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When it comes to applying for marketing authorization, much of this
information will form the basis for the CMC sections of the eCTD dossier
(Module 3: how a product was made and tested) for submission to
various licensing authorities.
It can be tempting, then, to keep and include everything – to cover all
bases and to pre-empt agency follow-up. Yet there are strict guidelines
about how eCTD dossiers, and within it, Module 3, should be put together,
and about the level of detail that is required under each sub-section.
Providing excessive detail can be as detrimental as providing information
that is too scant, vague or inconsistent. Anything that causes regulators
to return a query is likely to incur delays and place a new burden on
already-stretched internal resources.
If, on the other hand, the dossier goes into more detail than is needed,
this could create the need for excessive rounds of variation submissions
– for instance, each time a tiny detail changes, causing disparity with
the filed document.
To help Regulatory teams navigate the requirements and find the
sweet spot for CMC filing, we have put together this useful guide
which highlights some key considerations and practical tips to creating
dossiers that are right first time.

Recapping the role of the eCTD.
The electronic Common Technical
Document (eCTD) is the standard format
for submitting marketing authorization
applications, amendments, and supplements
to medicines regulators across Europe
and around much of the world.
In essence, it is the main interface
between industry and those regulatory
agencies, and something that evolves
across a product’s lifecycle, reflecting
both the latest status of a product and its
manufacturing, and its historic status, so
that its development and manufacturing
journey can be traced right back over time.

The goals of this are transparency,
traceability, and patient safety
(e.g. ensuring consistent
manufacturing and quality
between batches of products).

Strict guidelines exist to ensure that all dossiers
contain the same, optimum level of detail and
accuracy at all times.

It follows then that pharma
companies and their Regulatory
teams should stay close to
EMA and ICH guidelines, never
providing anything less (or indeed
anything more) than is required.
This will ensure the most streamlined
process possible for compiling, reviewing,
approving and updating essential CMC
information, both initially and over time.
Best practice such as capturing and
managing the right information from the
start; taking the time to distil only what
is needed; using templates; and learning
from previous submissions experiences
can help remove the pain from this
important administrative undertaking.

3

1 Use a template.
Ideally, dossiers should be as simple as
possible to complete. Following a template is
the most practical way to ensure that dossiers
are created with the right level of detail in
the right sections, and that nothing is left
out or missed. NTA guidance will inform the
completion of M1-M5 sections. It’s important
not to skip any section of the dossier (unless
one is not applicable for the product in scope).

A strong template will guide
teams through the desired dossier
structure and impose the optimum
level of granularity. Note that
applicants should not modify the
overall organization of the CTD.
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Aim for concise, precise and simple technical
writing, rather than straying into rambling
explanations which aren’t required and
could lead to excessive change cycles/
variation submissions if any of those details
change over time. Present information
in a simple way using bullet points.
Where possible, present data in tabular
or graphical form, complemented by
brief narratives highlighting the main
points as set out in the current guidelines,
registering only the required data.
Check all sections for accuracy, consistency,
and grammar. Being subjected to
Regulator queries and authorization
delays because of poor proofing could
prove frustrating and costly.

2 Make sure the source documents are trustworthy.
A dossier can only ever be as good as the
source material it draws from, and to avoid
comeback Regulatory teams will need to
be confident that the information they are
collating is the latest and most accurate.
To fill out the templates optimally and
keep an accurate record of a product
over time, they’ll need to be able to trace
back the development of the product, the
methodologies and specifications used,
its composition, and so on, and be clear
about its current vs historical status.
If Regulatory teams lack confidence in the
information available to them, and their ability
to distill what’s correct and relevant, they
may default to including entire factory/batch
manufacturing records from a site just to be
sure that everything the Agency needs is there.

As well as being ‘overkill’, this indiscriminate
approach is more likely to result in
inconsistencies with what’s actually registered,
inviting variations and associated costs.
Comprehensive descriptions of analytical
methods, complete validation reports,
or instructions for manufacturing
should not appear in the final eCTD.

