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Pre-workshop assignment (2 hr)
Please read through the following articles in preparation for the workshop:



  



Please fill in the needs analysis form below short detailing your level of experience with writing regulatory documents and what your expectations are for this workshop.

	What is your current role?
	

	How many years have you been working as a medical writer?
	

	Have you had experience in writing regulatory documents? If yes, please specify which ones.
	

	What do you expect to learn from this workshop? Please provide any specific questions you may have.
	



Please return to the workshop leaders by 15 April 2021:

Abe Shevack (aspscientist@googlemail.com)
Raquel Billiones (medical.writing@billiones.biz)
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Foreword

I've been running MedComms Networking activities for many years now and
talking with post-graduate students and others about career opportunities
for medical writers who are interested in working within specialist medical
communications (MedComms) companies. But MedComms writing doesn't
suit everyone and many people who attend our FirstMedComms]Job careers
meetings ask about other closely related options, such as regulatory
medical writing. Whilst the style of writing is different to MedComms and
aimed firmly at satisfying the rigorous needs of the regulatory and licensing
authorities, regulatory writers need just the same enthusiasm for science,

ability to work as part of a team and pedantic nature to succeed. | hope this guide will help you
better understand the options. We'll update the information on an annual basis, and we welcome
your feedback.

Peter Llewellyn
For more information see: www.linkedin.com/in/networkpharma

About the author

Debbie is a freelance medical writer and communications consultant,
specialising in regulatory writing, based in Southport. After gaining her BSc in
applied biochemistry from the University of Liverpool and her doctorate in
cardiovascular physiology from the University of Glasgow, Debbie undertook
post-doctoral research at the University of Glasgow and at the Wales Heart
Research Institute, University of Cardiff. After realising that academia wasn’t for
her, Debbie made the leap from academic to medical writer in 2005, securing
a role at Dianthus Medical where she gained experience in the many aspects
of medical writing. In 2011, she became a freelancer, working for a variety of
clients within the pharmaceutical industry.

Debbie Brix Reynolds
For more information see: www.linkedin.com/in/debbie-brix-reynolds-b3321a59/

Contents

Introduction 4
Regulatory writing or medical communications (MedComms) writing? 5
The drug development process 6
Regulatory writing and the drug development process 8
What will my role be? 10
Who will I work with? 10
How do I start? 10
What makes a good regulatory writer? 11
Who employs regulatory writers? 11
What can I expect to earn? 11
Applying for a job 12
Further information 14
References 14
People in the job — in their own words 16

Reynolds DB. A writer’s role in drug development. September 2019.
For more information about careers in MedComms, see www.FirstMedCommsJob.com






4| Introduction

So maybe you're coming to the end of your post-graduate degree or you're currently a post-doc
who is ready for a change. Perhaps it's time to leave academia and look into alternative roles that
will use and build on the skills that you honed during your research career.

If you enjoyed writing your thesis, you are pedantic when collating and communicating data in
meaningful ways to your peers, and you have excellent attention to detail, then maybe medical
writing is a career for you.

Regulatory writing is a specialist type of medical writing that supports the drug development and
approval process. But it doesn’t stop there. The safety of drugs is monitored and collated for as
long as they are marketed. Regulatory writers play a key role throughout this process and, hence,
in improving patient care.

Regulatory writing supports drug development,
approval and beyond. ..

About this guide

This guide aims to provide an insight into regulatory medical writing with a focus
on drug development as opposed to medical devices, although writers work in
both areas. It explores the roles and attributes of the writer, tips on winning your
first regulatory writing role and help in deciding whether this would be the career
for you, drawing comparisons with working in MedCommes.

For more information about starting out in MedComms and details of careers
events, past and future, visit: www.FirstMedComms]ob.com

Also available

From academic to
medical writer:

Evidence generation
and communication:
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a guide to a guide to getting generation ang
getting started started in commypj
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Regulatory writing or
medical communications
(MedComms) writing?

As a discipline, medical writing caters for a variety of audiences, from regulatory experts and
healthcare professionals to the lay public. It can broadly be divided into MedComms writing and
regulatory writing, although there is some overlap.

MedComms writing

Medical writers who work in MedComms provide the pharmaceutical industry with writing services
that aim to raise physician/patient awareness of medicines. MedComms writing can involve
working on a wide range of projects, including manuscripts as part of a strategic publication

plan. MedComms writers may also be involved in preparing slide decks, educational materials

for healthcare professionals, website copy or documents intended for patients. More details on
MedComms writing is provided in another of our guides, ‘From academic to medical writer: a guide to
getting started in medical communications’."

Regulatory writing

The role of the regulatory writer is to prepare the formal and scientific documents that
pharmaceutical companies need during the development of a drug. Such documents support
development programmes and are required by drug licensing authorities, such as the European
Medicines Agency (EMA) and the US Food and Drug Administration (FDA). Hence, regulatory
writers play an important role in helping to get new drugs to the market and in improving
patient care.

Regulatory writing requires a different style to MedComms writing. Regulatory writers have

to develop documents according to the standard templates and requirements mandated by
regulatory authorities, in line with Good Clinical Practice (GCP) and other specific guidelines. This
style of medical writing requires meticulous crafting and attention to detail to ensure that medical
and scientific evidence is presented

in a comprehensive, standardised

and rigorous manner. Individual Regulatory writing requires a different
documents may be concise and
standalone, but may also form part Style to Medc()mms ertlng

of a larger submission. Working

within the regulatory writing arena

can sometimes be viewed as being

more formulaic in style than MedComms writing. However, while MedComms must necessarily
focus on key messages and findings, regulatory submissions must be a complete record of years of
development work. This represents a fascinating challenge for the writer: how do you craft a large
body of data into a logical and understandable story while maintaining transparency of potential
risks and limitations?

Reynolds DB. A writer’s role in drug development. September 2019.
For more information about careers in MedComms, see www.FirstMedCommsJob.com





The drug development
process

Developing a new drug can take up to 15 years and cost in excess of $1 billion.? The process can
be broadly divided into three parts: target discovery and validation, pre-clinical testing and
clinical research.

Target discovery and validation

Advances in bioinformatics technology and methodology have permitted easier identification

of potential drug ‘targets’ (e.g. proteins or genes) and their validation. After a target has been
identified, pharmaceutical companies have a number of processes that allow the screening of what
could be up to thousands of compounds. A ‘hit’ is a compound/molecule that has demonstrated
the required activity during compound screening, with confirmed activity upon retesting, and
once identified, development focuses on improving the potency and selectivity of the compound/
molecule (lead optimisation),? ultimately leading to a potential new drug.

Pre-clinical testing

Candidate compounds/potential new drugs then move on to pre-clinical (sometimes termed
non-clinical) in vitro and in vivo testing to obtain preliminary safety, tolerability and efficacy
data. Conducting in vivo studies informs decisions about what dose(s) should be used if the drug
moves into clinical testing.

