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Agenda

- Framing the biosimilar landscape
- Approaches taken to biosimilar access and reimbursement
- Qutcomes achieved

- Considerations for Alberta
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Framing the biosimilar landscape

- Role and use of biologics in treating patients is expanding
- Medicine costs have risen accordingly
- Innovation will extend the use of biologics over the next decade

- Manufacturers are aggressively pursuing development of a large
number of biosimilar products
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Evolution of biologic use

Dramatic increases in usage of biologics over 10 years

Biologic Days of Therapy by Class indexed to 2003 by class
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Oncology and autoimmune biologics use in 2015

Use in Korea substantially lower than other major developed countries

2015 SU per capita
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Avallability of new biologics

Only 1 in 4 recently launched new biologics are available in Korea

Biologic NAS’s Launched 2010-14 Available by End of 2015
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Pipeline of future biologics

Significant share of most major disease areas including several that have
traditionally been small-molecule based

Key Biologic focused classes
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Spending on biologics
Forecast to reach about $400bn by 2020 globally
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Loss of exclusivity drives biosimilar interest

Key products protection expired or losing protection by 2022

Europe top molecules sales (MAT 12/2015), €

ADALIMUMARB (Humira)
ETANERCEPT (Enbrel)
INFLIXIMAB (Remicade)
TRASTUZUMAB (Herceptin)
BEVACIZUMAB (Avastin)
IMMUNOGLOBULIN BASE (Privigen)
RITUXIMAB (Mabthera)
ENOXAPARIN SODIUM (Lovenox)
RANIBIZUMAB (Lucentis)
INTERFERON BETA-1A (Rebif)
INSULIN GLARGINE (Lantus)

AFLIBERCEPT (Eylea)
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The biosimilars pipeline is extensive

Infliximab
(Remicade)

Etarnecept
(Enbrel)

Tocilizumab
(Actemra)

Adalimumab

(Humira) Golimumab
(Simponi)
Flad
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O Freoumen Rituximab Abatacept

(Mabthera) (Orencia)
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A diverse set of companies are investing In
biosimilar development

Number of products in registration, pre-registration, and phase IlI
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Approaches taken to biosimilar access and
reimbursement

- Four major elements of access and reimbursement
- Wide variation across countries

- Stakeholder role differs
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Major elements of access and reimbursement

Pricing/reimburse Procure- o : :
Prescribing Dispensing
ment approach ment

IMS INSTITUTE

HEALTHEARE IH FORMATICS

12 2016 Institute of Health Economics Alberta Biosimilars Forum 100616



Pricing and reimbursement approach

Pricing/reimburse
ment approach

- Price level of originator after biosimilar entry

- Price level of biosimilar relative to originator

- Pricing mechanisms applicable to both originators and biosimilars
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Pricing and reimbursement approach

Pricing/reimburse

ment approach

- Price level of originator after biosimilar entry
- Price level of biosimilar relative to originator

- Pricing mechanisms applicable to both originators and biosimilars

Examples:
- “Free pricing” for biosimilars, but major discount vs. originator medicine expected (Germany)

- “Free pricing” for biosimilars but included under and indirectly controlled by PPRS regulation

(UK)
- In retail setting, biosimilar pricing at 25-35% lower than innovator’s original price and mandatory

price cut of 15-20% of originator medicine (Italy)
- Mandatory discount of 25% for biosimilar vs. originator’s reimbursement price (Poland)

- Inclusion of biosimilar and originators in reference pricing groups (multiple)
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Procurement of biosimilars

Procure-
ment

- Scope of tenders (national, regional, local)

- Use of tenders
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Procurement of biosimilars

Procure-

ment

- Use of tenders

- Scope of tenders (national, regional, local)

Examples:
- Regional tenders for originator/biosimilar medicines only if considered interchangeable — for EPO

but not G-CSF, inflximab (UK)
- Regional/local tenders for originators and biosimilars for naive patients; direct purchasing from

manufactureres for patients already under treatment (Spain)
- Specific procurement lot for originator medicine for existing patients, but provincial tender

(Tuscany) for all infliximab patients (Italy)
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Prescribing decisions related to biosimilars

Prescribing

- Initiation, switching
- Education programs for prescribers and patients

- Nature, magnitude and operation of incentives provided to prescribers

Examples:

