
S234    NOVEMBER 2022  www.ajmc.com

Introduction
The perceived barriers to biosimilar adoption in managed care have 

changed little over the last few years.1,2 According to findings of an 

Academy of Managed Care Pharmacy (AMCP) Foundation survey, 

state regulations relating to biosimilars and interchangeability are 

now seen as a key issue by 40% of respondents, along with pricing 

and contract issues (36%), formulary placement (16%), and prescriber 

concerns about safety and efficacy (14%).1

Regulatory and Legal Issues 
As of August 2022, the FDA had approved 37 biosimilars, 22 of which 

were marketed. More than 80 additional biosimilars are within the 

FDA’s pipeline, and over 100 are listed as being under clinical devel-

opment.3 A unique aspect of the US regulatory system is the separate 

FDA regulatory categorization of biosimilar products and inter-

changeable biosimilars, which distinguishes it from the system used 

in European countries. (For more information, see the first article 

in this supplement.4) Approved biosimilars and interchangeable 

biosimilars are listed in the searchable, online database known as 

the “Purple Book: licensed biological products with reference product 

exclusivity and biosimilarity or interchangeability evaluations.”5

The FDA’s definition of interchangeability was intended to 

facilitate adoption of biosimilars by explicitly permitting phar-

macists to substitute an interchangeable biosimilar agent for its 

reference product (also called the originator biologic) without 

requiring prior approval from the prescriber.6 However, designa-

tion as an interchangeable biosimilar applies only to a biosimilar 

and its reference product; it does not apply to other biosimilars for 

the same reference product. Manufacturers may be deterred from 

pursuing an interchangeable designation for a biosimilar because 

of additional burdens (eg, the potential need for switching studies) 

and the substantial cost of generating necessary evidence. Notably, 

however, when insulins were redefined as biologics, the specific 

FDA guidance indicated that switching studies with these therapies 

may be unnecessary to achieve interchangeable status. 

This 2-tiered regulatory categorization creates additional confu-

sion for patients, physicians, and pharmacists, in that a biosimilar 

Biosimilars hold the promise of substantial potential cost savings in 

health care with no compromise in the efficacy and safety of treatment. 

Despite this, their adoption in the United States has been substantially 

slower than might have been expected. In addition to patient and provider 

barriers to their widespread adoption as discussed in the second 

article in this supplement, additional potential barriers to their use are 

inherent to the current US health care system. In this article, we examine 

biosimilar agents from a managed care perspective and discuss some of 

the reasons behind their delayed adoption in the United States. 
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cannot be substituted for a reference product at the pharmacy 

level unless it has been further designated as an interchangeable 

biosimilar; it then can be substituted according to state law. All US 

states except Alabama, Indiana, South Carolina, and Washington 

State authorize a pharmacist to substitute an FDA-approved inter-

changeable biosimilar for a prescribed reference product unless 

the prescriber indicates “do not substitute” or “dispense as written” 

on the prescription (Figure 1a).7 Further, Arkansas, Mississippi, 

North Carolina, Ohio, and Vermont have additional cost-related 

restrictions (eg, only permitted if the substituted product results 

in lower costs to the patient).7 The majority of states have laws that 

require that the pharmacy communicate the substitution back to 

the prescribing health care provider (HCP).6 It is important for phar-

macists to recognize these differences and understand whether a 

provider must be notified after the substitution is dispensed or 

must give permission before the biosimilar is substituted. The 

pharmacist will also need to comply with state requirements for 

communicating the substitution back to the patient (Figure 1b).7 

The Biologics Price Competition and Innovation Act (BPCIA) 

included a patent resolution framework with a process for identi-

fying and resolving patents for litigation.8 Despite this, the highly 

profitable nature of reference biologics can encourage companies to 

create barriers to biosimilar development, delaying the introduction 

of biosimilar competitors.9 As a result, some biosimilars that have 

been FDA-approved are not actually available, or their introduction 

has been delayed, owing to legal agreements or legal disputes.10

Prescribing and Reporting Issues
The concept of a biosimilar as equivalent in terms of efficacy with 