Clinical research

A clinical development programme involves a series of clinical trials, conducted in human
volunteers or patients with the disease for which the drug is being developed, usually termed
Phase I- IV studies.

Phase 1

Phase I studies are ‘first-in-human’ studies — usually conducted in healthy volunteers. These
preliminary studies investigate the safety and tolerability of a compound, as well as its fate in
the body (pharmacokinetics [PK]) and sometimes its effect(s) on the body (pharmacodynamics
[PD]). These studies can give an indication of the appropriate dose range for the drug. Phase I of
the development programme can also involve drug interaction studies, as some drugs affect the
metabolism of others.

Phase 11

Phase Il studies are predominantly carried out in patients. These studies may be
placebo-controlled (to assess the efficacy, safety and tolerability of the drug versus placebo)
and double-blind (neither the study personnel nor the patients know which treatment

was received, which helps to reduce bias). Phase Il studies are also used to confirm the
therapeutic dose of the drug being studied.
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Phase of clinical development Description

Pre-clinical Testing in vitro and in suitable animal models

Phase | Testing in healthy human volunteers

Phase Il Testing in patients

Phase IlI Testing in comparative trials

Phase IV Post-marketing surveillance following the launch of
the drug

Phase III

During Phase III, studies are almost always conducted in large numbers of patients and may
involve multiple countries. Usually, the drug under study is compared with the current best
treatment/standard of care for the target indication/disease and/or placebo. Phase III studies
are typically randomised and double-blind. These studies generally exclude specific groups of
patients (e.g. those with renal impairment) to which the drug under study should not be given
(i.e. for whom the drug is contraindicated).

Phase IV

Phase IV studies, most often designated post-marketing surveillance or post-authorisation
safety studies (PASS), are conducted after the drug has been granted approval by drug licensing
authorities. The safety of an approved drug will continue to be monitored as long as

it is marketed.
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Regulatory writing and the
drug development process

Regulatory writers prepare a variety of documents that are required during the drug development
process, examples of which are described below. Typically, they will lead the writing of these
documents with input from team members, which can include a study clinician, statistician, drug
safety representative and regulatory affairs, as well as quality assurance personnel.

Development (Phases I-1V)
Clinical study protocols

In order to conduct a clinical study, a protocol is required. A clinical study protocol describes, in
detail, all of the processes, assessments and requirements for that study to run smoothly. The
protocol also includes a description of which statistical analyses will be performed, with specific
details usually defined in a separate statistical analysis plan.

Informed consent forms

Before clinical study volunteers/patients can undergo any study-related procedures, they must
provide informed consent, or assent by parents/caregivers in the case of paediatric or vulnerable
patients. The informed consent form (ICF) provides potential clinical study participants with
details about the nature of the study and the anticipated benefits and risks. It should also clearly
explain that they can withdraw their consent at any time.

Clinical study reports

A clinical study report (CSR) is prepared at the end of a study and presents a complete record of
the methods and results obtained. Data presented in CSRs are the results of the analyses that
were pre-defined in the study protocol and statistical analysis plan.

Investigator’s brochure

The person responsible for conducting a clinical study at a particular site is referred to as the
investigator. An investigator's brochure (IB) details all known information to date on a study drug
and is distributed to those involved in conducting the study. The IB acts as a valuable resource
for an investigator when making an informed decision on the benefits and risks associated with a
study drug. The pharmaceutical company that markets the drug being investigated should review
the available information annually and, if necessary, initiate an update to the IB. Regulatory
writers may prepare either the initial IB and/or subsequent updates.

Drug safety/pharmacovigilance documents

During the development of a new drug and following marketing approval, safety is closely
monitored. This necessitates the production of specific documents reporting on the safety of the
drug. These include development safety update reports (DSURs), periodic safety update reports
(PSURs) and risk management plans (RMPs).
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Documents for submission to drug
licensing authorities

In order for a drug to be marketed for the first time or in a new disease area, approval must be
obtained from drug licensing authorities. Pharmaceutical companies compile a dossier of all of
the available data that have been collected during the quality, non-clinical and clinical
development programmes for a potential new treatment. In July 2003, the Common Technical
Document (CTD, see figure below) became the mandatory format for new drug applications in
the European Union and Japan, and the strongly recommended format of choice for new drug
applications submitted to the US FDA.> Regulatory medical writers are most often involved

in writing CSRs (Module 5; for more information, see page 8), clinical summaries and clinical
overviews (Module 2), but may also be involved in preparing the non-clinical components.

Regional
administrative
information

Module 1

Non-clinical
overview Clinical
overview

Module 2

Quality overall Non-clinical Clinical

summary summary summary
Quality Non-clinical Clinical study
study reports reports
Module 3 Module 4 Module 5

The CTD triangle®

Clinical summaries

The clinical summary is a detailed, factual narrative of all of the clinical information in the CTD,
including individual components covering biopharmaceutics, pharmacology, efficacy and safety.
This includes data presented in CSRs, information obtained from any pooled analyses and
post-marketing data for products that have been already marketed for other diseases. The
results presented should focus on factual observations.*

The clinical overview

The clinical overview is intended to provide a critical analysis of the clinical data in the CTD. It
should factually summarise and critique the data provided in the clinical summary documents,
presenting clear conclusions and implications as well as a comprehensive benefit-risk analysis.
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What will my role be?

Your main role will, of course, involve the writing of regulatory documents. Other responsibilities
will depend on your employer (see page 11 for details of potential employers). For example, if
you work for a specialist medical writing company, you will likely work directly with client teams.
In simple terms, you will write a document for a client, who will review your work, and you will
implement review comments before the document is finalised. As part of the process, quality
control checks will be carried out by other personnel who have not previously been involved with
the document.

Regulatory writer | | Write draft of document |
Repeat as Final approved
necessary P ma——
Client | | Team reviews draft |

Other aspects of your role will depend on your level of experience and could include project
management, coordinating comment review meetings, managing several documents at the same
time (usually at different stages of development) and mentoring/training more junior writers.

Who will I work with?

Regulatory writers rarely work in isolation and usually work as part of cross-functional, internal

and external teams, which can include clinicians, statisticians, regulatory affairs personnel,
pharmacovigilance personnel and other specialised functional lines. Depending on your employer
and the client, teams may also be global and include high-level regulatory and clinical personnel.

How do I start?

You've made the decision to begin your career in regulatory writing. The majority of regulatory
writers come to the profession from a scientific’/medical research background. Although a
post-graduate degree is deemed as desirable by many potential employers, this is by no
means universal.

To take the first step in securing your first regulatory writing position, it is a good idea to contact
companies directly. Most importantly, don’t underestimate the value of a well written CV and
covering letter. Medical writers are professionals at spotting the smallest errors in grammar,
spelling and consistency. This is a good opportunity to show your excellent attention to detail.
Leading regulatory companies provide the necessary training for potential candidates. This may
include training performed in-house or by external organisations such as the European Medical
Writers Association (EMWA).
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What makes a good
regulatory writer?

