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Key Stakeholders O QUINTILES
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Beauty is in the Eye of the Beholder

Pharma must craft global value messages based on areas of greatest impact
and distill supporting evidence that will persuade local decisions
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Attention/Influence Discordance
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In many classes, influence on utilization is shifting away from physicians
to other stakeholders, such as payers and patients

Promotional Spend

Evolving degree of influence on utilization

Degree of Influence
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Using Risk-Sharing Schemes as a Means
of Market Access

Understanding the Impact of Reference
Pricing through Evidence-Based Pricing
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Using Risk-Sharing Schemes as a

Means of Market Access




Risk Sharing Agreements (RSAS) O QUINTILES'

A risk sharing agreement (RSA) shares cost responsibility with a payer

and the manufacturer giving patients access to drugs that may not been
available under other agreements

What is a RSA? A Risk-sharing agreements typically serve to hedge a
payer 60s financi al ri sk ar
may not be clear

A RSAs can be performance and / or financially based

A Risk-sharing contracts can be pushed for by patient-
advocacy groups where patient access may be

limited
Who is utilizing A A number of European countries including the UK,
RSAS? Germany and France, Australia, Canada and the US

A Specifically, RSAs are gaining momentum in the UK
where guidance decisions by NICE determine

whether drugs will be covered and reimbursed by the
NHS

Why use a RSA? A A shift in the clinical trials process to bring drugs to

market more quickly and the increasing cost of drugs
Is driving the popularity




Pros and Cons to RSAs O QUINTILES

There are many pros and cons to utilizing risk sharing agreements;
however, in most cases, the positives outweigh the negatives

Pros cons

A Patient access to drugs A Ambiguity in agreements

A Drugs available more quickly possible

A Improved outcomes data A Transferring confidential

A Increased sales for patient data may be required
manufacturers A Agreement terms on contracts

A Shorter timeline to market for A Abuse of agreements
manufacturer A Auditing schemes may be

problematic

As costs of R&D and prices of drugs increase and CER is turned to for
validating coverage decisions, pharmaceutical companies are forced to build

confidence in value propositions by sharing the risk of a product




Types of RSAs QO QUINTILES

A lack of compelling CE data and the imperative to deliver greater health
economic value has recently led to innovative risk-sharing deals

Financial Performance

Characteristic Based Contracts Based Contracts

i ABiomarker / surrogate
AHealthcare Utilization ) _
Types of contracts | A Outcome / behavior
AProduct Utilization i
ATreatment Process

Type of risk ALevel of product utilization AQuality of product performance
Metric of APnce. expendlture. A# of doses, pills, injections, etc.
agreement (i.e. price/volume discounts)

Stakeholders AManufacturer and payer AManufacturer, payer, patient and

physician

Innovative deals between payers and manufacturers may be based solely on
financial parameters or also include product performance considerations




RSAs as Warranties
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It is important to find a middle ground where manufacturers and payers
will benefit from a risk-sharing agreement and where the manufacturer

can potentially gain from it

A Informational asymmetry is a hallmark
of the healthcare system where insurers
are a third payer between a product or
services offered and those that demand
such product

A Insurers face a moral hazard when
faced with paying for a new, potentially
costly therapy where the complete
clinical and cost effectiveness is
unknown

A Seek to address the problem of getting
expensive new medicines on to the
market when their healthcare outcomes,
cost effectiveness and budget impacts
are uncertain

As stakeholders engage in moral hazardous
behavior, the demand curve shifts out and
price and quantity increase; therefore a new
equilibrium is established where risk is
equal for both pharma and payer

/ i
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*Assuming an operating profit margin of 25%

Source: Adapted from Pricing and Reil ive Risk-
Sharing Strategies (2009), Datamonitor
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RSAs: Key Stakeholders O QUINTILES

Each stakeholder in a RSA has different motivations for entering into
such an agreement creating a need to understand stakeholder roles and

drivers

Pharmaceutical

A Obtains comparative data
on outcomes

AGains competitive advantage
over competition

ADevelops ways of collaborating

ABecomes a center of
excellence in outcomes
guarantee

AGains publications to raise
profile

Increase health of
populations while
preserving own interests
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NThe 1 niti al FDA
should be the beginning of an
Intensive period of assessment, not

t he end. o

T J.Avorn. Powerful Medicines: The benefits,
risks, and costs of prescriptions drugs. New

York: Knopf, 2004.




