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Prescribing practices for biosimilars: questionnaire
survey findings from physicians in Argentina, Brazil,
Colombia and Mexico

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

Introduction: World Health Organization (WHO) recommendations for the regulation of biosimilars form the basis of guidelines used
across most of Latin America. However, the pace at which the region moves toward reaching its potential of having safe and effective
biosimilars has been slow. The Alliance for Safe Biologic Medicines used a questionnaire to survey a sample of Latin American prescrib-
ers in order to determine what they understood about biosimilars, how they use them, and their concerns for the future.

Methods: A 15-minute web-based survey in their native language was sent to a total of 6,650 prescribers in four countries in Latin
America: Argentina, Brazil, Colombia and Mexico who were offered US$75 to complete the survey. Responses obtained from a total of
399 (6%) of these physicians were translated into English for analysis and reporting purposes.

Results: A total of 88% of respondents from all the countries said that they prescribed biological medicines although 35% did not con-
sider themselves familiar with biosimilars. Nearly a third (30%) of respondents across all the countries surveyed were not aware that a
biosimilar may be approved for all the indications of the innovator product on the basis of clinical trials in only one of a limited number
of those indications. This varied by country: 37% of respondents claimed to be aware in Argentina, whereas only 23% of respondents
in Brazil. How medicines are identified, and how biologicals were identified when reporting adverse events (AEs), was found to vary
between countries. Respondents were split evenly between those that believed switching between biologicals with the same non-
proprietary name was safe and would achieve the same result, and those that did not. A total of 75% of respondents claimed to be
aware that the WHO has proposed adding a four-letter suffix called a ‘Biological Qualifier’ to the non-proprietary or scientific name of
a biological. A total of 94% of respondents thought such a suffix would help ensure that their patients received the right medicine.
Conclusion: A total of 399 respondents (6% of those who were sent the questionnaire) were recruited from four Latin American
countries for the survey. Reported prescribing practices varied across the region, and reveal gaps in understanding and in the use
of distinguishable names for biologicals. Nearly all the Latin American physicians who completed the survey supported the WHO's

Biological Qualifier proposal.
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Methodology and sample characteristics

A total of 399 prescribers from four countries in Latin America:
Argentina (n =99, 25%); Brazil (n = 101, 25%); Colombia (n = 100,
25%); and Mexico (n = 99, 25%) completed a 15-minute web-
based questionnaire written in their native language (Spanish
for prescribers in Argentina, Colombia and Mexico; Portuguese
for prescribers in Brazil), for which they were paid a stipend of
US$75. The questionnaire was sent to 6,650 members of a global
market research panel. The source used to identify the prescribers
for this study was the M3 Global Research, a physician research
panel. The only criteria necessary for inclusion in the study were
that prescribers had to be in one of the target therapeutic special-
ties, in one of the target countries, and have requisite experience
prescribing biological medicines. The overall study response rate
was 6% (399 respondents of 6,650 asked who qualified for, and
completed, the survey). Open-ended responses were translated
into English for analysis and reporting purposes.

The primary therapeutic areas for participating prescribers
(respondents) across all countries were as follows: Dermatology
(22%); Oncology (18%); Neurology (18%); Endocrinology (17%);
Rheumatology (13%); Nephrology (7%); Haematology oncology
(2%); Transplant (1%); Metabolism (1%); and Other, including
endocrinology metabolism and psychiatry, (2%).

Respondents across all countries were based in a range of
practices: Hospital (32%); University Teaching Hospital (21%);
Private multi-specialty clinic (18%); Traditional, non-government,
medical practice (13%); Private primary care clinic (11%);
Government-run multi-specialty clinic (2%); Government-run
primary care clinic (1%); and Other (3%).

Taking all the countries together, most respondents had
been working in medical practice for between 11-20 years
(mean = 14.3 years). This varied according to country, see
Table 1. Nearly two thirds (59%) of prescribers in all countries
conducted more than 50 appointments per week, 36% con-
ducted between 20-50 appointments and 5% conducted fewer
than 20 appointments per week.

