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e National data from 2014 showed that specialty drugs - which include biologics - accounted for only 1% of
prescriptions but 32% of total spending.

¢ Inflammatory conditions account for the highest drug spend (26.4% trend, commercial plans); Humira® and Enbrel®
account for 70% of market share in this class. Unit costs for these agents increased by |1-18% in 2016.

e As more expensive biologics lose their patent, biosimilars will enter the marketplace to provide lower-cost
alternatives and introduce market competition

Key Points

e A biosimilar is a drug product designed to be highly similar to an existing marketed biologic (reference
biologic), and have no clinically meaningful differences in safety and efficacy.

e Biosimilars are NOT considered generics to reference products; they can never be chemically identical as all
biologics are large drug molecules that have natural variability from batch to batch.

e Biosimilars have been used in the European Union, Australia, and Japan since 2006. In the EU, there are over 20

biosimilars.

e Current FDA-approved Biosimilars in the
US are listed in the table.

e Generic drugs are approved if the drug is
chemically identical to the brand product,
and is shown to have same rate and extent
of absorption. However, since biosimilars

Product Name Proprietary | Reference | Approval | Launch
Name Product Date Date
Filgrastim-sndz Zarxio Neupogen 3/2015 9/2015
Infliximab-dyyb Inflectra Remicade 4/2016 11/2016
Infliximab-abda Renflexis Remicade 4/2017 Fall 2017
Etanercept-szzs Erelzi Enbrel 8/2016 Unknown
Adalimumab-atto | Amjevita Humira 9/2016 Unknown

cannot be structurally identical, they must
follow a more rigorous approval process. Therefore, the Biologics Price Competition and Innovation Act of
2009 (BPCIA) created an abbreviated licensure pathway for biologics shown to be biosimilar to or

interchangeable with an FDA-licensed reference product:
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e BPCIA includes a provision to allow for “interchangeable” biological products, which may be substituted for the
reference product by a pharmacist.

o Manufacturers must conduct additional studies which include switching between reference biologic and
biosimilar

o Currently there are NO biosimilars available in the US that are designated as interchangeable

Reference Biologic | Claim $**/ 30-day supply | Total spend 2016** | PMPM Biosimilar (~10% lower cost)
Neupogen (filgrastim) $3400 $20,000 $0.03 Zarxio (filgrastim-sndz)
Remicade (infliximab) $5000 / 500mg* $760,000 $1.12 Inflectra (infliximab-dyyb)
Renflexis (infliximab-abda)
Enbrel (etanercept) $4000 $3.6 million $5.24 | Erelzi (etanercept-szzs)™***
Humira (adalimumab) $4900 $5.2 million $7.61 Amijevita (adalimumab-atto)***

*Average claim amt. for average dose per infusion

**BCBS, HPHC, Tufts patient Rx claim data

***Not yet available




Biosimilar FAQs

Should I consider biosimilars the “same” as a brand product that is already on the market (ie. reference biologic)?

Biosimilars undergo a rigorous approval process in which manufacturers must show they are “highly similar” to the reference biologic
as far as structure, mechanism of action, dose, and dosage form. They must also show that the manufacturing process is up to
standards, report toxicity results, and conduct clinical studies that demonstrate pharmacokinetics, pharmacodynamics, and
immunogenicity. Although all biologics have some natural structural variability, biosimilars should be considered to have no clinically
meaningful differences from the reference product in terms of safety and efficacy. Providers should feel just as confident prescribing a
biosimilar for an approved condition as they would for the reference biologic.

How much less costly are biosimilars compare with their reference biologic?

Thus far, we have seen biosimilars priced about 15-30% less than their reference biologic products. Although this is not the same
significant savings seen with generic products, biosimilars are expected to drive market competition, thus leading to manufacturers
lowering prices of the reference product.

Do biosimilars have the same generic (or “nonproprietary”) name as their corresponding reference biologic?

No. For approved biosimilars, the FDA assigned a random four-letter suffix to the nonproprietary (generic) name of the product to
differentiate it from the reference biologic. For example, Inflectra®, the biosimilar for Remicade® (infliximab), was given the generic
name infliximab-dyyb. The four-letter suffix is random and has no clinical meaning. The FDA has recently issued guidance that will
require all biologics (both reference biologics and biosimilars) to include a random four-letter suffix. The differentiation in generic
name allows the FDA to track reported adverse events and associate them with either the reference biologic or the biosimilar.

Are many health plans only covering biosimilars in efforts to cut costs?

Health plans make drug coverage decisions based upon safety, efficacy and cost. In addition to considering average wholesale price
(AWP), they must include manufacturer contracting and incentives. Some plans may prefer the biosimilar, some may prefer the
reference biologic, and others may cover both at the same cost to the patient. The patient’s health plan formulary or hospital
formulary (if administered in hospital or as outpatient infusion) should always be reviewed prior to prescribing.

Will a pharmacist automatically switch my patient to a biosimilar if it is available?

As of now, there are no biosimilars on the US market that are “interchangeable”, meaning none of them may be substituted for a
reference biologic. Therefore a pharmacist must dispense the brand product written on the prescription. If the provider wants to
prescribe a biosimilar, the specific product name must be on the prescription. Should an interchangeable biosimilar become available, a
pharmacist may substitute for a reference biologic unless provider specifies “no substitution”, however they must notify the provider
and patient of the substitution as well as document in patient record.

My patient is stable on their current drug. Are there concerns switching them to a biosimilar?

Available data from Europe, particularly in switching from Remicade® to a biosimilar, show no decrease in efficacy, increase in adverse
effects, or increase in immunogenicity. However long-term data is lacking on switching multiple times between reference biologics
and biosimilars, or between biosimilars if more than one product exists. If a patient is switched to a biosimilar when they are already
stable on their current drug, the patient should be monitored for change in clinical status and adverse reactions.

Are there patient financial assistance programs available for biosimilars?
Yes, programs are available for the two commercially available biosimilars (follow links for info and patient eligibility): Zarxio®
(filgrastim-sndz) and Inflectra® (infliximab-dyyb). However, it is important to note that although patient assistance programs may save

out-of-pocket costs for patients, the institution and/or insurer still absorb the same cost. Lower-cost agents should be considered
prior to initiating more expensive biologic
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