EXECUTIVE INSIGHTS
Refining Gross-to-Net Expectations for Improved
Strategic Planning

In today's U.S. pricing and access environment, biopharma manufacturers must carefully
consider gross-to-net (GTN) dynamics early as they forecast and prepare commercial
strategies, especially for a first launch. Representing the difference between gross price
(typically, wholesale acquisition cost, or WAC) and manufacturers' realized net price, GTN
is highly multifactorial, varies from product to product and can be a key determinant of
commercial success. While some discounts, rebates and fees are mandatory, others are

negotiated to drive optimal access for the product.

Across the industry, GTN continues to expand and evolve. While list prices continue to grow,
net prices have been declining, generating a schism between the two.' The total estimated
value of GTN deductions for brand-name drugs grew to between $220 billion and $260 billion

in 2022, an approximate 33% increase from 2018.2

In this edition of L.E.K. Consulting's Executive Insights, we discuss the components and drivers

of GTN, highlighting trends and implications for biopharmas.

GTN reflects a complex web of discounts, rebates and fees required to provide patients
access to pharmaceuticals

There are several components of the gross-to-net calculation. Some of these require careful
trade-offs and strategic decision-making, while others are unavoidable but need to be
carefully considered. The majority of components are shared across medical and pharmacy

benefit drugs (see Figure 1).
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Figure 1
Components of GTN by stakeholder and benefit type
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Source: L.E.K. research and analysis

Rebates to payers can often represent the single greatest portion of a drug's GTN discount
and include both negotiated discounts (for all payers) and statutory discounts (for

government payers).

Negotiated rebates are offered to secure formulary placement, reducing access restrictions
and patient cost-sharing. A biopharma's contracting strategy — its posture toward providing
rebates to payers to help secure broader access for patients — is one of the most critical

components of overall market access strategy.

Statutory rebates have long been a key component of the Medicaid channel; Medicaid
plans have access to biopharmas' best rebates offered in other channels. Crucially, they
are becoming an increasingly important component of the Medicare channel in light of the

Inflation Reduction Act (IRA), which introduced rebates for drug list price increases outpacing
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inflation and increased manufacturers' liability for high-cost Part D drugs. Carefully managing

rebate liability in these channels can have a large impact on a drug's overall net price.

Manufacturers also provide fees and discounts to various channel participants (e.g.,
wholesalers, group purchasing organizations). Depending on the distribution strategy, costs

may vary and can exceed 10% of WAC.3

Among the provider-focused elements of GTN, 340B discounts represent the largest
component. The 340B program has expanded significantly over the past decade, representing
about $52 billion in 2022 (a 36% increase from 2018),* or roughly 20% of the total estimated
manufacturer GTN. Exposure to 340B can vary significantly by product. Understanding 340B
exposure requires detailed, local market-level analysis. Non-340B discounts may be more

significant among more consolidated/integrated providers with greater leverage.

Patient assistance programs (e.g., copay assistance) are often implemented by manufacturers
to offset commercial patient cost exposure. This could be a nontrivial expense, which requires

thoughtful design considerations.

GTN varies significantly across markets

The magnitude of a product's total GTN and the contribution of the individual components are
driven by a combination of factors that are either inherent to the product, disease or patient
population (e.g., therapeutic areq, site of care, supply chain, payer mix) or driven by external

factors (e.g., competitors, payers, policymakers).

To understand trends in GTN, we leveraged SSR Health's dataset, focusing on assets
mid-launch. We focused on 94 innovative assets the Food and Drug Administration (FDA)
approved during 2016-20 with available 2022 GTN data, excluding approximately five likely
data artifacts. This represents around 37% of the innovative FDA approvals during that time

period.

Across these products, GTN was found to be lower (i.e., greater price retained) for oncology
and nononcology/orphan indications than others (see Figure 2). The lower GTN in oncology
largely reflects its clinical severity, unmet need and “protected class” status. Precision medicine
approaches may also fragment patient populations and reduce head-to-head competition.

No significant differences were seen between solid and liquid tumor types. These factors can
diminish payers' motivation and leverage to negotiate for discounts. Many orphan diseases
are also characterized by high unmet need, low levels of competition and low overall spend.

Likewise, GTN for nononcology/orphan disease products is relatively similar to that of oncology.
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Figure 2
GTN by therapeutic area group
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Source: L.E.K. research and analysis of SSR Health, Evaluate Pharma, Food & Drug Administration

Outside oncology and orphan diseases, GTN trends steeper, with substantially higher variance.
Breaking the 2022 data into more specific therapeutic areas (e.g., central nervous system,
infectious disease) did not result in any clear GTN trends. This suggests that more-granular
factors, specific to individual products and markets, drive GTN. These factors may include

the site of care and insurance benefit (i.e., pharmacy vs. medical), payer mix and competitive
landscape. Biopharmas will need to understand these dynamics and look for strong analogs to

better gauge GTN expectations.

