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This booklet explains each 
of the Quality Management 
process steps set out in 
E6(R2) Section 5.0. 

We’ve tried to make things 
as simple as possible so 
that everyone can under-
stand it. However, if you 
need a little help, or just 
have some questions, 
please don’t hesitate to ask. 
We’re here to help. 

Duncan Hall
CEO

Introduction

Risk-Based Quality 
Management (RBQM) 

was adopted by the 
Regulatory Authorities for 
many reasons, including 
improving quality, 
globalization of clinical 
trials, risk aversion in the 
industry and of course 
patient safety. 
 
While ICH GCP E6(R2) and 
E8(R1) have been around 
for a number of years now, 
many companies in the 
sector are still struggling 
with implementing RBQM. 
One reason is that while 
the guidance tells you 
what to do, it doesn’t tell 
you how to do it. 
 
That’s where we come in.  

Our mission it to make 
RBQM simple. To that end, 
we’ve created a series of 
free webinars and materials 
to help people understand 
the basics.
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QualityQuality
Quality in clinical trials 

is defined as the 
absence of errors that 
matter. 

We need to ask ourselves 
“What do we really need 
to get right to ensure the 
reliability of trial results 
and protection of our trial 
subjects?” 

Removing all the jargon is 
a fundamental principle of 
risk based monitoring. 

The three key areas to focus 
on are:  

1. The safety, rights and 
well-being of clinical trial 
subjects; 

2. The integrity of clinical 
trial data; and 

3. The reliability of clinical 
trial results.
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you only do once. Risk 
assessments should be 
conducted throughout the 
duration of the trial. 

Your protocol risk 
assessment should be used 
to inform the development 
of your functional 
monitoring plans. 
 
All three elements are 
required for effective 
RBQM.

Effective RBQM

Effective Risk Based 
Quality Management 

starts early. 

We need to build quality 
into the trial right from the 
start. 

Use a risk assessment 
approach to create a well 
designed and clearly 
articulated protocol. 

Conduct a risk assessment 
before you start your trial, 
but it’s not something 

          Key messages from the ICH E8(R1)
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the start and taking a 
proactive approach. For 
example, involve external 
stakeholders in trial design 
(e.g. patients and sites).
 
Identify critical to quality 
factors, associated risks, 
and then design your 
protocol to minimize the 
risks identified.

And finally, create a culture 
of open dialogue about 
quality in your organization.

E8(R1) Key messages  -     
Identify risks and 

focus your trial design 
and processes to mitigate 
those risks.

E8(R1) Introduces quality 
by design and critical to 
quality factors. Together 
with the concept of a 
“risk proportionate 
approach”, it consolidates 
the principles introduced in 
ICH GCP E6(R2).

That means building 
quality into the trial from 

          Key messages from the ICH E8(R1)
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The diagram above shows 
E6(R2) Section 5.0 Quality 
Management 7 step 
process.  
 
It encourages a proactive 
approach to identification 
and prioritization of risks to 
critical data and processes. 
This has been proven to 
improve the quality of the 
clinical trials. 
 
We’ll take you through 
each step on the following 
pages. 

E6(R2) introduced the 
principles of RBQM, 

mainly the risk assessment 
process and risk-based 
approach to monitoring. 
 
Prior to R2, often the focus 
of industry was on how we 
monitor, with little time 
spent identifying the risks 
inherent to a study.  
 
Companies will gain 
more value from central 
monitoring activities with 
a strong risk assessment 
process in place.

ICH E6 (R2) Quality Management 5.01 - Identify Critical Data & Processes



Introduction to Quality Management 7

ICH E6 (R2) Quality Management

• Primary endpoints
• Secondary endpoints
• Eligibility
• Clinical procedures
• Study conduct 

practices
• Operational delivery
• Use of technology
• Transfer of data
• Anything else 

impacting core GCP 
principles

Identify elements that are 
critical to patient safety 

and well-being; reliability 
of trial results; and the 
meaningfulness of trial 
results and quality.  

