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May 10, 2024

Via email (comments.pdab@maryland.gov)

Maryland Prescription Drug Affordability Board
16900 Science Drive, Suite 112-114
Bowie, MD 20715

Re: Reasons Biktarvy Should Not Be Selected for a Cost Review
Dear Members of the Prescription Drug Affordability Board:

I am writing on behalf of Gilead Sciences, Inc. (“Gilead”), in response to the Prescription Drug
Affordability Board’s (“PDAB”) recent referral of Biktarvy® to the Stakeholder Council for
input into whether Biktarvy should be selected to undergo a cost review and identification of
proposed therapeutic alternatives for Biktarvy®, as well as to comment on unintended
consequences of a UPL, and provide process recommendations.' Gilead is a research-based
biopharmaceutical company that discovers, develops, and commercializes innovative medicines
for people with life-threatening diseases in areas of unmet medical need, and has been a leading
innovator in treatments for human immunodeficiency virus (HIV) for more than 30 years.

Gilead previously submitted letters to the Maryland PDAB and Stakeholder Council explaining
that Biktarvy should not be selected for cost review because Biktarvy is already affordable and
accessible for Marylanders with HIV. These letters also addressed that imposing a UPL on
Biktarvy could result in treatment delays and interruptions, which could also result in an increase
in the amount of HIV virus in the blood, leading to worse clinical outcomes and development of
resistant forms of the virus. A UPL on Biktarvy would thus not only be unnecessary in light of
Biktarvy’s affordability but could also result in Maryland facing increased healthcare costs and
would undermine efforts to end the HIV epidemic, pose an undue risk to public health, and
disproportionately affect vulnerable populations. These effects conflict with the Moore
Administration’s goal of ensuring health equity in Maryland.

This letter builds on the points made in Gilead’s prior letters by providing additional information
on:

Reasons that Biktarvy is clearly differentiated from other HIV medicines:

e HIV drugs have unique clinical and pharmacological qualities that need to be considered
when selecting the most appropriate regimen for a person with HIV, in order to support
better medication adherence, improve viral suppression, and reduce the risk of
transmitting HIV.

e There is longstanding recognition in public programs that patients need access to the
particular HIV medication that was prescribed for them, and that one HIV product cannot
simply stand in for another.
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e Biktarvy offers a single-tablet regimen that is highly effective, supports rapid start,
provides a high barrier to drug resistance, and demonstrates exceptional tolerability and
safety; therefore, other HIV drugs are not appropriate comparators for the cost-review
process.

Reasons Biktarvy should not be selected for a cost review:

e Biktarvy is affordable and accessible to people with HIV in Maryland.

e The State is overestimating its spending on Biktarvy.

e Maryland’s Medicaid program has access to unique lower drug pricing, specially
determined for its low-income and disability-eligible enrollees. Policies that would
disrupt Medicaid’s exclusive access to protected pricing would also disrupt the stability
of Maryland’s Medicaid program for its most vulnerable patients.

In addition, the process of selecting drugs and conducting cost reviews should be fair, reasoned,
and transparent while allowing for meaningful engagement from Gilead and other stakeholders.
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I. HIV drugs have unique clinical and pharmacological qualities that need to be
considered when selecting the most appropriate regimen for a person with HIV in
order to support better patient medication adherence, improve viral suppression,
and reduce the risk of transmitting HIV.

HIV is a uniquely challenging virus to treat, making HIV medicines especially poor candidates
for the cost-review process. HIV aggressively replicates at a rate of one billion new viral
particles per day, overwhelming and simultaneously destroying the immune system by targeting
the CD4" T cells needed for a proper immune response.” Effectively targeting viral replication
requires combining multiple drugs with different mechanisms of action, and this highly
individualized approach has been critical to transforming a once-deadly disease into a
manageable, chronic condition with minimal impact on life expectancy.’

