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Phase A — Define and assess

Phase B — Execute activities

X A (informative) Templates

Process framework
Quality and risk management
Relationships within the organization and with suppliers or external
organizations

Define change (Figure 1, box 1)
Identify change types (Figure 1, box 2)....
Assess impact of change (Figure 1, box 37

Plan (Figure 1, box 4)
Execute (Figure 1, box 5)
— Final evaluation
(C121) - R S
Review data (Figure 1, box6)
Evaluate clinical comparability (Figure 1, box 7)
Decision to proceed with change (Figure 1, box 8)

bx B (informative) Example of completed templates for assessing and evaluating a
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Foreword

ISO (the International Organization for Standardization) is a worldwide federation of national standards
bodies (ISO member bodies). The work of preparing International Standards is normally carried out
through ISO technical committees. Each member body interested in a subject for which a technical
committee has been established has the right to be represented on that committee. International
organizations, governmental and non-governmental, in liaison with ISO, also take part in the work.
ISO collaborates closely with the International Electrotechnical Commission (IEC) on all matters of
electrotechnical standardization.
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Introduction

This document provides guidance to organizations wishing to implement a systematic approach to
assess and evaluate changes to needle-based injection systems, needle-free injectors and aerosol
delivery devices for medical use (see Clause 1) throughout their lifecycles. In particular, an organization
can use the approach for changes to the drug delivery system from entry into pivotal or registration

clini

cal studies through the end of commercial supply.

Due to the breadth of potential change circumstances, this document does not contain prescriptive
technical requirements for assessing and evaluating drug delivery system changes but rather provides
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document does not replace or alter existing statutory and regulatory requirements fi
delivery system changes.

1
[(

to using the process outlined in this document, the organization should-have dets
tive of the change including the various opportunities/options for fulfiling the object

document might also be useful for assessing and evaluating change-to-drug delivery sy
needle-based injection systems, needle-free injectors and aerosol d€livery devices for

uction, storage and distribution, installation, servicingsand final decommissioning
rug delivery system or associated activities (e.g. up-dating of software). It can also bg
hization's suppliers and external parties (e.g. raw materials, components, subassemb

¢es, sterilization services, calibration services, distribution services, maintenance serv

document is not intended to replace or altet quality management systems, risk nj
Gability engineering requirements in assessing these changes. Rather, it provideg
ework using a scientific and risk-based approach consistent with

1SO 13485[4],

1SO 14971151, and

IEC 62366-1[8].

ugh this process focuses’on user safety and drug delivery system performance, it alg
cle management and-includes consideration of appropriate medicinal product guida
CH Q9, ICH Q10 andICH Q12). This will help assess the potential impact of changes o
ly, and efficacy<of the finished product for the target patient population.

3

the course'of a finished product's lifecycle, there will be a broad array of drivers for ch
ges and their various design solutions can be motivated by, but are not limited to the f

idverse event/complaint data;

q

Dr assessing

brmined the
ve.

stems other
medical use.

process can be applied to multiple product lifecycle stages; including design and development,

disposal of
e used by an
ies, medical
ices).

lanagement,
a common

o addresses
hce (e.g. ICH
the quality,

ange. These
pllowing:

voice of the customer, user feedback or market research;

usability studies;

changes in processes for production, production scale and supply chain logistics;
changes in material or source of supply;

impact of changes to the medicinal product that affect the drug delivery system.

This document provides examples of drug delivery system changes using a process flow (see Figure 1).
These examples and the conclusions provided are purely illustrative and are intended to provide
guidance on how to utilize this document.
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It is the responsibility of organizations to provide evidence that the approach adopted is commensurate
with the level of risk to ensure the quality, safety and performance of the drug delivery system. While
the focus of this document is the changed drug delivery system, it is also possible that changes to
the medicinal product might impact the drug delivery system (e.g. change in viscosity or volume of
medicinal product resulting in changed drug delivery system performance). It is also possible that
changes to the drug delivery system might impact the medicinal product (e.g. increased injection forces
resulting in changed treatment). As such, one key aspect of this process is assessing the change for
its potential impact on overall quality given the critical interface between the drug delivery system
and the medicinal product. Organizations should evaluate potential impact to the medicinal product
in accordance with relevant regulations and guidelines pertaining to medicinal products (e.g. ICH
guidelines) to ensure the quality, safety and efficacy.

The core of this document is the process flow, which attempts to guide an organization through|risk-
based apprdach based on drivers of change as mentioned above impacting the

— drug de]ivery system design,

— manufapturing process, and

— labelling and user interface.

The expectation is that such changes are evaluated through the risk assessment of how the change
could impadt system form, fit and function (including medicinal produgt.flow paths) such that users are
not negativgly impacted in terms of quality, safety and performance{f'the drug delivery system. (iiven
that a singlg change can affect more than one of the change types fe.g. a material change can also fIirive

a process change), all change types should be assessed and evaluated.

The identification, analysis, evaluation and control of change are common regulatory requirements
in the post|approval phase of a product’s lifecycle, butiare also important in the clinical phase of
developmenft. Organizations should demonstrate thatas’the drug delivery system design evolvey, the
link between the drug delivery system and the medicinal product as tested in the clinical setting (for
which market authorization is granted or is intended) is maintained.

vi © IS0 2019 - All rights reserved
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Guidance for assessment and evaluation of changes to drug
delivery systems

1 Scope

This document provides guidance for assessment and evaluation of planned changes to drug delivery
syst i rtiT; rtiT; - T ifigd medicinal
product. This document is applicable to the drug delivery system’s lifecycle from registrgtion clinical
studies to end-of-life. This document is applicable to the assessment of changes within the following
drug|delivery systems:

— 1eedle-based injection systems for medical use;
— 3erosol drug delivery devices;

— 1eedle-free injectors for medical use.

NOTH These are covered by the ISO 11608 series, ISO 20072 and ISO 21649, respectively.

This|document might also be useful for assessing and evaluate changes to other drug deliyery devices
or systems.

Examples of changes that are within the scope of this’document include but are not limnited to the
following:

a) the same route of administration (e.g. change resulting in including a marketed prefilldd syringe to
dn autoinjector);

b) ¢hanges to the drug delivery systemdesign (e.g. change in configuration or layout of electrical and
mechanical components);

c) ¢hanges to the medicinalproduct that affect the drug delivery system; including the primary
¢ontainer closure (e.g. viscesity, particle size);

d) ¢hanges in production or handling of the drug delivery system (e.g. process scple, manual
o automated assembly, glue bond to sonic weld, mould cavitation, sterilizatipn, storage,
fransportation; work instructions or methods);

e) ¢hangesincomponent materials or source of supply;

f) ¢hangesin software, including changes related to cybersecurity, encryption and conneftivity;

g) ¢Hanges in the user interface, including packaging;

h) changes to labelling and/or instructions for use.

