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Will you be compliant? How to comply with ISO 13485:2016
Is your QMS developed using a risk-based approach? An important question and the
question most Notified Body quality management system audits will start with in the
near future. Your auditor wants to know if you as a manufacturer are aware of how
the risks of one process affects other risk aspects of the QMS, more importantly, about
the impact those risks will have in relation to your role as manufacturer, distributor,
supplier or service provider. All organizations in the medical device industry should act
or at least have a plan as far as “risk based procedures” are concerned. Your answer
should be a firm YES!
It is expected that in the first quarter of
2016, the final International Standard ISO
13485:2016 will be published, with an expected transition period of 3 years. As there
will be almost 50 changes, it is very likely
that you will need new or revised procedures. Where do you start? Do you have to
update all of your SOP’s and check how they
influence the product requirements of your
device? Actually, yes. However, in this paper
you will read how a practical approach can
make life easier.
About ISO 13485:2016.
Officially titled ‘Medical devices – Quality
management systems – Requirements for
regulatory purposes (ISO 13485:2016)’ is
the ‘harmonized’ standard for presumption
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of compliance with the European Medical
Device Directives and other country and regional medical regulatory requirements.
This standard is recognized as describing
the minimum requirements of an adequate,
suitable and effective Quality Management
System (QMS) to consistently manufacture
safe and effective medical devices.
The QMS supports the medical device manufacturer to avoid or minimize the risks associated with the safety and effectiveness
of the products they bring onto the market.
Risk associated with the product during its
complete lifecycle, from development, via
production and use to disposal. Managing
the organization’s business and financial
risks are specifically excluded.

The current content of the United States 21
CFR Part 820 Quality System Requirements
(QSR) have had a significant influence on
this new standard.
A lot of additions were already present for
many years in the QSR and are now being
introduced in ISO 13485:2016. Global harmonization of quality system requirements
comes a step closer while at the same time
the amount of requirements increase.
With this ‘merger’ of requirements of 21
CFR Part 820 QSR, ISO 13485 also moves
further away from the recently published
Quality Management System Standard ISO
9001:2015.
Where the new ISO 9001:2015 moves further towards a ‘business management
standard’ with the introduction of requirements for leadership, knowledge management, strategy, the new ISO 13485:2016
becomes more a regulatory compliance
standard.
This is a fundamental difference in approach , aside from the changes to the specific content of the standard.
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It will therefore be more and more difficult
in the near future for manufacturers to
comply with both ISO 13485 and ISO 9001.
As the EU Medical Device Directives are
under revision as well, the worldwide alignment and harmonization of Quality Management System requirements is essential
to creating a complete and consistent approach to global certification.
Some key changes
In this chapter we are describing a number
of key changes that may have significant
impact on manufacturers.
This overview does not intend to be provide a full overview of all changes. We have
given our own interpretation to clarify what
it will mean for manufacturers.
Please take into account that with the final
version , undoubtedly there will be debate
on how to interpret these changes and,
therefore, updates to the explanations
provided below is to be expected. However, this overview should give a good general indication on the impact of the changes.

4.1 Quality management system
4.1.1 The organization shall document a
quality management system and maintain its effectiveness in accordance with
the requirements of this International
Standard and applicable regulatory requirements.
In many clauses of the new standard, the
wording “……and applicable regulatory requirements” has been added. In the clause
4.1.1 this might have significant impact. A
lot of medical device manufacturers export
their product to many countries worldwide.
For the registration and compliance to the
regulatory requirements in a lot of those
countries, e.g. in Asia, they rely on their
sales agent or distributor in that country for
the regulatory requirements. This new requirement might be interpreted by Competent Authorities in the same way that for instance Health Canada requires companies
to include their regulatory requirements in
the QMS. This could have the impact that
now manufacturers will need to know exactly what the regulatory requirements are
in countries where they sell their product
and implement those requirements in their
QMS. Today most manufacturers do not
have that organized.
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4.1.2 The organization shall: b) apply a risk
based approach to the control of appropriate processes needed for the quality
management system;
The introduction of a risk based approach
on the control of quality processes will require that the organization makes a risk assessment of all the appropriate processes
and from there determine the level of control needed. External auditors will be able
to ask for justifications and assess evidence
of different levels of controls. This adds a
level of complexity and will require extra
initial effort and probably from time to time
an update of the QMS based on lessons
learned.
4.1.5 The organization shall retain responsibility of conformity to this International
Standard and to customer and applicable regulatory requirements for outsourced processes. The controls shall be
proportionate to the risk involved and
the ability of the external party to meet
the requirements in accordance with
7.4. The controls shall include written
quality agreements.
This is an expansion to the existing require-

