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CLEAR PRODUCT IDENTIFICATION - Distinguishable from reference
product, and other approved biosimilars.

CLEAR COMMUNICATION - between physician, patient and pharmacist

CLEAR PRESCRIBING & DISPENSING - Helps prevent inadvertent and
inappropriate substitution.

BETTER PHARMACOVIGILANCE - proper attribution of adverse
events.

INCREASED MANUFACTURER ACCOUNTABILITY - different
nonproprietary names, or shared nonproprietary names with differentiating
suffixes tied to manufacturer, would accomplish this.



* 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”) 1s a protection against hazardous conditions
becoming an accident.



Pharmacists have a long history of avoiding
look-alike, or sound-alike names for
medicines.

Yet a disconnect remains between practicing
pharmacists and their professional
associations.

U.S. Pharmacist Associations (APhA and
ASHP) have opposed distinct nonproprietary

names, including WHO and FDA proposals. May 25, 2015
Chapman University College of Pharmacy; Irvine, CA
Yet we found through our continuing 40 pharmacists, 93% support for distinct naming

education courses, that pharmacists were
very supportive.



SOME SUGGESTED WAYS OF DISTINGUISHING BIOSIMILARS:
Unique USAN/INN?

Shared USAN/INN + Suffix?

Shared USAN/INN + NDC Code

Prefix + Shared USAN/INN?



ASBM 2015 Survey of 400 U.S. physicians
who prescribe biologics showed that NDC
codes were not used by physicians to

identify in patient record (1%).

When you identify a medicine for prescription or
recording in a patient record, are you more likely to
identify the medicine by brand name, non-proprietary/
generic name, or NDC number?

m Brand name

NDC codes are not routinely used in billing
systems. Thus the identifier 1s missing in
many circumstances where product-specific
identification is important.

Additionally, NDC code is fundamentally

an attempt at a LOCAL solution to what
is essentially a GLOBAL problem.

1.0%

m Generic
name

m NDC number

m Varies by
0
1.0 A) medicine



23%

OPPQOSE

FDA issuing
distinguishable
names

68% 8%

SUPPORT No

FDA issuing Opinion

distinguishable names

ASBM Survey of 401 U.S. Pharmacists, September 2015



Published August 2016 in Journal of Managed
Care and Specialty Pharmacy, Vol. 22 (8). Author,
Dr. Daniel Tomaszewski, will present later today.

Funded by Academy of Managed Care
Pharmacy (AMCP); Surveyed 781 members of
AMCP the and the Hematology/Oncology
Pharmacy Association (HOPA)

Again we see a disconnect between the
professional organizations and the rank-and-file
pharmacists... While AMCP does not support
distinct naming, their constituents do.

74% support distinct naming, 48%
support distinqguishing suffixes.

14.2

m NN +Suffix

m Shared NN

NN +Prefix
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“If appropriate, the use of international non-
proprietary names (INN) for professional
communications should be encouraged.
Prescribers should be recommended to use the
INN to avoid medication errors in
prescribing/dispensing and to ensure patient’s
safety/benefits. The national legislation of the
country should be taken into account. Along
with the Good Pharmacy Practice principles,
clarity with regard to the pharmaceutical
product supplied such as tradename, batch
number and expiry date should be provided by
the pharmacist.”




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

al'he 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 (Oct. 2012)
Published Feb. 2013



¢ Collected physician, patient, and pharmacist perspectives
worldwide, including through multiple surveys of biologic
prescribers across 13 countries, a national U.S. pharmacist survey,
and many forums at colleges of pharmacy nationwide.

¢ Participated in 13 WHO INN consultations, the most recent on
October 2274 of last year.

¢ Met with numerous regulators worldwide to share physician
survey data, including the European Commission, FDA, Health
Canada, the Italian and Spanish Health Ministries, and TGA.
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Similar biologics will be differentiated
from each other by use of a random 4-

letter code known as a “Biological
Qualifier” (BQ).

Codes will be appended to an
INN shared by multiple products.

Codes will be tied to the
manufacturer/marketing
authorization holders — the entities
responsible for product’s safety and
efficacy.



Brand Name

DIN/NDC

Batch Number

Distinct INN/Suffix



¢ TGA, nitially supportive of WHO, has
reversed itself.

¢ FDA has proposed and implemented
its own BQ-like suffix system.

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




* No distinct nonproprietary names or suffix
* No harmonization with FDA/”North American approach”
» Shared INNs covering multiple products

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

* Identifies lack of WHO Action implementing of an international
standard as a factor in the decision;

“There 1s 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”



Brand Name
Recorded by 79%

DIN
Recorded by 1%

Batch Number
Not used in prescription (0% effective)

Distinct INN/Suffix
Not implemented (0% effective)

CANADIAN APPROACH:
NO DISTINCT INN or
SUFFIX, Reliance on Brand

Name and/or DIN =

~20% loss



Brand Name
Recorded by 70%

DIN
Recorded by 4%

Batch Number
Recorded by 30%

Distinct INN/Suffix
Not implemented (0% effective)

CANADIAN APPROACH:
NO DISTINCT INN or
SUFFIX, Reliance on Brand

Name and/or DIN =

~20% loss



> 35% of EU adverse event

reports for infliximab in
2018 did not specify brand

M Remicade®

®
" Inflectra name.
Remsima®
Elixabi® + Note that this is despite

the fact that reporting by
brand name has been
required by law since
2012.

B "Infliximab" only

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



http://www.adrreports.eu/

Shortly after the Health Canada decision, FDA
announced that 1t was dropping the requirement
to retrospectively apply suffixes to existing
biologic products, including originator biologic
and follow-on/biosimilar insulins. All products-
innovator and biosimilar- will receive suffixes
going forward.

Health Canada explicitly cited these costs in
their “What We Heard” document as a reason
they did not ultimately choose to harmonize with
FDA’s system.




Over the past two years, ASBM has hosted
three meetings with FDA and Health Canada

to discuss the benefits, and importance of: \‘/}’/*f!g\\\‘\)/ World .Hea.lth
Increasing biosimilar uptake \\IA\ | 1_1}’ Org anization

Building confidence in safe use of biosimilars

Distinct naming as a tool to address
pharmacovigilance challenges, increase
confidence

International harmonization as a tool to promote
safety and collect data

The importance of WHO leadership on these
issues




&N World Health
N Y
AN Organization

INN + 4-letter random suffix
(unimplemented)

INN + 4-letter random suffix
(WHO-compatible)

Shared INN plus distinct suffix (bs1, bs2...)
Willing to harmonize with WHO

Australian Government

Department of Health
Therapeutic Goods Administration

Shared INN + trade name
Past WHO supporters Health Canada and
TGA remain willing to harmonize with WHO




Distinct naming of biologics provides many benefits including reduces chance of inadvertent
substitutions, improved pharmacovigilance, and greater manufacturer accountability.

While pharmacy societies have opposed distinct naming schemes and some prefer to use
NDC/DIN, when surveyed, US pharmacists are generally supportive of distinct naming.

Lack of timely WHO leadership on the naming issue has resulted in regulators forging their
own paths.

Individual country-specific systems are not a substitute for a global pharmacovigilance system
for biologics; they do not adequately address safety and tracking challenges, nor address
patient and physician concerns.

In particular, adverse event reporting data from jurisdictions reliant on consistent use of
brand names by practitioners shows that this approach has not proven to be an effective
solution, despite having been required by EU law since 2012.






