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Key Findings /
• Biosimilar product uptake has been relatively slow in the United States (US) as compared to other markets 

in developed countries

• 78% of plans (representing 81% of covered lives) with publicly available medical coverage information 
require patients to step through one version of a DMARD (which may be a biologic or generic) before the 
subsequent treatment

• 56% of plans (representing 76% of covered lives) with publicly available formulary information use tiering 
to designate preference for one version of pharmacy biologics or biosimilars over the competitor

Background /
Biosimilars are subsequent versions of established branded 

biologic medicines marketed after exclusivity and 

patents on the originals have expired. Some have called 

them “generic” versions, but this characterization is not 

accurate for several reasons. Biologics, unlike the drugs 

to which generics are made, have intrinsic variations and 

are more complicated to manufacture, plus the regulatory 

pathway for market access for biosimilars has different 

requirements from those for generics. 

This has led to a new, emerging commercial model 

for biosimilars, not fully branded and not fully generic, 

in which biosimilars have brand names as well as 

nonproprietary names, and labels that reference the 

safety and efficacy established through clinical studies of 

the originator biologic. 

Although biosimilars have been on the global market 

since 2006, the US market has been slower to become 

established. Since the creation of the regulatory 

pathway for approval of biosimilars in 2010, only nine 

biosimilars have been approved by the U.S. Food and 

Drug Administration (FDA),1 out of which three have been 

launched on the market. The first biosimilar launched 

in the US was a filgrastim, and the other two launched 

biosimilars are versions of infliximab, an anti-tumor 

necrosis factor (TNF) product, which may be used to treat 

a variety of immunological diseases such as rheumatoid 

arthritis and Crohn’s disease.

Even accounting for the shorter length of time a biosimilar 

pathway has been available in the US as compared to 

the rest of the world², the growth of the US biosimilars 

market is slower than had been predicted.³ In contrast to 

predictions of up to $25 billion in savings in the US over the 

10 years following establishment of the pathway, recent 

analyses4  have reported that the US makes up only 2% 

of global biosimilars sales, with 87% of biosimilars sales 

taking place in Europe. That, in turn, stands in contrast to 

global reference biologic product sales, for which the US 

is responsible for 59% of sales by value. 

In order to better characterize the state of the current 

biosimilars market, Avalere Health conducted an analysis 
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Reference Biologics Biosimilars Generic Drugs

US Regulatory Pathway 351 (a) 351 (k) ANDA

Refers to Originator Product 
for Regulatory Approval No Yes Yes

Same Label as 
Reference Product N/A

Can be, but may have 
fewer indications, 
presentations, dosages, 
etc.

Yes

Manufacturing Complexity High High Low/moderate

API Variation Yes – API often a complex 
mixture

Yes – API often a complex 
mixture

No – API is identical as a 
legal matter

Product Manufacturing 
Variation Within Known 
Amounts

Yes Yes Yes* 

Brand Name Yes Yes No

Nonproprietary 
Name (NPN)

USAN matches INN 
(suffixes may be added in 
the future)

USAN of reference plus 4 
letter random suffix

USAN of reference and 
generic match

Unique HCPCS Code Yes Yes No

Expected Pricing and 
Market Access

Premium pricing to reflect 
R&D, high regulatory 
barrier, and manufacturing 
complexity

Pricing to reflect high 
manufacturing complexity 
and moderate regulatory 
barrier

Low price/high 
volume model due to 
relative simplicity of 
manufacturing process 
and regulatory pathway 

*FDA allows +/- 20% bioavailability for generic drugs compared to reference product. FDA Final Guidance Statistical Approaches to Establishing Bioequivalence. 
January 2001. https://www.fda.gov/downloads/drugs/guidances/ucm070244.pdf  

†Avalere analyzed Medicare Part B drug-level spending using the 2009-2017 Standard Analytic File (SAF) that captures hospital outpatient fee-for-service (FFS) 
claims and the 2009-2016 Physician/Supplier Procedure Summary (PSPS) file that captures carrier and durable medical equipment fee-for-service claims. For 2018 
spending projections on both biologics and biosimilars, we used 7% annual growth rate projected by CBO back in 2008 when the agency released the biosimilar 
market estimates.