ment on outsourcing, but has potentially
great consequences, if combined with the
recent developments in the expected EU
Medical Device Regulation. In the first place
it requires companies to have a documented quality agreement in place with its subcontractors.
It is unclear yet to what extend this applies. Will all subcontractors require quality
agreements, or only those that directly relate to the product, or only critical subcontractors? More impact potentially will have
the requirement that the manufacturer
retains responsibility and has control over
outsourced processes.
This raises questions on how this will be interpreted. Manufacturers may be required
to perform a risk assessment on the outsourced processes, have control over parts
of the supplier’s QMS and ensure oversight
with appropriate measures such as supplier audits more than today.
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4.1.6 The organization shall document procedures for the validation of the application of computer software used in
the quality management system. Such
software applications shall be validated
prior to initial use and, as appropriate,
after changes to such software or its
application. The specific approach and
activities associated with software validation and revalidation shall be proportionate to the risk associated with
the use of the software.
This is an extended and detailed requirement originated from the US Code of Federal Regulations. Manufacturers that sell
their products on the US market must
comply with the so-called “Part 11” requirements in the Code of Federal Regulations. These detailed requirements have
now been introduced into ISO 13485 also.
But nevertheless, if the organization has
its Quality Management System and records documented in electronic form and/
or uses software for electronic signatures,
such software should now be validated appropriately. Again a thorough risk analysis
should be helpful to limit validation and revalidation proportionally.

4.2 Documentation requirements
4.2.3 Medical device file - For each medical
device type or medical device family, the
organization shall establish and maintain a file(s) either containing or referencing documents generated to demonstrate conformity with the requirement
of this International Standard and
compliance with applicable regulatory
requirements. The content of the file(s)
shall include but is not limited to:
a)
general description of the medical device, intended use/purpose, and labelling, including any instructions for use;
b)
specifications for product,;
c)
specifications or procedures for manufacturing, packaging, storage, handling
and distribution;
d)
procedures for measuring and monitoring;
e)
as appropriate, requirements for installation; and
f)
as appropriate, procedures for servicing

scribed above. This new requirement also
seems a step in the harmonization between
ISO 13485 and US QSR.

This is a more specific requirement, replacing the general wording in clause 4.2.1 of
the current standard. It details the requirements of what is called usually in the US a
Device Master Record (DMR) and is a set of
documents that includes the aspects as de-

Also here a risk assessment will be expected to determine which competences are
most important in relation to product quality and update this assessment on a regular
basis to take into account new insights.
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We expect this will not be a major change in
practise as most manufacturers have these
documents in a different set up.
6.2 Human resources
6.2.1 General - The organization shall document the process(es) for establishing
competence, providing needed training,
and ensuring awareness of personnel.
This new requirement will require formal
documented processes in place. This does
not seem a large change, but in practise
external auditors will focus even more on
whether staff have the appropriate competence needed for the tasks and responsibilities described in their job descriptions, and
whether the organization ensures its staff is
trained and up to date with requirements.