Employers look for a number of attributes in addition to your writing skills. These include, but
are not limited to: excellent attention to detail, good communication skills, the ability to work
independently and as part of a team, computer literacy, time-management and the ability to
quickly get to grips with new therapy areas. In addition, writers are required to multi-task, as
you may be expected to manage several projects at the same time. However, one of the most
important attributes for any medical writer is the ability to accept critique positively. No matter
how experienced you are, your work will be reviewed and commented upon.

Who employs regulatory
writers?

Specialist medical writing companies

Specialist medical writing companies, as the name suggests, provide only medical writing
services to the pharmaceutical industry. You would work with a diverse array of clients in multiple
therapeutic areas. Some companies also provide MedComms medical writing services.

Contract research organisations

Contract research organisations (CROs) provide services to the pharmaceutical industry, which can
include clinical trial management, data management, statistical analysis and medical writing.

Pharmaceutical companies

Working as a regulatory writer within a pharmaceutical company will generally involve working
within one or a few therapy areas, which you would be suited to if you enjoy getting to grips with
topics in great detail.

What can I expect to
earn?

Salaries for regulatory writers vary according to location and employer. As an entry-level
regulatory writer, you could expect to earn circa £30,000 per annum but this may be less. There
is considerable demand for experienced regulatory writers in the industry, and your salary will
increase as your career progresses. Your earning potential could also increase for contract and
freelance roles.
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Applying for a job

Securing your first job as a regulatory writer can be a challenge. Employers are often looking for
specific experience, which is a Catch 22 situation as you won’t have specific experience without
having worked as a regulatory writer. However, don’t be disheartened. Entry-level positions

do exist as some employers are keen to recruit new writers with no previous regulatory writing
experience who can be trained. Despite the fact that you may have written manuscripts, abstracts,
posters and grant applications, regulatory writing has very specific conventions and requirements
that are likely to be new to you.

The writing test

As part of the recruitment process, it is usually necessary to complete a writing test, either before
or during the interview. Potential employers will use this test to assess several things, such as:
grammatical skills, attention to detail, ability to follow instructions, writing ‘flow’ and scientific
knowledge.

The format and length of the writing test will vary from company to company. Examples include
writing an abstract from a publication or from provided data, summarising data, proofreading
to identify and correct mistakes in a passage of text, or writing a specific section of a document
such as a CSR. You may be asked to follow a specific writing style and to follow guidelines when
completing your writing test.

Test your attention to detail!

This test is designed to test your proofreading skills. See if you can spot and correct the errors in
the example piece of text below.

Name of Sponsor: Name of Finished Product:
A.N. Other Pharma Ltd CHIPS
Name of Active Ingredient: Study Number:
Potato AN-002
Study Title:
A phase Ill, randomised, double-blind, placebo-controlled, study to investigate the efficacy of CHIP’S in treating hunger in
patients
Principal Investigotar: Dr John Doe
Study site: A Hospital
A Road
A City
United Kingdom
Studied Period: Phase of Development:
First patient, first visit: 05 October 2017 Phase II
Last patient, last visit: 21 December 2017
Objectives:
Primary: To assess the reduction in hunger score in response to a 90 g
of CHIPS or placebo administered aurally in 3 doses
Secondary: ¢ To assess the mean mass of CHIPS required too reduce the

hunger score by 2 points
¢ To assess the safety of CHIPs

Study Design

This study was planned as a single-blind, placebo-controlled study in patients with hunger. Patients provided informed consent
and were randomized to either CHIPS or placebo. At Visit 1, patients were administered 90 g CHIPS or 90 g placebo in three
30 g doses given 30 minutes apart. Hunger score was assessed 5 minutes before administration of dose 1 of study treatment
(CHIPS or placebo), immediately before doses 2 and 3, and 30 minutes after each dose.

The answers are given on page 15 of this guide. Did you spot them all?
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The interview

Your interview is your opportunity to really sell yourself. Make sure that you show your interviewer
that you have the relevant transferable skills and the potential to be successful as a regulatory
writer. Preparation really is key here: if you feel prepared, you will be more likely to be relaxed
and come across well to your potential employer. Before you walk into your interview, make sure
you take some deep breaths and try to relax.

When preparing for your interview, do your research on the company. You may be asked why

you would like to become a regulatory writer. Think of a good reason as this is a potentially very
important question and your interviewer will be judging how you answer. Perhaps you have always
enjoyed the writing aspects of your current job/previous degrees? And/or that you feel that you
are skilled at research and would like to apply those skills to a new career? With each question
posed to you by the interviewer, try to relate your answers to what the potential employer will

be looking for in a regulatory writer (see the section ‘What makes a good regulatory writer?’ on
page 11).

A good idea would also be to highlight your ability to work as part of a team. This is a very
important attribute in a regulatory writer because you will often be working with personnel
from multiple disciplines. Another attribute that you may want to highlight is the ability to
quickly assimilate knowledge about a new subject/topic, which is also a key skill that regulatory
writers need.

If you have attended any introduction to medical writing courses or completed any medical
writing/editing work placements/internships, make sure you talk about them. This will show the
potential employer that you mean business and are committed to becoming a regulatory writer.

Something else to bear in mind for the interview process is that you are also interviewing the
potential employer. Can you see yourself working for a particular company? Informally chatting
with existing employees will give you a feel for the work culture and environment, so if the
opportunity to chat with existing employees is not discussed, it would a good idea to ask your
interviewer if this would be possible.

Preparing questions in advance will help you to focus and will also make you look genuinely
interested in working in regulatory writing. Questions about the company also show you have
done your research. Some suggested questions are listed below.

® How is the department organised in terms of management?

@ If I am successful with my application, would I have a mentor whilst I am learning the job?

® Could you give me some information on what training is provided?

® Will | need to travel?

@ s training internal and on the job or is there an opportunity to participate in external
training (such as attending EMWA conferences)?

® If [ am successful with my application, would I get to work within several therapy areas, or
would I be restricted to a particular area(s)?

® What is the scope for career progression?

Good luck!
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Books

Medical Writing: A Prescription for Clarity. 3rd
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University Press, 2006.

Writing and Publishing in Medicine. 4th Edition.
Huth EJ, Williams & Wilkins, 2014.

The Complete Guide to Medical Writing. Stuart MC,
Editor, Pharmaceutical Press, 2007.

Fundamentals of Clinical Trials. 3rd Edition.
Friedman LM et al., Springer, 1998.

Randomised Controlled Trials: A User's Guide.
Jadad AR, BMJ] Books, 1998.

