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Transactional vs. Strategic CRO relationship
◦ Driving transactional CRO relationship to success






Win:Win strategic CRO relationship
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Due diligence in CRO selection
Quality management: FDA and ICH guidances
Clarity leads to success, ambiguity to failure
Build the trust, and not us vs. them
Empowerment
Simplifying the complex
Relevant metrics
Operational excellence

Summary
Q&A

Background, first some acronyms
• CRO
• Contract research organization
• Clinical research outsourcing
• CMO: Contract manufacturing organization
• CDMO: Contract development and manufacturing organization
• CTO: Contract testing organization
The term CRO, used in this presentation, is meant for contract
research organization in mind. However, I think the concepts leading
to “win:win relationship” would apply to all outsourced contract work
with long-term strategies in mind.

Background
• Pharmaceutical and biopharmaceutical companies extensively use
CROs to meet their challenging needs in research and development,
manufacturing and stability.
• For example, Approximately 33% of drugs in the pipelines of the top
ten pharmaceutical companies were initially developed elsewhere,
according to a 2014 WSJ article by Jonathan D. Rockoff.

• Both small and large pharma companies extensively use CROs.
• The sponsor company needs to decide whether to engage a CRO on
a transactional basis or a strategic relationship basis.
• Stakes are high for pharmaceutical and biopharmaceutical
companies to make sure CRO work is successful.
• A successful CRO relationship, even with a reputed CRO, is not a
given. Sponsor company and CRO can drive to a successful
relationship by implementing the key strategies discussed here.
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Transactional vs. Strategic
Transactional

Strategic

• Short duration projects
• Commitment by both the
client and the CRO only
for the SOW project
• CRO as well as client
would shy away from any
big investment,
continuous improvement
or innovation
• At arms-length. Simply an
augmentation of
resources
• Examples: Verification
study, Validation study,
Synthesis

• Long duration projects
• Long-term commitments
by both the client and the
CRO
• CRO as well as client
would want to make big
investment, continuous
improvement and
innovation
• Ideally based on mutual
respect and trust
• Examples: Stability
studies, Reference
standards, Clinical studies

Metrics for transactional CROs
Are there ways to maximize the outcome from transactional CROs?


A simple answer is “Yes”!



For example, consider implementing the following metrics:
◦ On-time completion in percentage. A quantitative KPI
◦ Quality of work: It can be measured in terms of iterations for review of protocol,
report, or any investigations. The outcome can be measured in terms of iterations:
◦ Values of 5: minimum iterations (e.g., 2-3), Value of 3: medium (3-5), and Value of 1:
major (greater than 5 iterations).

Over the course of year or two, the numbers do add up. The metrics then
becomes a powerful tool in evaluating CRO performance.
Create bubble plot with bubble size
proportional to annual spend with the CRO
for impact assessment

Performance assessment of CROs
On-time completion
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Either drop them or
negotiate lower rate until
performance improves!

Strategic relationships with CROs

Strategic relationship with CROs
Strategic relationship
◦ When sponsor and CRO actively work together to help each other
achieve their respective objectives.

A few things to consider
◦ Understanding of different business models for sponsors and CRO is
important in developing mutually beneficial relationship.
◦ Knowing that the relationships are not monogamous has importance in
a few aspects, e.g., firewall & applying best demonstrated practices.
◦ It is more of strategic relationship, but it may not go to the level of
partnership.

Benefits of strategic relationship


Improved operational efficiency
◦ Access to infrastructure without having to make capital investment
◦ Resource flexibility: Ramping up and down





Continuous improvement, innovation, and learning with and
from CROs
In-house resources can be leveraged to business critical
project needs
Possible opportunities to penetrate into a new market
segment when the CRO is from a location where the sponsor
company lacks any presence.