Because of the complexity of treatment, antiretroviral therapy (ART) must be selected taking
into consideration both clinical considerations and the ability of a treatment regimen to fit into an
individual’s overall healthcare experience and effectively support their adherence. For this
reason, the U.S. Department of Health and Human Services (DHHS) Guidelines for the Use of
Antiretroviral Agents in Adults and Adolescents with HIV states that “selection of a regimen
should be individualized” for a particular patient based on factors such as virologic efficacy,
toxicity, potential adverse effects, pill burden, dosing frequency, drug—drug interaction potential,
resistance-test results, comorbid conditions, and childbearing potential.”* In addition, studies
show that, as people with HIV age, they are more likely to develop additional health issues and
tend to develop them earlier than people who do not have HIV.%¢ This often means they must
take multiple medications and may be more prone to drug-drug interactions from medications for
different conditions, particularly when their HIV medication includes certain components. When
individuals take their medication as prescribed, such adherence prevents HIV from multiplying,
which suppresses the HIV virus.” Viral suppression stops HIV infection from progressing,
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helping people living with HIV stay healthy and live longer, and maintaining an undetectable
viral load also effectively eliminates the risk of sexually transmitting the virus to an HIV-
negative partner.®

Effectively managing HIV infection requires vigilance to avoid creating treatment resistant
mutations, which reduce the efficacy of ART. Mutations are more likely to develop in patients
with suboptimal adherence to treatment regimen and in patients who are given a regimen with a
lower genetic barrier to resistance, including patients whose access to treatment is disrupted by
policy interventions. Specific resistance mutations may create the need for varied combinations
of medications, which may require taking more pills or otherwise be more inconvenient to take.
Thus, given the possibility that resistance could develop to any single drug, it is essential to have
a diverse artillery of ARTs available for all patients. The ARTs recommended by DHHS for
most patients are those that effectively suppress the virus, have a high barrier to resistance, have
minimal adverse events, and are simple to take. The importance of adherence, risk of
transmission and HIV drug resistance means that the HIV landscape thus poses unique
challenges that make the cost-review and UPL approach particularly inapt.

II.  There is longstanding recognition in public programs that patients need access to
the particular HIV medication that was prescribed for them, and that one HIV
product cannot simply stand in for another.

The Centers for Medicare & Medicaid Services (CMS) recognizes the need for individual
treatment in the context of Medicare Part D. With respect to antiretrovirals, CMS has stated there
are a “number of multiple drug combinations and adjunctive therapies involved,” drug protocols
are subject to change, and changing drug resistance plays a role “in determining the selection of
among the different antiretroviral drugs.”® Moreover, CMS has acknowledged that “[t]he need to
adjust specific combination antiretroviral therapy in real time is complex and must consider,
among other things, viral sensitivity to the drugs, drug interactions, pregnancy status (if
applicable), and potentially the patient’s pharmacogenomic profile of the cytochrome P450
system.”!? For these reasons, CMS does not allow plans to implement any form of utilization
management for antiretrovirals in Medicare Part D.

At the state level, Maryland’s Integrated HIV Prevention and Care Plan for 2022-2026 identifies
statewide needs to increase both community knowledge and provider education regarding
treatment options (always mentioned in plural) and the benefits of ongoing HIV treatment.!!
Simply put, effective treatment regimens must take into account and be formulated according to
patient-specific factors.



III.  Biktarvy offers a single-tablet regimen that is highly effective, supports rapid start,
provides a high barrier to drug resistance, and demonstrates exceptional tolerability
and safety; therefore, other HIV drugs are not appropriate comparators for the
cost-review process.

Biktarvy, a single-tablet regimen (“STR”), is an “AI” recommended treatment for most people to
start on for treatment of HIV under the U.S. Department of Health and Human Services (DHHS)
guidelines. Recommendations in DHHS guidelines are based on scientific evidence and expert
opinion. Each recommendation statement includes a letter (A, B, or C) that represents the
strength of the recommendation and a Roman numeral (I, II, or III) that represents the quality of
the evidence that supports the recommendation.'> The DHHS recommendation means that
Biktarvy has demonstrated durable virologic efficacy, a favorable tolerability and toxicity
profile, and is easy to use.!'® There are only three other regimens that received a “Al”
recommendation for initiating HIV treatment in these guidelines, and Biktarvy has been shown
to have specific advantages over each. While Maryland’s PDAB statute and regulations state that
certain factors regarding “therapeutic alternatives” should be considered “to the extent
practicable,” the proposed “therapeutic alternatives” list that the Board has identified as potential
cost-comparators for Biktarvy contains regimens requiring multiple pills, medications that are
not guideline-recommended, and medications that undervalue the clinical value that Biktarvy
offers compared to previous generations of treatments. If the Board must use comparators for
Biktarvy in the context of the State PDAB cost review, it should only focus on single-tablet
regimens. Even focusing on these, Biktarvy is clearly differentiated as outlined below.