of the size of the market.† In 2009, the Congressional 

Budget Office (CBO) estimated a 10-year decrease in 

federal spending of $5.9 billion attributable to “follow 

on biologics”/biosimilars, with ~50% of those savings in 

Medicare Part B (i.e., $3 billion). As the market has since 

evolved, we estimate actual savings in the ensuing nine 

years of ~$241 million (8% of estimate). For 2018, we 

estimate actual annual savings at $91 million, which is 

9% of CBO’s estimated 2018 savings of $1 billion. These 

findings indicate that the market is behaving differently than 

expected at the time of the implementation of the biosimilar 

pathway. Our estimates include the market for biosimilars/

competitive biologics to Neupogen® (filgrastim)5, Granix® 

(tbo-filgrastim), and Remicade®(infliximab).6



Use of Step Through Policies for Competitive Biologics Among Commercial US Insurers   |   5

US Commercial Policies 
for Choice of Biologics /
A primary difference between the US and other highly 

-regulated markets around the world is its coverage and 

reimbursement environment. While many comparable 

highly-regulated countries have single payer systems 

or more heavily-regulated payer systems, the US relies 

almost entirely on private, commercial insurance for 

individuals outside of Medicare beneficiary age. Indeed, 

even for beneficiaries of Medicare or Medicaid programs, 

benefits and utilization management are often decided 

by contracted private payers under Medicare Advantage 

or Medicaid Managed Care plans (these plans have 

additional regulatory requirements for benefit offerings 

that are outside the scope of this review). 

Commercial insurers are, for the most part, allowed and 

expected to leverage market dynamics to realize their general 

goal of maintaining patient access to effective and cost-

effective therapy. Commercial insurers have an incentive to 

be as cost-efficient as possible, as increases in cost have a 

direct impact on per-patient-per-month (PMPM) costs and 

premiums; increases in premiums can in turn lead to decreases 

in plan product competitiveness versus other insurers. 

Other payers face similar sets of incentives. Pharmacy Benefit 

Managers (PBMs), for example, offer pharmacy management 

services to insurers by negotiating with manufacturers on the 

basis of buying power, and passing some of the savings on to 

Figure 1: Illustrative Relative 
Price Point of Biologics
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the insurers. PBMs may also own the physical or mail-order 

pharmacies accessed by patients or providers, realizing the 

benefits of vertical integration. These entities process 95% of 

prescriptions dispensed annually in the U.S.7 

Payers of all types negotiate with manufacturers or wholesalers 

to realize possible savings. This may involve negotiations 

for the price of a specific product as well as considerations 

on wrap-around services and manufacturer portfolio-level 

discounts. The decision-making process towards this end 

is relatively straightforward for generic drugs, which may be 

much less costly than their reference brand drug (Figures 

1 and 2).8,9 It is more complicated with the new biosimilars 

market because biosimilars exist within a new commercial 

model, not entirely generic nor brand. The relative complexity 

of developing and manufacturing biosimilars necessitates 

a higher relative price point than generics (Figures 1 and 

2). From our conversations with payers, they expect a net 

savings of at least 15% (85% of reference biologic net price).9 

This discount will likely change with more biosimilar entrants 

to the market, especially multiple biosimilars to the same 

reference product. By contrast, the average price of a generic 

drug outside of generic exclusivity has been estimated at 

25%-43% of the brand product.8,10  

While competition is expected to bring down prices 

overall, it is not necessarily true that the newer product is 

immediately and substantially less costly than its reference. 

History shows that the reference sponsor will adopt new 

commercial strategies when a competitor enters the 

market. Biosimilar manufacturers, with an imperative to 

recoup developmental, regulatory, and marketing costs, 

may offer net discounts relative to a reference product that 

are not sufficient to incentivize utilization management 

changes in their favor. Conversely, reference product 

manufacturers, which have had market share for a product 

for many years (competing primarily with other reference 

products in the same therapeutic area and class), and an 

established relationship with payers and physicians, may 

be in a position to adjust prices. 
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Methods /
We sought to understand coverage decisions and formulary 

design for biologics when biosimilars are available. We 

assessed coverage and formulary design for the top 

25 payers in the US (about 189M covered lives)11 using 

publicly available coverage policies. Some payers restrict 

their coverage policy availability to providers and were thus 

excluded from this analysis. 

For each payer, we searched for policies related to available 

biosimilars. Our search was restricted to commercial plan 

products (i.e., non-Medicare Advantage, non-Medicaid). 

There are three biosimilars currently on the market, 

two versions of infliximab and one version of filgrastim. 

Because infliximab is administered intravenously, it is 

typically managed under the medical benefit. Filgrastim 

is administered subcutaneously and thus it is typically 

managed under the pharmacy benefit. Because these 

product types are managed under different benefits, and 

different management designs accordingly (i.e., coverage 

policy vs. formulary), we analyzed them as separate groups.

