Il. Nomenclature and the Importance
of Non-Proprietary Names
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Challenge: Originator Product and Biosimilars share an
WHO-assigned International Proprietary Name (INN)
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An early (2013) study of biosimilar identifiability in
EudraVigilance ADR reports found a range of 76-96%.

e “Of the six currently approved biosimilars
in Europe (sold under 12 different trade
names), five contain the same INN as the
innovator. It has therefore been recognized
that the INN system, although playing an
important role in global
pharmacovigilance, cannot be relied upon
for product identification of biosimilars.”

* As the number of biosimilars on the market
is expected to increase at a rapid pace, and
a road for biosimilar registration is
currently been paved in the US,
traceability of biosimilars will only
become more important.



ASBM Surveys (2013-2017): Percent of Physicians
Using Only INN when Reporting Adverse Events.

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




Safety Science: High Reliability Systems

* High-reliability systems need
multiple checks: airlines,
healthcare, medication systems.

* The “Swiss cheese model”

from industrial psychologist

James Reasons is used

worldwide to design high

reliability safety systems.

* Each “slice” (“defense”) is a protection against hazardous conditions becoming
an accident.
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Distinguishable INN/Suffix as a “Defense”
in Identification of Biologic Medicines

Brand Name

Country-specific identifiers
(e.g. DIN/NDC)

Batch Number

<Distinct INN/SuffD




Broad Support for Distinct Naming Among Physicians Globally

68 % of Canadian \ .9 4 % of Latin American

physicians support Health Canada

Physicians consider WHQO’s BQ Proposal
issuing distinct names. (2017)

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

7 6% of Australian

) . -
85 A of US physicians support physicians support TGA issuing

distinct names (2016)
FDA issuing distinct names. (2019)

35



In the absence of WHO action, regulators have been
forging their own paths...

* TGA, initially supportive of WHO, has
reversed itself.

* FDA implemented its own BQ-like distinct
suffix system.

* Health Canada attempted to harmonize
with US, but eventually went with a
system based on Shared INN + Drug
Identification Number (DIN).




Biosimilar Naming: As It Stands Today
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2018 EudraVigilance data shows that brand name is not
being consistently recorded.

35% of EU adverse event

reports for infliximab in 2018
¥ Remicade® did not specify brand name.

133, 4

475, 16%
W Inflectra®

Note that this is despite the
fact that reporting by brand
name has been required by
B "Infliximab" only law since 2012.

Remsima®

Flixabi®

Source: EudraVigilance- European database of suspected adverse drug reaction reports. www.adrreports.eu ; accessed May 3, 2019.



http://www.adrreports.eu/

These findings are consistent with those of the UK-
BIOTRAC Study (Dec 2019)

« The study revealed that brand name recording in routine hospital processes
ranged from 79% to 91%.

« But among the ADR reports analyzed, only 38% had an identifiable brand
name.

« The authors conclude: "Whereas batch
number traceability in electronic ADR
reports improved slightly after the
implementation of the European Union
pharmacovigilance legislation in 2012,
no improvement of brand name
traceability was observed in the UK."




2020 Canadian ADR Reports for Infliximab contain
brand name only 63% of the time.

"Infliximab Biosimilar 3", 1,
0.02%

An analysis of Canadian ADR
reports for infliximab in 2020

shows 37% did not specify
brand name.

This is a near-identical figure to
that seen in EU (35%).

There are now 7 approved
infliximab products in Canada.

Renflexis®, 219,
3.31%

Inflectra®,

13, 0.20%



2020 WHO Report: Inconsistent Nomenclature Remains a Challenge

The report, titled "Regulatory challenges with
biosimilars: an update from 20 countries” notes:

“the lack of consistency in the nomenclature of
biologics and biosimilars causes concern about
"prescription mix-ups, unintended switching and
traceability.”

In recent meetings with the WHO's International
Nonproprietary Names (INN) Programme, ASBM has
offered to work with the WHO to circulate a survey or
petition to document support among national
regulatory authorities for distinct naming and
global harmonization.



Summary

Reliance on brand name is inadequate to consistently identify the biologic in
ADR reports- the only question is to what degree.

Reliance on brand name to differentiate between products with shared INN
has been shown to create anywhere from a 5% to 38% ambiguity. This
appears to vary by country and by setting, including within a country.

Widespread recognition of the importance of including brand names, and
requirements to include it have not resulted in an increase of its use in
reporting. This problem appears to increase as the number of biosimilars
grows.

WHO has identified lack of a naming standard as a regulatory challenge that
undermines the strong pharmacovigilance needed for biologics and

biosimilars.



SafeBiologics

ALLIANCE for SAFE BIOLOGIC MEDICINES

&

Thank You For Your Attention