Biktarvy offers a complete regimen in a single tablet

In order to suppress the HIV virus, multiple antiretrovirals with different mechanisms of action
must be combined to make what is considered a complete regimen. A single-tablet regimen
(STR) includes multiple agents to treat HI'V in one tablet and is approved as a complete regimen
to treat HIV. A multi-tablet regimen, on the other hand, is one that combines multiple different
medications across multiple pills taken separately, sometimes with different dosing intervals.
Patients on STRs like Biktarvy have higher rates of adherence to HIV treatment and,
subsequently, higher rates of achieving undetectable levels of virus in the body compared to
patients on multi-tablet regimens (“MTRs”). %1316 This is because some patients may have
difficulty adhering to complex treatment regimens due to factors such as the number of pills,
dosing schedule, and dietary restrictions. As such, though MTR therapeutic alternatives may
exist for a specific patient, this does not mean such alternatives represent the best choice to
assure meaningful personal and public health outcomes for that patient. By improving treatment
adherence and persistence, patients on STRs like Biktarvy are expected to better control their
HIV, resulting in decreased rates of hospitalization and lower overall healthcare costs. !7:18:19:20.21
The majority of drugs identified by Maryland as potential alternatives for Biktarvy are not
complete single tablet regimens for the treatment of HIV and therefore are inappropriate
comparators.




Biktarvy supports rapid start

Biktarvy can be started immediately after HIV diagnosis— known as “rapid start” of HIV
treatment—before results of recommended resistance testing or baseline laboratory testing are
available.?? Rapid start is not only associated with rapid suppression of the virus, but is also
linked to individual receiving ongoing treatment for their HIV at higher rates.?32%25:26.27.28
Biktarvy is the only unboosted single-tablet option that is recommended by the DHHS for rapid
start.?’

Biktarvy has a high barrier to resistance

HIV can develop resistance to certain medications if they are not taken consistently and
correctly, particularly with medications with a lower barrier to resistance. Once resistance
develops, certain medications may no longer be effective against the resistant strain, leading to
treatment failure and reduced treatment options. Biktarvy has a high barrier to resistance due to
its unique pharmacokinetic and pharmacodynamic properties. For example, it is the only
unboosted STR label-indicated and DHHS-recommended for patients with pre-existing
M184V/I, an HIV resistance mutation seen in a large share of viruses tested for resistance in
persons who have been on HIV treatment.*’

Biktarvy is approved across broad populations

Furthermore, unlike other guideline-recommended STRs for treatment initiation, the efficacy and
safety profile of Biktarvy have been evaluated in people living with HIV who have hepatitis B
virus (HBV) coinfection, an infection which is 10-20 times more prevalent in the HIV
population, and disproportionately prevalent in select subpopulations, such as persons who inject
drugs.3!-3233 Biktarvy is approved for individuals with end stage renal disease on chronic
hemodialysis with history of treatment and pregnant women switching treatments, differentiating
it from other STRs considered as potential therapeutic alternatives by the Board.>*

For these reasons and many others, there are no true therapeutic alternatives for Biktarvy, which
is uniquely proven to work across many diverse populations, with a high barrier to resistance and
lower risk of producing viral resistance, and recommended for rapid start. The proposed
therapeutic alternatives do not provide appropriate cost comparators for Biktarvy, as summarized
in Table 1.

Finally, although the PDAB has posted a list of proposed therapeutic alternatives for Biktarvy on
its website, the PDAB has not identified the criteria for selecting them. Accordingly, the basis for
the identification of these drugs as therapeutic alternatives for Biktarvy is unclear. Further,
because no UPL Action Plan has been published, it is unknown how the PDAB will use or
consider any data concerning the proposed therapeutic alternatives. This lack of clarity limits
stakeholders’ ability to offer meaningful guidance.



