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ASBM Forum on International Harmonization of Biologic
Nomenclature- April 11, 2018




Key Observations

e Strong agreement that BIOSIMILARS are critical to increasing
patient access to biologic therapies and to controlling health

COStS.

e Also strong agreement that UNIQUE and HARMONIZED
NOMENCLATURE is critical to building physician confidence in the
safe use of biosimilars by promoting better pharmacovigilance
globally.

* Increasing physician confidence in biosimilars, and their safe use,
will increase biosimilar uptake.



The Need for Global Leadership on Naming

e Clear product identification was thought especially important for
countries with less-developed pharmacovigilance systems.

 While regulators are willing to collaborate on the
implementation of a distinct naming system, the WHQO's

leadership is essential to avoid the proliferation of multiple
different systems globally.




WHO Leadership is Essential

* In addition, the meeting participants were extremely
disappointed that the WHO was not present for this discussion.

e They felt WHQ's leadership is essential, not only in the meeting,
but for the advancement of a harmonized global nomenclature
system broadly.




Benefits of a Distinct Naming System

The FDA representatives assured
participants that the suffix-based naming
system currently in place in the U.S. will
provide the strong pharmacovigilance and
data collection required to increase
confidence in the safe use of biosimilars.




Benefits of International Harmonization

Anthony Ridgway of Health Canada
reiterated the FDA’s comments, adding
that pharmacovigilance is a global
concern, not merely a matter of

ensuring safety and efficacy for one’s
citizens within one’s own borders.

If a Canadian travels outside of North America, they should have
assurances they can get the correct medicine, and that robust and
appropriate pharmacovigilance is present.




Benefits of International Harmonization

Mr. Ridgway also observed that a

further benefit of a INTERNATIONAL
NAMING SYSTEM vs. country-
specific naming systems is the
tremendous value of tracking the
use of biosimilars in large

populations across many countries.




Letters of Support

At the April 11t meeting, Anthony Ridgway of Health Canada
proposed drafting letters of support from NRAs, signed by NRAs
worldwide, to ask the WHO to provide leadership on establishing
a global nomenclature standard.
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Second Forum on International Harmonization of Biologic
Nomenclature- July 12, 2018




Second Forum on International Harmonization of Biologic
Nomenclature- July 12, 2018

APhA’s Thomas Menighan:

“[pharmacists} keep it by NDC (National
Drug Code), we have a way already. If a
pharmacovigilance system needs to know
which product it is, we can tell you.

“to us it’s a systems issue- adding a suffix
can be a challenge, not insurmountable”

“I like the idea of a global solution,
absolutely”




Second Forum on International Harmonization of Biologic
Nomenclature- July 12, 2018

The FDA’s Deputy Director for Medication Error at CDER,
Kellie Taylor, PhD, replied:

“Just to make it clear, a pharmacovigilance system can’t
work by going back for every report, following up with
pharmacists to identify which product was taken when. It’s
inoperable in passive pharmacovigilance, and it’s
absolutely disastrous in active pharmacovigilance.”

“we don’t have those NDC codes in the billing systems in

active pharmacovigilance...the most expert analysis within
FDA [has determined] product specific identification is

dependent upon the nonproprietary name having a suffix”




Second Forum on International Harmonization of Biologic
Nomenclature- July 12, 2018

Representatives from FDA and Health
Canada again agreed with the
physicians, pharmacists, and patient
advocates present that:

* The needto act is urgent

e Distinct nonproprietary naming is critical
to strong pharmacovigilance and
increasing confidence.

* The WHO is the body best situated to

operationalize a harmonized naming
standard.




What We Learned

We know from survey data and
their own position statements
that the global physician and
patient communities strongly
support distinct naming and
international harmonization.

We know from our meetings in
April and July that U.S. and
Canadian regulators agree.




What We Learned

e We know that in the absence
of WHO action, these
regulators were working on




WHO Leadership Remains Critical

 We know that supporters
of the BQ have changed
course repeatedly, as a
result of WHO delay.

e We know that still others
have failed to act, while
waiting for WHO action.






Scientific American Whitepaper

A Whitepaper capturing the April
Meeting was released in
October.

* It was prepared by the Scientific
American and Nature:

Biotechnology reporters who
moderated the Forum.



Scientific American Whitepaper

 As the subhead states,
“implementing a global
policy of distinguishable
names for biologics
doesn’t have to be as

difficult as it has thus far
proven to be.”