* NICE recommendation to start treatment with the cheapest option; no national rule on switching;
Clinical Commissioning Groups encurange use of biosimilars but physicains have flexibility;
some NHS trusts pilot efforts with hospitals to enforce limited switching (UK)

» Quotas for biosimilars set by regional physician associations in conjunction with sick funds;
physician bears responsibility for initiation/switching (Germany)

» Non-binding quotas in place for some regions (ltaly)

» Treatment switching for infliximab explicitly permissable (Poland)
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Dispensing of biosimilars

Dispensing

- Automatic substitution of biosimilar

- Pharmacy flexibility

Examples:
» Automatic substitution at point of dispensing not possible (multiple)
* If branded biologic or biosimilar is not unavailable, consultation with prescribing clinician required

(multiple)
* If biosimilar is “bio-identical” (e.g. manufactured by the same company) it can be substituted
(Germany)
| | o IMS INSTITUTE
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Drivers of differences across health systems

Examples

- Culture of small molecule brands generics
- Culture of biologics use

- Strength of clinical evidence/ champions

- Organization of healthcare — level of decision-making and
fragmentation

- Organization of purchasing — linkage to clinicians, budget-
holders

- Culture of “Incentives” to the prescriber — positive and
negative
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Multiple factors customized to the health system will determine
how much value biosimilars will provide

Unlocking the Potential of Biosimilar Medicines

Pricing and volume
negotiation

Educa.tic.)n o Potential \ Incentives for
AR | Biosimilar IV REIE
- Payers Value | G

Active and sustained
competition

Source: IMS Health, IMS Consulting Group, Jan 2016
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Outcomes achieved

The Impact of Biosimilar Competition

- IMS has prepared as a set of indicators to monitor the impact of biosimilars
in the European markets at the request of the European Commission
services with initial contributions from EFPIA, EGA, and EuropaBio.

- The report sets out to describe the effects on price, volume and market
share following the arrival and presence of biosimilar competition in the EEA.

- This first report is based on full year 2014 data; the second on 2015 data.
The objective thereafter is to annually publish the previous year’s updated
indicators.

Five Observations by IMS Health

- In this document IMS Health suggests five key observations
based on the data from the report
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Observation one:
Competition drives down the price (1)

Prices before discounts and rebates

Price per TD/Year before Biosimilar entrance

Biosimilar
and Accessible
Reference T Total market
product

EPO 33% -34% 26%
G-CSF -32% -32% _23%
GH 19% 13% 13%
Anti-TNF 8% 8% a5,

The increased competition affects not just the price for the directly comparable
product but also the price of the whole product class
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Observation one:
Competition drives down the price (2)

Price per TD
Epoetins 2015 / Year before Biosimilar entrance
Portugal -61%
Slovakia -52%
The countries with the Poland _49%
highest reduction show G-CSE
reduction of 50-70% Slovakia 59%

. . Bulgaria HE%
When information of smlma 500
discounts are available, it .
suggest that similar levels o =
are present in more markets  p,jand a7

Slovakia -31%
Anti-TNF

Sweden -21%
Bulgaria -19%
Denmark -15%
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Observation two: The correlation between
biosimilars MS and price reduction is weak

- High savings can be
achieved even If the share
of biosimilars is low.

G-CSF Biosimilar MS 2015
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A in Price per TD

- Biosimilar product s are
likely an essential step to o . . ¢
generate a competitive
environment, which leads o
to price reduction
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Observation two: The correlation between
biosimilars MS and price reduction is weak

- High savings can be
achieved even If the share
of biosimilars is low.

- Reduction can be achieved
through price regulation

and/or commercial decisions

- Biosimilar product s are
likely an essential step to
generate a competitive
environment, which leads
to price reduction
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Observation three: Competition can also influence
the originator’s behaviour

— Originators launching PT
: : _ G-CSF volume development
Inn-OV&tlve |Ong ‘ ' B Non-accessible Market
acting/pegylated products Medicinal Products:
) ; ) 350,000 Lonquex, Neulasta
without a price premium 0000
versus the Short-acting ' Non Referenced Medicinal
_ ! 250,000 - Products: Granocyte
changlng the treatment 200,000 -
paradlgm and therefore 150,000 - Referenced Medicinal
usage pattern 100,000 - Products: Neupogen
— Originators eﬁeCtiV9|y °0,000 7 W Biosimilar Medicinal
. . 0 —_— ‘ Products: Zarzio, Nivestim,
reducmg the price levels 20062007 20082009 201020112012 2013 2014 2015 Ratiograstim

