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Designing compliant contracts with suppliers and service providers  

Supplier qualification is an integral part of any pharmaceutical quality management 
system (“QMS”). Outsourced activities need to be managed and controlled – see EU GMP 
Guide Part 1 Ch. 1.4. (vii) and ICH Q10. Furthermore, in addition to the actual definition and 
control of outsourced activities, Chapter 7 of the EU GMP Guide also explicitly mentions 
the (mutual) agreeing on the activities to be performed. The requirement for a written 
agreement has been clearly defined since at least the introduction of the ICH Q10  
Guideline (2.7. (B)); by the way, this also applies to manufacturers of active ingredients (1). 

This results in both, the regulatory logical necessity and the business need for contracts 
with suppliers and service providers who deliver or render pharmaceutical materials or 
services, respectively. Corresponding requirements (2,3,7,8) and indications do exist for 
the US FDA-regulated environment (4,5 in combination with (6)). 

The supplier is an integral part of the manufacturing process
The supplier thus becomes an inherent and controlled part of the manufacturing  
process of the pharmaceutical manufacturer or marketing authorisation holder (“MAH”). 
Consequently, the FDA for example regards contractors as an extension of the manu-
facturer and reserves the right to also inspect outsourced production facilities of this 
kind (4). As can be expected, the FDA has already issued Warning Letters (10) that clearly 
reference contracts, so-called quality agreements, or rather ambiguous regulations in 
such contracts.

Points of reference for drafting quality agreements
So, what should be the content of an appropriate quality agreement? Is the same 
breadth, depth and stringency to be applied for every supplier, and how can this  
document ideally be standardised? There are various sources and guidelines for this.

The easiest situation arises with the use of consultants: according to Chapter 2.23 of the 
EU GMP Guide Part 1 they can be qualified by means of CVs and a description of the task 
being outsourced; a typically available commercial contract should be sufficient here. 
On the other side of the criticality spectrum, the FDA has issued a guideline for contract 

ISPE: MANAGING  
REQUIREMENTS IN A GXP 
COMPLIANT AGILE SOFTWARE 
DEVELOPMENT PROCESS
Traditionally, documented  
requirements are termed as  
the “User Requirements  
Specification” (URS) within  
pharmaceutical projects and are 
often interpreted as a key “must 
have” document containing the 
full set of requirements before 
any other work is done, regardless 
of what project approach is used. 
However, Annex 11 and GAMP® 5 
Appendix D1 do state that  
requirements may not initially  
be fully defined, e.g., for some  
category 5 systems, requirements 
will be developed during subsequent 
phases of the project. Read more 
in this episode of the ispe blog.

 

https://ispe.org/pharmaceutical-engineering/ispeak/how-should-we-handle-requirements-gxp-compliant-agile-software
https://ispe.org/pharmaceutical-engineering/ispeak/how-should-we-handle-requirements-gxp-compliant-agile-software
https://ispe.org/pharmaceutical-engineering/ispeak/how-should-we-handle-requirements-gxp-compliant-agile-software
https://ispe.org/pharmaceutical-engineering/ispeak/how-should-we-handle-requirements-gxp-compliant-agile-software


COMPLIANCE NEWSLETTER    11/2020

manufacturing that can also be applied to warehousing and distribution. Unfortunately, 
there is no list of specifications here; rather, critical aspects are outlined in prose. 

Despite having an agreement, both parties are always responsible for GMP compliance, 
and neither can completely shirk its responsibility by delegating responsibility, as various 
Warning Letters show (note the differences in the release step by the quality-unit in the  
USA vs. QP approval in Europe). In addition to the actual content of the agreement and  
corresponding definitions, the FDA recommends regulating the core areas of manufac-
turing and quality. How this is done is left open by the document. “Check tables” that 
clearly assign responsibility for each aspect, and which can easily contain 100 lines or 
more (the so-called responsibility (assignment) matrix), have proven to be effective. 
Manufacturers should consider the following points, in particular, when it comes to the 
mutual provision of information: 

•  Irregularities, such as deviations and OOS 
•  Audits/inspections and their findings where relevant to contract manufacturing and the 

product (including withdrawal of the CEP, manufacturer’s license; import alert)
•  Complaints and recalls 
•  Changes on both sides must be clearly communicated in advance and mutually approved.

In addition, it is necessary to clarify:
•  whether, for example, manufacturing protocols, master and other documents need to 

be sent to the contract giver for approval or for information
•  how to proceed with document retention in general
•  who is responsible for qualification and validation (also relevant from a commercial 

point of view). 

Interestingly, the FDA Guide does not touch upon the topic of contractor employee train-
ing, which is otherwise given great attention. This should be regulated, however – espe-
cially for suppliers of goods and services that are more technical in nature.

Specifications in a quality agreement
It seems obvious that delivery and performance specifications need to be defined for 
all products and services. For contract manufacturing, however, such a specification 
includes an extensive document with master batch record sections and information 
from the registration documentation, the so-called “product specification file”. Further 
key aspects of an agreement always include the right to auditing and a prohibition on or 
an obligation to approve subcontracting. This results in the following basic framework in 
terms of the contents of the contract for contract manufacturers, as well as laboratories 
and other suppliers and service providers.