Scientific American Whitepaper

* The paper examines need for and
benefits of distinct names:

— clear differentiation between originator
vs. biosimilar A vs. biosimilar B, C, D...

— Improved traceability of problems to
enable prompt resolving.

— Accurate tracking of effects over time

— Increased physician confidence/physician
support

— Increased manufacturer accountability



Scientific American Whitepaper

It also lays out the value of a unified
naming system, citing the WHO’s own
rationale for the INN program:

“The existence of an international
nomenclature for pharmaceutical
substances, in the form of INN, is
important for the clear identification, safe
prescription and dispensing of medicines
to patients, and for communication and
exchange of information among health
professionals and scientists worldwide.”
-WHO INN Programme Website



Scientific American Whitepaper

e (Other benefits of harmonization
include:

— Improved pharmacovigilance in
lower- and middle-income
countries who lack robust
pharmacovigilance systems of
their own.

— The ability to aggregate data
showing safe use, or to detect any
safety/efficacy issues- at large
scales over international
populations.



Scientific American Whitepaper

e This quote from the
whitepaper captured the
consensus among the
regulators, physicians, and
patients, assembled in the
room.



World Health Organization 67t INN Consultation
October 23, 2018

While we are not allowed to reveal the discussion that took
place at the meeting, we do think it is important to address
key objections to the BQ which ASBM has consistently

encountered, which have contributed to the delay of its
implementation.



International Harmonization of Biologic Nomenclature: An
Urgent Need... back in 2012.

That year, the WHO’s Executive Summary of the INN Consultation said:

“The naming of SBPs needs to be
addressed globally and soon while
the number of registered SBPs
remains relatively small and with
the INN programme being the best
forum to achieve this.”

-Executive Summary, 55 INN Consultation (October 2012)
Published Feb. 2013



Six Years Later, the Need is Even More Urgent.

The number of approved biosimilars has grown tremendously since 2012:

* 24 in Europe (multiple license holders)
* 20in Australia

* 16in U.S.

* 10in Canada

e 23 in Latin America
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After the expert committee recommendation, reasons for
inaction and disregarding the experts were suggested:

Redundancy?
Impedes uptake?
Concerns with suffix design? -
_ . Lack of physician support?
Cost of implementation?
. . Lack of support from regulators?
Implementation not feasible? .
WHO process issues?
Impedes access?

These objections lack a basis in fact and were addressed by the

expert committee




Redundancy? NONE

 “The use of the BQ offers an alternate and acceptable means (a) which uniquely
identifies the drug substance even if used alone and/or (b) of crosschecking other
information supplied in a prescription/dispensing or pharmacovigilance setting, in
the absence of other sophisticated tracking systems.”

 The BQ can help ensure safety and promote acceptance of biologics and
biosimilars in countries without pre-existing robust pharmacovigilance systems.

Biological Qualifier
Frequently Asked Questions
INN Working Doc. 15.382
Final October 2015



Concerns with Suffix Design? DEBUNKED

“[the BQ] has been developed in
consultation with national requlatory
authorities and stakeholders over
several years and, while the form is not
the most memorable, it is the most
robust and versatile. “

“The use of four consonants means there
are 160,000 (294 possible codes, providing
sufficient capacity to provide codes for all

biological medicines for the foreseeable P .
Biological Qualifier Frequently Asked Questions
future.” INN Working Doc. 15.382 Final October 2015



Impedes Access? NO

Since 2014, the BQ was always “intended to apply to all biological
medicines...where possible retrospectively. The impact of the BQ on
access to biosimilars (and price savings...) is therefore likely to be
“minimal”.

Biological Qualifier Frequently Asked Questions
INN Working Doc. 15.382 Final October 2015



Impedes Uptake? NO

U.S. BIOSIMILAR COMPETITION IS JUST BEGINNING

« Four products currently have competition:

* Biosimilar filgrastim-

sndz has achieved — Filgrastim biosimilar quickly gained majority share in U.S.
— Two infliximab biosimilars have struggled early after launch

- The current competitive landscape enables successful launch of biosimilars

the same market
share (41%) 36
months post-
launch, compared
to the EU biosimilar
without a distinct

n a l I I e . Source: Market share calculated from units sold. Data obtained by Amgen from IQVIA, National
Sales Perspectives/MIDAS, <2010-2018>. 1

Amgen presentation at FDA Part 15 Hearing on Biosimilars, September 4, 2018



Cost of Implementation? ADDRESSED

* QObstruction to implementation is
penny-wise and pound foolish.

