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Naming and labelling of biologicals — a survey of
US physicians’ perspectives

Harry L Gewanter, MD, FAAP, FACR; Michael S Reilly, Esq

Introduction: The US Food and Drug Association (FDA) released its requirements for the non-proprietary naming of biological
products in January 2017. Before the FDA's release, the Alliance for Safe Biologic Medicines (ASBM) asked physicians for their views on
the labelling and naming of biosimilar medicines.

Study objectives: To determine the opinions of physicians who prescribe biologicals about labelling and naming of biologicals/
biosimilars.

Methods: 400 prescribers of biologicals in the US were asked what information they would like to see included in a biological product
label in order to choose between multiple biosimilars and their reference products. In a separate survey, 400 prescribers were asked
how biosimilars should be named. In the labelling survey, prescribers were asked what information should be included in a label,
such as what clinical data should be present; whether the product was a biosimilar; and whether or not it was interchangeable. In the
naming survey, prescribers were asked for their opinion on product naming in general and on what were then FDA proposals (now
FDA requirements) for biosimilar naming.

Results: All items queried in the labelling survey were considered very important for label inclusion. The fact that a drug was a
biosimilar was considered the most important; whether it was interchangeable was marginally less important. In the naming survey,
66% of respondents thought that FDA should require a distinct non-proprietary scientific name for every FDA-approved biological
product — whether originator or biosimilar. 60% thought that a manufacturer-specific suffix should be added to the name.
Conclusion: The physicians surveyed generally agree on the issue of the labelling of biosimilars. Two thirds of respondents to the
naming survey agreed that FDA should require a distinct non-proprietary scientific name for every biological product they approve -
whether originator or biosimilar. However, 53% did not support FDA's proposal to add a random suffix to the name, and would prefer

a suffix that indicated the manufacturer.
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Introduction

Biological medicines are therapeutic proteins produced using
living cells. A copy of an original biological made by a different
manufacturer is referred to as a biosimilar or follow-on biological
rather than a generic drug because it will be similar, not identical,
to the product it copies. Biosimilars are also referred to as sub-
sequent entry biologics (SEBs) in Canada. As a result of the
abbreviated biosimilar approval pathway [1], biosimilar medi-
cines are now available in the US market.

The market uptake of biosimilars in the US will depend on
regulatory policies [2], for which an agreed naming and labelling
system will be key. A survey of the views of European physi-
cians on familiarity of biosimilar medicines has demonstrated
the need for distinguishable non-proprietary names to be given
to all biologicals [3]. There have been calls for clear regulation in
this area from Latin America [4], Malaysia [5] and beyond.

Since FDA has only distributed draft guidance on the naming
of biosimilar medicines [6] at time of the survey, feedback from
the physicians who prescribe biologicals may well be helpful in
determining how these drugs are to be regulated. The Alliance
for Safe Biologic Medicines (ASBM) invited 5,423 physicians in
the US to complete a study on the naming of biologicals. A total
of 433 physicians responded, of which 400 prescribers of biolog-
icals qualified and completed the study. Prescribers were asked
for their feedback on the non-proprietary biologicals naming
proposal issued by FDA in August 2015 [6].

FDA has proposed a new policy that would require every
biological — whether originator or biosimilar — to have a distinct
non-proprietary scientific name. Prescribers concluded that FDA
was right to require a distinct non-proprietary scientific name
for every biological product — originator or biosimilar — that FDA
had approved.

Product labelling is seen at the heart of building user confidence in
biosimilars [7]. In a subsequent study, the ASBM invited 9,813 pre-
scribers to complete a study on the labelling of biologicals. 624 of
these responded, of which 400 qualified and completed the study.
Physicians who completed the study were asked what information
they would like to see in a biological product label in order to choose
between multiple biosimilars and their reference products. Physi-
cians were asked what information could be included in a label,
such as what clinical data should be present; whether or not the
product was a biosimilar; and whether or not it was interchangeable.

All the information included in the labelling survey was
considered important by the physicians surveyed. The greatest
importance was accorded to an indication that the drug was a
biosimilar. Physicians responded that including information on
interchangeability was slightly less important than this.

