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promoting the safe introduction and
monitoring of biosimilar medications
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Gathering the Perspectives of Providers Around the World

Canadian Physician Survey
(December 2014): 427 physicians

U.S. Physician Surveys
September 2012): 376 physicians
5 J Py E.U. (France, Italy, Spain, UK)
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' pry \ (November 2013): 470 physicians

U.S. Pharmacist Survey
(Septemb_er 2015) 401 Latin America (Argentina, Brazil,
pharmacists — Colombia, Mexico) Physician Survey
(May 2015): 399 physicians

All surveys available at www.SafeBiologics.org
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Sharing Physician Perspectives With Regulators

INTERNATIONAL
e 2014-2016: 58t-62"9 WHO INN Consultation and Frontpage meetings
e 2014: Int’l Regulator Conference (Pre-ICDRA), Brazil

e 2014: Presented country-specific survey data to Spain, Italian, and Canadian
Health Regulators

e 2015: Presented Latin American survey data at two Biosimilars Conferences,
Brazil.

uUs:

e 2015: Shared U.S. data and recommendations with U.S. Dept. of Health and
Human Services and other Administration officials.

* February 2016 FDA Arthritis Advisory Committee Hearing
* Numerous State Legislatures 2010-2016







Latin American Survey: Overview

e 399 Prescribers were recruited from 4
countries in Latin America

* Argentina (N=99)
e Brazil (N=101)

* Colombia (N=100)
* Mexico (N=99)

e 15 minute web-based survey

Mexico, 25%

e All surveys were administered in native
languages Columbia, 25%

* Argentina, Columbia, Mexico: Spanish

* Brazil: Portuguese



Primary Therapeutic Area

“Please indicate your primary practice area or therapeutic area in which
you practice?” (N=399)

Dermatology I 22%
Oncology M 18%
Neurology M 18%

Endocrinology S 17%

0,




Practice Setting

“Which of the following best describes the type of practice in which you
work?” (N=399)

Hospital e 32%
University Teaching Hospital S 21%
Private multi-specialty clinic P 18%




Length of Time in Healthcare Sector

“How long have you been in medical practice?” (N=399)

1-5 years [N 10%
6-10 years [ 34%

11-20 years




Do You Prescribe Biologics?

®Yes " No







Familiarity With Biosimilars

LATIN AMERICA

53%

35%

12%

Haven't heard of them or Familiar, have a basic Very familiar, | have a
could not define them understanding of them complete understanding of
them




Awareness of Different Classes of Biologics

“Are you aware of the difference between biologics, biosimilars and non-comparable
biologics? ” (N=399)




Awareness of Approval Process

“Do you assume that all biosimilars go through the same regulatory process for approval as the
original biologic products?” (N=399)







WHO and FDA: Distinguishable Naming Proposals

* Both regulators are updating their naming
systems for biosimilars.

» Distinguishability aids in clear
communication throughout treatment,
improves tracking of safety and efficacy, and
promotes manufacturer accountability.

« Both call for similar biologics (including
biosimilars) to have a shared root name
(International Nonproprietary Name/ INN)
followed by a four-letter suffix.

«  The WHO calls this a “Biological Qualifier”






Suffix Formats: Random or Meaningful?

EMA: No suffix, uses trade name. Example: infliximab (REMICADE®) vs. infliximab

(INFLECTRA®) vs. infliximab (REMSIMA®) vs. infliximab (FLIXABI®)
WHO: Biological Qualifier will be random four-letter suffix.
FDA: has used both meaningful and random suffixes:

March 2015: ZARXIO (filgrastim-sndz) provisional name, suffix based on its
manufacturer, “Sandoz”.

« August 2015: Draft Naming Guidance proposes to shift to random suffixes; proposes to
rename “filgrastim-sndz” to “filgrastim-blfm”.

« April 2016: Second biosimilar approved, Inflectra (infliximab-dyyb), with random suffix.



Identifying Medicine in Patient Record

LATIN AMERICA

Non-proprietary / generic name

57%

It varies by medicines

Brand name

Other

1%

19%




Percent of Physicians Using INN Only when Identifying
Medicine in Patient Record

(This could result in patient receiving the wrong medicine.)