Revisions or additions of software are within the scope of this document. The software can either be
integrated into the physical drug delivery system, separate, or both.

The applicability of this document to non-integrated software is relevant to the extent that those
software changes can impact the drug delivery system and/or impact how users interact with it.

Depending on the nature of the change, there can be additional assessments and resulting activities,
which can be outside the scope of this document.

This document does not provide guidance for defining the objective of the change, nor the various
potential opportunities/options for fulfilling this objective.

© IS0 2019 - All rights reserved 1
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2 Normative references

There are no normative references in this document.

3 Terms

, definitions and abbreviated terms

For the purposes of this document, the following terms and definitions apply.

ISO and IEC maintain terminological databases for use in standardization at the following addresses:

ISO Online browsing platform: available at https://www.iso.org/obp

IEC Eleq

3.1 Term

3.1.1
component]
single item,

3.1.2

drug delivdry system

medical dev
drugs and b

Note 1 to en|
intended to b
of the medici

3.1.3
finished pr
drug deliver]

Note 1 to enti
and medicin
product that

Note 2 to ent
defined by in|

3.14
flow path
pathway thg

3.1.5
organizatiq

tropedia: available at http://www.electropedia.org/

s and definitions

or assembly of items (subassembly) within a drug delivery system (3<1:2)

ice or system whose primary purpose is the administration’of a medicinal product su
ologics

try: This term applies to combination of componentszand subassemblies of the system thj
e integrated with the medicinal product with the putpose of providing a method of administr
hal product.

pduct
p system (3.1.2) and the medicinal product it is intended to deliver

y: A finished product can be as a single integrated product combining both the drug delivery sy
] product as released by its manufacturer. It can also be a drug delivery system and med
bre produced separately and-integrated into its final, usable form by the end user.

ry: It is not intended to-iniply the status of a marketed product or manufacturing responsibil
dividual markets.

medicinal\product or other liquid, gas or powder flow to the targeted site

n

ch as

t are
ation

rstem
cinal

ity as

person or gi

oup of people that has its own functions with responsibilities, authorities and relation

ships

to achieve it

s objectives

Note 1 to entry: The concept of organization includes, but is not limited to, sole-trader, company, corporation,
firm, enterprise, authority, partnership, association, charity or institution, or part or combination thereof,

whether inco

rporated or not, public or private.

Note 2 to entry: Regulatory bodies and others can use other terms for organization, such as manufacturer.

[SOURCE: ISO 9000:2015, 3.2.1, modified — the original Note 2 to entry was deleted and a new Note 2
to entry was added.]
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3.1.6

qual

ity

degree to which a set of inherent characteristics of an object fulfils requirements

Note 1 to entry: The term “quality” can be used with adjectives such as poor, good or excellent.
Note 2 to entry: “Inherent”, as opposed to “assigned”, means existing in the object.

[SOURCE: ISO 9000:2015, 3.6.2]

3.1.7

verification

confirmation, through the provision of objective evidence, that specified requirement
fulfilled

Note [l to entry: The objective evidence needed for a verification can be the result of aminspectid

form

Note

Note

b of determination such as performing alternative calculations or reviewing documeénts.
D to entry: The activities carried out for verification are sometimes called a qualification proc

B to entry: The word “verified” is used to designate the corresponding status.

have been

n or of other

PSS.

[SOURCE: 1SO 9000:2015, 3.8.12]

3.1.4

validation

confirmation, through the provision of objective evidencé,that the requirements for a specific intended

use dr application have been fulfilled

Note [l to entry: The objective evidence needed for a validation is the result of a test or other form of determination

such ps performing alternative calculations or reviewing documents.

Note 2 to entry: The word “validated” is used to:designate the corresponding status.

Note B to entry: The use conditions for validation can be real or simulated.

[SOURCE: ISO 9000:2015, 3.8.13]

3.2 | Abbreviated terms

ICH InternatiohalCouncil for Harmonisation of Technical Requirements for Pharmaceuticals
for Hupran’Use

App Application

BSE/TSE . Bovine Spongiform Encephalopathy/Transmissible Spongiform Encephalopathjy

[FU Instructions For Use

PK/PD PharmacoKinetics/PharmacoDynamics

uFMEA user Failure Modes and Effects Analysis

pFMEA process Failure Modes and Effects Analysis

dFMEA design Failure Modes and Effects Analysis

HFE Human Factors Engineering

URS User Requirements Specification

PRS Product Requirements Specification

© IS0 2019 - All rights reserved 3
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API Active Pharmaceutical Ingredient

pH potential of Hydrogen, a measure of acidity
cP centiPoise, a measure of viscosity

4 Process

4.1 General

4.1.1 Profess framework

The process| outlined in this document provides a framework to assess and evaluate changes-to a|drug
delivery system. It does not provide a framework to assess and evaluate changes to a medicinal product
(e.g. reformuilation driven by adverse event data). However, if the change to a medicinal product has the
potential to|impact the drug delivery system (e.g. reformulation increases viscosity)impacting deljvery
forces), then|the framework should be used to assess and evaluate the impact on the drug delivery system.

The procesg is initiated when a change has been proposed for potential implementation. Every change
should be agsessed based on the individual circumstances of the change. Where multiple changes are
occurring simultaneously or concurrently, they should also be assessed for their ability to interfere{with
each other gnd/or to collectively impact the product in a manner differént to their individual impagts.

The process|should be divided into three phases as illustrated in<Figure 1:

a) Phase Al— Define and assess;

b) Phase Bl— Execute activities;

c) Phase (|— Final evaluation.

Phase A, dpfine and assess, starts with the-thorough definition of the proposed change, i.g. the
purpose with and scope for the proposed change, a change description including the current stat¢ and
the proposed state after implementatioriyThe next step is the identification of the change types hased
on the information collected in the definition step. The last step of this phase is an impact assessment
on the performance, safety, stability, compatibility, process, usability, software, clinical data] and
regulatory dompliance.

Phase B, eXecute activiti€es;)consists of two steps, the planning and the execution of the plapned
activities. During the planhing step, all activities that need to be performed in order to prepare a pfoper
implementafion of the ¢hange should be determined. These activities can include but are not limited to
design and developnient verification, design validation and process validation. The activities depend on
the change type (see*4.2.2) and its associated risks and on the specific properties and requiremeits of
the individufl ehange and should be defined on a case by case basis. The planning step is concluded|with
the confirmption of readiness to perform the planned activities. In the execution step, all the plapned
activities are performed and completed, e.g. design and development verification work is conducted as
per the verification plan established in the planning step. Completion of the activities is a prerequisite
for change implementation and to enter the final evaluation Phase C of the change.