comparable safety to the reference product is more widely known 

and accepted by managed care professionals than in the past. In the 

2020 AMCP Foundation survey, 87% of the responding 174 managed 

care pharmacy benefit managers (PBMs) and specialty pharmacists 

agreed or strongly agreed that switching from a reference product 

to a biosimilar was safe and effective compared with only 7% who 

disagreed or strongly disagreed.2 However, among HCPs, acceptance 

of biosimilars and understanding of their approval via extrapolation 

and the totality of evidence may be more familiar to specialists (eg, 

medical dermatologists, rheumatologists, and oncologists) who may 

use more commonly administered biologics than other HCPs (eg, 

surgical or cosmetic dermatologists). Findings from a 2017 survey 

of 97 US dermatologists showed that only 37% were aware that a 

biosimilar is highly comparable to a US-licensed reference product, 

and only 25% said they would be likely to prescribe a biosimilar.11 

Biosimilar uptake across different therapeutic areas can also be 

affected by differences in specialty practice preferences and multiple 

guidelines issued by different organizations that may not always be 

aligned. The situation may be further complicated by attempts to 

“muddy the waters” by manufacturers of reference products using 

language that implies safety and efficacy issues with biosimilars, 

contrary to the very definition of a biosimilar from the FDA.12-14 

A lack of traditional clinical trial data is not considered to be 

the barrier to biosimilar use that it was in the past. Biosimilars are 

intentionally highly similar to the reference products, meaning 

that no meaningful clinical differences exist, and data from a 

large number of patients would be required to detect differences 

in rare adverse events emerging between the biosimilar and refer-

ence product. Postmarketing surveillance, therefore, is needed 

to monitor for these rare adverse events, and it is required by the 

European Medicines Agency of the European Union but not by 

Do pharmacists have to communicate such 
substitution back to the patient? 

No Yes Yes, but with restrictions

No Yes Not specified

Can a pharmacist substitute an interchangeable 
without prior prescriber approval?

A

B

FIGURE 1. Substitution of an Interchangeable Biosimilar  
According to US State Laws7



S236    NOVEMBER 2022  www.ajmc.com

R E P O R T

the FDA. However, as with any new treatment, there is always a 

delay before real-world clinical data from registries, insurance 

claims records, electronic health care records, and other sources 

(eg, pragmatic trials) become available. In the AMCP Foundation 

survey, 91% of responding pharmacists agreed or strongly agreed 

that real-world evidence of this sort is important to overcome 

barriers to biosimilar adoption.2 Fortunately, there is a mounting 

body of real-world evidence in support of biosimilars, with over 15 

years of data on their use in clinical practice available for European 

patient populations. 

Physicians and other prescribers are more likely to prescribe 

the treatments that they are familiar with, and it may take time 

for prescribing preferences to change.15 Further, there may be an 

initial reluctance to prescribe treatments for indications extrapo-

lated from equivalence studies related to other indications until 

further evidence is available.16 Treatment inertia may also be an 

issue—physicians and other prescribers may not want to switch a 

patient who is already on a reference product to the biosimilar for 

nonmedical reasons.17 Further, patients may not be comfortable 

moving from the treatment they know to a new treatment that offers 

no medical benefit.18 (Please see the first article in this supplement 

for more details on nonmedical switching.4)  This view is broadly 

shared by physicians, who may be reticent to initiate switching 

in patients who are stable on their current biologic therapy. For 

example, a survey of 320 board-certified US rheumatologists indi-

cated a preference for using biosimilars when newly initiating 

treatment rather than switching treatments in existing patients.17 

However, no matter how accepting of biosimilars physicians become, 

their prescribing is often limited by formulary restrictions and  

insurance-related issues.

Expensive therapeutics often require prior authorization (PA) 

from the patient’s insurance plan. If the provider’s administrative 

burden for a biosimilar is not less than that for a reference product, 

the provider is not incentivized to prescribe the biosimilar. The PA 

pathways could be used to simplify administrative barriers in a way 

similar to that used for complex specialty medications. Ideally, from 

an HCP’s point of view, PA requirements would be eliminated for 

biosimilars when used for an approved or extrapolated indication. 

