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Expectations for proactive full life cycle Benefit-Risk management were 
strengthened with the implementation of Good Vigilance Practices (GVP)  
in 2012. More recently, increased focus on Benefit-Risk management 
is reflected by the increased regulatory scrutiny of risk management 
systems operating under a robust pharmacovigilance quality 
management system (PV QMS).

The need for structured Benefit-Risk governance and 
assessment processes has increased as companies seek 
to navigate various regulatory landscapes, bring products 
to market more efficiently, manage activities more 
consistently, and of course ensure patient safety. 

Ongoing assessment of Benefit-Risk throughout 
development to post-marketing is key. This guide outlines 
a structured methodology for approaching that end-to-end 
Benefit-Risk management.
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Too often, small, and medium-sized pharma 
companies rely on purely qualitative Benefit-Risk  
evaluation, lacking either experience or 
expertise in the use of semi- or quantitative 
assessment methodologies and/or structured 
Benefit-Risk governance as they approach 
the marketing authorization stage. 

In fact, this is a missed opportunity much earlier  
on in the product lifecycle, to consider the product’s 
Benefit-Risk profile, at a time when the applicant  
is trying to optimize the benefits and position  
risks of the product to maximize the 
chances of authorization. 

Large multinationals are more likely than smaller 
companies to have resource and systems to 
support the end-to-end Benefit-Risk management. 
Over time, such structures are arguably too 
cumbersome or dogmatic for smaller companies 
agile enough to translate the benefits of 
a structured methodology into their organization.

Optimizing end-to-end 
Benefit-Risk 
management.
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Key to an effective Benefit-Risk management 
system is that of process and cross-functional 
governance. A core Benefit-Risk team of 
key stakeholders able to make decisions 
and drive agreed actions is paramount. 

It is important to note that the prominence 
and leadership within the composition of the 
team will vary based on each organization and 
the lifecycle stage of a product. Nonetheless, 
core composition is likely to include key 
functional representation from medical, PV, 
clinical, regulatory, data management, and 
subject to voting rights, commercial. 

The composition, roles, and functioning of 
that team must be agreed and documented, 
and importantly managed according to 
charters and company processes. 

It may be the case that the organization and 
product portfolio warrant a multi-tiered team 
framework, whereby Benefit-Risk teams 
operate at product-level whereas a Benefit-Risk 
committee makes corporate and strategic level 
decisions escalated to them by each team. 

Nonetheless, whether decisions are being 
based on or are driving key outputs and 
messages including risk management plans, 
application dossiers, safety information 
and datasheets, or in response to a PBRER 

assessment, their decision-making and 
operation must be transparent, linked to 
associated procedures, and therefore managed 
under the auspices of the organization’s QMS.

The methodology used by the Benefit-Risk 
team(s) should ideally mirror or at least 
align to the decision-making methodologies 
used by key regulatory authorities. 

Whilst qualitative benefit-risk approaches 
and decision-making by the organization’s 
product and subject matter experts will 
be key to support robust Benefit-Risk 
assessment, it is certainly no guarantee 
that it will arrive at a balanced assessment 
consistent with that of the regulators. 

Equally, for small and medium-sized pharma 
companies, the use of full-blown quantitative 
Benefit-Risk methodologies may not be 
proportionate, efficient, or appropriate. 

This guide therefore recommends the use 
of a risk-proportionate semi-quantitative 
methodology, taking the more value-adding 
and appropriate steps from the BRAT and 
PrOACT-URL methodologies employed by 
US and EU regulators in a proportionate way 
that has been successfully applied by small 
and medium-sized pharma companies. 

Designing an effective Benefit-Risk team...