Phase C, final evaluation, includes an evaluation supporting a decision as to whether the change
should be implemented based on the results obtained in Phase B.

As an organization proceeds through the process, knowledge and perspective obtained through the
assessments (e.g. unacceptable risks, non-fulfilment of the objective or unforeseen difficulties in
implementing the change) and/or changes in business needs (e.g. cost/time) can result in a decision to
not proceed with the change. The basis for the decision should be documented.

Annex A provides an example of a template to guide the assessments and execution of the activities
included in Figure 1. Annex B provides examples of completed templates.

4 © IS0 2019 - All rights reserved
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Phase A: Define and assess

1. Define change

2. Identify change types, e.g.:
Drug delivery system, process, user interface

3. Assess impact of change, e.g.:

Processes

Usability

Software

Clinical data set
Regulatory compliance

Performance
Safety
D

AU YSTY

Y

Compatibilty

Phase B: Execute activities

5. Execute <( N .

=
Q0
0q
@
=
®
=
=
QO
a
(g

IAT

)

Sal

Phase C: Finai evaluation
7. Evaluate clinical comparability
8. Decision to proceed with change

Figure 1 — Process flo@or assessment and evaluation of changes to the drug delivéry system

2

4.1.2 Quality Q@'isk management

The proces @Y\]ld be performed within the organization's quality and risk managenpent system
requtrem@ This process should be aligned with ISO 13485, in particular control of] design and
deve 2%\ t changes. Risk assessment should be performed and risk controls should be implemented
whe eded in accordance with ISO 14971 during all phases of this process.

4.1.3 Relationships within the organization and with suppliers or external organizations

Due to the nature of drug delivery systems, it is common for separate functions within a single
organization responsible for the drug delivery system to have responsibilities for different aspects
of the finished product (e.g. formulation scientists responsible for the medicinal product aspects and
device engineers responsible for the drug delivery system aspects). When there is a change to the
drug delivery system, it is recommended to define internal roles and responsibilities for the change
process and to establish a cross-functional team comprising the relevant levels and functions within
the organization to be involved in each phase of this process.

Additionally, it is also common for one or more separate organizations to have responsibilities for
different aspects of the product (e.g. component suppliers, medicinal product manufacturer and device
manufacturer) and to work collaboratively. Where these relationships exist, it is essential to ensure
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that roles and responsibilities with regards to notification of and approval of changes between the
parties are defined. Quality agreements with suppliers and other external organizations are one way
to ensure that changes that can impact the drug delivery system are transparent to the drug delivery

system own

er.

Depending on the intended application, changes made within the defined specification range can still be
impactful for the drug delivery system. For example, shifting the nominal, as an improvement, within
the acceptable range for a particular attribute (e.g. silicone level) can impact the functionality of an
injection device. The assessment of this change from a supplier can have no impact as the component
still meet specification, but could result in a change in drug delivery system functionality.

4.2 Phasq

4.2.1 Def

This proces

with the appropriate details. It can also be useful to identify what is not changing (€}g-no change t

primary con

An objective
substitution

4.2.2

The “curren|
described. T
in Table A.1

Given that a
also be a pr
type catego

Change typ4
a)

but not
manufa

b) Form a

interact

Functig
design §
support

Procesj

Identify change types (Figure 1, box 2)

L state” and “proposed state” of the drug delivery system as a result of the change sho

Materials: Change of material of the\drug delivery system components or its packaging inclu

p A — Define and assess

ne change (Figure 1, box 1)

5 is about defining the objective for the change and providing a description of the ch

tainer and medicinal product flow path).

for the change can include but is not limited to improved safetyximproved performan
of a component.

he change types should be identified based on thespecifics of the change. The assess
can be useful to perform the preliminary change‘type identification.

single change can fall under more than one*of the change types (e.g. a material chang
pcess change), it should be assessed whether the change is included in each of the ch
"ies to ensure an assessment.

s that should be identified include; but are not limited to the following:

imited to, type, grade, chemistry, formulation, additives, colorants, supplier/sub-supp
cturing materials and/or-processing aids.

nd fit: Change in.physical attributes, such as component dimensions relative to inter
ion with othercomponents and sub-assemblies.

n: Change'in'system function as defined in the design input requirements and assoc
pecifications (e.g. dose accuracy, environmental and mechanical robustness, functions
labelclaims such as deliverable volume).

ange
o the

fe, or

Id b
;Lenti

b can
ange

ding,

liers,

face/

jated
that

tem.

5 ‘ehange: Change in processes for production and handling of the drug delivery syj

Process changes include, but are not limited to changes to the component manufacture, sub-
assembly and system assembly processes including the following: process control, packaging,
different production sites, sterilization, environmental conditions and storage.

User interface change: Change impacting the user interface. User interface changes include, but

are not limited to changes to the user population, intended users, form factor, packaging, labelling,
instructions for use, software, printed materials and training.

f)

relates to the use of the drug delivery system (e.g. dosing app).

g)

Software: Change to embedded or connected software, including change of separate software that

Medicinal product: Change to the medicinal product that can impact the drug delivery system.
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4.2.3 Assess impact of change (Figure 1, box 3)

An assessment should be performed to identify potential impact to design inputs, user requirements
and risk control measures to determine whether verification and/or validation activities are required
to implement the change. Table A.2 can be a helpful guide when assessing impact of key areas (e.g.
performance, shelf-life, clinical evaluation, etc). Based on the assessment, additional verification and/or
validation studies should be planned.

For areas that could be potentially impacted by a change, it should be assessed whether existing
evidence is adequate to support the change. The assessment should include a review of best available
information and objective evidence (data, modelling, literature, etc.).

It sh(Luld be considered whether the change has the potential to fulfil the objective(s), toca
haza
drug
on eg

a)
b)
A
d)
e)

The 4
drug
elect

lise any new
rd(s), or has the potential to modify the established risk profile and/or the performpance of the
delivery system. Changes should be assessed in relation to potential impact, direct 4nd indirect,
ch of
the drug delivery system,
the medicinal product,
the users,

manufacturing systems, and
¢ompliance with applicable statutory and regulatory, requirements.

issessments should identify required updates of th&design and development documentgation for the
delivery system, including, but not limited to drawings, 3-D models, other specifications, software,
ronics, hardware, tolerance stack-ups, test.eqitipment, test methods and operating pafjameters.

4.2.3.1 Assess drug delivery system perfermance

The dlrug delivery system performance'shiould be assessed for each type of drug delivery syqtem change.