Timing of Research Data and O QUINTILES
Likelihood of RSAs

RSAs may begin to gain traction on a larger scale as the drug registration
process is accelerated resulting in payers requiring additional evidence of
efficacy before fully covering a drug 8 FuiDwg Approva

O Conditional Drug Approval

Traditional Model
racitiona lode | Full Drug Approval
Preclinical Phase Phase
Studies 1 2
Study
Participants, No. 0 0-100 100-500 500-3000 3000 or More
Evolving Model
9 —————Full Drug Approval ———>
Preclinical Phase Phase
Studies 1 2
Study
Participants, No. 0 0-100 100-500 500-10000 10000 or More
Proposed Model
P ——Conditional Drug Approval—]  —Full Drug Approval—>
Preclinical Phase Phase Postmarketing Postmarketing
Studies 1 e Studies (Required) Studies (Optional)
Study
Participants, No. 0 0-100 100-500 500-3000 30000-300000 300000 or More

' Time

Early-stage RCT may fail to demonstrate full efficacy, or costs may be too high.
With the rush to bring new drugs to market to address patient needs or capture

market share, demonstrated value of the drug can be less than transparent




Recent Increase in Observational
Studies to Support RSAs

There has been arenewed demand for collecting and synthesizing
observational data to ensure evidence-based medical decisions and to
leverage pay-for-performance negotiations

Significant increase in | |,7
observational studies since

FDAAA implemented

O QUINTILES

150 studies started Jan- /
Mar 2008

612 studies started Apr- /
Nov 2008

No. of observational studie
funded by pharma

X

2003
2004
2005
2006
2007
2008

With observational data, manufacturers can support value propositions in
drugs without a cost effectiveness story due to lack of extensive clinical data




Value of Drugs in Risk Sharing O QUINTILES

RSAs can hedge the risk of drugs without a strong cost effectiveness
story, especially when the drug costs are substantial and outcomes are

not clear
Costs and Cost-Effectiveness of Drugs Cited In Risk-Sharing Agreements
160000 o
—o—erlotinib (Tarceva)
140000 N =¢=sunitinib (Sutent)
=o—sorafenib (Nexavar
120000 —&-sitagliptin (Januvia)
® =o—risedronate (Actonel)
100000 == sitagliptin/metformin (Janumet)
> —o—Dbortezomib (Velcade)
4 ) h .
S, 80000 A ® o—rituximab (Mabthera) Therapeutic areas
ke +—cetuximab (Erbitux)
Oncolo
60000 + . —o—pemetrexed (Alimta) ‘ v
. —o—Ilenalidomide (Reviimid. | A CNS
40000 ° beta-interferon (Avonex) . Endocrine
beta-interferon (Rebif)
20000 * beta-interferon (Betaferon) @® womenos Heal
® . :
0 F : : : : : : : : glatlramer.(Copa'lxone X Cardiovascular
atorvastatin (Lipitor)
0 10000 20000 30000 40000 50000 60000 70000 80000 90000
e zolendronate (Reclast/Aclaste
Annual Drug Cost|




RSA Financial Based Schemes O QUINTILES

Numerous innovative financially-based contracts have been established
In recent years

Financial Based Risk Sharing Schemes
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Financially based agreements have most often been driven by payer concern over
the cost (budget impact) or utilization of a product




RSA Performance Based Schemes () QUINTILES

Numerous innovative performance-based contracts have also been

established in recent years

Performance Based Risk Sharing Schemes
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Performance based agreements have most often been driven by payer concern over

some specific product efficacy measure




Key Take-Aways Q QUINTILES

Drivers

A Government authorities and private payers are questioning the cost-

effectiveness of new products

I Though a necessary requirement, clinical efficacy demonstrated in clinical trials is not
sufficient to verify the value of a new product (efficacy in a clinical setting may vary
widely from the real-world environment)

A To address the clinical uncertainties while continuing to fund high price drugs,
payers are increasingly looking for ways to justify value (e.g. post-marketing
studies)

A This justification has been a major impetus behind the rise of risk-sharing
agreements where payers receive financial support in exchange for giving
companies greater market access

A Many of the recent risk-sharing programs around expensive cancer drugs (i.e.
Velcade) have emerged as a result of a negative NICE appraisal