60% A 57%

45%

= 24%
17% 17%

15% A
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Identifying Medicine When Reporting Adverse Events.

LATIN AMERICA

Product Name 41%

Non-proprietary / generic name 28%




Percent of Physicians Using INN Only when Reporting
Adverse Events.

(This could result in improper attribution or pooling of adverse events.)

35% 7

28%
28% - 26%

21%
17%

14%

7%

(057 T T
EU CAN LAT.AM




Implications of Shared INN: Structurally Identical?

“If two medicines have the same non-proprietary scientific name, does this suggest to you or imply that the
medicines are structurally identical?” (N=399)

®Yes " No ®No Opinion

(It is not possible to create
structurally identical molecules



Globally, ASBM Physician Surveys Show Potential for
Confusion in Absence of Distinguishable Names

“Is a Biosimilar With The Same Non-Proprietary Name
STRUCTURALLY IDENTICAL to its Reference Product?”

76%

64%

53% 54%

41% YES

32% 30% NO
B NO OPINION

14% 15%

10%
B | - -

us EU CAN LAT.AM




Implications of Shared INN: Approved Indications

“Would you assume that a follow-on product which has the same non-proprietary name (e.q., infliximab,
trastuzumab) as the innovator product, is approved for all the same indications as the innovator
product?” (N=399)

®Yes ' No



Percentage of Physicians Saying A Biosimilar Sharing an INN
with its Reference Product Implies Approval for the Same
Indications:

80% 7

60% -

40%

20% -

0%

61%

31%

EU

9%

76%

(This may or may not be the case...)

19%

CAN

5%

74%

26%

0%

LAT.AM

YES
NO
B NO OPINION



ASBM Global Physician Surveys Show Potential for
Confusion in Absence of Distinguishable Names

“Is a Biosimilar With The Same Non-Proprietary Name
STRUCTURALLY IDENTICAL to its Reference Product?”
76%

64%

53% 54%

41% YES
224 30% NO
B NO OPINION
14% 15%

10%
B | o ——
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Implications of Shared INN: Approved Indications

“Would you assume that a follow-on product which has the same non-proprietary name (e.q., infliximab,
trastuzumab) as the innovator product, is approved for all the same indications as the innovator
product?” (N=399)

®Yes ' No



Global Percentage of Physicians Saying A Biosimilar Sharing an INN
with its Reference Product Implies Approval for the Same Indications:

80% 1

70% 1

60% -

50% -

40% -

30% 1

20%

10%

0%

61%

31%

=

9%

76%

19%

CAN

(This may or may not be the case...)

5%

74%

26%

0%

LAT.AM

YES
NO
“NO OPINION



Latin American Physicians Overwhelmingly Consider
WHO'’s Biological Qualifier Proposal Useful...

“Do you think [The WHO’s proposed] “biologic qualifier” would be useful to you to help you ensure
that your patients receive the right medicine that you have prescribed for them?” (N=399)

6% Yes

No

94%

LATIN AMERICA



Global Surveys Demonstrate Broad Physician Support for
Distinguishable Naming

S
7.9% of Canadian
0)
physicians support Health\ 9 4 A of Latin

Canada issuing distinct American Physicians
names. (2015) consider WHO’s BQ
Proposal to be “useful” in
helping patients receive
the correct medicine. (2015)

)
6 6A of US physicians support FDA
issuing distinct names. (2015)






What is “Automatic Substitution”?

1) Physician writes a prescription 2) Pharmacist is allowed, or required, to provide
a different medicine to the patient without
communication with prescribing doctor
beforehand




Automatic Pharmacy Substitution around the World

* Opposed by European Medicines Agency and Health Canada.

 Banned in many countries including the UK, Germany, Ireland, Spain, Sweden,
Norway, and Finland.

* France statutorily permits it in limited cases (bio-naive patients), this policy
has never been implemented.

* Australia about to allow pharmacy-level substitution of a biosimilar without
physician involvement, over opposition of the Australian Rheumatology
Association.