Professional bodies

European Medical Writers Association (EMWA)
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American Medical Writers Association (AMWA)
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The answers to the test are below:

Name of Sponsor: Name of Finished Product:
A.N. Other Pharma Ltd CHIPS
Name of Active Ingredient: Study Number:
Potato AN-002
Study Title:
A phase Ill, randomised, double-blind, placebo-controlled, study to investigate the efficacy of CHIP’S in treating hunger in
patients
Principal Investigotar: Dr John Doe
Study site: A Hospital
A Road
A City

United Kingdom

Studied Period:
First patient, first visit: 05 October 2017
Last patient, last visit: 21 December 2017

Phase of Development:
Phase Il

Objectives:

Primary: To assess the reduction in hunger score in response to a 90 g
of CHIPS or placebo administered aurally in 3 doses

Secondary: ¢ To assess the mean mass of CHIPS required too reduce the

hunger score by 2 points
e To assess the safety of CHIPs

Study Design

This study was planned as a single-blind, placebo-controlled study in patients with hunger. Patients provided informed consent
and were randomized to either CHIPS or placebo. At Visit 1, patients were administered 90 g CHIPS or 90 g placebo in three
30 g doses given 30 minutes apart. Hunger score was assessed 5 minutes before administration of dose 1 of study treatment
(CHIPS or placebo), immediately before doses 2 and 3, and 30 minutes after each dose.

Delete unnecessary comma
Incorrect use of apostrophe
Should be ‘Investigator’
Should be ‘Study’

Phase III (consistent with title)

The word ‘a’ not required

96066000

Should be ‘orally’
Should be ‘to’

Should be upper case ‘s’
Should be ‘double-blind’ (consistent with title)
Should be ‘randomised’ (UK versus US spelling)

Obijectives use the number (i.e. ‘3")
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Matthew Edmonds

Medical Writer
Insight Medical Writing

I took the long route into regulatory writing. After an
undergraduate degree specialising in pharmacology, I did a PhD
in cell biology, and then fell into that trap laid by universities:
the idea that continuing in academia is the only possible career
choice. That is definitely not true, but I think that the experience
of project management and awareness of scientific data and
literature that I gained during my two subsequent post-docs were
valuable when starting out in regulatory writing.

My first post-doc was my most productive time in the lab, but we couldn’t get funding for me to
continue. Not long into my second post-doc at a different university, I could see no real change in
my experience and I didn't like the way that career path was evolving. I felt that I had strengths that
were ignored by colleagues, such as taking a systematic and meticulous approach to lab work and
making suggestions to improve readability of manuscripts. I enjoyed teaching, and feedback from
students of all levels told me 1 was good at explaining scientific and technical concepts. Perhaps

I could better use these strengths in another career?

I had already heard of medical writing and had been to a MedComms careers event during my

PhD. Since then, medical writing had stuck in my mind as a possible alternative career to research.

As a post-doc, I started entering science writing competitions to try out different writing styles.

At a careers fair, | took the opportunity to find every medical writing company exhibiting. Talking

directly to the employers was valuable in discovering the characteristics and scope of each

company. This way, I came across regulatory writing for the first time. I signed up for an open day
held by Insight Medical Writing to

People in the job — in their own words H

find out more. It seemed perfect for

A major positive of the job is that 1 am me, and I successfully applied fora
medical writer position there.
constantly learning about new and
diverse fields of medicine

That was nearly 2 years ago, and
I haven't looked back. I found
a supportive and collaborative

environment where [ could apply
skills I already had and learn new
ones. My work has included both regulatory and pharmacovigilance or safety documents. As part of
my role as a medical writer, I am in contact with client project teams on a daily basis. Quality control
is vital to ensure that the content of regulatory documents is accurate, so I also see a wide range

of other documents that my colleagues have written and get a chance to exercise my pedantry!

For me, a major positive of the job is that I am constantly learning about new and diverse fields of
medicine. Quite the change from the narrow focus of academia!

I believe that anyone with a scientific background can become a regulatory writer. The big challenge
is presenting large amounts of complex data in a clear and understandable way that is relevant to
the purpose of each document. Experience of the pharmaceutical industry or specific documents
isn’t necessary, and there is plenty of internal and external training on the job.

There’s a growing body of online resources to help you move into regulatory writing. I'd advise
using them as a starting point to discover the best fit for you. I'm glad I found my way into
regulatory writing, and I hope you will be too!

Reynolds DB. A writer’s role in drug development. September 2019.
For more information about careers in MedComms, see www.FirstMedCommsJob.com





Nicola Evans

Senior Manager of Medical
Communications
Insight Medical Writing

Choice of career never really influenced my decision to study
science; I just knew that it was something I loved learning about
and wanted to take further. But much as I enjoyed the excitement
of new discoveries and experiments (sometimes) working,

I always preferred the research that went on behind the scenes
in the library. By the end of my PhD, I had realised that lab work
just wasn't for me. Luckily, I stumbled upon regulatory writing.

Up until that point, my only knowledge of writing in the scientific and medical fields was what

I had seen from publications in scientific journals and textbooks. Although some of my fellow PhD
students had managed to supplement their limited income by volunteering as healthy subjects
in clinical trials, I had never stopped to think about who wrote all the information they were given,
or how the data obtained from the different groups involved would be brought together to reach
meaningful conclusions. When I started to investigate, I soon realised there was much more to
regulatory medical writing than I had imagined. I discovered that regulatory medical writing can
cover the entire clinical development

process, from non-clinical research,

through proof-of-concept and efficacy
i e and I feel lucky to have found a career
post-marketing safety monitoring. that enables me VlOt Only tO use my

When I joined Insight 17 years ago,
regulatory medical writing was just
starting to become established as a
discipline in its own right. Even then,

scientific training but also allows me
to continue learning every day

many in the pharmaceutical industry
still felt that specialist writers were
not needed and that staff in existing departments could somehow find time to write the many
documents that are necessary in clinical development programmes. Over the years, the value

of specialist writing has become widely accepted and the demand for good writers continues to
increase. Industry now understands that trained medical writers can help at every stage by creating
clear, accurate and concise documents, ultimately facilitating regulatory authority review and
approval.

As a medical writer at Insight, I have worked in numerous therapy areas, which have been as
diverse as treatments for life-threatening conditions to dressings for minor scrapes. Every

project brings something new. But while the therapy areas differ, key documents in the clinical
development process are still needed, from initial study protocols to submission documents

for marketing approval. As my experience has grown, my role has expanded from writing smaller
documents such as clinical study reports to helping oversee our writing team and coordinating
submission documents for breakthrough drugs. I feel lucky to have found a career that enables me
not only to use my scientific training but also allows me to continue learning every day.

