated without re-review or re-signing the entire agreement?

These are some of the questions that need to be addressed in your procedure and brought up during the negotiation process in
order to avoid issues after the agreement has been in effect for several years.

Best Practices for Maintenance of Quality Agreements:

Include any post-signature tasks in your internal procedure and setup a checklist to be sure these items are
completed for each new Agreement.

Allow for Product Lists and other Appendices to be updated without requiring the entire document to go back
through review and revision.

Include Expiry or Renewal guidelines in your internal procedure. Tie expiration to Supply Agreement (with noted
surviving terms).

Conclusion/ Summary

Conclusion

This Rx-360 Best Practices Quality Agreement Guide is intended to assist both Customers and Suppliers in efficiently managing
the initiation, negotiation, implementation, and ongoing maintenance of quality agreements. It is intended to be a reference
guide for best practices and should be used to help streamline processes and provide simplified solutions for common tasks
associated with Quality Agreements.

This document is considered a continuous effort and will update it as needed based on the most current industry and regulatory
practices. We welcome any questions or comments you may have on the material in this document.

As with other documents created by the Supplier Quality Working Group, it attempts to highlight the perspectives and needs of
both Customers and Suppliers, while trying to identify the best practices that enable the industry to best meet the needs of our
patients.
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The information included is for reference only and should not be substituted for following regulatory requirements for your
particular product or application.

The best practices included were shared and collected from multiple industry volunteers representing both Customers and
Suppliers, most of which are quality agreement specialists in their fields. This document would not have been possible without
their hard work, insight, expertise, and dedication to the project.

Version 2.0 Review Team Version 3.0 Review Team
Ken Crossley, VWR Ken Crossley, Avantor

Monica Pena, Daiichi Sankyo Rainer Fendt, BASF

Elayne Kimmett, Biogen Steffen Hartwig, MilliporeSigma
Rainer Fendt, BASF Ralph Girardi, Lonza

Dee Ledwin, Daiichi Sankyo
Tom Jiang, Daiichi Sankyo - Intern

Steffen Hartwig, MilliporeSigma

Appendices

Appendix A. Content Regulatory References

This list of references is provided as a general guide to regulatory and guidance documents commonly used or referenced in
Quality Agreements. Additional regulations and guidance may apply depending on the type of product/service provided and
the jurisdictions involved.
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TOPIC

REGULATIONS / GUIDANCE DOCUMENT

Complaints

If CUSTOMER discovers nonconformity after delivery, CLIENT will complete the investigation within 30 days, otherwise
provide an interim report at 30 days. If CLIENT agrees with nonconformity, CAPA plan will be sent to CUSTOMER within
30 days.

Pharmaceutical Drug
Products

US 21 CFR Parts 210, 211

CFR - Code of Federal Regulations Title 21 (fda.gov)

CFER - Code of Federal Regulations Title 21 (fda.gov)

EU Directives 2001/83/EC as amended,

CL2001L0083EN0110010.0001.3bi_cp 1..1 (europa.eu)

2003/94/EC as amended and the current relevant EU Rules and Guidance for Pharmaceutical Manufacturers and
Distributors

EUR-Lex - 3200310094 - EN - EUR-Lex (europa.eu)

Canadian GMP Guidelines (Div. 2, Part C of the Food and Drug Regulations)

Good manufacturing practices guide for drug products (GUI-0001) - Canada.ca

WHO Guideline on GMP (current version)

TRS986annex2.pdf (who.int)

Health product policy and standards (who.int)

WHO Guideline on GMD (current version)

World-Health-Organization-Good-Distribution-Practices.pdf (fda.gov.ph)

QTA Guideline:
FDA Guidance for Industry Contract Manufacturing Arrangements for Drugs: Quality Agreements

Contract Manufacturing Arrangements for Drugs: Quality Agreements Guidance for Industry (fda.gov)

Active
Pharmaceutical
Ingredients

ICH Q7: Good Manufacturing Practices Guide for Active Pharmaceutical Ingredients

Q7 Good Manufacturing Practice Guidance for Active Pharmaceutical Ingredients Guidance for Industry (fda.gov)

EudraLex: The Rules Governing Medicinal Products in the European Union, Volume 4 Part Il Basic Requirements for Active
Substances used as Starting Materials

2014-08_gmp_part1.pdf (europa.eu)

Canada: Good Manufacturing Practices (GMP) Guidelines for Active Pharmaceutical Ingredients (APIs) (GUI-0104)