Respondents experience with biologicals and biosimilars

A total of 88% of respondents from all the countries involved
in the study said that they prescribed biological medicines,
see Table 2. Despite this, more than a third (35%) overall said
they did not consider themselves familiar with biosimilars, see
Figure 1. Of the countries surveyed, Argentinian prescribers
were the least familiar with biosimilars, with 40% of respon-
dents reported having either never heard of biosimilars or being
unable to define them. Brazilian prescribers were the most
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Figure 1: Prescribers’ knowledge of biosimilars
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understanding
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Heard of them — cannot define
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The 399 respondents were asked how
familiar they were with ‘non-comparable
biologicals’ (‘bio-copies’). The term non-
comparable biological refers to a copy of
an approved biological drug but differs
from the definition of a biosimilar in that
it lacks a complete biocomparability study
and/or clinical trials. Non-comparable
biologicals are copies that do not present
similar safety and efficacy to the innova-
tive product [1]. Across the whole region,
only 6% said they had a complete under-
standing, with 35% saying they had a basic
understanding. Nearly half the respon-
dents (47%) had heard of non-comparable
biologicals but could not explain them,
and 12% had never heard of them.

familiar, with 28% never having heard of or being unable to
define biosimilars.

Latin American prescribers reported having learned about bio-
similar medicines in a number of ways. A total of 260 prescribers
were given five categories by which they might have learned,
and asked to select all that applied. Overall: 71% claimed to
have gained familiarity by attending seminars and conferences;
55% through self-study; 32% through education that had been
sponsored by biosimilar companies; 18% through clinical trial
participation; and the remaining 4% by other means.

How respondents reported having learned about biosimilar medi-
cines varied by country. For instance, nearly a third of prescrib-
ers in Argentina (29%) claimed to have learned about biosimilars
through clinical trial participation, whereas just over a tenth of
prescribers in Brazil (12%) reported learning though clinical trial
participation. A relatively high number of prescribers in Brazil
(60%) reported learning by self-study, compared with only 39%
in Argentina. Over half the prescribers in Argentina (53%) claimed
they became familiar with biosimilars with the help of (potentially
biased) information from the companies that make biosimilars.

All 399 respondents were asked about their levels of familiarity
with biosimilars. 35% (139) reported either never having heard of
biosimilars or having heard of them ‘but could not define them.’

This subset (subgroup) of 139 respondents answered questions
about how they would prefer to learn about biosimilars. Of
these, only 37% of prescribers across the region said that they
wanted to learn through pharmaceutical companies. In Argen-
tina, this percentage was slightly higher (43%), although this
is lower than the percentage of prescribers in Argentina who
reported actually having learned about biosimilars from phar-
maceutical companies (53%).

The majority of respondents in all countries said they would
prefer to learn about biosimilars during national medical
conferences and symposia (80% in Argentina; 89% in Brazil;
69% in Colombia; 71% in Mexico). A similar proportion of
respondents said they would prefer to learn about biosimilars
during international medical conferences and symposia (71%
overall).
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Only half (49%) of the 399 prescribers were aware of the dif-
ference between biologicals, biosimilars and non-comparable
biologicals. This figure was only 41% in Argentina.

International Nonproprietary Names (INN) for biological
and biotechnological substances

Over 50 years ago the World Health Organization (WHO) estab-
lished an International Nonproprietary Name (INN) Expert
Group/WHO Expert Committee on Specifications for Pharma-
ceutical Preparations in order to assign non-proprietary names to
medicinal substances. This system has been in place ever since,
and it currently covers naming of biological medicines.

Biological medicinal products are an increasingly important
sector of therapeutic and prophylactic medicines. Biological
active substances now comprise more than 40% [2] of applica-
tions to the INN Programme and the percentage is increasing.
Because of their complexity, bioequivalence cannot be easily
established for a product containing a biological substance.

WHO has therefore proposed a scheme, applicable prospec-
tively and retrospectively to all biological substances assigned
INNs, that could be adopted on a voluntary basis by any regula-
tory authority and would be recognized globally. This volun-
tary scheme is intended to provide a unique identification code
(Biological Qualifier, BQ), distinct from the INN, for all biologi-
cal substances that are assigned INNs.

The BQ is proposed to complement the INN for a biological
substance and uniquely identify directly or indirectly the manu-
facturer of the active substance in a biological product.