Sample characteristics and methodology

Physician biosimilars labelling survey

Four hundred physicians were recruited in the US to complete
a 15-minute web-based questionnaire on biosimilar labelling. In
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a separate, independent study, 400 prescribers were recruited
in the US to complete a 15-minute web-based questionnaire on
biosimilar naming. Participants in both surveys received a stan-
dard cash stipend of US$25 for their time to complete the survey.

All participants in the labelling survey were located in the US.
They were recruited from a large, reputable panel of physicians
and were all board certified in one of the following six specialities:
dermatology, endocrinology, nephrology, neurology, oncology,
or rtheumatology. All participants prescribed biological medicine.

Of the 400 physicians who completed the labelling survey,
23% specialized in dermatology, 15% in endocrinology, 16% in
nephrology, 15% in neurology, 16% in oncology, and 16% in
rheumatology.

Prescribers completing the labelling survey worked in different
settings. Twenty-six per cent of respondents worked in a commu-
nity setting, 24% worked in an
academic medical centre, 22%
worked in a multi-speciality
clinic, 17% worked in a private
or family practice, 8% worked
in a hospital, see Figure 1.

and years in practice

A total of 7% of participants in the
labelling survey had spent 1-5
years in practice, 26% had spent
6-10 years, 41% had spent 11-20
years, 22% had spent 21-30
years, and 4% had spent more
than 30 years in practice.

Academic medical centre
Multi-specialty clinic

Sample characteristics and Private, family practice

methodology
Physician biosimilars naming
Hospital [ %
survey
The 400 participants in the
naming survey were also based oter [l +%

in the US. They were recruited

Practice setting

medical centre, 25% in a community setting, 20% in a private or
family practice, 18% in a multi-specialist clinic, 7% in a hospital,
and 2% in a military/veterans affairs hospital, see Figure 2.

A total of 7% of the physicians completing the naming survey
had spent 1-5 years in practice, 33% had spent 610 years in
practice, 32% had spent 11-20 years, 21% had spent 21-30 years,
and 6% had spent more than 30 years in practice.

Participants in the naming survey were asked about their familiar-
ity with FDA’s ‘Orange Book’ [8], the resource for Approved Drug
Products with Therapeutic Equivalence Evaluations. The ‘Orange
Book' is a reference that identifies drug products approved on the
basis of safety and effectiveness by FDA. Only 13% considered
themselves very familiar with the book, 33% somewhat familiar, 26%
vaguely familiar, and over a quarter (28%) had never heard of it.
Only 4% used the Orange Book on a daily basis, 17% used it weekly,
14% used it monthly, 28% used it rarely, and 37% never used it.

Figure 1: Sample characteristics of prescribers who completed the labelling survey — practice setting

Years in practice

More than 30 years . 4%

1-5 years - 7%

% of respondents % of respondents

from a large, global panel of
healthcare professionals. Parti-
cipants specialized in one of
the following seven therapeu-
tic specialities: dermatology,
endocrinology, gastrointestinal,
nephrology, neurology, oncology
or theumatology.

and years in practice
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Among physicians completing
the naming survey, 13% special-
ized in dermatology, 15% in
endocrinology, 14% in gastroin-
testinal, 14% in nephrology, 14%
in neurology, 16% in oncology,
and 14% in rtheumatology.
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Figure 2: Sample characteristics of prescribers who completed the naming survey — practice setting
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Asked about their familiarity with FDA’s ‘Purple Book’ [9], that
is, the resources for Lists of Licensed Biological Products with
Reference Product Exclusivity and Biosimilarity or Interchange-
ability Evaluations, 8% were very familiar, 23% were somewhat
familiar, 28% were vaguely familiar, and 41% had never heard
of it. Only 4% used the Purple Book daily, 11% used it weekly,
12% used it monthly, 23% used it rarely, and over half (51%)
never used it. Information contained in the Purple Book is
designed to help enable a user to see whether a particular bio-
logical product has been determined by FDA to be biosimilar to
or interchangeable with a reference biological product.

All physicians questioned in the naming survey claimed that
they identified all medicines that they prescribed (biological and
chemical) in the medical record.