Automatic Pharmacy Substitution around the World

 U.S. policy is evolving, but 19 states and Puerto Rico have passed laws which
allow substitution, requiring pharmacists to communicate to physicians which
product was dispensed.

* Latin America - Range from substitution policies that afford physician
prescribing autonomy to non-existent policies. In those instances where
physicians have "DAW" protections, enforcement is not always consistent.




Physician Concerns With Automatic Substitution

* Physicians absolutely need to know which medicine the patient is actually
receiving to make informed treatment decisions.

* Knowing this helps us assess the patient’s response to a particular
treatment. For example, if a patient were to stop responding, we need to
know if it is potentially due to a switch, or some other factor.

* There is often variability in patient response. The best treatment for one
patient is not the best choice for all.

* Physicians and patients, not a third party, should always have the final say
on which medicine is the appropriate choice.



Automatic Pharmacy Switching

“Should the pharmacist have the authority to automatically switch a patient to a biosimilar without
certainty that the switch would not cause an unwanted immune response or that small differences
between products would not have clinical implications for patients?” (N=399)

Yes No Not sure
6% 6%

88%

LATIN AMERICA



How Important is Notification of Which Medication Is Dispensed?

= 0
85% of Canadian

0
. e 7 7 A of EU Physicians
physicians consider it "very consider it “very important”

important” or “critical” ..
P or “critical”

\ O
8 7 % of Latin American

0)
80 A of US physicians consider - e
w ) oy Physicians consider it “very
it “very important” or “critical important” or “critical”




Pharmacist Determination:
Acceptable at Initiation of Treatment?

“How acceptable would it be for you if the pharmacist made the determination which biologic
(innovator or biosimilar) to dispense to your patient on initiation of treatment?” (N=399)

LATIN AMERICA

Not acceptable — only the prescriber should make

this determination 85%

Acceptable, provided such exchange has been
agreed with clinicians for these biologics in - 13%
advance

Totally acceptable A




How Important is “Dispense as Written” (DAW) Authority?

= 0
80% of Canadian

)
. S 7 4A of EU physicians
physicians consider it “very consider it “very important”

. V4
Important™ or or “critical” (2013)

“critical” (2014)
\
(0)
of Latin American
85% .

0)
82 A of US physicians consider o N
o : T physicians consider it “very
it “very important” or “critical” (2012) important” or “critical” (2015)




Physician Opinions of a Pharmacist Determining Which Biologic is

Dispensed at Initiation of Treatment:

71 % of Canadian

physicians consider it
“not acceptable” (2014)

e LR

62% of EU

physicians consider it
“not acceptable’” (2013)

<
\ 85%

of Latin American

physicians consider it
“not acceptable” (2015)



Physician/Pharmacist Collaboration is Key

Physicians and pharmacists should work
collaboratively to ensure that the
treating physician is aware of the exact
biologic — by manufacturer — given to a
patient in order to facilitate patient care
and accurate attribution of any adverse
events that may occurs.



Summary

There is a SIGNIFICANT
EDUCATIONAL NEED about

biosimilars for physicians,
patients and regulators in
Latin America and globally.




Summary

Physician prescribing and
record-keeping practices in
Latin America, as elsewhere,
show the VALUE OF AND NEED
FOR DISTINGUISHABLE
NAMING.




Summary

Latin American physicians
overwhelmingly support (94%)
the World Health
Organization’s BQ Proposal for
DISTINGUISHABLE BIOLOGIC
NAMING to help ensure
appropriate dispensing and
tracking of their prescribed
medications.




Summary

A strong majority of Latin
American physicians do not
support having a pharmacist
determine which biologic to
dispense acceptable, even at
initiation of treatment.




Summary

Global regulatory
CONVERGENCE is critical to
ensuring that all patients have
access to and use of these
“miracle” medications.




Summary

As the regulators of the world
craft biosimilar policy, it is
critical that the PHYSICIAN AND
PATIENT PERSPECTIVES inform
that policy.

SCIENCE AND SAFETY, not
economics, should drive these
decisions.




Summary

ULTIMATELY ...