Reynolds DB. A writer’s role in drug development. September 2019.
For more information about careers in MedComms, see www.FirstMedCommsJob.com
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Caroline Kay

Medical Writing Manager
Insight Medical Writing

After completing my PhD at the University of Bath, I landed

a post-doc position at a small drug discovery company in
Oxfordshire. Unfortunately I was made redundant within

18 months of starting my career as a research scientist. When

I started to think about what to apply for next, I decided that

I didn’t want to look for another lab-based job. I found lab work
frustrating when experiments or equipment stopped working,
and did not enjoy the repetitive nature of the day-to-day tasks
I was involved in. | knew someone who had recently moved into medical writing and thought it
sounded like an interesting way to move away from the bench while still using the knowledge
and communication skills I'd gained in my PhD. I was a little apprehensive about moving to a
desk-based job but decided to give it a go.

As I started to look for a job in medical writing, I discovered that there are quite a few medical
writing and MedComms agencies based in and around Oxford. I sent speculative applications to a
few local companies and, after an interview and a writing test, was lucky enough to be offered a job
at Insight Medical Writing.

In my first few weeks and months as a medical writer I was introduced to the different types of
regulatory documents and where they fit into the drug development process. Coming from a
background in drug discovery, I had

a lot to learn about the clinical side

While timelines can be tight and of drug development. Furthermore,

we use client templates and editorial

clients demanding, 1 find there is a style guides in order to produce

high-quality documents that are

great sense Of Satisfaction in SMCCQSS]CMHM consistent with each client's document

format, something that I'd never had to

dellverl ng a ﬁnal dOC u ment think about before. As well as receiving

excellent in-house training at Insight,

I was able to attend European
Medical Writing Association conferences where I completed workshops on various aspects of
medical writing. It was also a great way to meet other writers and share experiences of documents,
guidelines and clients, as well as exploring a different European city each year.

I've now been at Insight for 11 years and have progressed from medical writer through senior

and principal medical writing roles, to my current position as medical writing manager. Thanks

to the variety of products we work on and clients we work with, I've never been bored! I have

had the opportunity to work on all types of regulatory documents, including non-clinical, clinical,
submission and post-approval documents such as pharmacovigilance reports. As regulatory writers,
we have to adapt to the new documents and guidelines that are introduced by the regulatory
authorities, as well as adjusting to working with new clients and their different therapeutic areas.
While timelines can be tight and clients demanding, I find there is a great sense of satisfaction

in successfully delivering a final document. Above all, I really enjoy being able to write and talk
about science with interesting and intelligent people, without having to spend long days in the lab
performing the same experiments over and over again.

I'm so glad I made the switch from scientist to medical writer. Eleven years after taking the leap,

I really can’t imagine myself doing anything else!

Reynolds DB. A writer’s role in drug development. September 2019.
For more information about careers in MedComms, see www.FirstMedCommsJob.com





Megan
Stanton-Humphreys

Principal Medical Writer
Insight Medical Writing

O

I've always loved the creativity and curiosity behind the ideas
and questions that drive scientific research projects. When

I read the grant application for my PhD, I was so excited and
enthusiastic to start tackling all that the lab could throw at me.
My research was in the area of biological chemistry, designing
and synthesising chemical probes to study biological systems.

I had a supportive supervisor and a friendly group of research colleagues. I (mostly!) enjoyed

my time at the bench. At the end of it, though, I couldn’t quite imagine myself working in a lab or
research environment forever. I found the day-to-day tasks could be discouraging. Why hadn’t that
experiment worked, when it had worked last time? When I honestly assessed what I enjoyed most
about my PhD and I-year post-doc, it was writing about the research — describing the problem or
question to be investigated, how this was done, what was found and why anyone should care. I was
worried that perhaps I was too specialised in a niche area to be able to change direction easily.
That couldn’t have been further from the truth. In fact my PhD was the perfect springboard into an
interesting, challenging and rewarding career that I hadn’t even known existed!

Through the University of Oxford Careers Service I got hold of a magazine with information about
medical writing. Without knowing much about what a medical writer did, I got in touch with Insight
Medical Writing who invited me to an open day. The description of what makes a good regulatory
writer resonated with me. I applied
to Insight and, after my interviews
and writing tests, [ was offered a
position as a medical writer.

['ve always loved learning and that
continues to be an exciting and
stimulating part of my work

I've always loved learning and that
continues to be an exciting and
stimulating part of my work, even
after nearly 8 years. I've enjoyed
working with clients in a broad
range of disease areas. My current role as a principal medical writer includes the production of
clinical and other scientific study documents for regulatory submissions, in which the safety and
efficacy of medicinal products are evaluated. These documents include protocols, investigator
brochures, clinical study reports, clinical summary sections of the Common Technical Document,
risk management plans and briefing documents. In addition, I perform quality control and editorial
review of a range of documents written by my colleagues.

People in the job — in their own words I

After years of not being sure in what role I could apply my scientific interests and training, I am
so glad to have stumbled upon medical writing. I would encourage anyone who is interested to
consider this rewarding career path.

Reynolds DB. A writer’s role in drug development. September 2019.
For more information about careers in MedComms, see www.FirstMedCommsJob.com
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The following table provides a list of the most common pre-approval regulatory documents for drugs with
their associated guidelines and regulations. The clinical study report (p86), clinical study protocol (p93),
investigator’s brochure (p96), and common technical document (and components; p101) are dealt with in

detail elsewhere in this issue.

Document

Commonly used
abbreviation

Associated guidelines and regulations and other sources of information

Case report form

Clinical development plan

Clinical overview

Clinical study protocol

Clinical study protocol amendment

Clinical study report, full or abbreviated

Clinical trial application (EU)

Common technical document

Data management plan

Developmental periodic safety update
report

Electronic case report form

Electronic common technical
document

Informed consent form

Integrated summary of effectiveness
us)

Integrated summary of safety (US)

Investigational medicinal product
dossier, full or abbreviated (EU)

Investigational new drug annual report
us)

Investigational new drug application
us)

Investigator’s brochure

Investigator’s brochure update

CRF

CDP

co

CsP

CSP amendment
CSR

CTA

CTD
DMP

DSUR

eCRF
eCTD

ICF
ISE
ISS

IMPD

INDR
INDA

IB
IB Update

Good clinical data management practices, version 3 (September 2003),
Society for Clinical Data Management

ICH M4E
ICH E6; ICH E8; ICH E9
ICH E6; ICH E8

ICH E3; ICH E9; FDA Gfl submission of abbreviated reports and synopses
in support of marketing applications

EudralLex — Volume 10 Clinical trials guidelines; Detailed guidance for the
request for authorisation of a clinical trial on a medicinal product for
human use to the competent authorities, notification of substantial
amendments, and declaration of the end of the trial (August 2003)

ICH M2, ICH M4, ICH M8

Good clinical data management practices, version 3 (September 2003),
Society for Clinical Data Management

ICH E2F; see also PBRER

See CRF; 21 CFR Part 11
ICH M2, ICH M4, ICH M8

ICH E6, HIPAA

FDA Gfl Integrated summary of effectiveness; FDA Gfl Integrated
summaries of effectiveness and safety: location within the common
technical document

FDA Gfl Integrated summaries of effectiveness and safety: location within
the common technical document