Examples of strategic relationships




Syngene International, Bangalore, India
◦
◦
◦
◦
◦
◦

Amgen
Baxter Healthcare
Bristol-Myers Squibb
GSK
Herbalife
Novartis

Parexel

◦ Eli Lilly

Forming a strategic relationship
Define

Due
diligence

MSA and QA

Cadences

Follow
through

• Define what work stays in-house and what is outsourced
• Define key drivers; speed, cost, work complexity

• Technical assessments
• Supplier quality audits

• Master service agreement (MSA) & Quality agreement (QA) with the selected CRO(s)
• Address technical, business, and quality aspects

• Work initiation, including transfer work
• Establishing engagement and governance cadences

• Quality audits
• MSA and QA renewals

What are FDA guidelines on quality agreement?

FDA’s guidance, “Contract manufacturing
arrangements for drugs: Quality agreements”
•

Guidance document, November 2016

•

FDA’s regulations recognize that owners commonly use contract facilities to perform
some drug manufacturing activities.

•

Although the guidance is for CMO, many of the principles described in this guidance
could be applied in pre-commercial stages of the pharmaceutical life cycle.

•

When an owner uses a contract facility, the owner’s quality unit is legally responsible
for approving or rejecting drug products manufactured by the contract facility,
including for final release. The regulations require that the quality unit’s
responsibilities and procedures be in writing and that they be followed.

•

Owners can use a comprehensive quality system model to help ensure compliance
with cGMP. A comprehensive quality systems calls for quality agreements between
owners and contract facilities.

•

Owners to evaluate contract facilities to ensure cGMP compliance for specific
operations.

FDA and the quality agreement
• Quality agreement:
•

•
•
•

•

Quality agreements should clearly describe the materials or services to be
provided, quality specifications, and communication mechanisms between the
owner and contract facility.
Should explain how the CRO will report manufacturing deviations, deviations
will be investigated, documented, & resolved in compliance with cGMP.
Defines and establishes each party’s manufacturing activities in terms of how
each will comply with cGMP.
FDA recommends that quality agreements be separate documents, or at least
severable, from commercial contracts such as master services agreements or
supply agreements. Quality agreements may be reviewed during inspections.

Two critical pieces:
• Manufacturing activities (Quality unit, Facilities and equipment, Materials
management, Product specific considerations, Laboratory controls, and
documentation)
• Change controls

The buck stops with the sponsor
• No matter who tests the products, the owners’ quality units are ultimately
responsible for ensuring that the products are manufactured in accordance
with cGMP. A quality agreement does not change that. FDA could cite the
owners for failing to evaluate, qualify, audit, and monitor their contract
facilities.
• ICH guidance for industry Q10 Pharmaceutical Quality System states that,
as part of a pharmaceutical quality system, the owner is ultimately
responsible for ensuring that “processes are in place to assure the control
of outsourced activities and quality of purchased materials.”

How the end game may look like?
CRO Win

• Sponsor: work output
either late, not of quality,
over budget and resource
drain
• CRO: Revenue and profit
growth, and capabilities
for new business

Sponsor Lose

Sponsor Win
CRO Lose

• Sponsor: and CRO want to
end the relationship

• Sponsor: Timely and
Quality output, cost
savings, resource mgmt.
• CRO: Growth in revenue
and profits, capabilities
for new business

• Sponsor: Short-term win.
• CRO: Unsustainable
partnership

Key strategies for win:win relationship
Project Management
Excellence

Continuous
improvement

Metrics

Simplifying the
complex

CRO selection

Win:Win
Strategies

Clarity in
expectations

Empowerment

Build the trust

Soft factors

Quality
management

Solid foundation

Road to win:win relationship
CRO selection
•
•
•
•
•
•
•

Define outsourced work
Quality track record
IP and confidentiality
Capabilities: depth and breadth
Resource pool in the local area
Financials
Management team

Quality management
Quality agreement
Quality system alignment
Quality training
Roles and responsibilities for
investigations, OOS, FAR
• Frequency in review of original data
• Quality metrics
•
•
•
•

Clarity leads to success

Build the trust

• Clarity is a must to overcome time,
distance, & cultural differences
• SOW is the vehicle
• Frequent teleconferences
• Use of templates
• Lessons learned sessions

• Meeting cadences and transparency:
Senior, mid and operational level
• Feedback sessions (CRO to/from
Sponsor) and acting on them
• Accountability on both sides
• Open book, e.g., Files on Sharepoint