* The cost of inaction is significant
financially and in terms of patient
safety.

* Prompt implementation is most
cost effective; efforts to delay are

creating expense.



Feasibility of Implementation? DEMONSTRATED

* “Technically, a complete BQ system and database
would take approximately two months to establish
although random BQ codes could be generated
within a few days.” — 6279 INN Exec. Summary

« ASBM developed a web-based method of pre-
defining compliance for FDA or BQ suffixes.

* Web solution shared with WHO and FDA
as an example of one potential BQ implementation.

e ASBM tool has been used successfully to
generate FDA- and BQ- compliant suffixes.



Lack of Physician Support? ROBUST SUPPORT
O

68% 94%

(0] of Canadian (0, of Latin American

physicians support Health Canada Physicians consider WHO’s BQ Proposal

issuing distinct names. (2017) to be “useful” in helping patients receive
the correct medicine. (2015)

7 6% of Australian

(o) .. ..
.. physicians support TGA issuing
(0] of US physicians support distinct names (2016)
FDA issuing distinct names. (2015)




Lack of Support From Regulators? ROBUST SUPPORT

 The INN Group recommendation was made after consultations with, and at
the request of regulators.

* “Overall, approximately two-thirds of commentators were in partial or full
agreement with the proposal”’— 615t INN Exec. Summary

 We've also seen regulators who had developed their own distinct naming
systems abandon their system when the BQ was proposed- only to alter
course again due to WHO inaction. This indicates support for harmonization.

e ASBM has observed this support from regulators worldwide- in various
meetings and discussions.




WHO Process Issues? DELAY MIECHANISM

Phased implementation programs embraced by WHO have not come to pass,
suggesting their purpose was delay, not implementation:

e 2016: provisional implementation of the BQ scheme, 3-year TOR/
prospective impact study.

— “This also would have the benefit of not spending a further six months
conducting an interim impact study during which time national schemes may
get implemented.” 6277 INN Exec. Summary - Status of this?

e« 2017:BQ Pilot Program — Memoranda of Understanding with Regulators-
Status of this? Withdrawn?

e 2018: BQon hold for “Data Gathering”? — Status of this?
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Following publication we
received a response from
the United Arab Emirates
offering their support for
the WHO BQ and for

our international
harmonization efforts.

“The UAE MOHAP are
supporting the WHO moving
forward on a distinguishable
naming policy (‘BQ- Biologic
Qualifier’).”

- Dr. Ola Al Ahdab
UAE Ministry of Health and Prevention




February 14t: Health Canada Announces Its Naming Policy

* No distinct nonproprietary names or suffix

* No harmonization with FDA/”North American approach”

e Shared INNs covering multiple products

* Reliance on Drug Information Number (DIN) used by pharmacists

* |dentifies lack of WHO implementation of an international standard as a
factor:

 “There is no internationally adopted naming scheme to distinguish among
biologics that, based on active ingredient, will be assigned the same
International Nonproprietary Name (INN) by the World Health
Organization”



We will assess the Health Canada naming
decision in the following ways:

1. Concerns with Process

2. Concerns with Policy



Health Canada published a
report on its consultation




A Disproportionate Responses from Pharmacists

* 62% of responses were from
pharmacists or pharmacy
organizations (n=224)

Compared to:

e 5% from the field of medicine
(n=18)

* 6% from nursing (n=22)

e 7% from consumers (n=25)



Concerns with Process

Patient and Physicians are
the “customers” of biologics
and biosimilars.

This process did not
appropriately reflect the
importance of their views.



Concerns with Process

* Differences in responses among the different disciplines
(medicine, nursing, pharmacist, etc.) could have affected the

decision had one discipline not been disproportionately
represented.



Concerns with Process

In Canada, where only infusion
biosimilars are approved, these
are dispensed at infusion clinics

rather than through a pharmacy.

Pharmacist perspectives on
naming are not more relevant
than of those who are present
during the prescribing,
dispensing and tracking of
adverse events (nurses,
physicians, patients).




Concerns with Process

* A minority of the 18 (5% of 362) physician response? Not a representative sample
size.

* Perhaps physicians and patients concerned with this issue were less vocal because
they were detrimentally relying on Health Canada’s previous record of strong
leadership on distinct naming and support for international harmonization.