For each plan, we sought to determine the preferred order 

of therapy for biosimilar or other products for the relevant 

indications, otherwise known as step through policies. We 

identified whether a particular product was preferred first 

(first step); whether a length of time for using that product 

before moving on to the next step was defined (trial time); 

second and third steps, if any; whether there was an 

exception for previous history of intolerance; rationale for 

step therapy design, if any; and additional requirements.* 

We additionally noted if requirements were specific to 

individual indications, given the possibility that a biosimilar 

may be approved for a subset of indications of its reference 

product. Coverage policies or formulary designs which 

required the use of any particular version of a biosimilar or 

reference product first was defined as a step through policy. 

Lastly, we counted formularies which indicate a preference 

for one product type over another, for example through 

differential tiering or coverage rules or limits.**

*Additional requirements include a required physician attestation, measurement of loss of response, and testing for presence of antibodies.

**Payers may choose to structure their utilization management policy documents according to their goals and contracting agreements. Medical benefit medicines 
(for the most part, those that are administered incident to a physician service) are often managed using coverage policies specific to a product or group of products 
with prior authorization and step therapy detailed. Pharmacy benefit medicines are often managed using formulary policies that encompass all covered medicines 
and allow for more granular management through the use of tiering. Lower tier products may not be covered or paid for unless higher tier products are tried first, or 
medical exception documentation is submitted. Tier 1 is typically the “highest” tier, with Tier 3 or 5 the “lowest”, depending on the design of the formulary. 

Limitations /
Our analysis covers a small subset of total plans in the 

US (25 out of approximately 500), and thus may not be 

a representative sample of all plan designs. However, the 

plans chosen represent a significant portion of the covered 

lives in the country. The 25 plans analyzed cover 189M 

lives (US total population 327M12), and those plans with 

relevant, publicly available coverage/formulary information 

that we were able to access represent 172M lives. 

Recognizing that actual access to a given medication will 

depend in large part on the clinical assessment made 

by the attending physician and the interpretation of that 

assessment by a payer’s medical director, we considered 

each coverage document or formulary as written. Payers 

may also have internal policies or guidance not reflected 

in publicly available coverage policies or formularies. 
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Results /

Medical Benefit Biologics

Of 25 plans (189M covered lives) with publicly available 

policies, 18 (172M covered lives) have coverage or 

formulary documents detailing management for infliximab 

and/or competitor products. Of the 18 plans with publicly 

available information, four (22% of plans, 19% of covered 

lives) do not have step through requirements for the use 

of any version of infliximab. Fourteen of the 18 plans with 

information (78% of plans, 81% of covered lives) have 

step through requirements of some type (Figure 3). 

Of those 18 plans with publicly available information, 

seven (38% of plans, 29% of covered lives) require the 

use of generic disease modifying anti-rheumatic drugs 

(DMARDs) first, alone or in combination with a biologic 

DMARD. Ten of the 18 plans (55% of plans, 52% of covered 

lives) require the use of the reference infliximab product 

(infliximab, Remicade®) first, alone or in combination with 

another DMARD. One (5% plans, 2% covered lives) allows 

for the use of either the reference product or infliximab-

dyyb (Inflectra®) as the first step. One (5% plans, 1% 

covered lives) requires the use of infliximab-dyyb first. 

Two plans have a minimum time requirement to try 

infliximab for sufficient demonstration of “failure,” either 12 

weeks or 14 weeks. Four plans (22% plans, 21% covered 

lives) of the total 18 with available data have a third 

step described. One plan provides a cost-effectiveness 

rationale for its coverage design, which requires use of 

the reference product first. Six plans (33% plans, 51% 

covered lives) of the total 18 require testing for neutralizing 

or serum antibodies. Four plans (22% plans, 23% covered 

lives) of the total 18 have policies that differ by indication. 

Figure 3: Proportion of Lives Covered by Plans 
with Any Step Through Medical Policy

81%

17%

Yes No

19%

“Yes” indicates that a plan has a step through policy of some type in place 
for infliximabs and/or generic DMARDs. “No” indicates that no step through 
policy for infliximabs was identified. 