Road to win:win relationship
Empowerment

Simplifying the complex

• Consider CRO as an extension: Coaching
and mentoring
• Cultural training
• Training and effectiveness check
• SME visit
• Show CRO the big picture

•
•
•
•
•
•

Relevant metrics

Continuous improvement

• Identify relevant metrics to evaluate
strategic and tactical level status
• Review & course-correct metrics as the
collaboration matures: Establishment;
efficiency, & productivity

• Don’t sit on your laurels
• Identify KPIs to monitor status
• Use Green Belt tool to minimize
defects and LEAN to eliminate waste
• Explore visual tools

Feasibility studies prior to formal ones
Identify failure modes
Templates for protocols and reports
Audio-visuals, e.g., telepresence, skype
Early success enablers
Issue escalation cadence

It is a journey and not a destination!

Examples of relevant KPIs
“ Not everything that counts can be counted, and not everything that can be counted counts” –
Albert Einstein

KPI

Frequency

On-time SOW completion, %

Quarterly

First time right, %

Monthly

Lab execution errors, %

Quarterly

Logistics, e.g., shipment, receipt of
chemicals

Monthly

Productivity, study output/FTE/year

Annual

Productivity, tasks/FTE/year
Regrettable losses

Quarterly

Purpose
Measures of efficiency

Measure of efficiency

Measures of productivity
Measure of work environment

Illustrative scenarios
Scenario

Discussion

CRO needs to subcontract part of
service

•
•

Inaccurate documentation of
manufacturing steps

•

•

CRO needs to audit the subcontracted CRO to
ensure cGMP compliance.
Work accountability is still with the CRO
Contract facility’s batch records did not
accurately reflect the actual manufacturing
process because the batch records did not
document the addition of reclaimed powder.
Batch records was sponsor responsibility per
the quality agreement.
A quality agreement cannot exempt owners or
contract facilities from statutory or regulatory
responsibilities to comply with applicable
cGMP. The CRO violated cGMP by using a
batch record that does not accurately reflect
the manufacturing process, even though the
batch record was consistent with what was set
out in the quality agreement

Illustrative scenarios
Scenario

Discussion

Parent company receives 483s or
warning letter

•

Although the parent company and CRO have
separate quality systems and there is a
firewall between the two entities, the quality
culture can essentially be the same. The CRO
should share what would be the necessary
changes they need to implement based on the
parent company’s audit findings with the
sponsor.

Least successful vs. most successful strategic relationship
Least successful
•
•
•
•

•
•

•

Both sides have unclear and unrealistic
expectations of one another
A mindset of “You work for us/we work for
you” prevails
CROs have limited visibility into Sponsor
development plans and timelines
Lack of clarity and alignment around
policies and procedures; lack of clearly
defined and differentiated roles and
responsibilities
Work is either micromanaged by Sponsors
or “thrown over the fence” to CROs
Problems are often not addressed until
they metastasize, finger-pointing and
defensiveness are common
Lack of continuous improvement

Most successful
•
•
•

•
•
•

•

Differences are jointly managed
A mindset of “We are colleagues” prevails
Sponsors provide a high degree of
transparency to CROs regarding
development pipeline and plans, enabling
more efficient resource deployment and
management by CROs
Processes, policies, and procedures are
clearly defined and well-integrated.
Roles and responsibilities for execution and
oversight are clearly distinguished
Potential problems are spotted and
addressed early; both sides explore root
causes and develop potential solutions
together
Continuous improvement with GB, LEAN

Summary
• Strategic CRO relationship can indeed deliver substantial benefits.
• However, a successful CRO relationship, even with a reputed CRO, is not a
given.
• Implementation of key strategies in CRO selection, quality management,
building trust, driving clarity and empowerment, simplifying complex,
relevant metrics, and continuous improvement can lead the CRO
collaboration to success!

• How can I help you in starting the strategic collaboration the right way or
turning around an ineffective collaboration?
• Reach out to me at skarmarkar2018@gmail.com or at 224-383-4493
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