Exist
whic|
asseq

It sh
liqui
the d

A mé
be as

Chan
spac

ing drug delivery system design”input requirements should be assessed in order t
h requirements might be affected or added due to the change. The functional robustne
sed - including robustness'to shipping, aging, drop, shock, etc.

uld be assessed whether a physical change relates to surfaces that contact the medic
] or air (in the casé-of inhaled products). Changes to surface treatments and physical
rug delivery system components should also be assessed for potential impacts to perf

dicinal product change that can potentially impact how the drug delivery system perf
sessed.

gesc to~the interface/interaction with other system components, e.g. sub-assembl
brSyy primary packaging such as container closures and blisters, and/or other chang

b determine
ss should be

nal product
httributes of
brmance.

brms should

es, needles,
es of parts/

—— 11 3 .1 3 1.1 - h] 1311 h]
compoTIrTents nIcruded 11T tTe al Ug UCIIVET Yy Sy SLCII, SITUUIU DE d55C55CU.

4.2.3.2 Assess safety

It should be assessed whether the change has an impact on the safety of the finished product.
Assessments should include, but are not limited to, electrical safety, mechanical safety, biocompatibility,
BSE/TSE, material composition (such as whether the material is made with natural rubber, latex, etc.),
as appropriate based on the design inputs for the product. Sterility performance should be considered,
if applicable.

If the changed material has contact with the medicinal product’s flow path, its impact on the quality,
safety and performance of the drug delivery system and the quality, safety and efficacy of the medicinal
product should be assessed. It should also be assessed whether the material is permitted by applicable
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statutory and regulatory requirements (e.g. regulation on restricting the use of hazardous substances,
requirements for phthalates, biologically derived materials, bisphenol A (BPA)).

4.2.3.3 Assess drug delivery system stability

For the drug delivery system change, the existing stability testing performed or historical data
supporting the stability (e.g. shelf-life and in-use-life) should be assessed. If necessary, additional
stability testing to support the change should be performed (e.g. real-time aging, accelerated aging,
photo-stability).

4.2.3.4 As

The potenti
delivery sys

It should be
which inclug
be within a
product qu
performed {

In some org
product she
part of the ny

sSess drllg dplivpry cycfpm'/mpdirinnl prndn(‘f rnmpnﬁhilify

b1 risks associated with types of drug delivery system change that impact how.thé
tem and medicinal product interact should be assessed.

assessed whether there is a potential impact on the medicinal product’s quality attrib
le physical, chemical, biological, or microbiological properties or characteristics that s}

hlity attributes are potentially impacted, then assessment and-evaluation shoul
aking into account relevant regulations and guidelines.

hr, particulates, break loose, extrusion/glide and extractables/leachables can be consid
nedicinal product characterization. These assessments:can also be considered as relati

the drug delivery system.

4.2.3.5 A

It should b
The eleme
environme
and release.

4.2.3.6 A9

The impact
determine v
to, changes 1

NOTE IH
usability of a

4.2.3.7 Af{
It should be

i

sess manufacturing processes

e assessed if the proposed change potentially impacts the existing process validg
s of processes for manufacturing, such as moulding, forming, assembly, steriliz
al conditions, test methods, equipment should be assessed as well as in-process co

sess usability

on the existing use-relateéd risk assessments and usability data should be assesss
Fhether additional data is needed. Changes to user interface can include, but are not liy
0 a component colour, symbols, required user force, labelling, packaging, and softwar

medical devicé as it relates to safety.

sess.software

assessed whether the proposed change potentially impacts any software and wh

drug

utes,
1ould

h appropriate limit, range, or distribution to ensure the desired quality. If the medicinal

d be

anizations, assessments such as container closure integrity/airflow resistance, medicinal

ered
g to

tion.
htion
ntrol

bd to
hited

h

C 62366-1 spetifies a process for a manufacturer to analyze, specify, develop and evaluatle the

bther

validation o

soitware 1s needed. This includes any embedded or connected soitware, including change

of separate software that relates to the use of the drug delivery system (e.g. dosing app). Assessment of
changes to software should be performed in accordance with IEC 62304.

4.2.3.8 Assess clinical data set

It should be assessed if the change is supported by the existing clinical data set. If not, new clinical data
can be needed.
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Where the changed drug delivery system is intended to achieve comparability to the unmodified drug
delivery system, this review can help identify the type and scope of clinical data necessary to bridge
the gap.

EXAMPLE
and irritation.

A change in adhesive material could require additional clinical data in relation to skin adherence

4.2.3.9 Assess regulatory compliance

It should be assessed if the changed drug delivery system fulfils current, applicable regulatory
requirements. If not, appropriate data and documentation should be generated and appropriate

meas
tom

4.3

4.3.1

Base
the d
origi
chan|
Simi
elem
first
be ey
the d

appr
Verif
deve
clini
para

If thd

In these circumstances, the(Statistical and/or clinical differences between the existing 3

drug

4.3.2

Base
shou

Resullts Afrem the verification and validation activities should be assessed for conformarn

accej

ges can be verified and/or validated individually and/or"in aggregate depending g

ents of the manufacturing systems at once (e.g. all tool cavities, all assembly lines),
on a smaller scale. For those areas which have the potential to be impacted by a change, it should

ures stioutd betakenttshoutdbeassessedif reporting orsubrmmissiom activities gt
hintain or obtain authorization from the competent authority.

Phase B — Execute activities

Plan (Figure 1, box 4)

d on the assessments recommended in 4.2.3, the verification and-validation activitig
hange should be planned. Table A.2 can be a useful guide in the planning of these ac
nal verification and validation plans, protocols and reports_could be used as a guidel

arly, depending on the risks, change may be planned 6n the basis of implementatid

raluated whether existing evidence for the verification/validation activity is adequat
hange. If no additional activities are deemed, necessary, a justification should be inc
pbpriate change management documentation

ication and/or validation activities related to the change can include additional
opment verification testing (e.g. in vitro testing), design validation testing (e.g. usab
fal studies) and/or process validation. Some of these activities could potentially be c3
lel rather than sequentially, deperding on the outcome of risk assessments as appropi]

objective is to establish cemparability, then conformance to specifications might not &
delivery systems sheuld be considered.

Execute (Figuve 1, box 5)

d on the plahning outcomes, implementation, verification and validation related to
|d be exeicuted in accordance with ISO 13485.

t be needed

s related to
tivities. The
ne. Multiple
n the risks.
n across all
br piloted at

P to support
uded in the

design and
lity testing,
rried out in
iate.

e sufficient.
nd changed

the change

ce with the

ptance criteria defined as part of the planning activities recommended in 4.3.1. Additid

nally, as the

orga
to su

4.4

TiZation proceeds throughn the execution plan, outcomes can identity additional activ
pport the change.

Phase C — Final evaluation

4.4.1 General

ities needed

Final evaluation should be performed to determine whether the data set supports implementation of

the c

hange to the drug delivery system.