GTN evolves over the product life cycle

As manufacturers’ market access and net price strategies are executed over the early years
postlaunch, payer and distributor contracts are established across the country, driving

GTN to steadily rise. As early demand is tested the first two years, manufacturers may

be less aggressive in payer rebate/formulary negotiations. Once demand is established,
manufacturers may become more aggressive to ensure volume is pulled through via broad,
competitively favorable formulary placement. Looking at the 51 assets with GTN available for

the first three years of launch shows this increase (see Figure 3).
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Figure 3

GTN across early launch year
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In the early postlaunch years, investing in patient assistance programs can be effective

to maximize uptake by capitalizing on early demand as broad payer coverage is being
established. This can mean covering the full cost of the product for patients who are not

yet covered, which comes with a notable up-front impact on net price per patient. However,
satisfying early customer demand and reducing access barriers can steepen the uptake curve
and foster positive sentiment among patients and prescribers. As patients are then converted
to traditional coverage (if treated chronically), net price per patient can improve moving

forward.

Once payer access and net price are established, it can remain stable until manufacturers
choose to pivot in response to insufficient pull-through of demand, new competitive entrants

or shifts in payer/public policy.

Biosimilar or generic competition can represent the ultimate threat to a product's GTN as
significant net price competition ensues and payers drive use toward lower-cost options.
However, in today's GTN environment, those who are already heavily discounting may be
somewhat protected due to "rebate walls." On the other hand, products that have maintained
modest GTN deductions are most susceptible to market share erosion upon biosimilar entry. A
recent report® illustrates this dynamic well, clearly showing that oncology, the therapeutic area
with the most modest GTN deductions, has been the most susceptible to market share and

net price (average sales price) erosion from biosimilars.
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New policies may have significant impacts on GTN

Upcoming policy changes, namely IRA, are a looming presence whose impact on GTN will
be felt directly and indirectly, in some ways applying additional pressure and in other ways
disincentivizing practices that have driven increasing GTN over time. We have been closely

following the IRA and its potential impacts throughout the biopharma ecosystem.*”8?

Most prominent is the Centers for Medicare & Medicaid Services (CMS) Maximum Fair Price
negotiation after nine (small molecule) or 13 (biologic) years, which will affect products with
>$200 million in gross Medicare spending.’® For selected products, net price is likely to decline
for the remaining years of patent life, though uncertainty around the magnitude of decline
remains, as there is no “floor" for Maximum Fair Price. Life cycle evaluations and revenue
expectations will now need to be viewed through the lens of both patent and CMS negotiation
runways. The curtailed life cycle of branded drugs, and more so for small molecules, may place

a greater emphasis on maintaining optimal margins early.

The Part D benefit redesign under the IRA introduces two key changes with implications for
GTN. First, manufacturers will have direct liability in the coverage (10%) and catastrophic
phases (20%) in lieu of coverage gap liability (70%). Second, plan sponsors, not CMS, will
now face most of the liability in the catastrophic phase (60% vs. 15% pre-IRA)." This creates
increased incentive for plans to implement utilization management controls for high-cost
drugs, which may drive further discounts. Historically, patients who reached the catastrophic
phase drove rebates to plan sponsors, while CMS faced the liability; plans' heightened liability

in the catastrophic phase per the IRA may disincentivize high-list-price, high-rebate strategies.

The IRA also introduces new penalties in Medicare for list price increases that outpace
inflation, disincentivizing postlaunch list price increases, even if those strategies maintain
consistent net price. Finally, under the American Rescue Plan, the 100% “Average
Manufacturer Price (AMP) cap” on Medicaid rebates has been removed,” which also
disincentivizes high-list-price, high-rebate strategies that previously would have been

triggered by this cap and protected GTN margin.

Outside the IRA, GTN dynamics may be impacted by a number of other market trends,
including PBM legislation, 340B growth and hospital consolidation.
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Biopharmas will need to consider several key GTN questions when strategically planning

« What is the expected magnitude of GTN for a drug'’s particular market situation?
+ How sensitive are forecasts to GTN dynamics?
+ How will GTN evolve over the product's life cycle?

« How will new policies, such as the IRA, impact GTN strategy?

Our Biopharma practice works with clients across a range of strategic issues, including pricing
and access optimization, IRA preparation, and developing dynamic GTN forecasting. If you or
your organization is interested in discussing the implications of the growing GTN bubble or the
implications of IRA/PBM legislation for your future opportunities and optimal strategies to

prepare, please reach out to us.
For more information, please contact lifesciences@lek.com.

We would like to thank Adam O'Neil for his contributions to this piece.
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