Use of Step Through Policies for Competitive Biologics Among Commercial US Insurers   |   9

Figure 4: Proportion of Lives Covered with 
Available Formularies
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For the same 18 plans with available medical benefit 

information, we assessed formulary designs for filgrastim 

biologics and biosimilars. A preference for one product over 

another was identified as higher tiering, or fewer coverage 

rules/limits. For these 18 plans, five (28% of plans, 49% of 

covered lives) demonstrate a preference for the biosimilar, 

filgrastim-sndz. Five (28% of plans, 27% of covered lives) 

demonstrate a preference for the reference filgrastim. Eight 

plans (44% of plans, 24% of covered lives) do not indicate 

a preference through formulary design.
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Discussion /

Rationale for Step Through Policies

Intended to control drug costs, step through polices 

typically require a patient to first try an older, cheaper drug, 

when one is available, and if the patient does not respond 

or experiences side effects (i.e., “fails” on the product), 

the patient can “step up” to a more expensive drug.13 As 

biosimilars enter the market, a number of health plans 

have instituted step through policies for biosimilars. Unlike 

historical generic step through policies, where the generic 

is the first option, many biologics step through policies 

require the patient to “fail” first on a branded product, and 

only then will the payer cover a biosimilar of that same 

branded product (i.e., the biosimilar’s reference product).

The European League Against Rheumatism (EULAR) noted 

in its 2016 recommendations that, in the treatment of 

rheumatoid arthritis, switching to another drug in the same 

class as a treatment can be as effective as changing a 

mode of action entirely, but specifically notes that switching 

to a biosimilar is not clinically appropriate if the patient has 

failed on the reference biologic for that biosimilar.16

Indication Specific Coverage 

Payers typically have standalone policies for the 

coverage of FDA-approved products that are used off 

label. Coverage for products is typically limited to those 

indications for which they are FDA-approved. It thus may 

make clinical sense for a payer to choose a product with 

a broader label and similar clinical characteristics as a first 

line option. The launched, approved biosimilars have most 

of the indications of their reference (the exceptions are, for 

example, orphan indications with unexpired exclusivity). 

Cost or Cost-Effectiveness

Cost-effectiveness is referenced explicitly as a rationale 

for a step through requirement by only one payer in our 

review. However, most payers conduct both a clinical 

and economic review of therapies which are taken into 

account holistically. Each payer conducts its own review 

based on manufacturer submissions, negotiated price 

points, and the available literature, but each process is 

proprietary and may differ significantly from one payer to 

another. Health technology assessment may include cost-

outcome modeling and budget impact modeling. At least 

one payer’s coverage policy notes that “manufacturers 

[should] submit claims for product performance and 

cost-effectiveness, appropriate to the short and medium 

term.”14 The Academy of Managed Care Pharmacy 

provides a format for value dossiers that includes a 

section for economic value reporting.15 As such, we 

expect that step through requirements, prior authorization 

requirements, tiering, and other utilization management 

tactics are based on a combination of clinical and cost 

effectiveness/minimizations. 
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Conclusion /
In the still-developing biosimilars market, we found that 

payers are putting into place utilization management 

schemes that favor one product over another. In most 

cases for medical benefit biologics (78% of plans, 

81% of covered lives), payers with publicly available 

information require patients to step through one version 

of a DMARD (which may be a biologic or generic) before 

the subsequent treatment. The majority (56% of plans, 

representing 76% of covered lives) of payers with publicly 

available formulary information demonstrate a preference 

for one version of pharmacy biologics or biosimilars over 

the competitor.. 

Payer perspectives on preferred products are likely to 

affect the uptake of biosimilars, in light of our finding that 

biosimilars are currently contributing to only about 9% 

($91 million actual, compared to $1 billion expected in 

Medicare Part B) of the expected amount of expenditure 

savings to date. It is expected that stakeholders will 

rationally act according to their short- to medium-term 

incentives, but for a wholly new competitive market to 

build, other considerations come to the fore. The extent 

to which such policies are necessary, will continue to be 

put into place, and/or will be effective, remains to be seen. 

The clinical appropriateness of step through policies, 

affecting nearly 80% of  plans reviewed (representing 81% 

of covered lives) will need to be part of this evaluation.  
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Abbreviations /
351(a): Biologics License Application pathway for reference biologics under the Public Health Service Act

351(k): Biologics License Application pathway for biosimilars under the Public Health Service Act

ANDA: Abbreviated New Drug Application

API: Active Pharmaceutical Ingredient 

DMARD: Disease Modifying Anti-Rheumatic Drugs

FDA: U.S. Food and Drug Administration

HCPCS: Healthcare Common Procedural Coding System

INN: International Non-proprietary Name

NPN: Non-Proprietary Name

USAN: United States Adopted Name
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