— Originator companies are
looking to launch biosimilar
products
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Observation three: Competition can also influence
the originator’s behaviour

— Originators launching
innovative long-
acting/pegylated products U‘ »
without a price premium Biosimilar

100 - Medicinal
versus the short-acting, ﬂ\ Products

90
changing the treatment %0 T~

‘ B HGH price per TD development

Biosimilar
paradigm and therefore 0 \\ E}f 22?;?]:'
usage pattern o Vi
— Originators effectively >0 = =Index
redUCIng the prlce Ievels 0 2008 | 2009 | 2010 | 2011 | 2012 | 2013 | 2014 | 2015 |

— Originator companies are
looking to launch biosimilar
products
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Observation three: Competition can also influence
the originator’s behaviour

— Originators launching
innovative long- New biosimilars are not dominated by generic
acting/pegylated products chaie s
without a price premium Jiaaeora il e
versus the short-acting,
changing the treatment .
paradigm and therefore ki -
usage pattern L R i Ak

INNANNNNN]
. . . . F P G # PG
~ Originators effectively « ﬁ&i@if & ﬁﬁ%ﬁﬂ,}@%ﬁ
- - : 6‘#& v@\?@ &
reducing the price levels f ﬁf
— Originator companies are foo e it

looking to launch biosimilar
products
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Observation four: Lower price has the most
Impact on usage Iin countries with low Initial usage

. . Volume
Lowered prices impact usage but; Frice pey TO/| T Per caPita) 1 2014/
ear before | (Year before Y
c : .o . Biosimilar Biosimilar car !JE!DFE
- New indications or restriction of indicat g oatins entrance | entrance) | Dot
(as the EPO safety warnings) HGH
- General economic conditions
Czech Rep -20% 0.060 54%
- Changes in diagnosing and prevalence Poland -47% 0.043 78%
diseases G.CSE
. . ' -48% 0.004 498%
- In countries which used to have Romania
. p: . Bulgari -58% 0.001 1016%
low usage/availability in the et
. . Slovakia -59% 0.004 3N%
classes the price reductions
seem to have a significant Anti-TNF
impact on the increased access. Bulgaria 9 0.099 131%
Czech Rep -12% 0.232 53%
Slovakia -8% 0.492 718%
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Observation five: The product profile differences
can explain differences in impact on the KPIs

- The differences in approved indications are relatively small for HGH and G-CSF,
somewhat larger for EPO and the largest for Anti-TNF

- As a result, different products are used for different indications which impact the patients
for which they compete in the class. This is most obvious in Anti-TNF.

- Frequency of administration and mode of administration also impact the competition within
a class:

— We can see the differences in frequency impacting both for EPO and G-CSF but mainly for
selected patients (for example patients recovering at home after a chemotherapy cycle)

— The main differences are seen in Anti-TNF between a more frequent subcutaneous injection in
home treatment and or a less frequent intravenous infusion in a hospital setting

— User friendliness of device, simpler preparation or no need for refrigeration has mainly been a
differentiator for Growth Hormones

- There are relevant product differentiations in all four classes which impact the
product mix.
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Why so large variations between classes?

Length of treatment - short treatment cycles makes issues
of switching less urgent

Patient administration - administration by health care
professionals simplifies switching

Potential for innovation in class - clinically meaningful
Improvements can cause significant differences in impact

Clinical evidence/ champions - combination of the
strength of clinical data and the existence of well informed
champions promoting the use
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Considerations for Alberta

« Safety, quality, reliable supply of medicines
» Appropriate use for patients
« Sustainable improving health system

What’s important from the
health system perspective?

* Marketplace that is competitive and

sustainable
What should be the role * Reinforcement of appropriate use
reimbursement policy? * Role of stakeholders in patient care

decision-making
» Allocation of available funds

« Explicit measureable goals
« Ability to capture relevant information
* Interpretation

How will you know if the policy
is working?
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