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ON THE REBALANCING OF RISK TO
TRANSFORM COST AND PRODUCTIVITY

» Introduction to the Risk
Management Series:
This three part paper takes an
in-depth look at each of the three
area of drug development risk and
offers solutions to navigate that
risk for greater cost containment

and productivity.

IN DRUG DEVELOPMENT

TRADITIONAL MODEL GIVES WAY TO NEW
RISK-REWARD MODELS

Many excellent reviews have already detailed the industry’s
declining R&D productivity, increasing development costs,
decreasing pipeline and lower earnings. Many more highlight
prominent initiatives to bolster pipelines and cut costs. However,
there is also something new percolating within bio-pharma
companies — a growing sense that traditional cost-cutting and
productivity enhancement methods may have largely run their
course — and the emergence of novel ‘risk-based’ solutions.

The new ‘risk-based” approaches focus on ways to circumscribe, share,
rebalance and hedge drug development risk to transform cost and
productivity. We are seeing risk being evaluated through three

distinct lenses:

® Operational risk — execution risk in delivering robust clinical
knowledge on an asset

e Portfolio risk — the uncertainty in harnessing an asset’s (drug
candidate’s) inherent utility and value

® Resource risk — exposure arising from inertia in the fixed-cost base

supporting operations

In tandem, we are seeing new development models emerge as solutions to
reflect this segmentation and rebalancing of risk. These models challenge
and redistribute the traditional boundaries of the pharmaceutical business
model - i.e., what a pharmaceutical company must own to capture
competitive advantage and to grow, and what can be factored out and

hedged by partnering with external sources.
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» Any risk-based fransaction
involves pricing and trading
both the upside and the
down-side variance associated
with expected outcomes. A unique
set of challenges and potential
solutions accompany each of the
three types of development risk -
portfolio, operations and

resource risk.

This ‘factoring’ extends from resources and processes to systems and
compounds and the associated solutions involve shedding the large-scale,
fully integrated business model and moving to a more nimble, modular

and variable way of leveraging resources to increase the value of assets.

A TAXONOMY OF RISK IN DRUG DEVELOPMENT

Any risk-based transaction involves pricing and trading both the upside
and the down-side variance associated with expected outcomes. Exhibit
I frames the challenges and potential solutions along the three types of

development risk: portfolio, operations and resource risk.

Exhibit | - A Taxonomy of Pharma Risk QuINTIHES
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Portfolio risk

Several factors currently limit the industry’s ability to pull drug candidates
through proof-of-concept and large Phase III studies to market in time to
meet the impending ‘patent cliff” from 2012 onwards. Constraints include
P&L pressure, reductions in development resources, and attrition at both
the regulatory and reimbursement stages. With this reduced throughput,

risk is concentrated among a limited number of development programs.

We are increasingly seeing solutions to ‘risk concentration’ involve
building connected networks of allies to access both capital and risk-
based services. This approach can stretch development budgets, release
the latent value locked in the portfolio without increasing exposure to the

risk of failure, and provide more ‘shots on goal.’
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Operational risk

The industry has traditionally maintained control and mitigated risk in
outsourced trials by ‘buying in’ measured tactical steps around isolated
fragments of the clinical development value chain, (e.g. data management,
site start up, etc.). This parceled approach to limiting the risk of
outsourcing has often led to higher management costs, a dilution of
accountability and massively inefficient practices throughout the process.
For example, site start-up is often sub-optimized due to the lack of a

robust connection to feasibility and patient access intelligence.

Over time, these factors have institutionalized a risk-reward imbalance
among the parties involved that can undermine trust and act as a
disincentive to ‘manage out’ unacceptably high variance in operational
outcomes. We see the industry exploring new approaches that reengineer
the risk-reward imbalance through better alignment of incentives such as

outcomes-based approaches.