If any of the evaluations detect new or higher risks, the organization should, at a minimum, conduct
a risk/benefit analysis in accordance with ISO 14971 to determine whether the change should be
implemented or revisited.
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Where the change to the drug delivery system is intended to achieve comparability to the unmodified
drug delivery system (e.g. change of resin suppliers for same internal component design), this review

process will

4.4.2 Rev

help determine if existing data and the new data generated is sufficient.

iew data (Figure 1, box 6)

After the change has been verified and validated, the new data along with all existing data from the
unmodified drug delivery system relevant to the modified drug delivery system should be reviewed.
The aggregated data should support the proposed change. This will include, but is not limited to, clinical
data and post-marketing data, both published and internal.

4.4.3 Eva

If the objec
specificatio}

The modifid
system if, aff

a) the mod
version

b) there aj

c)

d) there aj

e) there af

If comparab
data are ned

4.4.4 Dec

Based on th|
discontinue

the estdblished risk profile of the drug delivery system is not adversely impacted,

uate clinical comparability (Figure 1, box 7)

Live is to establish comparability to the existing clinical data set, then conforman
s might not be sufficient.

d drug delivery system should be considered comparable to the unmodified drug del
ter assessing all supportive data

lified drug delivery system conforms to the performance specification of the unmod

e no clinically relevant differences between the unmodifiéd and modified versions,

e no unresolved gaps between the original and ne#data sets, and

e no new safety or performance issues.

ded to support proceeding with the change.

ision to proceed with change (Figure 1, box 8)

e evaluation of the change-fo'the modified drug delivery system, a decision to proce
the change should be made’and documented. The last section of Table A.3 can be use

ce to

very

ified

ility is not established, the organization,should determine what, if any, additional clinical

bd or
ful to

document this decision. Any reporting or submission activities needed to obtain authorization from the

competent g

uthority should beperformed prior to implementation of the change.
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Annex A
(informative)

Templates

The templates given in Annex A are provided as guidance for assessing, evaluating and documenting a

chan
and
orga

Tabld
4.2
com

Tabld

e decision. The framework, structure, and details are suggestions only. They are not exhaustive

should be refined based upon the nature of the change under consideration. The té
hized and designated to reflect the process as defined in Figure 1.

A.1 is intended to provide an overview for defining, identifying and assegsing a
nd Figure 1, Phase A, boxes 1, 2 and 3). It identifies the type of change as'described
rises the impact assessment as described in 4.2.3.

be updated to document the results from the verification and validationactivities defined

(see

Tabld
8) cd
proc

1.3 and Figure 1, boxes 4 and 5).

A.3 is intended to capture the final evaluation of the chafige (see 4.4 and Figure 1, ba
nsidering all available data. Finally, based on review of\the data, a decision of wheth
bed with the change as described in 4.4.4 should be doeumented.

Table A.1 — Template for defining, identifying and assessing a change

mplates are

change (see
in 4.2.2 and

A.2 is intended to capture the initial assessment of potential impactbased on the chajnge and then

d executed

xes 6, 7 and
er or not to

Phaj

e A — Define and assess (Figure 1, boxes 1,‘\@\11d 3)

Nam

Instn

e of change (brief designation)

uctions: Designate/name the change and'seope of change for identification purposes.

1. D¢

Instn

pfine change

uctions: Define the objective for the change and provide a description of the change with appropri

ate details,

e.g. increased safety, increased perforiiance of the drug delivery system or need to substitute a compopent of the
drug|delivery system. It can also-be-useful to identify what is not changing.

2. Identify change type(s)

Instnuctions: Describe the.change in appropriate detail and classify each change type, e.g. materials, fdrm and fit,
function, process, userinterface, software, medicinal product. There can be other change types.

Be syre to describéthe “current state” and “proposed state”. Indicate in this section if the change involyes a pre-
planped change-t@ performance (e.g. injection time change).

A tahular listing such as the following can be utilized as appropriate:

Current'state Proposed state Change type

(Cha lscd fr uun} (\.hauscd tu)

3. Assess impact of change

Instructions: Consider the following attributes and data package(s) in view of the change(s) being proposed and
whether the existing data which supports the registered finished product is potentially impacted based upon modi-
fying the drug delivery system:

performance (including functionality, robustness, surfaces/interface that contact the medicinal product or

other system components);
safety (electrical, mechanical safety, biocompatibility, maintenance of sterility);
stability (shelf-life and in-use life);

© ISO
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Table A.1 (continued)

Phase A — Define and assess (Figure 1, boxes 1, 2 and 3)

delivery

— compatibility (medicinal product/drug delivery system and impact to medicinal product quality attributes);
— processes (in-process control, sterilisation, environmental conditions as well as process validation);

— usability (including human factors);

— software (interfacing software and validation status);

— clinical data set evaluation (consider the applicability of the existing data set to support the modified drug

system);

— regulatory compliance.

It is recommd
ments are ne

nded that Table A.2 be used to summarize this assessment and rationale, as to whether(further assess-

Cessary or not.

12
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Once the execution work has been performed, a final assessment of all the data and information
is undertaken to determine whether the existing data for the unmodified drug delivery system is
impacted. This data is not limited to drug delivery system performance or clinical evaluation, but
should include post-marketing experience and other internal data.

In the case where the modified drug delivery system is not considered comparable to the unmodified
system and there is an impact on the existing data set, consideration should be given as to whether
further clinical evaluation(s) are needed.

Table A.3 — Template for the final evaluation

Phase C — Final evaluation .

6. Review dfata

Instructions:|It should be evaluated whether the available data supports implementation of the modified.drug
delivery syste¢m. After the change has been verified and validated, all information available that supports the im
plementation of the unmodified finished product should be reviewed (e.g. clinical data, post-marKeting experience,
published data and internal data) for continued applicability to the modified drug delivery system.

Impacted? YESCINO O

Rationale:

7. Evaluate ¢linical comparability

Instructions:|Determine the impact to the existing clinical data set using the list.given in 4.2.3 and determine
whether ther are gaps in the available data to support the clinical safety and‘efficacy of the modified finished
product.

Is clinical te§ting required? YES LI NO OJ

Rationale:

8. Decision to proceed with change
Proceed with change? YES [0 NO [J
Rationale:

Instructions:|Any reporting or submission activitiesyneeded to obtain authorization from the competent authotity
should be perfformed in accordance with applicable statutory and regulatory requirements prior to implementdtion
of the changd.
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Annex B
(informative)

Example of completed templates for assessing and evaluating a

change

B.1
This

component colour of a pen-injector cartridge holder.

