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Presentation Outline

• What were the opportunities/areas for improvement in BR assessment?

• Challenges to embed a new way of thinking/working

• Which approach/method is appropriate?

• How to incorporate CBR thinking into the Roche development process?

• Experiences so far

• Barriers to implementation / Increasing chances of success



Impetus for changing cBR: ex- Actemra 
briefing document, FDA Adv. Comm. 
(29-Jul-2008) Slide 4

BR Statement (2008)

“In summary, the benefits of tocilizumab therapy in earlier 
stage RA and inadequate responders to DMARDs and to anti-
TNF agents has been demonstrated. 

“The overall benefit/risk assessment of tocilizumab in 
patients with RA is favorable. Tocilizumab provides a new 
therapeutic option for patients…”

Opportunities for improvement in BR assessment

• Integrated rather than separate presentation of key 
efficacy and safety data.

• Display of comparative effects

• Translation of observed treatment effects into clinical 
terms?

• Clear rationale behind why observed efficacy offsets 
harms

Opportunities for improvement
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Table 2...

---

Table 27..



Feeling that B-R assessments seemed to be 
somewhat inadequate

Evaluate B-R profile to enable decision making at 
key points during product development

Facilitate an understanding of the clinical value of a 
specific molecule 
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Internal drivers...
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External drivers…
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FDA B-R Assessment: Jakafi approval
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Challenges to embed a new way of 
thinking/working

• Like steering an oil tanker …..

• Complexity of organisation
– Many functions
– Many sites around the world
– Disease area silos

• Too much choice in methods

• Change fatigue (post merger)

Champion needed



Key Partnerships within the company

Governance 
Committees

Development 
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SafetyMedical Affairs

Clinical Science

Regulatory



I) Which approach/method is appropriate?

Wanted an approach that:

• is systematic, descriptive and incorporates quantitative models as needed

• provides the outcome in an easily understandable format such as charts, 
plots (data visualisation)

• is flexible and adaptable to different situations

• is able to use all available data (pre- and post-market)

• has clear data collection methods

• incorporates stakeholder perspectives (patient, physician)

• accounts for uncertainties in B-R estimates



II) Which approach/method is appropriate ?

• Decision to focus on a subset of tools and methodologies

• Toolkit developed focusing on 
– a descriptive framework for conducting a CBR assessment
– 3 potentially useful quantitative methods that complement the 

framework

• Decision to focus on CBR assessment at time of filing

• Process / methodology toolkit updated to incorporate PBRER requirements



III) Which approach/method is appropriate?

Frameworks selected by Roche:

• BRAT

• PrOACT-URL

• FDA Benefit Risk Framework

Additional quantitative methods to complement the framework were:

• MCDA

• Q-TWIST

• Conjoint Analysis



BRAT framework for descriptive assessment

Built on a number of principles

• Transparency – systematically document what is included and what is 
excluded. Consistency of approach across project teams.

• Documentation of reasoning behind electing to leave out a particular set 
of benefit or risk outcomes in an assessment

• Tabular output of parameters and results are easily interpretable by 
readers 

• Visualisation of data
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(1)
Define 

decision 
context

(2)
Identify 

outcomes

(3)
Identify & 

source 
data

(4)
Customize 
framework

(5) 
Assess 

outcome 
importance

(6)
Display & 
interpret 

B-R 
metrics

Expert judgement, 
decision & 

communication of 
B-R assessment

BRAT framework for descriptive 
assessment

BRAT=Benefit Risk Action Team 13



Example product of a BRAT framework 
approach



When can we incorporate structured B-R info 
development? 

Phase 
0

Phase 
1

Phase 
2

Phase 
3

Post 
Marketing

Target Product Profile

(hypothetical value tree)

EO
P2

Fi
lin

g

Endpoint identification/Relevant 
Effect Sizes

(conjoint analysis)

Structured B-R

(value tree)

Structured B-R (Descriptive Framework)

Optional quantitative CBR – MCDA, Health 
Outcomes Modelling etc.



Who does the assessment?

• The Project Team Leader is accountable for carrying out the necessary 
activities within the team 

• Teams are required to:
 Develop a strategy for describing the B-R profile
 Create a plan for assessing the B-R profile
 Document the B-R assessment rationale, outcome, etc.

• Clinical Science Leader organizes and leads the B-R sub-team:
• Safety Scientist
• Regulatory
• Biostatistician

16



How do we help encourage change?

Resources 
available to 

project teams

1. Guidance document

process considerations

2. Toolkit

description of methods

3. Review Tool

for describing and communicating 
B-R trade-offs

4. Pilot

Examples and lessons 
learned

5. Training

Onsite roadshows and 
e-learning module



Experiences so far

Methodology Situation

BRAT framework sNDA – presented in the clinical overview, based on 
pooled data
PBRER – individual studies presented (1 per 
indication)

“value tree” from BRAT + FDA 
Grid

PBRER in a mature product (mix of clinical trial data 
and post marketing safety data)

PrOACT-URL PBRER in a mature product

Conjoint Analysis New disease area with no defined regulatory 
pathway
What endpoints are important to the patient?
What endpoints are important to the physician

MCDA Internal pilots only



…implementing a structured B-R is easier said 
than done …

Reluctance to change (“not in my backyard”)

Lack of alignment / buy-in across agencies and stakeholders

Lack of expertise to implement concept

Lack of resources to implement models

No consensus about the scope of the applicability of 
frameworks



Successful implementation of a structured B-R 
assessment framework requires….

• Awareness of barriers for change and possible solutions

• Effective change management through awareness of need for framework

• Support from senior management

• Availability of talent / expertise to execute framework

• Consensus on the best approach

• Use of pilots with Roche data / first hand experience

• Training of staff

• Time



How have other companies done this?

• Are there any lessons that we can all learn from your experiences?



Doing now what patients need next