Detailed guidance for the request for authorisation of a clinical trial on a
medicinal product for human use to the competent authorities,
notification of substantial amendments, and declaration of the end of
the trial (March 2010); http://www.imp-dossier.eu/imdp_guidance/

FDA information on IND application reporting

FDA information on IND application

ICH E6
ICH E6

© The European Medical Writers Association 2014
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Continued
Commonly used

Document abbreviation Associated guidelines and regulations and other sources of information

Marketing authorisation application MAA EMA guidance on applying for EU marketing authorisation medicinal

(EV) products for human use; EudraLex — Volume 2 — Pharmaceutical
Legislation Notice to applicants and regulatory guidelines for medicinal
products for human use

New drug application, full or NDA, ANDA FDA information on NDA and ANDA

abbreviated (US)

Orphan drug application ODA Common EMA/FDA application for orphan medicinal product
designation; EMA regulatory and procedural guidance

Paediatric study plan (US) PSP ICH E11; FDA Gfl PSP: Content of and process for submitting initial
paediatric study plans and amended paediatric study plans

Paediatric investigation plan (EU) PIP ICH E11; EMA information on standard PIP, waivers, and modifications

Patient or subject narratives - ICH E2 series; ICH E3

Periodic benefit risk assessment report PBRER ICH E2C (R2)

Risk assessment plan RAP EMA information on RAP for marketing authorisation holders

Safety management plan SMP ICH E2 series

Statistical analysis plan SAP ICH E9; ICH E3

Summary of clinical pharmacology SCP ICH M4E

Summary of clinical efficacy SCE ICH M4E

Summary of clinical safety SCS ICH M4E

Abbreviations: CFR, Code of Federal Regulations; EMA, European Medicines Agency; EU, European Union; Gfl, Guidance
for Industry; FDA, Food and Drug Administration; HIPAA, Health Insurance Portability and Accountability Act; ICH,
International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human

Use; US, United States.
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What you Need and When -
The Key Documents in the

Drug Lifecycle

Clinical development is a complex and expensive undertaking, involving
many years of research that culminate with clinical trials, the objectives and
results of which all have to be documented. This article provides a pathfinder

By Julia Forjanic

Klapproth at Trilogy
Writing & Consulting

to which documents need to be prepared, when they are needed, and who

they need to be submitted to.

Throughout the lifecycle of a medicine, documents are

the key means for designing, conducting and reporting
trials in human subjects, as well as for monitoring the
quality manufacturing, packaging, labelling, safe usage and
performance of drugs once on the market (see Figure 1).
The ICH guidelines - particularly ICH E6 - provide a unified
standard for the EU, Japan and the US to facilitate the
mutual acceptance of clinical data by regulators within these
jurisdictions, laying out the essential documents required
to proceed through the clinical lifecycle and meet
regulatory requirements (1).

Many of the documents needed are relatively straightforward
forms that need to be completed with the appropriate
information. Some, however, are more complex and require
the efforts of multifunctional teams to pull together the
information needed. In particular, experienced medical
writers bring value to the process of weaving it all together

in a way that effectively communicates the intentions and

Clinical Trial Cycle

Informed

Consent
Form (ICF)

Clinical Study'

Protocol (CSP)

Initial

) ) Development
Registration

Safety Update

New Report (DSUR)
Medicine by means of an
Clinical Investigational New Investigator's p———
Development Drug (IND) Brochure (1B inical Study
Plan (CDP) application in the ) e ()

US or Investigational
Medicinal Product
Dossier (IMPD) in the
European Union (EU)

x_/

Assessment, definition of further trials, study of

specific population groups (eg requiring
paediatric investigation)

objectives of each document. This article aims to provide an
overall summary of the documents that medical writers can,
and should be involved in, as expert communicators who can
ensure the documents are fit for purpose across the lifecycle
of clinical drug development, approval and marketing. It will
focus on the key documents required at each stage of the
drug lifecycle, describing their content, purpose, audience,
and deadlines for submission.

Documents Required Before
the Start of a Clinical Trial

Prior to testing any new medicine or therapy on human
subjects in a clinical trial, the drug developers must apply

for permission to run clinical studies by submitting an
Investigational New Drug (IND) application in the US or an
Investigational Medicinal Product Dossier (IMPD) in any of the
EU Member States (see Figure 1). For the initial human studies,
these applications summarise manufacturing information, all

. . (PSUR)
requires preparation
and submission of including abstracts,
Common Technical - manuscripts, posters,
Document (CTD), Risk | I | publications, patient
Management Plan advice, health
(RMP) and any . profe5§ional

necessary responses information. Also

to assessors possible: post-
questions marketing trials

Marketing
Authorisation
Approval
(MAA)
1
: Pharmacovigilance
: (PV) Cycle
i
1 N
Submission for |! Market‘mg —
Approval 1 and Pa?len.t Safety Update
! Communication Report
1
1

Plan (RMP)
update

Ongoing continuous
monitoring of drug safety
and performance

1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
>
1

>
> 1<

pre-clinical phase

clinical development phase (drug trials in human subjects)

v

drug marketing phase

Figure 1: Documents in the drug lifecycle
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EU doc ts US doc t

Nature and purpose

Investigational Lo
estigationa Investigational

Medicinal
Product Dossier NSXI Dlril;gﬁg’:D)
(IMPD) PP product changes significantly

An application for permission to use an investigational product in a clinical trial with human subjects.
A separate IND or IMPD is required for each product used in a trial (including placebo). These documents may
need updating for the approval of each new clinical trial, if the known information about an investigational

Investigator's
Brochure (IB)

Investigator's
Brochure (IB)

A compilation of all the relevant clinical and medicinal data of an investigational new drug or medicinal product,
as relevant when studying the medicine in human subjects

Clinical Study
Protocol (CSP)

Clinical Study
Protocol (CSP)
and their expected outcomes

A document that lays out strict guidelines for the performance of a clinical trial. Based on the most current data
about the disease under treatment and the medicine being tested, the protocol lays out guidelines for diagnosis,
prognosis, handling of subjects, dosage of medicines and risk/benefit considerations, providing decision options

Informed A document to be signed by all subjects who are to take part in the clinical trial - to confirm that they understand
Informed Consent 2 S
Consent Form and accept the objectives, methods and risks involved
Form (ICF)
(ICF)
Paediatric o A development plan that is required if the investigational product is to be licensed for use in children. It describes
L Pediatric Study L ) - A h N :

Investigation how clinical data will be obtained safely in clinical studies with children

Plan (PIP) Plan (PSP)

Table 1: Documents needed to start a clinical trial

data available to date from animal studies including toxicity
data, the clinical study protocols (CSPs) for the planned clinical
studies and information about the investigators who will run
the studies. As the development programme proceeds, the IND
or the IMPD must be updated for each new study, adding new
data from animal and human research available at the time the
new study application is made.