4



The methodology proposed in this guide, as adapted 
for small and medium-sized pharma companies, 
is comprised of the following key steps: 
	� Evaluation Context – involves a description of the nature of the 

problem and its context; the product, indication, pharmacoepidemiology, 
alternative treatments, the patient population, key stakeholders and 
decision-makers.
	� Source data – documentation of all data sources, descriptions 

of each value, and the creation of source data tables to aid in 
visualization and comparison.
	� Important relevant information – identification of each value  

(benefit or risk), strengths and weaknesses of the available data, 
exposure, incidence, links to other product information such as 
European Public Assessment Reports or REMS assessments if 
product is not going to be first to market, and the creation of a value 
tree to aid visualization and to better understand the relationships 
between and/or grouping of values.
	� Value ranking and weighting – assigning numerical values to 

the priority and relative contribution of each benefit and risk value 
introduces to this methodology a quantitative element and involves 
group discussion from the Benefit-Risk team. Visualizations applicable 
to this step include Benefit-Risk effects tables, and as appropriate, 
forest plotting and baseball cards.
	� Benefit-Risk Assessment – assesses any data uncertainty and 

decision-making by the Benefit-Risk team for any proportionate and 
value-adding risk mitigation/further characterization. Consideration 
should be made of past decisions (within the organization or for  
similar products), tools appropriate to address any risk, Risk 
Management Plans or Evaluation and Mitigation Strategies,  
appropriate risk measures, burden to stakeholders, and of course 
effectiveness monitoring.

	� Links to Product Labeling and ongoing Benefit-Risk review – as 
this methodology should be applied across the product lifecycle, 
it is inherently linked to the Benefit-Risk team charter, co-ordination 
with integrated processes, including that of signal detection and 
management, and Benefit-Risk management as well as routine 
operational aspects in the post-authorization space, including periodic 
safety reporting and Individual Case Safety Report management and 
assessment. This continuity and operation within an integrated system 
has proven effective for key roles including that of the Chief Medical 
Officer and the Qualified Person for Pharmacovigilance, who by the 
time of application should be key stakeholders in the Benefit-Risk team.

Failure to apply robust governance, systems, and methodologies 
represents a lost opportunity to gain efficiencies from assessing the 
Benefit-Risk profile of a product early on. Whilst the proposed methodology 
can drive tangible benefits peri-application and post-authorization, the  
Benefit-Risk governance and assessment process should begin as early 
as product selection or acquisition, when companies are selecting which 
candidates to progress into clinical development or add/keep in their portfolio. 

During candidate selection, the methodology can serve to formally 
evaluate non-clinical data, toxicology data, pharmacokinetics and 
pharmacodynamics data, manufacturing and supply considerations, 
altogether assessing the potential benefit of this particular 
product and whether it could go the distance to market. 

As the product moves through the development phases, and 
the understanding of product risk grows even while benefit data 
remains inconclusive, the methodology can support product 
positioning, inform the clinical development plan, be used to prepare 
a development Risk Management Plan (dRMP) and represent the 
product’s baseline Benefit-Risk assessment as it evolves.

... designing an effective Benefit-Risk team.
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The astute reader will note that many aspects 
of this methodology are tied to both the Risk 
Management Plan format as described in GVP 
Module V and also that of key modules of 
the electronic Common Technical Document, 
including modules 2.3-7, module 3, 4 and 5. 

This cross-process linkage enables the 
methodology to serve as the single source 
of truth, the source information for any 
downstream document, thereby ensuring 
efficiency and consistency in assessment 
across processes and documents as well as 
Benefit-Risk messaging to third parties. 

At the later stages during peri-application,  
there is a huge amount of data to sift through 
at a time-critical point when issues that may 
have been addressed earlier would cost up to  
a 100-fold to solve when discovered late in 
the product lifecycle. 

The net objective of using this methodology 
is to arrive at the same or similar conclusions 
from the Benefit-Risk assessment and 
decision-making as the regulators, thereby 
avoiding surprises as far as possible, 
whilst demonstrating duly diligent systems 
at the applicant’s organization. 

Importantly, whilst this 
proposed Benefit-Risk 
methodology can serve 
a very useful purpose in 
determining the need for 
additional risk minimization 
measures, it can also 
serve to counter any action 
proposed by the regulators.