Asked how they identified a medicine in the patient record, 25%
said by scientific name, 34% by brand name, and 39% said it
varied by medicine. Asked whether they would report an adverse
event by using a drug’s product name or National Drug Code
(NDC) number, 47% said they would use the brand name, 38%
said they would use the scientific name, 2% would use the NDC
number, and 13% had no preference.

Participants in the naming survey were asked for their attitudes and
beliefs on product naming for originator and biosimilar products.
72% of respondents thought that if medicines had the same non-
proprietary scientific name then they were probably structurally
identical, 16% thought they would not be structurally identical,
and 12% had no opinion. If two products have the same non-
proprietary scientific name then 68% of respondents thought that
a patient could safely receive either product and expect the same
result. Twenty-one per cent of respondents would not expect the
same result, and 11% had no opinion.

Asked about switching (when a patient is switched from one
medicine to another), 60% of respondents thought that patients
could safely be switched between two medicines that had the
same non-proprietary scientific name and expect the same results.
A quarter of respondents (25%) thought that patients could not
safely be switched between two medicines with the same non-
proprietary scientific name, 14% of respondents had no opinion.

Results

Physician responses to biosimilar labelling survey

On a scale of 1-5, where 1 is not important at all and 5 is very
important, 90% of the physicians questioned rated the impor-
tance of whether a product label for a biosimilar should clearly
indicate that it is a biosimilar as either a 4 or 5, see Figure 3.
On the question of post-marketing data, 79% of respondents
rated the importance of including this data on the biosimi-
lar label as either a 4 or 5, see Figure 4. On the question of
interchangeability, 79% of respondents rated the importance
of including whether or not a biosimilar is interchangeable as
either a 4 or 5, see Figure 5. The responses of physicians to
questions on biosimilar labelling are shown in Table 1.

Physician responses to biosimilar naming survey

In the naming survey, prescribers were asked whether FDA
should require a distinct non-proprietary scientific name for every
biological product FDA had approved — whether originator or
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Figure 3: Indicating on the label that a product is a biosimilar

(mean = 4.4)

How important is it that a product label for a biosimilar clearly indicates that it is a biosimilar?

2 | 1%

1 — Not at all important I 1% % of respondents

90% of respondents rate the importance of this either 4 or 5.
Additional details: dermatologists, neurologists and rheumatologists believe this to be more

important than do endocrinologists and nephrologists.

Figure 4: The inclusion of post-marketing data on a product

label (mean = 4.1)

How important is it that post-marketing data related to the biosimilar be added to the
biosimilar label?

5 — Very important _ 42%
2 [ 6%

1 — Not at all important I 2% % of respondents

79% of respondents rate the importance of this either 4 or 5.

Additional details: the longer a physician has been in the healthcare industry, the more

important it is to them to include postmarketing data.

Figure 5: The inclusion of interchangeability on a product

label, indicating eligibility for automatic substitution

(mean = 4.3)

How important is it that a product label clearly indicates a biosimilar is or is not interchangeable,
meaning it may be eligible for automatic substitution by a pharmacist depending on the state in
which the prescription is written?

2 . 3%

1 —Not at all important 0%

% of respondents

79% of respondents rate the importance of this either 4 or 5.

Additional details: the longer a physician has been in the healthcare industry, the more