7.3 Design and development
7.3.8 Design and development transfer The organization shall document procedures for transfer of design and development outputs to manufacturing.
These procedures shall ensure that
design and development outputs are
verified as suitable for manufacturing
before becoming final production specifications and that production capability
can meet product requirements. Results
and conclusions of the transfer shall be
recorded (see 4.2.5).
With the introduction of this new requirement on design transfer, ISO 13485 aligns
with this already existing requirement in
the US QSR. This new requirement and the
more detailed requirements on design and
development validation (7.3.7) together are
the most prominent changes within design
controls.
7.4 Purchasing
There is much more emphasis on supplier
control in the new ISO 13485. More specific conditions are defined around criteria
for the evaluation and selection of suppliers, such as the relation to product quality,
requiring a risk based approach, making
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planning of re-evaluation mandatory and
taking action when criteria are not met. And
as stated earlier, a quality agreement must
be in place between supplier and manufacturer, which includes the obligation for the
supplier to notify the manufacturer when
he makes changes to the product or service
supplied.
7.5 Production and service provision
In this section, validation of processes and
in particular validation of software used
within the production environment has received much more detailed requirements,
aligning again with US QSR.
8.2 Monitoring and measurement
8.2.1 Feedback - The information gathered in
the feedback process shall serve as potential input into risk management for
monitoring and maintaining the product requirements as well as the product
realization or improvement processes.
If applicable regulatory requirements
require the organization to gain specific
experience from postproduction activities, the review of this experience shall
form part of the feedback process.
Text has been added here to align with the

direction of the EU Medical Device Regulations, where risk management has a central role in the Quality Management System
and product evaluation. Also post market
surveillance is introduced here in line with
the EU Medical Device requirements.
8.3 Control of nonconforming product
This section has been re-organized with
more detail and structure, separating requirements on nonconforming product before and after product delivery and rework.
This gives a better overview of the requirements for specific situations without significantly changing them.

How to prepare?
The transition period is presumably 3 years
from the issuance of the new standard.
From that moment, all stakeholders will
start to prepare and your Notified Body
may start to enquire about your planning
to comply with the new standard.
So, check to be sure that your QMS is riskbased. It is mandatory to document your
organizations role, involvement in one or
more stages of the life-cycle of a medical
device, or provision of associated services,
as related to the product requirements.
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Depending on the impact of the changes
in the standard, timing is of importance.
This can differ per organization. Calculate
how much time you need to adapt to the
changes in the ISO 13485:2016, and set up
an adaptation plan. Mention this plan in the
management review (think about the extra
resources needed!) and include the expected results before the next audit. In this plan
all organizations of medical devices need
to define whether or not new or updated
SOP’s are needed.
The increased focus on risk management
as it relates to the Quality Management
System may be a challenge. In all likelihood,
some upgrades will be required to your systems and therefore a thorough gap analysis
is recommended. At this time it is sufficient
that you are aware of the impact the ISO
13485:2016 will have and, as noted, show
this to your Notified Body.
Being prepared, understanding the impact
and (since many of the changes are current
industry common practices) addressing all
those changes which you can make now,
will result in a much easier transition.

Impact Analysis Report
The new ISO 13485:2016 will strengthen fulfilment of global regulatory requirements.
Inclusion of risk management throughout
the development and maintenance of the
QMS, additional clarity of QMS requirements with regard to validation, verification,
and design activities, the strengthening of
supplier control processes and increased
focus regarding feedback mechanisms will
have a positive impact on your compliance
to the Global Medical Device Regulations.
The Business Area team “Quality Assurance” of Qserve Group developed an ef-

fective compliance checklist for analysis of
consequences of the ISO 13485:2016. The
result is an ‘impact analysis report’. This report can fulfil a role as plan for your management as well as for your Notified Body.
The report will provide an organization a
clear overview of the impact on his QMS.
Part of the report is an ‘impact analysis
checklist’.
This impact analysis report is also used as
justification why certain clauses have already been met without updating.

Quality Management
System

Compliance

Documentation
Global Medical
Device regulations
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Risk Management

About the author
The Business Area “Quality Assurance” of
Qserve Group, consists of a global team
from the offices near Amsterdam, Boston,
San Francisco and Shanghai.
The group headed by Peter Reijntjes, has
an extensive amount of expertise in designing and maintaining Quality Management Systems, for multinationals as well as
for start-ups. Their credo is to implement a
QMS with a practical approach.

The team members have all competences
as QA engineer/manager/director in a medical regulated environment (medical device
manufacturers, suppliers, and hospitals).
Most of the team have worked for different
Notified Bodies, auditing Quality Management Systems worldwide.
Amsterdam, November 2015

Peter Reijntjes himself has 25 years of experience with Quality Management Systems, as consultant, as lead auditor, as QA
manager and as trainer.

Sources:
‘Medical devices – Quality management systems – Requirements for regulatory purposes,
ISO 13485:2016 FDIS’.
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