Realizing a demand for greater cost-effectiveness exists, Pharma companies
will benefit from taking a pro-active approach to risk sharing agreements

compared to those that simply react to negative appraisals




Key Take-Aways ( Cont i n u e dCBQUINTILES

Challenges

A For several reasons, it is unclear whether risk-sharing agreements will
continue to rise
I Feasibility and administration burden may be too costly for both parties

I Market dependencies might prevent agreements to be transferred to other countries

I Companies have to redirect post-marketing resources from enhancing the product to
proving the product

i Information produced might be useful to competitors
I Risk of failing to substantiate efficacy claim

I Criteria for success often is discrepant between payer and company and/or changes
during the course of the agreement

Ultimately, the success of a risk-sharing agreement depends on the ability to
produce measurable data and accurately adjudicating the results
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Understanding the Impact of Reference

Pricing through Evidence-Based Pricing




Pricing Triad O QUINTILES

Key stakeholders need to be considered when defining pricing strategy

Demand

Pricing
Strategy

Patients Revenue

Fill Rx
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Evidenced-Based Pricing FrameworKQ QUINTILES

A triangulation of three pricing methodologies can drive an evidence-
based pricing recommendations and considerations

Value-based Price Appraisal:
0 Methodology estimates product pricing as a function of health
economic differentiation. This method formulates a pricing
range based on an appraisal of product benefits measured by a
variety of metrics including cost-savings and cost-effectiveness
potential.

Value-based

Price Appraisal Reference Price Benchmarking:
0 Methodology assesses the pricing structure of comparable
products including an evaluation of real-world dosing. Contracts

including risk-sharing deals will be considered.
Evidence-based

Pricing -
Recommendation Willingness-to-Pay Assessment:
0 Methodology utilizes qualitative feedback from key decision
makers to understand price expectations and thresholds vis-a-
vis current competitors and comparables. This exercise is
Reference . . . .
Price predicated on a two-stage design where the therapeutic area is

Benchmarking tested initially followed by a review of target product profile(s).
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External Reference Pricing in Europe  Q QUINTILES

There is increasing complexity and interdependency within the European
drug pricing setting

External Reference Pricing Web in Europe, 2007

Germany \

UK

e

Ireland France

\t Rest of ]/
EU A — B

Country A references Country B
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Examining the HTA Process




HTA T Definition and Relevance
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Although HTA is broadly defined, the many possible outcomes of HTA

publications <can

di

rectly 1 mpact a

7~

Definition:

A HTA is often a broad concept referring
to evaluation of both clinical and
economic performance for many types
of medical technologies:

- Surgeries
- Diagnostics
- Pharmaceuticals

Effects of HTA Dissemination:

Affect corporate investment decisions
Modify R&D priorities and spending levels
Change regulatory policy

Modify marketing of a technology

Change third party payment policy

> > >y >y > D>

Affect acquisition or adoption of a new
technology

Change the rate of use of a new technology
Change clinician behavior
Change patient behavior

> > D> >

Reallocate national or regional health care
resources

26
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Countries Currently Using HTAS Q QUINTILES

Several countries are formally using HTAs today




HTA Environment in the US O QUINTILES

A U.S. experience to date with HTA/CER Research indicates that:
T The cost of the research will be high
i The results will be difficult to implement
i The return on the investment in HTA/CER research may not be as high as some are expecting

A ArecentCBO report states HTA/ CER fAresearch wc
federal spending for certain types of health care, although not by enough to offset the
costs of conducting that researchovera10-y ear budget arty ti me fr

A Commenting on the head to head ALLHAT trial, which showed that less expensive
generic diuretics worked just as well as newer ACE inhibitors and Calcium Channel
Blockers, Carolyn Clancy, the Director of AHRQ, said that while H2H clinical trials are
the gold standard, Athey are costly and ti
guestion that by the time you ar €& done, n

A Recently, a number of researchers have begun to look at the question of the value
of HTA/CER information by asking the following set of questions3:

What is the cost of collecting the information

What is the value of the information

How long will it take to collect the information

i
I
I
i When do you have enough information to make a guidance recommendation

1: CBO, fiKey I ssues in Analyzing Major Health Insurance Proposals, 0 Decezﬁwber




Current HTA Utilization O QUINTILES

In the US, there is no formal process for implementing the
recommendations of HTA studies, but precedents worldwide suggest that
thresholds for cost-effectiveness vary