The

not be interpreted to obviate the critical interactions between organizations and regy

ultin

Ta

Example for assessing and evaluating a component colour change

clause provides an example of completed templates for assessing and evaldating d

pxamples (see Tables B.1 to B.3) and the conclusions provided are purely-hypothetica

1ately determine whether additional data is required to support theproposed change.

ble B.1 — Completed template for defining, identifying and-assessing a compone
change of a pen-injector cartridge holder

hanges to a

and should
lators, who

nt colour

Nam
Char

e of change:

ge of colour of pen-injector cartridge holder (change reference xxxx).

Phag

q N\
e A — Define and assess \\,

1. D¢

The
rega
the 3

hold

A tof
The

efine change

current design of a marketed pen-injector (thedrug delivery system) includes a clear cartridgg
Idless of the medicinal product contained ir-the pen-injector. The objective of the change is to
bility of a user to distinguish between yariants of one type of pen-injector containing differen

products. The chosen opportunity to fulfihtlie objective is to introduce a range of colours for the cartridge

br component, i.e. one dedicated coleur per medicinal product.

al of five colours have been proposed in addition to the current clear cartridge holder.
following details of the pefi-injector are NOT changing:

intended use for the drug delivery system;

any other components‘or materials;

the medicinal ptoduct (API, formulation and volume in container);

the intended-patient population for each medicinal product;

the route;and method of administration;

the manufacturing process and assembly sequence.

holder
improve
t medicinal

2. ld|entify change type(s)

The following has been identified as changing:

Current state Proposed state Change type
(changed from) (changed to)
Clear colour cartridge holder. Cartridge holder component availa- |Materials.

ble in a range of six (five + original
clear) colours for individual medic-
inal product specific pen-injectors,
by means of addition of master
batch colours.

© ISO
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Table B.1 (continued)

assembly process regardless of medicinal

Component moulded in a clear material. Component moulded in a range of | Process.
six (five + original clear) colours by
means of addition of master batch
colour to same base material.

One pen-injector variant used in the final |Range of six (five + original clear)  |Process.

coloured cartridge components spe-

product type. cific to a pen-injector used in final
assembly.
Instructions for use and packaging are Instructions for use and packaging |User interface.

the same wi
pen-injector

dafa o1 s H £ JdiEE i
IIITUUITICU LU TTICUT lJUl dAlU UITICIUIIU
colours for individual medicinal
product pen-injectors.

1. £ PR £
T TTO OITICT CIICIacroTr oCTVW CTTT

D.

3. Assess im

A preliminat
following co
Drug delive

Risk to
propert

Safety

A mater
contact

Stability

Possiblég

conside
testing,

Drug delive

The mat
no imp4d
medicin
The chal
Processes

mechanjical testing can provide sufficient proof of.equivalence to original clear component. As this is

Plastic injection meulding - Impact to tool and component validation. As base material is not changing
and if ap initial.asséssment of the additional coloured components shows they can meet the current

component speeification and demonstrate dimensional equivalence, then full process validation may
not be reguired. All selected colours to be permitted should demonstrate equivalence or require proce
validatibn

pact of change

y risk assessment regarding the impact of the material change was completed. [trconcluded th
1ld potentially be impacted:

Iy system performance

berformance of the component under drop test conditions due to possjble-ehange in mechanicj

ial change will drive the need for further biological evaluation of this component as it is user (
ng.

change in mechanical properties can require.tietest of shelf and in-use life unless alternative

Fed low risk (base material remains the.ganie), this change is considered subject to mechanica
together with new real-time stability testing.

ry system/medicinal product compatibility

erial change to the cartridge holder is not a medicinal product/primary package change, there
ct on medicinal product stability, packaging and container closure integrity, handling, or
al product manufactuying-process.

lnge can impact needle-attachment compatibility.

ies of cartridge holder. Performance is unaffected providing that the eomponents are validated
within folerance.

1

5kin)

fore

SS

Automated assembly - Impact to assembly validation. Additional colours require validation of all affected
assembly systems including sensors and vision systems. Visual quality of output components need to
be verified. Quality control and specifications requires updating to ensure correct medicinal product is
associated with correct colour. This assembly process update requires process validation.

Test methods - Design and production test methods have been assessed for impact and determined to be
unaffected. No test sensors or test processes are affected by the colour change.

16
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Table B.1 (continued)

Usability

— A change from a clear component to a range of colours can impact user understanding of the pen-injector
and which finished product they are using. Risk is significant as the colour is intended to help the user
differentiate between variants of one drug delivery system. A further usability validation specific to the
change will be required to include intended changes. Visibility of the medicinal product is unaffected as
the design of the component itself is unchanged and the component has a large open viewing window to
view the appearance of the medicinal product.

Software

— [The pen-injector is a mechanical drug delivery system. No software used.

Clinjcal data set

— |As the medicinal product and its interfaces to the pen-injector and the user are notichanged by the
component colour change, the clinical dataset related to the medicinal productfisynot changed.

— Any clinical data set pertaining to each specific pen-injector should be evaluated in relation fo the
design change.

Regulatory compliance

— [Relevant authorities should be informed regarding the change,

© IS0 2019 - All rights reserved 17
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Table B.3 — Completed template for the final evaluation of a component colour change of a pen-

injector cartridge holder

Phase C — Final evaluation

6. Review data
Impacted? YES [0 NO 4

Usability evaluation concluded that together with the proposed changes to instructions for use (IFU) and

packaging, the users were able to safely distinguish and recognize different products using the colour differ-
ences on the cartridge holder component and respective IFU and packaging versus the original non-coloured
cartridge holder component with no respective differentiation on the packaging or [FU.

The
ISO ]

rug delivery system performance was shown to be equivalent and meet current specification
1608-1 requirements.

s as well as

7. EV)

Instn
whet
prod

Rati
comj

Is clipical bridging required? YES 0 NO M

aluate clinical comparability

uctions: Determine the impact to the existing clinical data set using the list given in 42-3-and detd
her there are gaps in the available data to support the clinical safety and efficacy of\the modified |
ict.

bleted evaluation shows that the current clinical data set is not impacted by the change to the

nale: Based on equivalent performance of the pen-injector, further clinical studies are not re(il;.\ired. The

rmine
inished

en-injector.

8. D¢
Prod

Rati
the @
files

Instn
shou
of th

ecision to proceed with change
eed with change? YES MINO O

nale: All verification and validation activities have been ¢ompleted and demonstrate that the

should be updated immediately prior to implementation of the change.

uctions: Any reporting or submission activities neéged to obtain authorization from the competen
d be performed in accordance with applicable statutory and regulatory requirements prior to imj
b change.

hange has been fully and properly assessed and the potéential risks have been mitigated. Risk mnanagement

mpact of

t authority
blementation

B.2

This
chan

The
not H

Example for assessing needle-free injector change

clause provides an example“of completed templates for assessing, evaluating and d
pes to a needle-free injector.

bxamples (see Tables'B.4 to B.6) and the conclusions provided are purely hypothetica

ocumenting

and should

e interpreted tobviate the critical interactions between sponsors and regulators, whio ultimately
determine whether(clinical data is required to support the proposed change.
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Table B.4 — Completed template for defining, identifying and assessing a needle-free

injector change

Name of change:

Change from reusable spring-powered needle-free injector to an electromechanically-powered injector
(Change reference xxxx).