Knowledge of biosimilar approval

Nearly a third (30%) of responding prescribers across all the
countries surveyed reported that they were not aware that a
biosimilar may be approved for all the indications of the innova-
tor product on the basis of clinical trials in only one of a limited
number of those indications. This percentage varied by country,
with 33% of prescribers in Colombia and just over a third of
respondents in Argentina (37%) claiming to be unaware. A total
of 28% of respondents in Mexico and 23% in Brazil reported
being unaware of this aspect of biosimilar approval.
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Table 1: Latin America 2015 prescribers srvey samle characterstics : - {gzg@?\;zridh?ég totfhte};earsiiii):ﬁzr]ﬁ ;)ﬁ/%riz;l}
Argentina | Brazil | Colombia | Mexico | All countries | imilars go through the same regulatory

Number of prescribers (n) 99 101 | 100 99 399 process for approval as the original bio-
logical products.

Practice area

e Dermatology 19% 21% | 28% 19% 22% 74% reported assuming that two products
sharing the same non-proprietary name
* Oncol 15% 1% | 15% 29% | 18% sharing proprictary ’
neolosy oY% 0 % % i for example, infliximab and trastuzumab,
* Neurology 26% 13% | 21% 12% 18% would be approved for all the same
« Endocrinology 15% 26% | 14% 11% 17% indications. J.ust over a quarter (26%) Qf
respondents in all countries surveyed said
* Rheumatology 9% 19% | 12% 11% 13% that they did not make this assumption.
e Nephrology 11% 6% 1% 11% 7%

There was confusion among the respon-

* Haematology oncology _ 3% 2% . 2% dents over whether an identical non-
e Transplant 1% - - 1% — proprietary name suggests or implies an
identical structure. Over half (54%) of the

1 0, 0, 0, — 0,
* Metabolism 1% 1% 2% 1% respondents in these countries said they
e Paediatrics 1% - - - - believe that products that share the same
e Ophthalmolo 1% B B B B non-proprietary name are structurally

P 8y identical.

e Respiratory - - - 1% -
e Other 1% _ 5% 30 204 Most prescribers (75%) reported being
3 3 aware that WHO has proposed adding
Practice setting a four-letter suffix, the BQ, to the non-
 Hospital 31% 20% | 13% 64% 3204 proprietary or scientific name of a biolog-
ical, in order to clearly distinguish similar

1 1 1 1 0, 0, 0, 0, 0,

e University Teaching Hospital | 28% 20% | 25% 11% 21% biologicals from one another [3]. This
e Private multi-specialty clinic | 16% 36% | 11% 9% 18% figure was greatest in Argentina (82%)
e Traditional, non-government, | 14% 8% 21% 10% 13% and lowest, although still the majority, in

o
medical practices Colombia (67%).

e Private primary care clinic 7% 9% 24% 4% 11% Nearly all responding prescribers in the
e Government-run multi- 1% 4% 1% 0% 2% countries surveyed (94%) thought that the
specialty clinic distinguishable naming proposal would

be useful to help them ensure that their
patients receive the medicine that had been
prescribed for them. Only 3% of respon-
e Other 204, 204, 4% 204, 304 dents from Brazil, and 3% from Mexico,
thought that a BQ would not be useful,
while a surprising 11% of prescribers in

e Government-run primary - 2% 1% 0% 1%
care clinic

Length of time in healthcare setting

e 1-5 years 10% Colombia thought it would not be useful.
e 0-10 years 34% . . .

Recording biologicals
* 11-20 years 36% How medicines are identified by the respon-
e 21-30 years 14% dents was found to vary between countries.

Overall, nearly two thirds (57%) reported

* More than 30 years 6% identifying drugs in patient records exclu-
% of respondents who prescribe | 85% 84% | 93% 90% 88% sively by their non-proprietary/generic
biologicals name. According to the study results,

respondents in Brazil were the least likely
to do this, see Figure 2.

Table 2: Respondents reported experience with biologicals and biosimilars

Prescribers’ responses Argentina | Brazil | Colombia | Mexico Reporting adverse events

Those who are very familiar and | 9% 20% | 9% 11% How biologicals were identified when reporting adverse

with a complete understanding events (AEs) varied widely. Across all countries, 28% of

of biosimilars the respondents claimed they would identify a product by
- ) ) its non-proprietary/generic name when reporting an AE.