Table 1: Biktarvy and Therapeutic Alternatives Proposed by the Board

Reported
DHHS Treatment-
Biktarvy and DHHS AI Recommended Emergent DHHS
Proposed Recommended as Single Tablet | Resistance in| Recommended
Therapeutic Initial Regimen for Regimen for Clinical |for HIV & HBV
Alternatives Most People with HIV Rapid Start Trials** coinfection
Biktarvy Yes Yes None Yes
Triumeq Yes No Yes No
Genvoya No No Yes Yes
Stribild No No Yes Yes
Only in individuals with

HIV RNA <500,000

copies/mL, with no
Dovato HBYV coinfection No Yes No

Only in combination In combination
Descovy* with another agent N/A Yes with a 3rd agent

Only if combined

Only in combination with tenofovir + a
Tivicay * with 2 other agents N/A Yes 3rd agent
Isentress * No N/A Yes No
Reyatz * No N/A Yes No
Prezista * No N/A Yes No
Pifeltro * No N/A Yes No
Sustiva * No N/A Yes No

*Incomplete regimens. Cells shaded in gray are NOT complete regimens and must be combined
with other agents. A complete antiretroviral therapy regimen combines two to three
antiretrovirals with different mechanisms of action to suppress the virus. The first five drugs on
this table are combination products made up of multiple agents with different mechanisms.

** Based on Gilead studies




IV. Biktarvy is affordable and accessible to people with HIV

The PDAB’s current UPL authority extends to drugs that are “[pJurchased or paid for by a unit
of State or local government or an organization on behalf of a unit of State or local government,”
“[p]aid for through a health benefit plan on behalf of a unit of State or local government,” and
“[pJurchased for or paid for by the Maryland State Medical Assistance Program.”*> Below we
address affordability and access in each of these market segments.

e Maryland Medicaid: Enrollees in Maryland’s Medicaid program who rely on Biktarvy fill
their prescriptions for no more than $1. Furthermore, Maryland Medicaid does not
generally currently require a prior authorization, in which a provider must provide
documentation about why a medicine is needed, before patients are able to receive
medicine to treat HIV. This means that people with HIV can obtain treatment in a timely

way based solely on the recommendation of their doctor and without bureaucratic
hurdles.

e State or local government health benefit plan: The vast majority of individuals who are
insured through Maryland’s health plans for state and local government employees have
access to Biktarvy on their plan’s preferred brand tier. This means that these people with
HIV can receive Biktarvy at the lowest cost-sharing amount for a branded drug. For
instance, the State of Maryland prescription benefits administered through CVS
Caremark have between $15-$25 copayment for preferred brand drugs for a 45-day
supply.’ If these individuals nonetheless face challenges affording their medicines,
Gilead’s Advancing Access® program may be available to reduce or eliminate out-of-
pocket costs.’’

On top of these programs, Marylanders with HIV can benefit from additional assistance through
the Ryan White HIV/AIDS program (Ryan White) administered by the Health Resources and
Services Administration (HRSA). Ryan White helps low-income people with HIV access
medicines, medical care, and support services by providing grants to cities, states, counties, and
community organizations. Ryan White has five parts, and Part B includes the AIDS Drug
Assistance Program (ADAP), which supports access to medicines.*® Maryland’s AIDS Drug
Assistance Program, or “MADAP,” pays for HIV medicines for clients without insurance and
assists individuals with insurance with copay and deductible payments. People eligible to
participate in MADAP can obtain Biktarvy with a $0 copay. *+*° To be eligible, a Maryland
resident with HIV must not be on Medicaid and must earn 500 percent of the federal poverty
level or less. These affordability protections are unique to HIV treatments, which makes the cost-
review process uniquely unnecessary for Biktarvy and other HIV medicines.

The Maryland PDAB was set up to protect Marylanders from the high costs of prescription
drugs. Based on the information presented, selecting Biktarvy for cost review would be an
ineffective use of the Board’s resources and time as it is already affordable for Marylanders.



V.

The State is overestimating its spending on Biktarvy

The PDAB recently released a “sample database” which includes data about the eight drugs
identified by the PDAB as candidates for potential cost-reviews.*! Because the public has neither
access to the data or full dashboard supporting this database nor a detailed understanding of the
data sources and methodology used by the PDAB, stakeholders with analytical expertise are
limited in their ability to comment on potential errors, provide missing context, or explain
discrepancies between the database and other sources. This lack of disclosure of the information
on which the PDAB is relying is particularly concerning because of several inconsistencies
between “sample database” data and Gilead’s data for Biktarvy.