Criteria AT AU BE CA CH DE F FR NL NO SE UK
_ Therapeutic benefit ® 0 ¢ o o0 0o 0o o 0o o o o
CE Ratios of Datient benef
e atlent benefit e & o ¢ o 0o o o 0o 0o o o
$20,000/QALY and Costeffectiveness @ o o & @ e e o
$100,000/QALY Budget impact ® o o ® o o o o
TEE betf]n ]Eeﬁ)ort_ed Pharmaceutical/innovative
amaong the Toflowing characteristics ° * o * o ]
countries (Bell et al. - |
2006 A\.fa||ab|ll|ty of therapeutic
alfernatives * o ° * o
Equity considerations ] ® o o
Public health impact ] ]
R&D ° ]

Source: Adapted from Zentner et al. (2005) and case studies.
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Actors in the US HTA Environment

Benefits HTA Guidance:
Consultants: Regulatory: A&I—II(I?S (GJKS) HTAgesearch:
Aewitt A-DA (UK) ERP
A AHS AGermany (IQWiG) ABCBSATEC
ercet Aaustralia (CDAP fepc*
Adctuaries AHRQ ustralia ( ) >
ACanada (CADTH) ACER
Government: R /Manufacturers: A Patients: h
A egislative Bodies APharma/Biotech Anternet, Medical Data
Aederal Mevices ASubpopulations
AState Miagnostics Aatient Advocacy Groups
\ﬁCMST Medicare/Medicaid ) \AProfessionaI Associations Y, \N rade/Labor Unions Y,
4 _ N\ _ N\ (- . _ I
Employers: Payers: Providers:
Amployer coalitions AIMO/PPO/POS Mhysicians
Adealth care benefits ABM Arofessional Associations
Ahctive ASelf-insured employers Adospitals/Hospital Networks
\_ MRetired J U J U Y,
( . . g . \
Scientific_Advances Other Industries:
enomics, Proteomics etcé Avalue/Price
Miomarkers Aow Inflation
\,ﬁSquopulations KCost cutting/productivity )
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The Future of HTA
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United States Emerging Markets

A Potential future influence likely to be
somewhat mitigated
A Influencing factors:
I Largest market
i Comparative effectiveness is all the rage
T Millions of dollars for AHRQ
A Mitigating factors
i Cost-effectiveness is likely to figure
minimally
i Disease management rather than cost
containment is the focus

AWith the money going
comparative effectiveness to generate
evidenceé the use
decision-ma ki ng, | 0 m
Canada

of

t
not S u

A Potential is there but still too many
unknowns

A Brazil, Taiwan and Thailand moving
forward with HTA

A Whose methodologies will they adopt
T NICE?
I PBAC?
i IQWIG?

A BRIC countries too big to ignore

nd
ha

i's definitel
HTA f or war d

31



(O QUINTILES'

Navigating the new health

Summary
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Successful Negotiation Begins with O QUINTILES
Understanding Payerso | nt

|t i s i mportant to untangle the payero
understand what must be demanded and conceded in a negotiation

Positions refer

to a par o kecrease financial Invest in sound drugs I .
e _ ; : mprove patient
explicitly desired risk ?n_d _protectt that qwcklyfptroduce health
endpoint in against rising costs a profi
negotiation
/ \ e N e N e N
L. Actual effectiveness
Interests refer to Minimize adverse Decrease overall in the real world and
a partyos Jo it éﬁ?::dapodtﬁggﬁ?g; | budgetimpact the heterogeneity of
intanaibl d treatment benefit
ntangio’e an . J \ < - -
implicit needs
that pave the " Obtain favorable ) ( )
road to model outcomes,
achieving their || predictably bridging || Have demonstrated
. surrogate markers cost-effectiveness
position with real-world
\ / \ outcomes ) \ )
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Percentage of GDP spent by
government on healthcare

The Importance of Demonstrating O QUINTILES
Value

Increasing healthcare spending, especially in particular therapeutic areas,
has made elaboration of a compelling value proposition more important
than ever

Projected increases in government Side Effects

spending on healthcare globally e
16 The average cost of a monthly prescription is going
14 up for many drug classes.
12 Dirug class Cost (2007} Change from 2006
1: ' Cancer $1,8163¢ [ 1555

. | = 2002 Multiple sclerosis 164700 N 121

4 "2025 | Blood-cell deficiency 172451 N 9.0

2 Inflammatory conditions 154797 P is

0 - .

