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Any designation of interchangeability
must be about patient safety first

... because small differences can matter.
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Small Differences = Large Impact
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The molecular complexity of biologics makes
interchangeability a challenging aspiration




For these reasons Canada and 18 EU countries
DO NOT ALLOW Automatic Substitution
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ASBM Working Group Meeting on Interchangeability

DATE: May 24, 2012
Agenda: Biosimilars and interchangeability

 Meeting of ASBM National
Advisory Board members, o . .
most of whom are practicing ® BlOIOQ'CS

' ALLIANCE for SAFE BIOLOGIC MEDICINES

physicians.

 Overwhelming concern about
harm to patients if prescribed
product is substituted.




Survey Methodology

e 376 U.S. physicians, distributed equally across
Endocrinology e
Dermatology
Oncology

Rheumatology




Importance of Notification of Medication Switch:
With and Without Known Risks

100%
(o)
Question: How important 90%
would it be for you to be
80%
notified by the pharmacist °
that your patient has 70%
received a biologic other
than the one you prescribed 60%
...if you were aware that the 50%
product could cause an
unwanted immune response 40%
in some patients or that
small differences between 30%
brands could have clinical .
implications for patients? 20%

10%

0%

% Very important or Critical
88%




Timeline for Notification (n=376)

Question: At what point 0.5%
would you prefer to be 0.8%
notified of a change in the

biologic medicine dispensed?

H Before the patient
receives the medicine

2.1%

0
6.4% B Within 24 hrs after the
patient receives the

medicine

B Within 1 week after the
patient receives the
medicine

 Respondents held clear
preferences for their

timelines for notification. “ Within 1 month



Medication Switching and Side Effects

Even CHEMICALLY IDENTICAL medicines can have different effects
when a patient is switched from one to the other, such as increased
risk of seizure in epileptic patients.

EPILEPSY ‘
FOUNDATION

SURVEY SHOWS LINK BETWEEN MEDICATION SWITCHING AND
INCREASED RISK OF SEIZURES AND SIDE EFFECTS
The Epilepsy Foundation announced a new report of survey data obtained from more than 1000 consumers
who report an increased risk of seizures and side effects when they have switched from one manufacturer’s
formulation of an antiepileptic drug (AED) to another. The switch can be between different manufacturers’

versions of the same generic drug, from a generic to the brand-name drug, or from the brand-name drug to a
generic. It can also be caused by a switch from one manufacturer’s formulation of its antiepileptic drug to a
new formulation of the same drug. The Foundation’s just-released survey tells the stories that too many
individuals have experienced, and supports other newly published studies documenting that switching can
cause breakthrough seizures and severe, unexpected side effects.

While most patients can safely switch their medications among different formulations of the same antiepileptic
medication, the Epilepsy Foundation recommends that consent must be obtained from the individual with
epilepsy and their physician before any such substitutions are made — to avoid potentially life-threatening
seizures. Too many people have been harmed; some have even died as a result of an unsupervised switch.




Growth Hormone brands

PRODUCT MANUFACTURER

Genotropin Pfizer

Humatrope
Norditrog
Nutropin d . HUMATROPE
Omnitrope o
Saizen

Tev-Tropin

Genotropin C



ORDERS are to be
clear and precise

and followed
exactly.

Orders are not
POETRY open to
individual
Interpretation.




Ground lost is
GROUND LOST.

-ASBM Physician Notification
Working Group Meeting,
May 24, 2012
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The FDA understands that when balancing Cost
Reduction against Patient Safety...

...Safety must always win.




In summary: Interchangeability policy Must account for:

* Products drift over time.

e Accurate tracking and tracing of adverse events

Rare adverse events not frequent enough to be detected in clinical
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