There are a number of key documents that need to be written
to be able to run the clinical studies, as explained in detail in

ICH E6. The most important of the documents defined by ICH E6
are the CSPs, the informed consent forms (ICFs) and Investigator
Brochures (IBs) (see Table 1 and Figure 1). The purpose of

these is to:

« Lay out clearly the scientific information available
about the product (in the IB)

« Explain the rationale for performing each study (in the CSP)

« Provide a detailed investigational plan and describe the
analyses to be made to achieve the objectives of a study
(in the CSP)

« Explain the details and intention of the trial in lay language
for subjects participating in the trial (in the ICF)

These documents are often complex collections of thoughts
that need to build on each other to tell a clear story of what
the trial hopes to achieve and how. The coordination and
writing of these documents warrants the use of an experienced
writer who knows how to pull together input from the many
stakeholders involved in the authoring process, and to make
sure their ideas are consolidated into a consistent reflection

of the planned studies.

It should be kept in mind that the complexity of these
documents tends to increase as the development
programme proceeds. Clinical development begins with
Phase 1 clinical trials that are conducted with just a few
human subjects to assess the safety and pharmacokinetics
of the medicine. Phase 2 clinical trials follow, in which initial
efficacy assessments are made in subjects with the target

disease and dose finding studies are made to identify the
optimal dosage of the medicine. Ultimately, large-scale
Phase 3 trials are performed to unequivocally demonstrate
the efficacy of the product at the planned dosage and to
better understand the safety profile.

As a result, the CSPs of Phase 1 and simple Phase 2 studies
often have few assessments, are small and less complex, and
can be written quickly with only a few drafts. In contrast,

a complicated Phase 2 or 3 CSP that has several objectives

(eg efficacy, safety, pharmacokinetics and quality of life),
assessment of multiple dose groups or treatment regimens,
and perhaps includes sub-studies, may take months of
discussion and consideration to develop. This means there will
usually be numerous drafts and multiple rounds of revision as
various stakeholders are asked to contribute their opinions on
the design and activities to be performed.

Likewise, an IB needed in later stages of clinical development
is a much more difficult document to write. The intention of
the IB is to inform investigators who will be running studies
about all available information on the PK profile, efficacy

and safety of the drug being tested. By Phase 3, there is a
wealth of clinical data available that needs to be condensed
and consolidated into a brochure that is still easy and quick
for the investigator to read. This takes much more skill and
experience as a writer than the early editions of an IB. Thus,
the demands on the team as a whole - but particularly on
the medical writer - increase considerably with the rising
complexity of documents in later stages of development. It is,
therefore, important to ensure that the experience and skill of
the medical writer is carefully matched to the demands of the
documents in these different phases.

For investigational products that will be licensed for use in
children, it is necessary to write a development plan focused
specifically on the studies to be performed in children. This
Paediatric Investigation Plan (PIP) in the EU, or Pediatric
Study Plan (PSP) in the US, describes how clinical data will
be obtained in studies involving children to support the
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Document

Nature and purpose

Development Safety

Update Report (DSUR) revised annually as necessary

A comprehensive annual review and evaluation of safety information relating to drugs under development, which must be

Clinical Study Protocol

(CSP) amendment the study or unexpected outcomes

Revisions to the original CSP that reflect changes in the design or investigational plan, eg due to practical problems in running

Investigator's Brochure
(IB) updates

Prior to the start of any new clinical trial, the IB must be updated with any data from prior studies; at a minimum, updates are
required at least annually to reflect any changed information

Pregnancy prevention
plan or programme (PPP)

A document laying out a set of interventions intended to reduce the likelihood of pregnancy during treatment with a medicinal
product with known or potential teratogenic effects

Statistical Analysis Plan
(SAP)

appropriate for the planned analyses

A detailed description of the statistical analyses to be performed on the data collected during the clinical trial, based on the
statistical analyses described in the CSP. This includes the rationale and references for why particular statistical methods are

Table 2: Documents to be authored during the conduct of clinical trials

authorisation of a medicine for them. These are not trivial
documents, as they must provide detailed background
information about what is known about the disease in
children and what treatment options are already available;
describe the measures to adapt the medicine's formulation to
make its use more acceptable in children (eg use of a liquid
formulation rather than large tablets); and address how the
studies will cover the needs of all age groups of children (from
birth to adolescence). Teams often underestimate the amount
of time they will need to discuss, develop and agree on the
content of their paediatric plans and it is important that

the writing timelines plan for sufficient time to develop the
document properly.

Documents Needed During the
Conduct of a Clinical Trial

Once the clinical trials are running, the writing activities are

far from over. Several documents need updating or writing
throughout the course of a clinical programme, and many of
these are written during the conduct of clinical trials

(see Table 2). There are often amendments to the CSPs, which
describe changes to the planned study or analyses, frequently
because the original study design proves to be impractical, and
the activities need to be adapted to make them more feasible
or to increase patient recruitment.

Pharmacovigilance data that are collected during the conduct of
a clinical development programme needed to be reported in a
cumulative, ongoing manner in the annual Development Safety
Update Report (DSUR). Updates to IBs need to be generated in
preparation for the start of upcoming studies. The final statistical

analyses of the trial data need to be defined in advance of looking
at the data, and these are described in the Statistical Analysis Plan
(SAP). It is important that clinical teams have all these documents
on their radar to plan for them accordingly. There is nothing

more frustrating than recognising a week before a new study

is meant to be submitted that an important document, such as
an updated IB, is not available. By mapping out the preparation

of all these documents relative to the ongoing clinical studies,
writing resources can be planned out well in advance and delays
in starting new studies can be avoided.

Documents Needed after Completion
or Termination of a Clinical Trial

Following completion of a trial, a comprehensive clinical

study report (CSR) must be written that provides a detailed
description of the results of the study, whether positive or
negative. In addition to describing the methodology of how the
study was run (including changes to the original plan according
to the CSP), all of the information collected during the study
needs to be reflected in this report. Again, depending on the
clinical phase of development, a CSR can be a relatively short
document (eg summarising a small Phase 1 pharmacokinetic
[PK] study) or immensely complex and long (eg for a Phase

3 study with numerous assessment parameters and in a
particularly complex therapeutic area). While the former may
only take a few weeks to write, the latter can take 6 months

or more for a team to craft and develop the storyline. Often

itis simply the sheer amount of data that everyone has to

wade through and digest that slows the process. However, it is
important to give teams the time to do this properly — taking
time to think ideas over and refine the messages through

‘ ‘ Once the clinical trials are running, the writing activities
are far from over. Several documents need updating or writing
throughout the course of a clinical programme, and many of these
are written during the conduct of clinical trials ’ ’
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Document

Nature and purpose

Clinical Study Report
(CSR)

A mandatory report covering the objectives, conduct and outcomes of the clinical trial. Note: the EU has recently
defined a clinical trial report as a CSR pertaining to an interventional (rather than non-interventional) study

Clinical Trial Summary

A summary of a CSR, including a summary understandable to a layperson, to be uploaded onto a
publicly available clinical trial registry (eg www.clinicaltrials.gov in the US or www.clinicaltrialsregister.eu in the EU)

Table 3: Documents needed after clinical trials have ended

a couple of iterations - since well-written text and more
complicated thought processes take time to hone.