As long as the dossier tells
a story of how the product
was developed, including key
milestones, there is no need
to deep-drive into specifics
unless these are asked for
in the regulator’s spec.

Being very specific about temperatures
in a non-critical context is just one example
of where RA teams can go into more detail
than is needed, potentially creating issues
later if those parameters go
on to change slightly.
To increase confidence, meeting with
Development and other relevant departments
can be very beneficial, making it easier
to determine how raw information about
their methods can be accurately filtered
and transformed to conform to the
eCTD requirements and guidance.
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3 Determine what needs to be done

from the CMC compliance perspective.

Ideally Regulatory teams should seek to
be part of Development discussions and
processes from the earliest possible stage,
so that they can understand first-hand
how a product will be developed, and any
changes that may be likely – rather than
having to get up to speed at a later date.
Where possible, wait for all generated
documents to be available before starting to
prepare any updated sections, and prepare
a list of all the relevant documents you will
need to author each of the various dossier
sections. Communicating all information
among the team will be crucial, too.
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Take into consideration the type
of the product and the current
EMA scientific guidelines that
apply for the product in scope,
and comprehensively assess
the critical formulation and
manufacturing process
variables.
All of this will save time and money
in the long run.

4 Understand and be able to justify ‘why’ choices have been made.
Under Module 3, section 32P2 (pharmaceutical
development) is the most important and
the first section a reviewer should read.
This describes the history of the product, and
all justifications should be presented here:
 Formulation – product composition,
excipient choice and level;
 Manufacture – process choice and
technology selection; critical process
parameters; critical quality attributes and
optimization; qualification of in-processing
holding times and conditions; order and
method of raw material addition; and bulk
transfers between processing steps;
 Packaging – choice of materials;
product rationale; compatibility;
reproducible product.
The next most critical section is 32P56,
setting out the justification for the chosen
method, why this is suitable and why any

limits are defined; explanations for what
is and isn’t done; for the control strategy
(demonstration of reproducibility, GMP control,
patient safety, which tests and why, etc.).
Another critical section is 32P55, where
details about impurities must be provided
in compliance with ICH guidelines for
“Impurities in new drug products”.
A summary of elemental impurities report
will need to be included here, based on a
manufacturing site assessment evaluation,
performed for all components of the product
and manufacturing site equipment. This
assessment must be performed by the
manufacturing site for each change that
is performed for the product in scope.
Again, supplying this information
succinctly and accurately is likely to require
collaboration with other departments.

Taking a science-first approach will help
considerably, as no one knows a product
better than the manufacturer, and it will
build confidence in the assessor if it’s
clear that decisions are based on scientific
information – for instance, if the holding
time between steps for sterile products
(typically a maximum of 24 hours) has
to be exceeded for some reason.

Remember that the intention
with the documentation is to
convince any external reviewer
that the quality control is
sufficient. The process description
should still be reproducible,
always safe, and controlling
the source of any variance.
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5 Balance and consolidate information as appropriate.
Some sections should reflect the
commercial compliant product
(P1, P3, P4) and others should
also include information
about its history (P2, P8).
Aim for a balance between
the commercial compliance and
the history development sections.

Remember that for section P44 there
is no need to notify the authorities of
an updated monograph of European or
national Pharmacopoeia (the factual,
scientific document on a drug product),
provided that the implementation is within
six months of the monograph update
and reference is made to “current edition”
in the Marketing Authorization dossier.
Details can be amalgamated in one
dossier where additional sites need to be
described to build up a picture of a product’s
manufacture over time – for example as a
result of expansion or company merger.

As a result of a rise in this kind
of activity, regulators now prefer
that this information is included in
one folder, with equivalent details
included for each manufacturer
in respective sections, and
any differences in requirement
highlighted and justified – such
as variances in batch sizes;
use of different equipment; or
different pH adjustments.