Growth-hormone deficiency  2,569.10 [ 1.8
N R S AR N ¢
&8 & L & K &KL
® ¥ O s o Sourde Express 50 phs (prices paid by the pharmacy-benefits manager)

Source: National Center for Policy Analysis, 2006.
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Building Value Propositions O QUINTILES

Favorable formulary positioning requires a clear and simple, yet
compelling value proposition that 1 s ¢

I Building a clear value proposition will focus on differentiation over
competitors with respect to what

A Proving value does not mean listing all positive points

I Answer the question: AWhy shoul d
the competitor 6s?0

ACust omer manage Il ncreasi

rs,
reducing costs, donodot have th
sO0 a

supplier ssertionsgs




Negotiating with a Value PropositionO QUINTILES

Depending on the environment in which the drug is entering and the
discriminating features it has to offer, the core value message may be
adapted to suit the negotiation

Completely Confident Advantageous Resonating Rhetoric
Arguments

Focus of All the benefits the All the favorable points of The one or two differing

value stakeholders will reap from the drug relative to points that will engender

message drug competitor(s) the most value for
stakeholders

Primary AWhy should yAaWhy should ynWhat is the

question our drug?o our drug instead of the important aspect to bear in

competitordos?mind about ou

Market First in class drug Few competitors, higher Saturated market
environment price




Bolstering Value Propositions by O QUINTILES
Considering the Opposite in Negotiation

If the payer is compelled to consider both the positive and negative
implications of rejecting a drug, it may help achieve a more favorable
decision

Positive for payer Negative for payer

A Financial risks hedged by being given A Negative perception from various

time to observe real-world effectiveness stakeholders including patients,

while bearing minimal cost burden physicians and patient advocates: see
A Decreased overall budget impact from renal cancer case

new drug A Potentially losing on a new opportunity
A Discourages wasteful/inefficient to improve patient health

treat ment op-tbonsdiA Potentiallyincreased costs by having to
A Promotes responsible prescribing rely on an inferior treatment

A Stifles the incentive for further
innovation

It must be communicated to the payer that cost-effectiveness is well-
documented in long-term studies, which conflicts with their short-term goals




What Can Industry Do? QO QuINTILES

As comparative effectiveness research
drug coverage decisions become widely adapted, manufacturers must

stay ahead of the trend and develop a strategic framework for

negotiations with payers. Further, if risk-sharing agreements are

necessary, they should take a proactive approach rather than a reactive

one
Avoid risk-sharing agreements: Develop an equitable risk-sharing
agreement:
A Structure trials to account for various stakeholder A Be proactive and set terms of agreement as opposed
positions to enhance chance of initial success to having them dictated
A Ensure comprehensive demonstration of product A Carefully measure trade-offs between health benefits
value in HTA submission and in discussions with and costs of the drugs, and type of reimbursement
payers used
A Use of appropriate comparator treatments A Setclinical or cost thresholds that will ensure payer
satisfaction while maximizing profit and revenue
A Use of appropriately stratified and randomized A Define specific roles for stakeholders in order to
patient populations avoid duplication of work and avoid potential conflict
of interest
A Develop own cost-effectiveness analysis model using A  Include potential third party (hospital or university) to
a wide array or specific assumptions ensure academic rigor and balance the interests of
manufacturer and payer
A Transparency in clinical trial data, calculations and A Be mindful of cost/QALY threshold
methods



Market Access Future State O QUINTILES

Stakeholders in the new health landscape will require customized clinical
and commercial evidence derived from patient-level analysis of real-world

data
In-licensing
Market Access
Healthcare ‘
System & / Health Economics [gmed Outcomes Research %
Processes

Physician
Value Evidence Channel

Business Development & Valuation

/ \ BioPharma Asset B 3

£ Efficacy EEE |5

= 2 || Policy-Makers
= g

= 0]

: :

< Safety LS Q
LIJ Y .. Y

Clinical Development .
Process Evidence Channel P Life of Asset/ w

Clinical Feasibility \ ™ JfoHe Mapping fgd Decision Analytics fgd Process Optimization

Safety Evidence Channel Commercialization

\ Pharmacovigilance Pharmacoepidemiology fged Risk Modeling

Out-licensing
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