Good manufacturing practices (GMP) guidelines for active pharmaceutical ingredients - (GUI-0104) - Canada.ca
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https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfCFR/CFRSearch.cfm?CFRPart=210
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfCFR/CFRSearch.cfm?CFRPart=211
https://health.ec.europa.eu/sites/default/files/files/eudralex/vol-1/dir_2001_83_consol_2012/dir_2001_83_cons_2012_en.pdf
https://eur-lex.europa.eu/legal-content/EN/ALL/?uri=CELEX:32003L0094
https://www.canada.ca/en/health-canada/services/drugs-health-products/compliance-enforcement/good-manufacturing-practices/guidance-documents/gmp-guidelines-0001/document.html#a3
https://www.who.int/medicines/areas/quality_safety/quality_assurance/TRS986annex2.pdf
https://www.who.int/teams/health-product-and-policy-standards/standards-and-specifications/gmp
https://www.fda.gov.ph/wp-content/uploads/2021/03/World-Health-Organization-Good-Distribution-Practices.pdf
https://www.fda.gov/media/86193/download
https://www.fda.gov/files/drugs/published/Q7-Good-Manufacturing-Practice-Guidance-for-Active-Pharmaceutical-Ingredients-Guidance-for-Industry.pdf
https://health.ec.europa.eu/system/files/2016-11/2014-08_gmp_part1_0.pdf
https://www.canada.ca/en/health-canada/services/drugs-health-products/compliance-enforcement/information-health-product/drugs/guidelines-active-pharmaceutical-ingredients-0104.html

TOPIC

REGULATIONS / GUIDANCE DOCUMENT

Excipients

USP General Information Chapter <1078>: Good Manufacturing Practices for Bulk Pharmaceutical Excipients

Excipient General Chapters | USP

Medical Devices / In
Vitro Diagnostics

Council Directive 93/42/EEC on Medical Devices as amended (MDD)

EUR-Lex - 3199310042 - EN - EUR-Lex (europa.eu)

Regulation (EU) 2017/745 of the European Parliament and of the Council of 5 April 2017 on medical devices (MDR)

REGULATION (EU) 2017/ 745 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL - of 5 April 2017 - on medical
devices, amending Directive 2001/ 83/ EC, Regulation (EC) No 178/ 2002 and Regulation (EC) No 1223/ 2009 and
repealing Council Directives 90/ 385/ EEC and 93/ 42/ EEC (europa.eu)

Council Directive 98/79/EEC on in vitro diagnostic medical devices as amended (IVDD)

CL19981.0079EN0020010.0001.3bi_cp 1..1 (europa.eu)

Regulation (EU) 2017/746 of the European Parliament and of the Council of 5 April 2017 on in vitro diagnostic medical
devices (IVDR)

REGULATION (EU) 2017/ 746 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL - of 5 April 2017 - on in vitro
diagnostic medical devices and repealing Directive 98/ 79/ EC and Commission Decision 2010/ 227/ EU (europa.eu)

ISO 134856

ISO - 1SO 13485:2016 - Medical devices — Quality management systems — Requirements for regulatory purposes

FDA QSR - 21 CFR Part 820

CFR - Code of Federal Regulations Title 21 (fda.gov)

Medical Devices Regulations (SOR/98-282)

Medical Devices Regulations (justice.gc.ca)

Storage &
Transportation

ISPM 15 Regulation of wood packaging material in international trade

Regulation of wood packaging material in international trade - International Plant Protection Convention (ippc.int)

General Chemicals

ISO 9001

1ISO - 1SO 9000 family — Quality management

Other Guidance
Documents

Other Guidance documents developed by the International Conference on Harmonization (ICH):
ICH Q1A(R2): Stability Testing of New Drug Substances and Products 5635fnl.doc (fda.gov.
ICH Q18B: Stability Testing: Photostability Testing of New Drug Substances and Products Document (fda.gov

ICH Q1C: Stability Testing for New Dosage Forms J:!GUIDANCFINALICHQ1C.PDF (fda.gov)

ICH Q2(R1): Validation of Analytical Procedures: Text and Methodology Guidance for Industry (fda.gov)

ICH Q9: Quality Risk Management Microsoft Word - 7153fnl.doc (fda.gov)
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https://www.usp.org/excipients/general-chapters
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX:31993L0042
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32017R0745
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32017R0745
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32017R0745
https://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=CONSLEG:1998L0079:20090807:EN:PDF
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32017R0746
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32017R0746
https://www.iso.org/standard/59752.html
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfCFR/CFRSearch.cfm?CFRPart=820
https://laws-lois.justice.gc.ca/eng/regulations/SOR-98-282/index.html
https://www.ippc.int/en/publications/regulation-wood-packaging-material-international-trade-0/
https://www.iso.org/iso-9001-quality-management.html
https://www.fda.gov/media/71707/download
https://www.fda.gov/media/71713/download
https://www.fda.gov/media/71715/download
https://www.fda.gov/media/152208/download
https://www.fda.gov/media/71543/download

