Biosimilar Drugs
As more biosimilar drugs come to the Canadian market, decision-makers need information
to help guide prescribing and policy development. Are biosimilars the same as their
reference drugs? Can they improve access for patients? What’s the difference between
interchangeability and switching? Read on for more information, or get our patient handout.

What are biologic drugs?
Biologic drugs, commonly known as biologics, are a class of
drugs derived through the metabolism of living organisms, rather
than being synthesized by chemical reactions.1 Biologics include
insulin analogues, interferons, erythropoietin, and monoclonal
antibodies such as infliximab or adalimumab.

What is a biosimilar drug?
A biosimilar is a new, highly similar version of a biologic drug
that comes to the Canadian market after the patent for the
original product has expired. Biosimilars were previously called
subsequent entry biologics (SEBs) in Canada.

Are biosimilars safe and effective?
Yes. Health Canada must review and approve all drug products
before they can be sold in Canada. Biosimilars are treated as new
drug products and require a full submission, including clinical trial
data. All manufacturers must meet the same federal standards
for good manufacturing practices. Authorization of a biosimilar
by Health Canada means that the biosimilar and the reference
biologic drug are highly similar and that there are no clinically
meaningful differences in safety and efficacy between them.

What is a reference biologic drug?
A reference biologic drug (RBD) is the product to which a
biosimilar is compared. Generally it is the first version of the drug
that was approved for sale in Canada, and there is a body of
evidence regarding its safety and efficacy.2 An RBD may also be
called an innovator biologic, innovator drug, or originator drug.
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Is a biosimilar identical to its RBD?

No. Biologics are large molecules with complex manufacturing
procedures. While the protein sequence is known, the
manufacturing process is proprietary. So it is impossible to
exactly duplicate all of its characteristics.3 In fact, there is even
variation between batches of the same RBD.4 This is different
from traditional generic drugs, which are small molecules that can
be precisely replicated and deemed bioequivalent to the innovator
drug. For more information on bioequivalence or generic drugs,
please visit: cadth.ca/generics.

Is a biosimilar comparable to its RBD?
Yes. To be authorized for sale in Canada as a biosimilar, a drug
must meet a detailed set of criteria from Health Canada (for
example, similar biochemical structure; similar pharmacokinetic
and pharmacodynamic characteristics) and must demonstrate
safety and efficacy for each indication; in certain situations, it is
possible to extrapolate therapeutic similarity from one indication
to another indication. Because of the rigorous demonstration of
similarity between the biosimilar and the RBD, Health Canada may
authorize a biosimilar for use in more than one indication even if
clinical studies were not conducted in each indication.2,3

Is a biosimilar interchangeable
with its RBD?
Interchangeability is not the same thing as bioequivalence
or similarity to a reference product. Interchangeability allows
one product to be substituted for another product at time of
dispensing, and these decisions are made by each province and
territory according to its own regulations.
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What is the difference
between interchangeability,
substitution, and switching?
Interchangeability: Products that are so alike that the drug is
expected to have the same clinical result as the reference drug in
any given patient.5 Decisions about interchangeability are made
by provinces and territories. Drugs deemed interchangeable may
be noted on the provincial Drug Benefit List.
Substitution: The act of dispensing one product in place of another.
Automatic substitution can occur whenever products have been
deemed interchangeable and a pharmacist may dispense any of
the interchangeable products.
Therapeutic substitution means substitution with a different
medication from the same class that is expected to have the same
therapeutic effect. This is less common than automatic substitution
and usually pursuant to a medical or provincial directive. Decisions to
make a therapeutic substitution are generally made by pharmacists
based on a medical directive from a Pharmacy and Therapeutics
Committee of a hospital or from an individual physician.
Switching: A decision to change a specific patient’s medication.
Individual patients who are already established on an RBD may
consider switching to a biosimilar with consideration to the
patient’s unique situation and preferences. Decisions about
switching are generally made by individual patients and their
practitioners based on the available clinical evidence.

What is the benefit of biosimilars?
Increased competition among manufacturers decreases costs
and increases choice, thereby improving access for patients.
Biosimilars create savings that can be redirected elsewhere.

Where can I find more information?
Health Canada provides detailed information on its website. A
guidance document explains how biosimilars are approved and
details the information that manufacturers must submit. A fact
sheet provides further information on key issues.

Bottom Line:
• Biosimilars are highly similar to the reference product in
safety and efficacy, but not identical.
• Biosimilars offer a choice for patients and may improve
access.
• Biosimilars create savings that can be redirected
elsewhere.
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