The increasing interest in outcomes-based approaches as more effective
vehicles for delivery is based upon three factors. Firstly, they increase the
accountability of the service provider for solving operational problems

as opposed to merely ‘taking orders.” Secondly, they encourage a deeper
exploration of design and operational feasibility between the service
provider and the sponsor prior to starting the trial. And, thirdly, they
rebalance the risk inequity by creating an economically rational downside

for late delivery of outcomes.

Resource risk

The drug development business has a particularly rich competitive
dynamic. On the market demand side, opportunities and threats emerge
daily as products and competition fail or progress to the next stage of
development or product lifecycle. In contrast, supply side resources are
almost always comprised of a standing force of large, fully integrated

business functions.

We see more and more companies recognizing the misalignment between
fixed supply-side resources and highly variable demand-side market
fluctuations. Due to the current extraordinary volatility in the industry,
senior leaders increasingly see the need to use fewer fixed assets and/

or transform fixed costs into variable costs. This means identifying and
moving coherent, contiguous parts of the business to a variable base to

manage demand-side volatility.
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PART 1: OPERATIONAL RISK

» The first in a three-part series,
this paper focuses on rebalancing
the operational risk present
in outsourced frials. Subsequent
articles will address in greater
detail portfolio and resource risk

mitigation.

Increasingly, we are seeing the industry seeking a network of allied
organizations to absorb and integrate potential non-core functions (e.g.,
monitors, data management, sales force, etc.). By transforming fixed costs
in this manner, companies find that they can limit exposure to redundant
cost risks and increase their ability to mobilize around an environment in

which change is now constant.

TRANSFORMING CLINICAL DEVELOPMENT
COST AND PRODUCTIVITY

WHY OPERATIONAL RISK MATTERS

Despite great focus on frial planning and budgeting, medians and
variances on clinical development costs and timelines remain
unnecessarily high. These variances went largely unaddressed
whilst pharma was a high-margin business. But the cost and
operational unpredictability of trials is now incompatible with
today’s less profitable business model.

In a series of recent case studies, we found that weak control over
operational risk has significant impact on clinical trial timelines, costs
and management overhead. As such, addressing operational risk becomes
a key element in transforming the clinical development model to reduce

timeline and cost variability to recapture time based competitive advantage.

Using a database of over 10,000 clinical trials, we have calculated the
historical variance from expectations in cycle times and costs across the
clinical development process — see Exhibit II. The analysis shows that
addressing operational risk can shave on average more than six months
and about 30 percent off the cost of clinical trials. For example, by
focusing in operational risk, one development organization has realized
a 56 percent reduction in overall clinical development cycle time (from
study start up to report writing) to be around half the industry average.

Over the same period of time, the industry average rose by five percent.
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Exhibit IT - The Direct Benefits of QUINTIHES
Addressing Operational Risk o
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Although not insubstantial, the direct cost savings are small compared to
the indirect reductions in overhead, recaptured opportunity cost and the
time based competitive advantage in reaching the market faster, which can

exceed $1 billion for a mid-size portfolio (Exhibit IIT)

O

Exhibit III - The Indirect Benefits of QuINTIIES
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ROOT CAUSES OF OPERATIONAL RISK

Quintiles Consulting conducted interviews recently with cross-functional
development teams across several sponsors, to understand the root causes

of operational risk.
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» Much of the behavior that drives
ineffciency is caused by aperceived
risk-reward imbalance in
outsourcing relationships,
which reinforces a lack of trust and
consequently leads to a high burden

of infernal pharma oversight.

In general, we found that respondents outsourced clinical development

in piece-meal fashion. They awarded tactical elements of the clinical
development value chain (such as data management or monitoring) to a
range of vendors through a procurement process designed to minimize the
cost of each step. Thereafter, sponsors tend to recognize and pay for value
based on completed ‘inputs’ to the development process, such as number of

monitor visits or number of sites initiated.

In several companies the outsourcing process has evolved in an ad hoc
fashion to cope with the disparate needs of different functions, geographies,
therapeutic areas, and external service providers. In these cases, there is

no longer a single way of doing business. Through our analyses of case
studies and internal roles and responsibilities, we observed that many
pharmaceutical organizations are structured to actively encourage up to
100% management overhead on outsourced trials, with functions and

roles being duplicated depending on the specific composition of the various

internal and external teams.