•  Subject of the contract
•  Mutual rights and obligations/responsibility matrix (“check table”)
•  Mutual information obligations 
•  Procedure for complaints regarding materials delivered or services provided
•  Change control ((raw) materials, service, changes in personnel, facilities)
•  Notification of deviations, etc.
•  Detailed right to auditing 

DESIGN CONSIDERATIONS  
PLAY INTO FDA’S ASSESSMENT 
OF PHARMACEUTICAL  
MANUFACTURING SITES
In a recent warning letter to a 
Canadian manufacturer, the FDA 
heavily criticized the employed 
tools and equipment: “Your firm 
failed to use equipment in the 
manufacture, processing, packing, 
or holding of drug products that 
is of appropriate design […].” The 
authorities’ “Guidance for Industry” 
document merely outlines the 
need for a Design Specification 
(DS), but not explicitly for a Design 
Qualification (DQ). Nevertheless, 
these aspects influence the FDA’s  
evaluation of manufacturing sites, 
further underlining the importance 
of adequate designs and mainte-
nance of equipment throughout 
the entire production cycle. 

FDA LAUNCHES THE  
DIGITAL HEALTH CENTER  
OF EXCELLENCE
The U.S. Food and Drug Admin-
istration is launching the Digital 
Health Center of Excellence 
within the Center for Devices  
and Radiological Health (CDRH). 
This is an important step in  
furthering the agency’s overarching 
dedication to the advancement of 
digital health technology, including 
mobile health devices, Software 
as a Medical Device (SaMD), wear-
ables when used as a medical 
device, and technologies used to 
study medical products.
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•  Regulation on commissioning third parties (“subcontracting”)
•  Additional points must be recorded in attachments that are to be maintained, for  

example, the responsible contact person. Specifications are also listed here, for 
example, on the goods to be delivered/services to be rendered (e.g., in the form of a 
product specification file), the facilities and equipment to be used, legal standards to 
be complied with, or specification documents of the contract giver.

Additional templates for scenarios with suppliers/service providers
A freely available standard for active ingredients from the APIC is far more detailed in 
substance than the FDA document, and can be adapted to various other supplier/service 
provider scenarios. In addition to extensive explanations and useful text modules, the 
standard also offers an example of the responsibility matrix previously mentioned. A 
similar, and recently revised, document has been in existence at the IPEC for a long 
time now; there are also collective templates for single-use products (9). The BAH has 
drawn up a set of agreements in the form of a contract manual that is also applicable for 
special suppliers, such as contract analysis or logistics services, which can be used to 
efficiently regulate services that are relevant to GMP and GDP (11).

Summary: Complexity and criticality of the service as a benchmark
According to EU GMP Part 1 Ch.5.28, it appears that, instead of a contract, a pure 
specification is sufficient as a basis for delivery, e.g., for simple “non-pharma” catalogue 
items, and, that for consultants, the demands in terms of a contract are lower. Nevertheless, 
for each supplier or service provider, there should be a formal document (“dossier”) that 
is created as part of the supplier qualification. The complexity of the contract should 
reflect the complexity and criticality of the material/service provided; however, certain 
minimum requirements must be met wherever possible. 

PREVIOUS ISSUES OF THE 
COMPLIANCE NEWSLETTER:

SEPTEMBER 2020
Achieving business process  
excellence

JULY 2020 
Smart assistants for pharmaceuti-
cal and medical technology

APRIL 2020 
Roadmap for  
COVID-19 Management 

MARCH 2020
Focusing on quality

All issues of the 
msg industry advisors 
Compliance Newsletter 
can be viewed at
www.msg-advisors.com/cnl

You want to learn more about how msg can support you in all questions around compliance? Please visit us 
under www.msg-advisors.com. If you want to subscribe to or unsubscribe from the newsletter, please send an 
email to info@msg-advisors.com. 

© msg indudstry advisors ag 2020

About the Author
Dr Georg Sindelar is Head of Pharma QMS Consulting at msg industry advisors 
ag. The main focus of his consulting activities is in the areas of GMP compliance, 
auditing and optimisation of quality management systems. Please feel free  
to contact Georg Sindelar at Georg.Sindelar@msg-advisors.com or on  
+49 173 459 373 9. 

 References and notes
(1)  EU GMP Guide part 2/ICH Q7, Chapter 16.12: There should be a written and approved contract or formal agreement between the 

contract giver and the contract acceptor that defines in detail the GMP responsibilities, including the quality measures, of each party.
(2) PIC/S PE 009-14, Chapter 7: Contract manufacture and analysis also requires quality agreements. [corresponds to EU GMP]
(3)  AMWHV §9 (1): A written contract must exist between the client and contractor for every activity that forms part of the order – in partic-

ular, production, testing and placement on the market, or any related process that is carried out as part of the order. The contract must 
clearly define the responsibilities of each party and, in particular, must regulate compliance with good manufacturing practice [...]

(4) US Food, Drugs and Cosmetics Act; § 374. Inspection, (a)(1).
(5)  21 CFR 211.22 (a): The Quality control unit should be responsible for approving or rejecting drugs that are manufactured, processed, 

packed or held under contract by another company.
(6) 21 CFR 211.22: Quality unit activities and procedures should be in writing.
(7) Guidelines on Good Distribution Practice of medicinal products, Chapter 7. (2013/C 343/01)
(8) Guidelines on principles of Good Distribution Practice of active substances for medicinal products, Chapter 6.12. (2015/C 95/01)
(9) https://bpsalliance.org/technical-guides/ 
(10)  e.g., Cosmelab Co Ltd, South Korea, 2020; Reference #: 320-20-17 [https://www.fda.gov/inspections-compliance-enforce-

ment-and-criminal-investigations/warning-letters/cosmelab-co-ltd-590480-01092020]
(11) See references 7 and 8

https://www.msg-advisors.com/compliance-newsletter
https://news.msg-advisors.com/api/de/unsubtest/ae9bf79c00d5c8bc019e31aa9e131fc5c3a3aa69ca9b37c33813a470693ec62c147c509148602fa869c329c9393f823a.html
mailto:info%40msg-advisors.com?subject=Compliance%20Newsletter%20Subscription