Cross-referencing with GVP and CTD.
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Extending Benefit-Risk management to cover 
the full product lifecycle makes sense. It brings 
cost efficiencies and reduces time to market 
as companies are much better prepared 
for the marketing authorization stage. 

As the product matures and the market and 
patient exposure increases, Benefit-Risk 
management and governance must continue 
to be able to respond to an emerging safety 
profile and more varied sources of safety data. 

As organizations and commercial  
arrangements become more complex, 
managing Benefit-Risk centrally becomes 
increasingly important, but with this 
methodology in place consistent and 
justified recommendations for action can 
be quickly and easily generated in response 
to emerging issues and requests. 

Accordingly, the level of Benefit-Risk 
management and governance activities 
remain proportionate to the complexity of the 
organization and the product’s safety profile.

Covering the full product lifecycle.
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The optimum approach to Benefit-Risk 
management across the entire product 
lifecycle for any size of pharma company 
is to adopt a structured methodology. 

It is entirely possible to tap into qualitative 
support from internal stakeholders, but 
we have found that a more structured 
methodology, blending that qualitative 
expert input with semi-quantitative 
methodology, is most effective. 

Adapting existing and recognized  
Benefit-Risk assessment methodologies 
that are established and proven ensures 
that it is achievable for a small to 
medium sized organization to introduce 
a simpler, leaner way of managing 
and overseeing Benefit-Risk. 

It pre-empts issues that commonly cause 
delay in authorizations, facilitates the 
generation of key documents including 
RMPs and product labeling, and saves time 
through avoiding duplication of effort. 

Adopting 
a structured 
methodology.
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If you’re looking for a partner for your journey to market, and throughout the 
life cycle of your product, we understand you. Our ability to provide a tailored, 
focused small-company service, allied to the ability to help drive large projects 
with scale and footprint is unmatched in the industry. 

Nobody else is better positioned than Arriello to provide the personalized and 
attentive service needed across the product life cycle. And of course, our unique 
advisory board is on-hand to provide impartial advice based on their deep global 
experience and expertise across all areas throughout your journey.

During your early-stage development our focus is on building a relationship based 
on trust and delivery. We know you have investor commitments and deadlines to 
meet, so you need assurance and reliability, the peace of mind that comes from a 
wealth of expert advice backed up with on-time project deliverables. Every time. 

At later stages you need to know we have the breadth of services, experience, 
and track record to expand and grow with your needs, keeping that continuity and 
commitment in place for the journey. 

We understand your needs and regardless of which stage you’re at, our expertise 
and clear and transparent approach to systems means you can be confident that 
together we can ensure control and oversight of your PV system and patient safety.

Ultimately, we focus on building a strong strategic partnership  
with you that provides a true faster, better, smarter service  
across the whole product life cycle, not just on an individual project.  
To find out more about managing Benefit Risk and our  
other services, click here:  

How Arriello can help...

Arriello.com
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http://www.arriello.com/signal-and-benefit-risk/benefit-risk-management-rmp-rems/?utm_source=website&utm_medium=PDF_download&utm_campaign=BenefitRisk_P9&utm_id=BenefitRiskG2022


www.arriello.com
Service inquiries: sales@arriello.com

   linkedin.com/company/arriello_group

ISO 9001 certified

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. 

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. 

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

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 valued clients rely on our ability to deliver, however complex their requirements, 
through our proven expertise, global coverage, and technology.
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Suite 1410, Boston, 
MA 02210, USA
+1 617 807 7016
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South San Francisco, 
California 94080, USA
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Av. da República 18, 
1050-191 Lisbon,
Portugal
+351 21 053 4240

Prague office
Arriello s. r. o.
Olivova 2096/4, 
110 00 Prague 1, 
Czech Republic
+420 222 367 765

Global headquarters
Arriello Ireland Limited
No. 51, Bracken Road, 
Sandyford, Dublin D18 CV48, 
Ireland
+353 1 293 6755
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Faster. Better. Smarter.
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