The most important source 
of information on critical 
data and processes (also 
called critical variables) is  
the protocol. From there we 
need to identify potential 
critical variables such as: 

• Factors critical to  
quality

5.01 - Identify Critical Data & Processes
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Could we detect it if it did?

What would be the most 
likely cause?

What would be the most 
significant effect?

Can we mitigate the risk?

Who is going to manage 
the risk?

How will we manage it?

How frequently will we 
review it?

What critical to quality 
factor is this risk associated 
with?

Having identified our 
critical variables, good 

questions to ask include:

What could go wrong in the 
collection of critical data?

What could go wrong with 
critical processes?

Are those processes reliable 
and repeatable?

What would the impact be 
if something went wrong?

What’s the likelihood of 
something going wrong?

5.02 & 3 - Identify & Evaluate Risks 5.04 - Control Risk



Introduction to Quality Management 9

security, functionality or 
insights into studies, sites 
and patients that they want 
and need. 
 
Choose a compliant, fully-
validated solution that 
brings critical variables, 
risk assessment, risk 
management and central 
monitoring in one easy-to-
use platform. 
 
We recommend OPRA 
- designed and built by 
operational experts for 
operational experts. 

Having identified and 
evaluated our risks, 

the next step is controlling 
risks throughout the trial.

How are we going to 
do that? There are 
lots of options. Many 
organizations still use 
Excel to manage their 
risks, and standard BI or 
stats packages for central 
monitoring.  
 
But those tools aren’t built 
around RBQM so don’t give 
your operational teams the 

5.04 - Control Risk
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It identifies which function 
will own each activity and 
is used to communicate 
what is required of each 
of the functional areas so 
they can develop their own 
functional plans. 
 
The ISMP is a valuable input 
into the central monitoring 
plan and the set-up of your 
central monitoring system. 
 
It’s also important for 
demonstrating compliance 
with R2 and the risk-based 
approach.

Risk communication is 
very important to get 

right. 

The next step is to 
develop a cross-functional 
Integrated Strategic 
Monitoring Plan (ISMP). 
 
The ISMP determines 
the most effective way 
to monitor and manage 
the quality of critical data, 
including central, remote 
and site monitoring, and is 
a key communication tool. 

5.05 - Communicate Risk
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possible. 

We also need to adapt our 
ISMP and related functional 
plans based on emerging 
and/or escalating risks 
we identify through the 
process. 
 
It is important to provide  
an overview of the risk  
management approach, 
and deviations from 
the predefined quality 
tolerance limits, in the 
Clinical Study Report (CSR).

The final steps are 
reviewing and 

reporting on our risks.

It is important to have 
regular reviews of risks and 
the effectiveness of the 
controls we have in place. 

We need to regularly 
review data for emerging 
risks and trends so that we 
can intervene as early as 

5.06 & 7 - Risk Review & Reporting
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Summary

2. Start with the protocol 
– (almost) everything 
you need should be 
there: and

3. Critical variables 
are both data and 
processes. Document 
and justify why you’ve 
picked them.

You now know how to get 
started, but if you get stuck 
or need some advice, you 
know who to ask.
 
Good luck..

You now understand the 
intent behind RBQM, 

the key elements and the 
7 Quality Management 
process steps in ICH E6 
(R2). 

We’ll leave you with three 
pieces of advice to get you 
started:

1. Don’t jump straight 
into ‘risk manage-
ment’. Critical data 
and processes must be 
identified first.

About TRI
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About TRI

TRI was started with 
the aim of making 

Risk Based Quality 
Management simple and 
accessible on all clinical 
trials. 

When ICH E6 (R2) was first 
introduced, it was clear 
it required a systematic 
approach to Quality 
Management. There wasn’t 
a platform on the market 
that could deliver all seven 
quality process steps, so we 
decided to build one.

After several years’ of effort 
and millions of dollars 
invested, we believe we’ve 
created the best RBQM 
system on the market. 

But technology alone won’t 
make you successful. That’s 
why our approach is ‘people, 
process and technology’, 
and in that order. 

It’s our focus on Operations 
the makes us different. But 
don’t just take our word for 
it. Get in touch and find out 
for yourself.
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