2017 Survey of 403 Canadian Physicians (all biologic
prescribers) Shows Strong Support for Distinct Naming...

No opinion, 15%

No, 18%
Yes, 68%



Concerns with Process

* Finally, the announced Health Canada policy does not
adequately address the safety and pharmacovigilance issues
inherent in biologic and biosimilar medicine use.



Safety Science: High Reliability Systems

* High-reliability systems need multiple
checks: Airlines, Healthcare,
Medication systems.

* The “Swiss Cheese Model” from
Industrial psychologist Jim Reasons is
used worldwide to design high
reliability safety systems.

e Each “slice” (“defense”) is a
protection against hazardous
conditions becoming an accident.



“Defenses” in Identification of Biologic Medicines

Brand Name

DIN/NDC

Batch Number

Distinct INN/Suffix



ASBM Has Empirical Data on How These Defense Work in
Practice with Canadian Prescribers

e 2017 Survey of 403 Canadian physicians- all
prescribe biologics.

* Broad cross section from Allergy / Immunology, ontario 287
Dermatology, Endocrinology, Gastrointestinal,
Hematology oncology, Infectious Diseases,
Internal Medicine, Nephrology, Neurology,
Oncology, Respiratory / Pulmonology,
Rheumatology, Urology

Quebec 19%

British Columbia | 14%

* Respondent distribution by province roughly
reflects Canadian population distribution, with a
slight oversampling of Ontario.

Alberta  14%



Identification of Medicine in Patient Record

Product / Brand name 79%

Non-proprietary / Generic

0
name 207

DIN number 1%

Other (please specify) 0%

20% record only the product’s non-
proprietary name in the patient record, not
the brand name.

This can result in inadvertent or
inappropriate substitutions, as well as the
physician not being aware of which among
a number of products the patient will be
dispensed at the pharmacy.

Only 1% of these physicians said they
identify the medicine in the patient record
using the DIN.



Identification of Medicine in Adverse Event Reporting

 When reporting adverse events,
Brand name / Product — only 70% use the brand name.
name 26% record only the product’s

non-proprietary name.
Non-proprietary name /

0,
Generic name 26%

* This can result in misattribution of
the adverse event to the wrong
DIN number 4% product, or pooling of adverse
events to a class of products.
Other (please specify) 0% « When reporting adverse events,
only 4% of physicians use the DIN.



BatCh Number Question:“How often do you include the batch number when

reporting adverse events?” (n=403)

Always ) .
* Only 23% consistently include

batch number.

:

Usually

e 20% never include it.

Sometimes - |NZ07




Effectiveness of “Defenses” in Product Identification
(Patient Record)

Brand Name
79% effective

DIN
1% effective

Batch Number
Not used in prescription (0% effective)

Distinct INN/Suffix
Not implemented (0% effective)




Effectiveness of “Defenses” in Product Identification
(Adverse Event Reporting)

Brand Name
70% effective

DIN
4% effective

Batch Number
30% effective

Distinct INN/Suffix
Not implemented (0% effective)




For These Reasons, Canadian Physicians Strongly Support
Distinct Naminag...

No opinion, 15%

No, 18%
Yes, 68%



Conclusions

It is clear from the makeup of the respondents that the perspectives of one group of
stakeholders, pharmacists, disproportionately influenced the outcome.

Conversely, the perspectives of other groups - most critically those of patient and
physicians - were not adequately taken into account.

This is especially egregious given the fact that biosimilars are currently dispensed in
infusion clinics by nurses and physicians. They are the healthcare providers responsible
for biosimilar prescription, dispensing and adverse event reporting. The overwhelming
majority of pharmacists do not dispense biologics.

Patients and physicians have long been supportive of distinct naming as a way to increase
confidence in biosimilar use. Enacting a policy which weakens rather than strengthens
pharmacovigilance may undermine rather than build their confidence, and thus harm
biosimilar uptake.



Conclusions

In our view Health Canada policy as announced does not adequately address the
pharmacovigilance challenges of biologics and biosimilars.

The policy relies upon use of brand name, yet data show that many Canadian
physicians identify products only by a shared nonproprietary name (INN) that will
cover multiple different products.

The policy also relies on a pharmacist-specific, country-specific
identifier (DIN) which data show is not used by physicians either in prescription or in
adverse event reporting; a batch/lot number not consistently used by physicians.

While we are appreciative of Health Canada’s continuing support for the WHO
attempts to provide a global standard, unfortunately this decision is
counterproductive to these efforts.