Maryland’s “sample database” grossly overestimates total spend in Commercial and
Medicare compared Gilead’s own sales data. This is concerning because one of the
selection criteria, which resulted in Biktarvy’s consideration for potential cost review, is
“highest total spend in the most recent available calendar year.”

Maryland did not publish Medicaid data, one of the main populations of interest for the
UPL, leaving open the question of whether data being used to assess Biktarvy’s
affordability in this segment is also inaccurate.

Gilead compared Biktarvy’s patient out-of-pocket (OOP) costs in the “sample database”
with IQVIA’s Longitudinal Access and Adjudication Data (LAAD), an industry gold
standard dataset for patient claims data.** The All-Payer Claims Database (APCD),
which the Board relied on in identifying drugs for as cost review candidates, significantly
overestimates final patient OOP costs. The APCD does not take accurate account of
secondary benefits, such as manufacturer cost-sharing assistance, Medicare payments for
dual-eligible patients, and MADAP payments that offset a portion of the patient’s costs.
As a result of the Board’s reliance on the APCD, the Board’s dashboard overestimates
the patient OOP costs for Biktarvy by approximately 8 times for the commercial segment
and by approximately 3 times for the Medicare Part D segment when compared to
IQVIA’s LAAD. Continuing to rely on the APCD in making affordability determinations
would be a profound mistake, resulting in erroneous determinations.

The “sample database” lacks consistency as the data years for each market segment is
different (2022 for commercial and 2020 for Medicare). Moreover, the “sample database”
does not include all data reportedly included in the non-public version of the dashboard,
which purportedly included 2021 data for Medicaid.*® This raises questions about how
the board is considering "the most recent available calendar year" and weighting data
from different sources and years.

These inconsistencies, lack of transparency, and inaccuracies in the “sample database” create
doubt about whether Biktarvy should have been selected for potential cost review.



VI. Maryland’s Medicaid program has access to unique lower drug pricing, specially
determined for its low-income and disability-eligible enrollees. Policies that would
disrupt Medicaid’s exclusive access to protected pricing would also disrupt the
stability of Maryland’s Medicaid program for its most vulnerable patients.

Medicaid programs currently pay no more than the “best price” for which Biktarvy is sold to
most purchasers in the United States, consistent with federal law. Under the Medicaid Drug
Rebate Program, Gilead and other manufacturers enter into national rebate agreements with the
federal Secretary of Health and Human Services in exchange for Medicaid coverage of their
prescription drugs. Under these agreements, manufacturers provide a mandatory rebate that
results in Medicaid programs receiving a net price that is no more than the lowest price at which
a manufacturer sells its product in the commercial market. Certain providers that serve uninsured
or underinsured people living with HIV — including Ryan White HIV/AIDS Program grantees
and federally qualified health centers — also can access HIV drugs through the 340B drug
discount program at a price that reflects the Medicaid “best price.”

Such pricing guardrails, specific to the Medicaid program, ensure that eligible patients with low
incomes have access to care. Special considerations that are unique to the Medicaid program and
its enrollees inform pricing policies in this specific context. These considerations are not
appropriately extended to other purchasers or payer types covering different populations, such as
commercially sponsored or employer-sponsored health benefits. For example, HIV products such
as Biktarvy are disproportionately provided at the Medicaid “best price” compared with other
prescription drugs because HIV is more prevalent among low-income, historically marginalized,
and minority populations — who are also more likely to be covered by Medicaid or receive their
medicines from 340B providers. To illustrate, forty percent of nonelderly adults with HIV are
covered by Medicaid, compared to only fifteen percent of nonelderly adults overall.* Similarly,
IQVIA found that the share of sales accounted for by 340B were twice as high for antivirals as
for drugs overall.®’

If Maryland were to impose a UPL on an HIV medicine that would change the dynamics around
Medicaid’s access to a unique “best price,” such changes would impact and potentially disrupt
drug access not only for Medicaid enrollees in Maryland but possibly other patients in Maryland
with different coverage as well. The impact of such changes in public policy could be
particularly harmful for patients enrolled in Medicaid, in addition to being economically
unsustainable for pharmacies, providers, or manufacturers, resulting in disruptions to patient
access—as can be seen in other countries where government price setting has resulted in reduced
patient access and comments submitted by pharmacies and community health centers.*® And this
disruption would occur without improving affordability for Marylanders with HIV because
Biktarvy is already affordable to those insured by Medicaid or other populations where the UPL
would apply.