6 Know your market.
Last, but by no means least, it’s
important to understand the
specific nuances what’s expected
in each target market, and to track
and stay close to these as these
requirements evolve over time.
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Maintaining up-to-date regulatory intelligence
relies on having a system in place that
not only tracks updates and changes to
requirements, but which also calculates the
impact on submissions and registrations
relating to each product in each territory.
This will be important especially if
manufacturing expands into other markets.

Also feeding into this should be ongoing
‘learnings’ from regulators’ responses to
recent and historic submissions, allowing
Regulatory teams to hone their eCTD dossiers
to improve their right-first-time record.
Be aware, too, that guidance varies by type of
product (injectable vs oral solutions or tablets),
requiring a different type and level of detail
and that dossiers are adapted accordingly.

Handy checklist.
What makes a great dossier?
 It is patient focused.
 It follows the definition of quality (suitable for
intended use).
 It emphasizes the primary points of
interest to a reviewer, and avoids including
superfluous detail.
 It pre-emptively addresses reviewer’s
questions (remember they are looking for
‘SEV’ -safety, efficacy and variability).
 It makes clear that the company understands
the ‘why’ behind everything it does.
 It relates to Quality and Production.
 It avoids the need for unnecessary change.
 It tells a story in a logical order: it does not
make the reviewer jump back and forth.

Common mistakes to avoid?
 Poor completion of section 32P2.
 Submitting excessive information/details,
especially under P4 and P7.
 Including trade names (not required).
 Including extensive details around
analytical methods (e.g. inclusion of details
about the concentration of solutions used,
yet not how solutions are prepared).
 Provision of excessive descriptions for
non-functional secondary packaging
components.
 Including or cutting and pasting from
factory documents.
 Lack of justification of analytics.
 Failing to direct the reviewer.
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Conclusion: stay close to the guidelines,
keeping the end purpose in mind.
The development of any dossier, as with the
authority’s review process, should be patient
focused. That’s ultimately why submissions are
created, filed and updated, so it makes sense
to keep this purpose in mind throughout all
work on their compilation and maintenance.
The raison d’etre of this entire discipline
is to ensure the correct manufacturer
and controls so that the given product
is safe and effective, and produced and
stored within acceptable variability
parameters to maintain these outcomes.
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Taking shortcuts, copying and pasting from
huge technical source documents – such
as the step-by-step laboratory preparations
for a particular concentration of solution –
serves nobody, and may invite unwelcome
scrutiny if it suggests to the regulator that
there is a gap in understanding between the
manufacturing floor and regulatory teams.
Finally, it is important too to ensure that
ethical considerations around safety, efficacy
and quality are maintained in all dossiers,
creating confidence that quality standards
are being continuously met and that dossiers
remain in line with current guidelines.

How Arriello can help.
Arriello is deeply experienced in advising on, preparing, writing, checking and managing
regulatory dossiers, in line with the latest guidance and specific market preferences.
This expertise has been honed over many decades of practical, frontline experience,
extensive international regulatory intelligence, and a keen understanding of
what will be accepted/queried/rejected.

To discover how Arriello could help your organization transform
any aspect of its regulatory understanding, CMC information
management and/or dossier preparation, click here: Arriello.com
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From development to market.
Faster. Better. Smarter.
About us.
Arriello is a leading consultancy and solutions provider of risk management
and compliance services to the pharmaceutical industry. We’ve been making
the development-to-market process faster, better, and smarter since 2008.

With our extensive global network, decades of combined experience
and ISO:9001 certification, we are a trusted partner primarily
to pharmaceutical and biotech companies.

Our global services span the product life cycle from Clinical to post-submission
Regulatory Affairs and Pharmacovigilance, Quality Assurance and Auditing,
and innovative automation solutions.

Our valued clients rely on our ability to deliver, however complex their requirements,
through our proven expertise, global coverage, and technology.

Headquartered in Ireland, with operations across Europe, we consult and create
solutions across the EU, North America, LATAM, CIS, MENA, Asia, and South Africa.
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l inkedin.com/company/arriello_group
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