Itis now obligatory to post a summary of the clinical trial results
for studies performed in the US or EU on online databases for
access by the general public. This summary must be submitted
within 1 year of completion of the trial (ie last patient last visit,
as described in FDAAA 801 Requirements in the US, and the
detailed guidance for the request for authorisation of a clinical
trial on a medicinal product for human use to the competent
authorities in the EU (2,3)). From the writing perspective, it is
important to know that the reports posted on these public
databases may not include any information that allows
identification of any subject in a study, as outlined in the EMA
policy 0070 (4). Hence, the medical writer should help their
authoring teams understand potential implications of the
information included in a CSR to avoid unnecessarily large
efforts for redaction when creating these summaries

(see page 63 for more detail about the EMA policy 0070 and its
implications for public disclosure).

Documents Needed to Apply for
Marketing Authorisation

After completion of the clinical development programme,
the data collected need to be pulled together in a dossier
that will be submitted as an application for marketing
authorisation. These dossiers consist of summary documents
written according to the guidelines of the common technical
document (CTD). The clinical part of the CTD dossier
comprises Module 2.5 (the clinical overview) and Module

2.7 (summaries of clinical pharmacology, biopharmaceutics,
clinical efficacy and clinical safety) (see Table 4).

Writing these dossiers is the pinnacle of the medical writing
challenge to synthesise numerous ideas and data points into

a cohesive description of what is known about the medicinal
product. The documents need to be written so that the
regulatory reviewers can quickly understand what data are
available from the clinical programme, and what these tell

us about the PK profile, efficacy and safety of the drug, and

the nature of its relative benefits and risks. Depending on the
complexity of the product and the indication for which it is to be
used, writing Modules 2.5 and 2.7 can take anywhere from 6-12
months (the writing and coordination of CTDs is discussed in
more detail on page 32).

As part of the application dossier, the sponsor must plan for
how any potential risk associated with use of the medication

will be monitored for and minimised. This plan is laid out in the
Risk Evaluation and Mitigation Strategies (REMS) document in
the US (which is only required on request of the FDA) or the
Risk Management Plan (RMP) in the EU (which is mandatory).
As the name suggests, the document draws on all previous
experience and reports of the drug to assess the main risks
and to consider what would be appropriate precautions for
ensuring appropriate monitoring and mitigation of those risks.
The RMP also requires a summary for the layperson - ensuring
that patients have full access to information about the risks of
treatments they are being prescribed.

Documents Needed during Marketing (Phase 4)

In order to make health authorities, physicians, health
practitioners and patients aware of a new drug - including
its potential benefits and risks — the data gathered during
the clinical studies are published in the form of posters,
abstracts, manuscripts, patient information sheets and
informative websites. There are very strict compliance rules
around how marketing may be conducted, and what claims
may be made in these documents.

In addition, specific material, including that derived from
specially designed post-marketing (Phase 4) clinical studies,
may be collected for the purpose of Health Technology
Assessment (HTA) to gain specific knowledge about particular
safety aspects of the drug, or to understand its performance

in certain patient populations. HTA is the process by which
national health authorities aim to assess the affordability of new
drugs — comparing their benefits against their costs and that of
alternative treatments.

Once a product is on the market, all records of reported safety
events must be collated and assessed on an ongoing basis. This

is done in the form of the periodic benefit-risk evaluation report
(PBRER, previously the Periodic Safety Update Report, PSUR),

as described by ICH E2C (R2) (5). The purpose of the PBRER is to
harmonise the worldwide reporting of safety experience of a
medicinal product after approval. Since the timing of when these
reports must be submitted each year is regulated, preparation of
these documents is often done under extreme time constraints
between obtaining the data summaries for a reporting period
and producing the final report. Since much of the data being
assessed is in a similar format each time, it is possible to
standardise the production and presentation of these data, which
can go a long way to streamlining the writing process by allowing
teams to focus their efforts on looking for safety signals, rather
than agreeing on how to present the information.
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Document Nature and purpose

A short (up to 40 pages) critical assessment of the clinical data culminating

Module 2.5: Clinical Overview and a benefit/risk assessment of the product

Module 2.7.1: Summary of A summary of the formulation development process, the in vitro and in vivo dosage form performance,
Biopharmaceutic Studies and Associated | and the general approach and rationale used in developing the bioavailability (BA), comparative BA,
Bioanalytical Methods bioequivalence and in vitro dissolution profile database

A summary of the clinical pharmacology studies that evaluate human PK, pharmacodynamics and in vitro
studies performed with human cells, tissues, or related materials (hereinafter referred to as human biomaterials)
that are pertinent to PK processes

Module 2.7.2: Summary of Clinical
Pharmacology Studies

A summary of the programme of controlled studies and other pertinent studies in the application that

Module 2.7.3: Summary of Clinical Efficacy evaluated efficacy specific to the indication(s) sought

A summary of data relevant to safety in the intended patient population, integrating the results of individual
Module 2.7.4: Summary of Clinical Safety | CSRs as well as other relevant reports, such as the integrated analyses of safety that are routinely submitted in
some regions. The aim is to clearly describe the safety profile of the product

To succinctly describe how the risks of a product will be prevented or minimised in patients, provide plans
for studies and other activities to gain more knowledge about the safety and efficacy of the medicine,
identify risk factors for developing adverse reactions, and to explain how the effectiveness of risk
minimisation activities will be measured

Risk Evaluation and Mitigation Strategies
(REMS) in the US or Risk Management Plan
(RMP) in the EU

Table 4: Key clinical documents prepared to apply for marketing authorisation

Summary
Throughout the clinical lifecycle of a medicinal product, a ‘ ‘ It iS important to have

myriad of documents are needed to effectively plan, run and

then assess and communicate the outcome of the clinical experienced stakeholders
studies performed. Many of these documents are complex .

compilations of data and thoughts, and also function in on the aUthorlng teamS,
conjunction with other documents — meaning they all need including a medical writer

to tell a consistent story.

who has the experience
Itis important to have experienced stakeholders on the .
authoring teams, including a medical writer who has the WIth the document types to
experience with the document types to know how to advise know hOW to advise teams
teams on the needs of a particular document and to guide .

on the needs of a particular

authors through the review and revision process. Planning

well in advance and ensuring enough time is given to the dOCU ment and to guide

authoring teams to allow them to think about, discuss and

craft documents that accurately reflect what the data have to aUthors th rough the reVieW
say, will ensure that these documents are fit for purpose while and reViSion process ’ ’

making the writing activities less arduous for
everyone involved.
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