Given the potential for perverse consequences, Gilead urges the PDAB to take caution and avoid
disrupting care for people living with HIV by declining to select Biktarvy for cost review.
Additionally, the Board should finalize and approve its UPL Action Plan as required in statute



before drugs are selected for cost reviews. This will help ensure that unintended consequences of
a UPL can be further assessed.

VII. The process of selecting drugs and conducting cost reviews should be fair, reasoned,
and transparent while allowing for meaningful engagement from Gilead and other
stakeholders.

The PDAB and the Stakeholder Council should provide appropriate procedures for engagement
with patients and other stakeholders to make reasoned cost determinations, including reasonable
efforts to protect privacy and provide feasible commenting opportunities. To date, the PDAB has
not established any process for patients or other stakeholders to share their experiences other
than through general public comment. This process is inadequate for drugs like Biktarvy,
considering public stigma often associated with HIV and the socioeconomic barriers that
confront many people living with HIV. In addition, a 90-second speaking allotment for live
public testimony during meetings is not enough time for stakeholders to offer substantive
comments.

Moreover, the Board’s opportunities for public comment arise arbitrarily and unpredictably, with
comment windows often opening upon the Board’s taking of certain actions (such as posting
particular information on the website) that are not scheduled or announced in advance. That was
the case with respect to the comment windows for letters responding to the list of proposed
therapeutic alternatives and the list of drugs referred to the Stakeholder Council for input. As a
result, stakeholders do not know in advance when a comment window will be open, which
makes planning challenging, particularly when the Board does not update its website regularly
and uses the listserv only occasionally or belatedly. Any 30-day comment period is generally too
short for most stakeholders to prepare and engage meaningfully, but the uncertainty of when the
30-day period will begin and close creates additional process concerns.

The PDAB and the Stakeholder Council must also provide manufacturers with a meaningful
opportunity to weigh in before the PDAB makes decisions. Manufacturers can offer a unique and
valuable perspective to the PDAB. They can correct or clarify outdated or incomplete data,
explain technical details, and contextualize information about the drug at issue. In selecting eight
drugs for potential cost reviews, the PDAB failed to provide manufacturers and other
stakeholders with an opportunity to serve this critical role. Instead, the PDAB selected drugs for
discussion in private, based on a vague and unpredictable methodology, and in reliance on data
that it has not made available to the public and which appears to be inaccurate. In addition to
potential concerns regarding Maryland’s Open Meetings Act,*’ this approach deprives
manufacturers of a meaningful opportunity to comment on the inclusion of their drugs on the
initial drug list. The PDAB should address this issue and ensure that Gilead has an opportunity to
meaningfully participate in the selection and (if necessary) the cost review process going
forward.

Lastly, the PDAB has not made recordings of its meetings available to the public, despite
multiple requests by members of the Stakeholder Council and concerns raised by the General
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Assembly. Other State PDABs do provide this tool. Given these potential barriers, the PDAB’s
current process does not allow for meaningful patient and other stakeholder engagement in the
process.

kg

Biktarvy is the only unboosted single tablet HIV regimen that is recommended by DHHS
guidelines for use in rapid start. It better supports adherence and persistence than other HIV
drugs.*®43% It is also the only STR FDA-approved and DHHS-recommended for patients with
pre-existing M184V/I, a common resistant mutation, in people who have been taking HIV
medicines. And, unlike other guideline recommended STRs for starting treatment, Biktarvy has
been studied in people living with HIV who have hepatitis B virus coinfection and pregnant
women. To give people with HIV in Maryland confidence that they will be able to continue
accessing Biktarvy, Gilead urges the PDAB not to select Biktarvy for a cost review.

Sincerely,

. DocuSigned by:
DocuSigned by:

bridic Panks Bty (luiang
3B4BECBA5SAB74F3... DE32260A4A3E4AA...

Kristie Banks Betty Chiang, M.D.
Vice President, Managed Markets Vice President, Medical Affairs
Gilead Sciences, Inc. Gilead Sciences, Inc.
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