
LETTERS TO THE EDITOR Generics and Biosimilars Initiative Journal

168  |   Volume 2  |  2013  |  Issue 4 GaBI Journal | www.gabi-journal.net
© 2013 Pro Pharma Communications International. All rights reserved

Author: Brendan Shaw, PhD, Chief Executive, Medicines Australia Ltd, Level 1, Napier Close, Deakin Act 2600, Australia

To the Editor:

I wanted to bring to your attention the 
following paper which was published in 
 Volume 2/Year 2013/Issue 3 of the  Generics 
and Biosimilars Initiative Journal.

The Perspective paper titled Licensing and 
prescribing biosimilars in Australia [1], 
Professor David Power’s description of the 
 Australian reimbursement system contains 
a number of factual errors. Left uncorrected 
those errors lead people to misunderstand 
the market for biosimilars in Australia.

Professor Power erroneously draws a link 
between Australia’s policies on substitu-
tion at a pharmacy level and Australia’s 
naming policies for medicines. He states:

‘Where the products have the same 
INN names, as for fi lgrastim, and the 
prescriber uses the generic drug name, 
the pharmacist is free to choose any of 
the products with that name.’

And later:
‘Since PBS [Pharmaceutical Benefi ts 
Scheme] does not permit automatic 
substitution of biosimilars with differ-
ent INN, pharmacists are unable to sub-
stitute a glycosylated biosimilar for its 
(presumably more expensive) compara-
tor drug. Where the drug has the same 
INN, then the cheapest product can be 
supplied unless the prescribers stipulate 
use of a particular brand.’

This is incorrect. While all available fi l-
grastim biosimilars in Australia have identi-
cal non-proprietary names as the reference 
or originator product, i.e fi lgrastim, none are 
considered ‘substitutable’ within the con-
text of Australia’s National Health Act.

As Professor Power correctly notes, the 
Pharmaceutical Benefi ts Advisory Com-
mit tee (PBAC) determines which mole-
cules may or may not be substituted at a 
 pharmacy level. Those brands of  medicines 
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deemed  substitutable at a pharmacy level 
by the PBAC include a notation in the 
offi cial Pharmaceutical Benefi ts Schedule 
known as an ‘a-fl ag’. The PBAC generally 
accepts the Australian regulator’s (Thera-
peutic Goods Administration) assessment 
that a molecule is bioequivalent to its refer-
ence product as the principal criterion for 
‘a-fl agging’. The PBAC also considers other 
factors, including whether medicines have 
a narrow therapeutic index.

In the case of the fi lgrastim biosimilar, 
Nivestim, the PBAC rejected a request 
from the sponsor for an ‘a-fl ag’. The 
PBAC’s publicly available recommenda-
tion on the listing of Nivestim states:

‘SBMPs (similar biological medicinal 
products, aka biosimilars) have some con-
ceptual parallels with generic versions of 
products containing  chemically-derived 
small molecules as the active substances. 
However, although small molecule gene-
ric products may be approved for market-
ing on the basis of bioequivalence (or in 
limited cases, therapeutic equivalence) to 
a reference product, these  concepts may 
not at this time be extrapolated to SBMPs. 
Proteins and other biological medicinal 
 products can be more complex than 
chemically synthesised medicines. This is 
in part because even highly purifi ed pro-
tein products may consist of more than 
one molecular entity, and are usually 
 mixtures of many closely related molecu-
lar species. This within product micro-
heterogeneity may be substantial. Thus, 
even though a SBMP will have the same 
encoding DNA sequence as the reference 
product, the two products may differ in 
other key attributes.

PBS Listing of SBMPs
The current practice of ‘a’ fl agging in the 
Schedule of Pharmaceutical Benefi ts, 
denoting that brand substitution may be 
undertaken by pharmacists at the point of 
dispensing, will not be applied to SBMPs 
at this time unless a  Therapeutic Goods 

Administration (TGA) issued statement 
supportive of ‘a’ fl agging is available’ [2].

The PBAC concluded:
‘The PBAC recommended listing of the 
requested fi lgrastim products, noting that 
the TGA delegate proposed to register the 
products as similar biological medicinal 
products being of ‘comparable effi cacy 
and safety’ and  having the same non-
proprietary name as its reference prod-
uct on the basis of an abridged dataset 
according to the  European Union guide-
lines adopted by the TGA. …

The PBAC recommended that ‘a’ fl agging 
for the purposes of subsection 103(2 A)(b) 
of the National Health Act 1953 should not 
be applied across the two sets of fi lgrastim 
products, noting the absence of a TGA 
issued statement, at the time of consider-
ation, that would support ‘a’ fl agging’.

Thus, contrary to Professor Power’s  statement 
pharmacists in Australia cannot ‘freely substi-
tute’ biological medicines with the same INN.

Signifi cantly, the recently released TGA guide-
lines on [evaluation of]  biosimilars (www.
tga.gov.au/industry/pm-argpm-biosimilars-00.
htm) reaffi rm the Australian regulator’s view 
about the inappropriateness of pharmacy 
level substitution for these products. In 
these guidelines, TGA has indicated that the 
 product information will include words simi-
lar to the following:

‘The level of comparability that has been 
shown is not suffi cient to designate this 
product as a generic version of [Reference 
product name]. Replacement of [Reference 
product name] with [Biosimilar product 
name], or vice versa, should take place 
only under the supervision of the pre-
scribing medical practitioner.’

TGA has also advised that the accompa-
nying approval letter will include words 
similar to the following:

‘It is the TGA’s view that it is not cur-
rently possible to determine a degree of 
similarity, between a biosimilar and an 
already registered biological  medicine 
suffi cient to support a designation by 
the TGA of ‘bioequivalence’.’

On this basis, it is unlikely that the PBAC 
will permit an ‘a-fl agging’ of a biosimilar 
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soon, regardless of whether the biosimilar 
was registered in Australia with identical 
INN or a unique non-proprietary name.

The TGA’s new naming convention, 
requiring distinguishable names for bio-
similar medicines, and its policy on sub-
stitution are separate and distinct issues, 
and should be treated as such.

Professor David Power’s reply:
I wish to thank Dr Shaw for his reply and 
for correcting any misleading statements in 
my article. It was written very much from 
the viewpoint of an end-user of the system. 
In that vein, it is still not clear to me how 
a pharmacist decides what product to pro-
vide when the practitioner prescribes by 
INN name if there are two or more products 
available with that name. Perhaps that could 
also be clarifi ed by Dr Shaw.

Dr Brendan Shaw’s reply:
This is one of the motivations for the 
 Australian regulators move to create a dis-
tinguishable naming policy for  biosimilars. 

The pharmacist currently has to rely on 
brand name prescribing or otherwise  contact 
the prescriber if there are no continu-
ing records. The Australian regulator has 
issued  information for health  professionals 
(copy provided as below) [3]  stating clearly 
that …

‘Biosimilars should be prescribed by name: 
Unlike generic small-molecule medicines, 
which can simply be specifi ed using the 
international nonproprietary name (INN), 
 biosimilars – and indeed all biological 
 medicines – should be clearly distinguish-
able on any prescription (preferably by 
using both trade name and non- proprietary 
name).

Unlike generic medicines, which must 
demonstrate bioequivalence to the ref-
erence product, biosimilars are not 
bioequivalent to the products they follow 
and as such pharmacists may not substi-
tute a  biosimilar for the original medi-
cine. This is why it is important to specify 
which  product you are proposing for your 
patient.’
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