Those who prescribe biologicals | 85% 84% | 93% 0% A total of 41% claimed they would identify a product by
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Figure 2: Recording and reporting adverse events of biologicals

1%

* Over half (57%) report identifying drugs
in patient records by their non-proprietary/
generic name:

19%

A

— Brazil is significantly less likely
to do so than other countries
measured

* When reporting AEs, the number drops
to 41% for those who use brand names.
The remainder either report non-
proprietary names (28%) or report
both equally (32%)

24%

Only about half of responding prescribers
(51%) said that they consistently used the
batch number when reporting AEs, with
16% saying that they sometimes used it. It
is widely recommended that all appropri-
ate measures should be taken to identify
clearly any biological medicinal product
which is the subject of a suspected adverse
reaction report, noting both its brand name
and batch number [4]. A worrying 18% of
respondents said they never used the batch
number, with a further 16% saying they only
rarely used it.

« Brand name
It varies by medicine

& Non-proprietary/
generic name
Other

As before, the reasons given for not includ-

its product or brand name, and 32% said they identified products
by non-proprietary or product name equally when reporting AEs.

Considerably less than half (38%) of respondents across the coun-
tries surveyed report every AE. As many as 9% of the respon-
dents reported that they never reported AEs while 25% claimed
they rarely reported AEs, and 28% said they reported only some
AEs. This is despite the fact that, in the words of the survey ques-
tion: ‘Tt is acknowledged that physicians play an important role in
the identification and reporting of unexpected or serious adverse
events to their national regulatory agencies and manufacturers’ [4].

Several reasons were offered by these physicians in order to
explain their failure to report AEs. Across all countries included
in the study, nearly half (48%) responded that they were not sure
about the reporting process, e.g. who to send the report to, how
to submit the report. An additional 15% said they did not have
enough time to report AEs, 10% said they did not receive any
feedback as to whether other events had been reported for the
product, and 7% said they were not sure about the information
required to submit an AE report. This last reason was given by
between 2% and 7% of respondents, but by a surprising 17%
of responding prescribers from Brazil. Finally, 4% said they did
not know the outcomes of events that are reported, 3% said that
they did not believe the reports would be useful, and 3% were
concerned about professional liability if an AE was reported.

Figure 3: ‘Dispense as written’ critical in prescribing biologicals

1%

0,
* 85% regard DAW /1
authority as ‘Critical’ or
‘Very important’
43%

42%

w Critical
Very important

& Somewhat important
Slightly important

u Not important

ing batch numbers in AE reports varied
between countries. Forgetting to include the number was cited
by an alarming 42% of responding prescribers from Brazil and
35% from Argentina (but only 6% in Colombia and 8% in Mexico).
Surprisingly, 16% of responding prescribers from Brazil and 17%
from Mexico said they were not sure what the batch number
was for. Perhaps one of the reasons that so few prescribers
in Colombia reported neglecting to include the batch number
was that three quarters (75%) of these respondents said they
did not have it available at the time of reporting. In addition to
these explanations, a small number (between 0% and 6%) said
they were not sure where to find the batch number. A sizeable
42% of respondents from Mexico, and 23% of respondents from
Argentina, gave other reasons not listed above.

Switching between biologicals and biosimilars

Half (50%) of responding prescribers across the countries
surveyed said they believed that if two biological medicines
had the same non-proprietary scientific name, a patient could
receive either product and expect the same result. This percent-
age varied between countries. In Colombia, only just over a
third (34%) of responding prescribers said they believed this.

Slightly fewer (44% of respondents) said they believed that two
biologicals sharing the same non-proprietary name implied that
patients could safely be switched between them during a course
of treatment, and the same results expected. Again, this percent-
age differed between countries, with less
than a third (27%) from Colombia think-
ing that patients could be safely switched
between the two medicines during a
course of treatment.

Most responding prescribers (64%) said
that they would not be comfortable switch-
ing between biologicals for cost reasons
rather than medical reasons. This was true
for respondents from all countries, but
most marked in Colombia where 88% of
respondents said they would not switch
during treatment.

Pharmacy substitution

DAW: Dispense as written.

The authority of prescriber versus phar-
macist when selecting biologicals showed

164 | Volume 4 | 2015 | lIssue 4

GaBl Journal | www.gabi-journal.net

© 2015 Pro Pharma Communications International. All rights reserved



GaBiJournal
Generics and Biosimilars Initiative Journal

ORIGINAL RESEARCH

some variation between the countries surveyed. In all countries,
over 80% of responding prescribers thought that sole authority
was either critical or very important. Overall, the prescriber’s
sole authority over deciding, with their patients, the most suit-
able biological medicine, was considered critically important by
over half (55%) of responding prescribers. However, in Brazil
only 35% thought sole authority was critical, with 53% reported
thinking it was very important.