Analyses determined that much of the behavior that drives this inefficiency
is caused by a perceived risk-reward imbalance in these relationships,
which reinforces a lack of trust and consequently leads to a high burden of
internal pharma oversight. This vicious cycle tends to institutionalize and

perpetuate inefficiencies (Exhibit IV)
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ADDRESSING RISK THROUGH
OUTCOMES-BASED MODELS

One approach that companies are using to transform operational efficiency
is to address the perceived risk-reward imbalance by adopting outcomes-
based pricing and management models. Through these models, service
providers promise discrete outcomes in the form of agreed-upon units of
measurement (such as a randomized patient), with minimal

sponsor oversight.

This model radically changes pricing, moving away from costs based on

a unit activity (such as a visit) and associated change orders, and toward

a price to adopt the risk of guaranteeing an outcome (such as an FDA
auditable data set on May 1, 2010). As part of the ‘risk trade’ transaction,
service providers will agree on a more equitable level of control over the
design and execution of the trial — sufficient to manage the risk to an
acceptable level for both parties. This will usually involve a greater degree
of integration around planning and design activities such as feasibility and
site selection. The changes in attitudes and behaviors implied by this model

are summarized in Exhibit V.

Exhibit V - Increased Partnering Helps s
to Correct the Risk/Reward Imbalance o
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CHANGE IS STARTING WITH
PILOT INITIATIVES

So far, no large pharma company has yet solved the problem of owning the
entire risk in the value chain by working in alliance with service providers

in that chain. However, in recent months, we have seen several companies
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» The next paper in this series will
focus on portfolio risk mitigation.
To receive this paper and the third in
the series (on resource risk], please
confact adrian.mckemey@gquintiles.
com or visit our website af

http://www.quintiles.com/consulting/.
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powering the next generation of
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range of professional services in
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and strategic partnering for the
pharmaceutical, biotechnology and

medical device industries.
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Research Triangle Park, NC 27709
+1.919.998.2000
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launch transformation initiatives, some involving relatively radical

departures, such as outcomes guarantees.

Although most of these initiatives are still in the ‘pilot’ stage or only apply
to a small portion of the business — the why, what and how defining these

pilots is already clear:

Why: Reinvigorating the development process is essential to develop more

products within fixed or shrinking budgets.

What: Efficiencies largely derive from fundamental decisions on what is
the optimal unit of outsourced work; who is responsible and accountable
for delivering it; and what degree of autonomy/oversight is required to
balance efficiency, control and risk. If the ultimate deliverable is an agreed-
to quality of outcome at a specific time, the new operating principles shift
variable price inputs to the trial to fixed price outcomes, thereby redefining

the answers to these questions.

How: In order to adopt and mitigate the inherent risks in outcomes-based
models, the traditional role of the sponsor and its service provider will need
to be explored. Changes will likely cover variables like site selection, start-
up/close-out timeliness, monitoring efficiency and execution flexibility. As a

consequence, contracts will likely be based on the time value of outcomes.

We believe that insights from the successes and failures of the pilots will
refine and elaborate new operating models and usher in a new paradigm for
clinical development. In an era of constant change, those organizations that
can nimbly manage the three dimensions of development risk (portfolio,
operations and execution) will emerge as winners. The key question facing
development leadership teams, then, is when, or whether, they will be

willing to meet this challenge in order to remain viable and competitive.

Adrian McKemey is a Managing Director with Quintiles Consulting and leads the

Product Development and Commercialization Practice.

Badhri Srinivasan leads the Enterprise Transformation Unit — an organization
dedicated to mining the experiences accumulated over 10,000 clinical trials to identify
systematic issues and solutions increased speed and reduce cost and variance in clinical

development.

Peter Payne leads efforts on assessing, mitigating and pricing asset and clinical
development risk to support risk sharing initiatives at the portfolio, operational and

resource level.
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