A less favorable alternative might include a streamlined PA process 

or assurance that the patient’s out-of-pocket cost would be limited 

to a reasonable amount, as even biosimilars can be prohibitively 

expensive for the average patient if they have to pay a substantial 

percentage of the cost (eg, coinsurance, deductible). 

Another less preferable option would be to add step-therapy 

rules requiring failure of a preferred biosimilar before the reference 

drug is approved. Many states have laws regulating step therapy 

or requiring exceptions in certain situations (eg, life-threatening 

diseases). Medicare, Medicaid, and other federally backed plans (eg, 

Tricare) generally do not allow the use of co-pay assistance cards, 

patient assistance programs, and the like, which could be a chal-

lenge in controlling patient out-of-pocket expenditures. Medicare 

Part D members, who pay for prescription drug coverage through 

the Medicare program, are subject to the “donut hole” (in 2022, a 

gap in medication coverage after the patient has spent $4430).19 

This can lead to prohibitive out-of-pocket costs, even for a covered 

biosimilar, early in the year. Medicare members without Part D 

coverage would likely find any biosimilar cost prohibitive.

Operational Issues
By definition, a biosimilar is not intended to improve on the original 

reference product and should be all but identical in terms of effi-

cacy and safety. Thus, the primary benefit of biosimilars to society 

is the potential for cost reduction. The availability of biosimilars 

and the competition they bring are also associated with wider use 

of biologics as a whole, implying improved access.20 Despite this 

obvious advantage, biosimilar adoption in the United States has 

been substantially slower than their uptake in Europe; this differ-

ence goes beyond the earlier approval of biosimilars in Europe, and 

is, in part, a reflection of the fundamental differences between the 

European and US health care models.21 Almost all European coun-

tries have some form of universal health care or national health 

service; this integrated approach means that all cost savings from 

the use of a cheaper alternative, such as a biosimilar, directly bene-

fits the system. Thus, there is a strong financial driver towards the 

use biosimilars, when available, unless the cost of the reference 

product is reduced to keep it competitive. 

Both the Veterans Administration (VA) and Kaiser Permanente 

health care systems show substantially more widespread adop-

tion of biosimilars than the general level of uptake in the United 

States.22,23 Kaiser is a closed health care maintenance organiza-

tion (HMO) that owns the provider network and employs its own 

physicians and pharmacists in an integrated health care model; all 

benefits and cost savings are internal to the Kaiser system, making 

biosimilars a logical choice to reduce treatment costs. The US VA is 

a form of nationalized health care service that owns and operates 

all of its own medical facilities and directly employs HCPs and staff; 

again, any cost savings from switching to biosimilars are realized 

as direct savings to the organization. As with the national health 

care systems in Europe, these integrated health care organizations 

differ from health care models seen across most of the US health 

care market, in which private companies occupy different roles 

that link the patient, payer, and prescriber.

The majority of the US health care market is a nonintegrated 

patchwork of for-profit and not-for-profit health care systems. 

Payment for biologic treatment is sometimes managed in a buy-

and-bill system, in which a health system purchases medication 

and then bills the patient’s insurance or payer after treatment has 

been administered in an outpatient setting (eg, a physician’s office, 
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an infusion center). In dermatology and some other specialties, 

biologics are not usually administered in this way, but, instead, 

through the normal prescription-pharmacy pathway used for many 

other medications. In a properly functioning and truly competi-

tive market, subsidies should not be required to encourage use of 

a lower cost alternative such as a biosimilar, and manufacturers 

of reference products could be expected to reduce their pricing to 

compete. However, various mechanisms within the buy-and-bill 

system can counterintuitively encourage use of a more expen-

sive medication to realize an immediate benefit, and the (overall) 

increased cost is passed on elsewhere in the system.