Phase A — Define and assess

1. Define ch

ange

Areusable s
dle-free inje
tions of the {
to utilize an

The front en
container byj
profile and t
from the sprj
the perform

The followin|
intende
the med

the use

the use

bring-powered needle-free injector has a two-year in-use life. Market data suggests that theng
ctor would be more attractive to users if it had a four-year in-use life. However, given thelimitj
pring (e.g. fatigue over time), the back-end of the needle-free injector will have to be re=design
electromechanical drive system capable of reliable durability over time.

1 of the needle-free injector (i.e. the medicinal product container/fluid path) and'the€ filling of {
the user are to remain identical to the spring-driven version. It is also desirable-that the energ
he depth and dispersion curves (i.e. the performance profile) remain equivatent to that obtain
ing-driven version in an effort to avoid additional clinical data, given priérsuccessful mapping
ince profile to the desired clinical pharmacology (PK/PD).

g aspects of the existing spring-powered drug delivery system NQT changing:
 user population, indication, and route of administration;
icinal product container or the medicinal product to be administered;
interface for filling the medicinal product reservoir (i.e. front-end of the needle-free injector)

interface for attaching the medicinal product reservair to the back-end (i.e. drive mechanism

the performance profile and its relationship to the desiredielinical pharmacology (PK/PD).

he

y
bd
of

2. Identify d

hange type(s)

of the back-{
ing needle-f
around re-u
technology.

The proposeld change extends to numerous change catégories referred to in this document:
Current state (changed from) |Proposed state(changing to) Change type
Design, matgrials, form factor Design, materials, form factor of the back-end Materials.

nd of the exist-
ee injector, based
cable spring power

of the resdesigned needle-free injector, based
around te-usable electromechanical drive system.

Design, mat
of the back-4
ing needle-f
around re-u

brials, form factor Form and fit.
nd of the exist-
ee injector, based

cable spring power

Design, materials, form factor of the back-end
of the re-designed needle-free injector, based
around re-usable electromechanical drive system.

technology.

of the back-end of the exist-
ing needle-free injector, based
around re-usable spring power

technology.

Design, matgrials, form factor Design, materials, form factor of the back-end Function.
of the back-¢nd,of'the exist- of the re-designed needle-free injector, based

ing needle-ffee-injector, based around re-usable electromechanical drive system.

around re-usabte Spt ius powetr

technology.

Design, materials, form factor Design, materials, form factor of the back-end Process.

of the re-designed needle-free injector, based
around re-usable electromechanical drive system.

User interface for the back-end
of the existing spring-powered
needle-free injector.

User interface for the back-end of the re-designed |User interface.

electromechanically driven needle-free injector.

Instructions

ered needle-

ary packaging for the spring-pow-

for use and second- |Instructions for use and secondary packaging User interface.
for the re-designed electromechanically driven

needle-free injector.

free injector.
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Table B.4 (continued)
No software in the current Software required as part of introduction of elec- |Software.
spring-powered needle-free tro-mechanical drive system.
injector.
Design input requirements for Design input requirements for the re-designed Function.
the existing spring-powered electromechanically driven needle-free injector
needle-free injector e.g. Two-year |e.g. four-year in-use product lifetime.
in-use product lifetime.

3. Assess impact of change

A preliminary risk assessment was completed to review the impact of changes to input requirements, finished
product, process and user interface. In summary this concluded that:

Drug delivery system performance

— [The design input requirements would need to be revised to reflect the new technology of the
electromechanical subassembly, and new requirements added.

— [The performance of the new back-end design would need to be verified againstinew and existipg
requirements.

— [The new performance profile would need to be verified to ensure no chafigefrom the existing|profile
(with acceptance criteria for ‘no change’ to be defined).

Safefy

— |An update to the risk assessments (UFMEA, dFMEA, and pFMEA) would be required, with additional risk
nssessment required relating to electronics and software elements. An updated risk managenent plan
would be required.

— |Additional material biocompatibility testing was necéssary as the user contacting materials of the back-
end of the needle-free injector were changed.

Stabiility

— [The change to in-use product lifetime from'two years to four years meant that needle-free injdctor
unctional stability/shelf life assessmenits (accelerated and real time) would need to be performed even for
spects of the design which had notchanged.

Drug delivery system/medicinal product compatibility

— [Due to the fact there wereho-changes to the primary container, medicinal product formulation, or
edicinal product fluid-path, no new medicinal product stability or compatibility assessmentg would need
o be performed (shelflife of drug contact components remains less than two years.)

— [|Primary containef-and medicinal product path are not affected nor is any other feature of the peedle-
ree injector asSogiated with delivery of the medicinal product. Hence the risk assessment suggested that
dditional PK/PD assessments would be unlikely, which is to be confirmed through successfulldesign
erification,

Progesses

— iven the redesign of the drive mechanism, form factor, associated components and assembly,|further
process validation would be required.

— Sterilization validation was not impacted as the change doesn’t impact the sterile barrier or medicinal
product contacting components (shelf life of medicinal product contact components remains less than
two years).

Usability

— New usability formative/summative assessments would be required as the design change modifies the
specific way the user interacts with the needle-free injector. A new or updated usability engineering
(HFE) plan would outline the approach and updated/new documentation generated as required.

— Some additional or repeat validation activities would be required as a result of updated design inputs.
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Table B.4 (continued)

Software

Software validation would be required due to the addition of the electromechanical design, including full
documentation of the software development.

Clinical data set

The original clinical data set is to be reviewed to confirm that the original needle-free injector and its
performance profile included sufficient testing within the full range of the profiles pertinent specification
limits such that the variability in the new performance profile, while not identical, falls within the original
specificptiomtimits i thisTsthe tase it might bejustified toargue tirat the origimat chmicatdataset isptill
valid thpugh the review will need to confirm this.

Regulatorycompliance

— Although it is possible that additional clinical data will not be required, compliance withother regulatory/
submisgion requirements will not necessarily be met, for example due the changed nature of the need|e-
free injgctor or the fact that regulatory requirements may have changed since the original submission
Some inhpact on regulatory compliance is to be expected.
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Table B.6 — Completed template for a final evaluation of a needle-free injector change

Phase C — Final evaluation

6. Review data
Impacted? YES O NO M
Rationale:

Design verification work demonstrated that all drug delivery system requirements were met and that the
performance profile (i.e. energy profile and the depth and dispersion curves) for the modified electromechan-
ically powered needle-free injector was equivalent to the spring powered needle-free injector. The medicinal
product container/fluid path and the filling of the container by the user are identical for both versions.