Appendix B. Industry Guides and Templates

Excipients:
IPEC's “The IPEC Quality Agreement Guide and Template” (2017)

APIs:
Active Pharmaceutical Ingredients Committee’s “Quality Agreement Guideline & Templates APIC" Version 02 (July
2017)

Single-use Biopharmaceutical manufacturing products:
Bio-Process Systems Alliance’s “Consensus Quality Agreement Template” (2014)

Appendix C. Content Matrix

QUALITY AGREEMENT TOPIC SUPPLY SERVICE
Regulatory Authority GMP Inspections Applicable Applicable
Right to Audit Applicable Applicable
Documentation / Records Applicable Applicable
Change Notification / Change Control Applicable Applicable
Annual Product Reviews / Product Quality Reviews Applicable N/A
Deviations/Investigations / Out of Specification Applicable Applicable
Complaints Applicable Applicable
Recalls / Regulatory Reporting Applicable A
Sub-Contracting Applicable Applicable
Raw Materials / Supplier Management / Supplier Qualification Applicable N/A
Validation / Qualification Applicable Applicable
Manufacturing (Processing / Packaging) Applicable B
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https://www.ipec-europe.org/UPLOADS/20171117_QA_Guide_f.pdf
http://apic.cefic.org/pub/qualityagreementguideline_final_200912_clean.pdf
https://bpsalliance.org/resources/technical-guides/

QUALITY AGREEMENT TOPIC SUPPLY SERVICE
Final Product / Final Product Release Applicable c
Quality Control / Data Integrity Applicable D
Stability Applicable D
Storage and Distribution Applicable Applicable
Returns Applicable Applicable
Self-Inspection Applicable Applicable
Training and Competence Applicable Applicable
Facilities (Housekeeping / Pest Control) Applicable E
Counterfeits Applicable N/A

w

© O

m

Medical Services

Outsourced Manufacturing
Outsourced Product Release Services
Contract Laboratory Services

Service performed at the supplier’s location

EXAMPLES OF SUPPLIER /
SERVICE PROVIDERS

DESCRIPTION

API

API Manufacturer, non-compendial excipient

Excipient

Manufacturer of compendial excipients

Pharma Product

Drug product intermediates, drug products

Medical Device

Medical device manufacturers

Packaging Components

Manufacturer of primary packaging components having
product contact (e.g., bottles, caps, polyester, blister

material, desiccants)

Product contact consumable materials (e.g., filters, tubing,

disposable pipettes)
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EXAMPLES OF SUPPLIER / DESCRIPTION
SERVICE PROVIDERS

General Chemical / Ancillary Materials General Chemicals/ Non-product consumable materials
(e.g., bundle wrap, non-printed corrugated shipping cases,
shipper labels)

Calibration Services Service provider for testing/calibration of equipment or
instruments used in APl/excipient/Product manufacturing or
primary packaging operations or laboratory equipment

Medical Communication / Call Centers Question or Complaint Call Centers
Carrier Transporter of API, Drug Product, Finished Materials
Contract Lab Analytical or Microbiological testing laboratories used to

support release of product or stability testing

Investigator Initiated studies Clinical studies initiated and managed by a non-
pharmaceutical company researcher (e.g., invididual
investigator, institution, collaborative study group,
cooperative group) who, as the sponsor, is responsible for
the conduct and management of the study

Sterilization Sterilization Services
Warehouse / Distribution Stability storage facilities for drug products and controlled
substances

Warehouse facility for storage of API, excipients, drug
products, primary packaging components having product
contact

Distribution or Product Return Centers

Waste Facility Waste facility for destruction of products

Rx-360 Best Practices - Quality Agreement Guide 40 of 41
Rx-360 | The International Pharmaceutical Supply Chain Consortium 2022



-

At Rx-360, our mission is to protect
patient safety by sharing information
and developing processes related to
the integrity of the healthcare supply
chain and quality of its materials. For
information on becoming a member
and membership benefits:

info@rx-360.org
www.rx-360.org
888-218-1164

JOIN THE
MOVEMENT
TO PROTECT
PATIENTS

Learn more about Membership and
Member Benefits at Rx-360.0rg.

DISCLAIMER: This document is for informational purposes only.
Users are responsible for ensuring that the document meets their
individual needs and adjusting it accordingly. RX-360 MAKES NO
WARRANTIES, EXPRESS, IMPLIED, OR STATUTORY, AS TO THE
INFORMATION IN THIS DOCUMENT. Complying with all applicable
laws is the responsibility of the user.


https://rx-360.org/membership-overview/