Historically, PBMs were created to leverage purchasing power to 

obtain better drug prices. Today, PBMs have a role as drug-benefit 

gatekeepers for over 270 million Americans who have prescription 

drug coverage, placing them in a key position within the health 

care financial and distribution pathways (Figure 2).24-26 Payment 

from the payer to the PBM is often based on list price or the average 

sales price (ASP) plus a percentage; importantly, this measure of 

treatment cost does not consider the effects of any pricing program 

discounts or rebates. Pharmaceutical companies are often obliged 

to offer rebates to PBMs to be included in the formulary or to be 

included at a lower tier, recovering the cost of this rebate in the 

form of a higher list price for the treatment. Both the remunera-

tion from the payer based on a higher ASP and the rebate offered by 

the pharmaceutical company effectively incentivize PBMs to prefer 

a more expensive treatment, as it increases their profit.27 In turn, 

drug manufacturers may be incentivized to increase list prices for 

treatments to encourage PBMs by offering them higher rebates.28 

Contracts may stipulate that a portion of the rebate obtained must 

be shared with the HCP, but this can be circumvented through the 

use of “rebate aggregator” companies that receive the full rebate 

generated but then only share a portion with PBMs, who, in turn, 

only have to return a part of that portion to the provider.9 

When biosimilars are added to formularies, their availability may 

be further complicated by formulary tiering, in which treatments 

listed in lower tiers and considered to be preferred elicit a lower 

co-pay than higher tiered items. Although ostensibly intended to 

direct prescribers to less expensive treatments, positioning on the 

formulary tier list can also be affected by rebate agreements and 

other mechanisms that are not visible to the prescriber or patient. 

Consequentially, biosimilars may be included on the formulary 

list at a higher tier than the reference product, resulting in a higher 

co-pay and thereby making them less accessible or affordable to the 

patient. In addition to the reference product being able to leverage 

its established use across multiple indications to obtain a preferred 

tier status, in some cases, contractual terms or exclusionary rebates 

have been used to prevent biosimilars from being included on the 

formulary or in the same tier, resulting in higher co-pay costs to 

the patient for the biosimilar, even when the biosimilar itself is 

the less expensive treatment.29,30 

In some cases, direct financial incentives to the patient may 

be offered to overcome reticence to nonmedical switching to 

lower-tier treatments. In 1 case, a $500 gift card was offered to 

encourage patients with psoriasis or psoriatic arthritis to switch from 

secukinumab to ixekizumab (both IL-17A inhibitors), and a similar 

promotion was offered for infliximab biosimilars.31,32 However, this 

type of incentive to the patient is forbidden for patients covered by 

federally backed insurance plans, such as Medicare and Medicaid.

Manufacturer Wholesaler Pharmacy Patient

Insurer or health plan

Insurance 
premium

Reimbursement 
for prescription

Patient 
OOP

WACAMP

Rebate
Proportion of manufacturer rebate

Reimbursement

Pharmacy benefit 
manager

FIGURE 2. Payers, Prescribers, Pharmacy Benefit Managers, and Patients25, 26

AMP, average manufacturer price (also known as list price); OOP, out-of-pocket cost (composed of the co-pay [a fixed amount paid by the insured patient for health 
care] and the deductible [a monetary amount the patient must pay toward covered medical care before the insurance company starts to pay]); WAC, wholesale acquisi-
tion cost (list price plus the wholesaler fee).
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This labyrinthine structure of contracts and payments within 

the system can lead to a lack of cost transparency for patients and 

prescribers, who, in some cases, may see little, if any, benefit from 

the reduced treatment cost associated with a biosimilar. Ultimately, 

the practical and cost barriers inherent to the US health care system 

are currently more critical than the regulatory and legal ones; costs 

within the existing system are the main deciding factor, despite 

these benefits not being visible to the HCP or patient.

Changes to benefit design, such as enhanced reimbursement 

models, could encourage PBMs to revise formulary arrangements. 