important it is to them to include post-marketing data.
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Table 1: Responses from physicians to biosimilar labelling survey Table 1: Responses from physicians to biosimilar labelling survey
(5: very important; 1: not at all important) (5: very important; 1: not at all important) (Continued)
How important is it that: Score | % How important is it that: Score | %
Physicians Physicians
a product label for a biosimilar clearly 5 52 the label includes all relevant clinical 5 42
indicates that it is a biosimilar? 4 38 similarity data, including clinical immuno- 4 37
Additional details: genicity findings, from the biosimilar
Dermatologists, neurologists and rheumatologists 3 9 product development? 3 16
believe this to be more important than do endo- | 2
2 5
crinologists and nephrologists 1 1
1 1
duct label fi biosimilar defines 4
a pro L.lcg aber ord 10ﬁ1m1 ardefines > > the label makes clear which indications | 5 44
what biosimiliarity means? 4 34 . M
N - were studied by the biosimilar sponsor 4 36
MW" ) ) ) 3 16 and which indications were approved
Dermatologists, endocrinologists, neurologists, . . T 6
o ) based on extrapolation from studies in 3 1
and rbeumatologists believe this to be more 2 5 her indicati )
important than do oncologists 1 1 other indications: 2 4
Additional details:
the biosimilar label includes the analytical | 5 45 The longer a physician has been working in 1 1
data developed by the biosimilar sponsor | 4 37 bealth care, the more important it is to them to
to demonstrate its analytical similarity to 3 7 include post-marketing data
the reference product? that a product label clearly indicates a bio- | 5 54
2 similar is or is not interchangeable, meaning
) L . L 4 30
1 it may be eligible for automatic substitution
the biosimilar label includes the clinical |5 48 by a pharmacist erenqmg on the state in | 3 14
data, if any, submitted to FDA by the 4 35 which the prescription is written? 2
biosimilar sponsor to demonstrate that Additional details:
it is highly similar to the reference 3 11 The longer a physician bas worked in health 1 0
product? 2 6 care, the more important it is to them to include
1 1 post-marketing data
FDA: US Food and Drug Administration.
post-marketing data related to the bio- 5 42
similar be added to the biosimilar label? | 4 37
Additional details: o 3 13 Table 2: Answers to physicians’ survey on biologicals naming
The longer a physician has been working in substicutiontattitudestandibelicts
health care, the more important it is to them to | 2 6
include post-marketing data 1 2 Question Answer %
the label mentions the reference product | 5 42 LH e
by brand name so as to clarify the precise | 4 35 Product naming attitudes and beliefs
relationship betwe‘en.th.e orlglnator’) 3 i Should FDA require a Yes 66
product and the biosimilar product ; . distinct non-proprietary o 0
scientific name for every
1 biological product — No opinion 23
the label explicitly states that specific 5 47 originator or biosimilar —
indications or conditions of use that are | 4 32 approved by them?
approved for the originator product are 3 16 Should a random or a Random suffix 9
NOT approved for the biosimilar product? representative suffix be
2 = . i Manufacturer suffix | 60
> included in the name of
1 2 every biological product? | No opinion 32
the label clearly distinguishes those data 5 45 For purposes of accurately | Completely agree 5
generated by the biosimilz.lr .sponsor from 4 34 identifying the medi(‘:ine, Somewhat agree 18
those generated by the originator sponsor? I prefer a suffix that is a
Additional details: 5 Ll random 4-digit string of No opinion 24
Pbysi‘cians with 21-30 years m bealth care 2 3 characters Somewhat disagree | 27
perceive increased importance in this than those | | 1
with between 6-20 years of experience Completely disagree | 26
(Continued) (Continued)
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Table 2: Answers to physicians’ survey on biologicals naming
substitution attitudes and beliefs (Continued)
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Question Answer % Question Answer %
Physicians Physicians
For purposes of accurately | Completely agree 36 Why is it not important for | I am not worried 55
identifying the medicine, a | ¢ mewhat agree 42 you to be notified of a about potential
representative suffix — for — change from the medicine | immune responses
example, one that resembles No opinion 18 you prescribed? (n = 11, or other adverse
the manufacturer name —is | Somewhat disagree |3 those who rate 4 or lower on | events
preferable Completely disagree | 1 importance of notification) | | 4 o0 busy 27
Substitution attitudes and beliefs It is not important to | 9
How important is it to you | 10 (very important) | 35 my patient’s health or
to have the authority to 9 17 course of treatment
designate a biological The patient will 9
medicine as ‘DISPENSE AS | 8 14 remember the switch
WRITTEN orWDO NOT 7 10 I do not have the staff | 0
SUBSTITUTE? 6 9 to answer the phone
5 9 How do you prefer to be | Phone 52
4 2 contacted by a pharmacy | g1 27
about prescription changes?
3 1 See o Fax 19
Please select one.
2 1 Other 3
1 (not at all 2 FDA: US Food and Drug Administration.
important)
How important WOUl,d it 10 (very important) | 55 Figure 6: Respondents’ opinions on a possible suffix added to
be for you to be notified 9 10 each product’s name
by the pharmacist that
your paticnt has received 8 7 For purposes of accurately identifying the medicine, | prefer a suffix that is a random 4-digit string
a biological other than 7 12 of characters.
the one you prescribed 5 Random suffix is preferable
) 7
if you were aware that
the product could cause 5 7 2 2e
an unwanted response 4 0.5
in some patients or that 3 0.5 % of respondents
small differences between For purposes of accurately identifying the medicine, a representative suffix — for example, one that
brands could have clinical 2 0.5 resembles the manufacturer name — is preferable.
implications fOI' patients? 1 (IlOt at 311 05 Representative suffix is preferable
important)
At what point would you | Before the patient 68
prefer to be notified of a | receives the medicine
. . . % of dent
change in the biological | within 24 hours of | 11 owesponten®
medlcme dlSanSCd? the patient receiVing = Completely agree m Somewhat agree = No opinion ‘Somewhat disagree = Completely disagree
the medicine T - .
biosimilar. FDA has recently proposed a distinct non-proprietary
Within 1 week of 10 scientific name for all products, whether originator or biosimilar.
the patient receiving This is intended to aid the process of pharmacovigilance and
the medicine accurate prescribing and dispensing of medicines.
Within 1 month. Of 4 Respondents were asked for their views on the information that
the patent receving should be included in a product name and for their attitudes and
the medicine beliefs on substitution.
Within 3 months of |0 § . S T L
h tent o Responses to questions in the physicians’ naming survey are
the pa ?n, receving shown in Table 2.
e medicine
No preference 7 The spread of prescribers’ responses to questions related to the
information contained in the representative suffix are given in
(Continued) Figure 6.
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Conclusion