Fina| risk assessment summary report indicated no unacceptable residual risks for the modified ngedle-free
injeqtor.

Usalility engineering (HFE) summative assessments demonstrated that the modified needle“free injector can
be used safely and effectively.

7. Evaluate clinical comparability

Instructions: Determine the impact to the existing clinical data set using the list given in 4.2.3 and detgrmine
whether there are gaps in the available data to support the clinical safety and effiea€y of the modified finished
product.

[s clinical bridging required? YES 0 NO M

Ratipnale: Based on the equivalent performance data and usability-assessments, the current clinicgl data set is
not impacted.

8. De¢cision to proceed with change
Proceed with change? YES M NO I
Ratipnale:

Assessment confirmed no impact on quality, safety-and performance of needle-free injector, therefpre no re-
quirement for clinical bridging. Rationale for change remains valid.

Instructions: Any reporting or submission activities needed to obtain authorization from the competent authority
should be performed in accordance with applicable statutory and regulatory requirements prior to implementation
of the change.

B.3 | Example of assessing a primary container material change

This|clause provides ard-example of completed templates for assessing, evaluating and dogumenting a
primiary container material change in a dry powder inhaler.

The e¢xamples (se€ Tables B.7 to B.9) and the conclusions provided are purely hypothetical and should
not he interpreted to obviate the critical interactions between sponsors and regulators, whio ultimately
determine whether clinical data is required to support the proposed change.

Table’B.7 — Completed template for defining, identifying and assessing a primary ¢ontainer
material change in a dry powder inhaler

Name of change:

Primary container material change (change reference xxxx).

Phase A — Define and assess

1. Define change

The elastomer material of the primary medicinal product container for a dry powder inhaler is to be changed.
The alternative elastomer material is to be sourced from an alternative supplier and as a result of the change
in material, the injection moulding process for the primary medicinal product container will also change to
accommodate the new material being used.

The following details of the dry powder inhaler are NOT changing:

— user interface will not be changed;
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Table B.7 (continued)

Name of change:

Primary container material change (change reference xxxx).

— no changes of the filling of the primary medicinal product container or assembly process of the inhaler
with the primary medicinal product container;

— the drug (AP], formulation and volume in container);
— theindication or intended patient population;

— the route of administration.

2. Identify change type(s)

The category of this change is summarised as follows:

Current state Proposed state Change type

(changed frpm) (changed to) (drug delivery system/prq-
cess/user intérface)

Medicinal pqwder container Medicinal powder container moulded Material.

moulded from elastomer A. from elastomer B.

Material supplier X. Material supplier Y. Matetial.

Injection moulding process 1. Injection moulding process 2. Pragess.

3. Assess injpact of change

A preliminaify risk assessment regarding the impact of the elastomer material change concluded the followling
could potentjially be impacted:

Drug delivefy system performance

— On the basis that material properties of the primary medicinal product container could be different. Als
such this could influence how the medicinal product interacts with the container, transfer of powder static
and aergsolisation.

Safety

— Different elastomer material could have different chemical stability, as well as different potential
extractdbles and leachables profile.

Stability

— Based o the chemical profile and stability of the elastomer, the shelf-life/use-life can be impacted.
Drug delivefy system/medicinalproduct compatibility

— There cpuld be potentialimpact on the medicinal product critical quality attributes based on a differept
extractable/leachableéprofile which could affect chemical stability and degradation.

Processes

— Assembly,of'the primary medicinal product container with the inhaler could be impacted based on
different material properties of the elastomer and therefore further process validation could be required.

Usability

— Asno key user interface elements or user steps of the dry powder inhaler are altered by the proposed
change, no user performance, information or prior validation studies are impacted.

Clinical data set

— A change in the medicinal product elastomer material has the potential to affect the aerosol performance
and therefore the bioavailability. This could impact the clinical data set.

Regulatory compliance

— As aconsequence of several medicinal product/device interface elements relating to performance and
material compatibility being affected, regulatory compliance could be impacted and should be assessed.
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Table B.9 — Completed template for a final evaluation of a primary container material change
in a dry powder inhaler

Phase C — Final evaluation

6. Review data
Impacted? YES M NO [
Rationale:

All moulding, assembly and process studies for the elastomer change passed and demonstrated equivalent
performance with the original material. Biocompatibility, leachables and extractables of the material were also
confirmed as acceptable.

Design verification confirmed the stability and basic performance of the dry powder inhaler. Howejver, a small
change in the aerosol profile was noted.

7. Evaluate clinical comparability

Instructions: Determine the impact to the existing clinical data set using the list given in 4.2.8 and detgrmine
whether there are gaps in the available data to support the clinical safety and efficacy.of the modified finished
product.

[s clipical bridging required? YES M NO O
Ratipnale:

The $mall change in the aerosol profile as a result of the elastomer chalige was evaluated against the clinical
data|set which could impact bioavailability of the medicinal produch."Recommend further pk/pd bipavailability
study based on particle distribution profile.

8. Dé¢cision to proceed with change
Proceed with change? YES M NO [J
Ratipnale:

Charjge can proceed once clinical bridging is confirmed. There are no other constraints to the changelbeing made.

Instructions: Any reporting or submission activities needed to obtain authorization from the competent authority
shoufd be performed in accordance with applicable statutory and regulatory requirements prior to implementation
of the change.

B.4 | Example for assessing a medicinal product formulation change

This|clause provides an_éxample of completed templates for assessing, evaluating and documenting
chanjges to the drug delivery system, necessitated by changes to the medicinal product.

Thislexample (see-Tables B.10 to B.12) and the conclusions provided are purely hypothetical and should
not He interpreted-to obviate the critical interactions between sponsors and regulators, whio ultimately
determine whether clinical data is required to support the proposed change.

Table’B.10 — Completed template for defining, identifying and assessing a medicinal product

Name of Change:

Medicinal product formulation change for a pre-filled autoinjector (Change Reference xxxx)

Phase A — Define and assess

1. Define change

A monoclonal antibody medicinal product is currently licensed in a disposable pre-filled autoinjector presenta-
tion. Feedback has been received from patients using the product that they experience pain upon injection. As
a means to improve the comfort of the injection, the manufacturer is introducing a modified formulation at

pH 7,5. The current formulation is pH 5,5. Other than a change in buffer, no other changes have been made to
the formulation. Changing the pH increased the viscosity of the medicinal product from 2,1 cP to 3.4 cP.

The following aspects of the pre-filled autoinjector are NOT changing:

— intended use, indication, and route of administration;
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