Multiple specialty tiers would allow favorable placement from a 

patient’s cost share perspective or even remove cost share entirely, 

as has been seen with insulins put into generic tiers to lower 

out-of-pocket costs.33 Alternative reimbursement models could 

be used that reward providers for choosing best-value options, 

such as biosimilars. However, similar attempts with HMOs in the 

1980s and, more recently, in medical homes and accountable care 

organizations have failed to lower costs in this arena.34 Providers 

have their own preferred products/suppliers, and this can act as a 

barrier; reimbursing a higher amount for the biosimilars than for 

the reference product could help counter this problem. However, 

many of these proposed solutions would only patch aspects of the 

existing system, and PBMs are likely to continue to influence treat-

ment decisions to their own financial benefit.

Inclusion of biosimilars can increase the complexity of treatment 

models, with both the increased number of available treatments and 

variations between different health plans adding to the complexity 

facing managed care. For example, adding and retaining multiple 

biosimilars within formulary systems incur an administrative burden; 

regular updates would mean that few HCPs could hope to proactively 

keep up with all of the changes across multiple plans and carriers. 

Patient Out-of-Pocket Costs and Financial Support
Most patients receive their medications through commercial insur-

ance, state-provided Medicaid insurance, or the federal Medicare 

program. Insurance typically pays most of the cost, but required 

co-pay and deductible costs can still be prohibitive. Many refer-

ence product manufacturers offer co-pay support programs, and 

biosimilar manufacturers are incentivized to do the same.35 

There is an access issue for Medicare patients, who are not 

eligible for many patient assistance programs, and this also applies 

to patients with Medicaid (although co-payment costs are gener-

ally lower for this group) and such federal programs as Tricare.36-38 

Some pharmaceutical manufacturer benefit programs exist that 

may be able to provide assistance to federally insured individuals 

as well as the privately insured and uninsured, but not everyone 

knows about them.39,40

Payers may prefer biosimilars, but this can create barriers to 

patients that prevent them from accessing support programs. 

For example, if a payer were to prefer a rituximab biosimilar that 

does not have a labeled indication for rheumatoid arthritis, patients 

would be prevented from accessing manufacturer-led patient assis-

tance programs, as it would be “off label” use, and thus would incur 

an increased financial burden. Routine patient out-of-pocket costs 

(eg, deductible, coinsurance) for reference biologics and biosimilars 

commonly can be hundreds or thousands of dollars, given the high 

list prices of these treatments. Patient assistance would need to be 

robust enough to counteract most of these out-of-pocket costs to 

make treatment realistic.

Conclusion
Looking through the convoluted lens of health care supply chain, 

regulatory, and administrative issues, it is easy to lose sight of 

the fact that the entire system was originally intended to serve 

patients. Choice of treatment may not be in their hands, and even 

the prescriber may be limited by options that their pharmacy or 

the insurer provides. Ultimately, it is the patient who will not only 

take the treatment but also pay the out-of-pocket costs. Formulary 

placements already impact out-of-pocket costs, which can be very 

high, especially for uninsured or underinsured patients. It is clear 

that the current system is not always functioning to the benefit 

of the patient.

In an ideal system, lower drug costs would always result in reduced 

cost for the patient. In the case of biosimilars, where lower cost is 

not achieved at the expense of efficacy or safety, this would result 

in the less expensive product being preferred, and the reference 

product price could be expected to decrease to provide competition. 

In the long run, regulatory reform and legislative changes may 

be needed to mitigate the cumbersome financial mechanisms 

distorting the health care market in the United States. Until then, 

addressing the current lack of transparency with regards to drug 

pricing, rebates, and fees would greatly help prescribers to make 

value-based decisions that would ultimately benefit their patients. 

Other changes that would help to simplify the existing system 

would be the introduction of more logical formulary structures, 

the reduction or elimination of cost-sharing for patients, and the 

alteration of PA pathways to reduce administrative burden, which 

would help to remove some of the critical barriers to biosimilar 

adoption. These changes would help to better align existing incen-

tives for providers, physicians, and payers, such that they drive 

adoption of the best available care at the lowest cost.  n
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