Generally speaking, all issues raised in the labelling survey were
considered by the physicians surveyed to be very important for
label inclusion. The inclusion of an indication of interchange-
ability was considered very important by 54% of the physicians.
In fact, the physicians concluded that interchangeability was —
of all the features included in the survey questions — the least
important feature, with an average score of 4.1 out of 5. On
average, the physicians gave the highest score, 4.4, to indicating
that the drug was a biosimilar.

Segment differences were examined for all issues included in
the survey. Segments among physicians included specialty, time
spent working in health care, and practice setting. Very few
specialty differences were noted and no differences for practice
setting were noted. In general, the longer a physician had been
in practice, the more important they thought it was to include the
features mentioned in the survey on the biosimilar product label.

FDA proposal for a random suffix on a product’s name that
does not indicate the manufacturer was not broadly welcomed,
with only 9% of respondents agreeing with FDA. Instead, most
physicians (60%) would prefer a suffix on the non-proprietary
scientific name that is indicative of the product’s manufacturer.
A third of respondents (32%) had no opinion.

In the naming survey, it was clear that respondents were not
in complete agreement on how biological medicines, whether
originators or biosimilars, are named. Reaching an agreement on
the naming of these medicines will be key in building user con-
fidence in biosimilars. The data presented here provide impor-
tant feedback from a wide range of physicians who prescribe
biologicals in the US. The findings will be helpful in determin-
ing how these biosimilar medicines are regulated in future.

Key points of the 2015 physicians naming and labelling

survey

e All items queried in the labelling survey were considered
very important for label inclusion
O The fact that a drug was a biosimilar was considered the

most important; whether or not it was interchangeable
was slightly less important.

e In general, the longer a physician has been practising,
the more important they considered the inclusion of post-
marketing data and a clear distinction between data gener-
ated by the biosimilar sponsor and by the originator sponsor.

e 66% of physicians thought FDA should require a distinct
non-proprietary scientific name for every biological product —
whether originator or biosimilar — that FDA had approved. 11%
of physicians did not, and 23% of physicians had no opinion.

e 60% of physicians would prefer a suffix on the non-proprietary
name that is indicative of the product’s manufacturer. 32% of
physicians had no opinion. Only 9% of physicians thought
a random suffix that does not indicate the manufacturer — as
recently required by FDA — would be best.

* 35% of respondents considered it very important they had
the authority to designate a biological medicine as ‘dispense
as written’ or ‘do not substitute’. Nearly all respondents con-
sidered it important and only 2% of respondents thought it
was not at all important.
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