The questionnaire asked: ‘In a situation where substitution by
a pharmacist were an option in your country, how important
would it be to have the authority to prevent pharmacist sub-
stitution and ensure the patient receives the prescription you
intended to prescribe?”

This ‘dispense as written’ (DAW) authority was considered criti-
cal or very important by 85% of responding prescribers, with
43% considering it critical, and 42% very important. This pattern
was seen across most countries, although only 32% of respond-
ing prescribers from Brazil said it was critical and 53% said it
was very important, while 39% of responding prescribers from
Mexico said it was critical, 36% said it was very important, and
a relatively high percentage (18%) thought it was only ‘some-
what important’. Very few prescribers (£ 6%) in all countries
combined found DAW only slightly important or not important
at all.

In line with this, 87% of responding prescribers across all coun-
tries said they considered it was either critical or very important
that they received notification if their patient had received a bio-
logical other than the one they had prescribed. Although most
responding prescribers in all countries considered this either
critical or very important, relatively high proportions of phy-
sicians in Colombia and Mexico (14% and 16%, respectively)
thought it only ‘somewhat important’ to receive notification of
a switch.

Limitations

It is important to remember that these data represent only a very
small proportion of prescribers in each of these countries. Of
the prescribers surveyed, i.e. 399 prescribers (6% response rate
of the total sample size) from these four Latin American coun-
tries. This limits the ability to extrapolate results to the general
population of physicians who prescribe biological products in
these countries. Nevertheless, the results raise some important
issues concerning the knowledge about and use of biological
medicines.

Conclusion

The prescribing practices reported by the physicians who
responded to this questionnaire survey varied across the region.
It was clear that, among those who completed the question-
naire, there were important gaps in the understanding and use
of distinguishable names for biologicals.

As many as 57% of respondents said they refer to a medi-
cine exclusively by its non-proprietary name in their patients’
records, which could result in a patient receiving a different ver-
sion of the medicine than the one prescribed. Additionally, few
responding physicians said they report AEs associated with bio-
logical medicines and of these only 28% indicated that they use

GaBl Journal | www.gabi-journal.net

the non-proprietary name when reporting AEs, which could, in
the absence of an identifying suffix, result in attribution to the
wrong medicine, see Figure 2.

Those Latin American prescribers who completed this question-
naire overwhelmingly supported WHO’s BQ proposal, which
would allow biosimilars to be clearly distinguishable from the
reference products upon which they are based for purposes of
clear prescribing, dispensing and long-term tracking of safety
and efficacy [3].

Key points of the 2015 Latin American prescribers survey

e More than half (54%) of the responding prescribers felt that
an identical non-proprietary name implies identical structure —
which is not the case for biosimilar medicines [5]. Likewise,
half (50%) of responding prescribers said they believed that if
two medicines had the same non-proprietary scientific name,
a patient could receive either medicine and expect the same
result.

A total of 57% of responding prescribers said that they
identified drugs in patient records by their non-proprietary/
generic name. Only half of responding prescribers (51%)
said that they always use the batch number when report-
ing adverse events (AEs). Over a quarter (28%) said they
rarely or never use the batch number when reporting AEs.
e Three quarters of responding prescribers (75%) were
aware that World Health Organization (WHO) is propos-
ing to add a ‘biological qualifier’ to the non-proprietary
scientific name of biologicals in order to distinguish similar
biologicals from one another [3].

Nearly all (94%) of responding prescribers thought WHO’s
proposal would help ensure that their patients received
the right medicine.

85% of responding prescribing physicians said that they
consider it either critical or very important that they have
the authority to prevent pharmacist substitution and ensure
that the patient receives the prescription that was originally
intended, and 87% said they considered it critical or very
important that they be notified in the event a substitution
was made.

Funding sources

The Alliance for Safe Biologic Medicines (ASBM) is an organiza-
tion composed of diverse healthcare groups and individuals —
from patients to physicians, innovative medical biotechnology
companies and others — who are working together to ensure
patient safety is at the forefront of the biosimilars policy discussion.
The activities of ASBM are funded by its member partners who
contribute to ASBM’s activities. Visit www.SafeBiologics.org for
more information.
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the organization.
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