SEPTEMBER 2022

PERSPECTIVE
RxPIPELINE
ON
THE

Understanding changes in the medication
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Perspective on the Rx Pipeline
Elixir continuously monitors the drug pipeline. As treatment options change, we
evaluate and share our perspective on the clinical benefits, cost-effectiveness
and overall impact to payers and members. Our Perspective on the Rx Pipeline
report provides ongoing actionable insights from our team of clinical experts
and the steps we are taking to protect and improve plan performance.
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Digital therapeutics (DTx) use software programs to prevent, manage or treat diseases.
They may be used with or without concurrent medications, with the goal of optimizing
health results. Traditional digital wellness products, such as glucose monitors, track
and record data.[1] DTx take it a step further and help manage a disease state. Some of
the disease states DTx aim to treat or modify include substance use disorder, autism,
major depressive disorder, insomnia and type II diabetes.[2] DTx may also provide
behavioral or psychological services, such as cognitive behavioral therapy (CBT).
Digital therapeutics are often regulated by the FDA as medical devices, which differs
from FDA-approved drugs and biologics. FDA approval of drugs generally include the
results of at least two clinical trials to ensure the findings, which are reviewed, along
with the drug’s effects, by the Center for Drug Evaluation and Research (CDER).[3] The
CDER then determines if the benefit of the drug outweighs the potential risk. Recent
FDA-approved digital therapeutics approval pathways include:[4, 5, 6, 7]
•

Pre-Market Notification 510(k) – This medical device approval process requires
that the manufacturer demonstrate that the device is safe, effective and substantially
equivalent to a legally marketed device by comparing it to another product.

•

De Novo Classification – Created in 1997, this pathway is for low-to-moderate-risk
novel or new devices where the manufacturer must provide reasonable assurance
of safety and effectiveness for its intended use.

•

Pre-Market Approval (PMA) – This is the most stringent regulatory approval pathway
for Class III medical devices that support or sustain human life, are of substantial
importance in preventing impairment of human health, or which present a potential,
unreasonable risk of illness or injury. It is not often used for DTx at this time.
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Approved Digital Therapeutics that Require a Prescription: The digital therapeutics
market has exploded over the last few years and many are already in use at clinical
practices and in homes. They can be sold over the counter or available by prescription.
The robustness of clinical evidence to support digital therapeutics is overall lacking and
inconsistent. Some products have shown positive outcomes with well-designed trials
and results published in peer-reviewed journals, while others have not. In general, there
is a lack of clinical guidance with these new technologies.
Following are several examples of FDA-approved digital therapeutics that require a
prescription from a doctor:
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Prescription Digital Therapeutics
Digital
Therapeutic

Manufacturer

Approval
Pathway

BlueStar Rx®

Welldoc

510(k)

Indication

Mechanism

Examples of Pharmaceutical Alternatives

Diabetes
education
and support

Analyzes
blood glucose
measurements,
supports adherence
and provides
coaching

Insulin, oral anti-diabetic medications such
as metformin, glimepiride, linagliptin and
empagliflozin and other injectables, such
as Victoza®

Clinical Details for BlueStar Rx
BlueStar Rx is for adults 18 years of age and older with type 1 or type 2 diabetes that are not pregnant or use a continuous glucose monitor.
[8]
BlueStar Rx delivers artificial intelligence via digital coaching and analyzes blood glucose values to determine insulin adjustments. Other
features of BlueStar Rx include daily medication administration reminders and information on physical activity, healthy food choices and
psychosocial wellbeing. BlueStar Rx has been evaluated by multiple randomized controlled trials. In one study with individuals 45-64 years
old, participants achieved a hemoglobin A1c reduction of 1.8% compared to 0.3% in the control group.[9]
EndeavorRx®

Akili Interactive De Novo

Attention deficit
hyperactivity
disorder (ADHD)

Neurocognitive
therapy

Stimulants such as methylphenidate,
atomoxetine, clonidine

Clinical Details for EndeavorRx
EndeavorRx is for children aged eight through 12 years old with inattentive or combined type ADHD to improve attention.[10] EndeavorRx
is delivered through an action video game that aims to increase the user’s attention during gameplay. Daily treatments last approximately
25 minutes and one prescription will enable a utilizer to receive access for up to three months. EndeavorRx was assessed in a randomized,
double-blind, parallel-group trial in 348 children aged 8-12 years old with a confirmed diagnosis of ADHD.[11] Participants discontinued any
ADHD medication three days prior. Children who were randomized to EndeavorRx in the trial showed improvements in sustained and
selective attention. Another, open-label trial of 206 children also found improvement in attention.[12]
leva®

Renovia

510(k)

Female urinary
incontinence

Motion-based
feedback

No pharmacologic therapies approved

Clinical Details for leva
Leva pelvic health system uses motion-based feedback via an intravaginal motion sensor to improve symptoms of urinary incontinence
by training the pelvic floor muscles.[13] Users are to complete 2.5-minute exercise sessions twice daily for 8-12 weeks. The motion
sensor is removed after the exercise sessions are complete. In a randomized, controlled trial of 61 participants, the average number of
urinary incontinence episodes significantly improved in the leva group versus control.[14] However, there were no differences in quality
of life or symptom distress. Yet in another randomized, controlled trial of 299 individuals, all of the above outcomes showed significant
improvement.[15]
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Digital
Therapeutic
Mahana™ IBS

Manufacturer
Mahana
Therapeutics

Approval
Pathway
De Novo

Indication

Mechanism

Examples of Pharmaceutical Alternatives

Irritable bowel
syndrome (IBS)

Cognitive behavioral Amitiza®, Linzess®, Ibsrela®,
therapy (CBT)
polyethylene glycol

Clinical Details for Mahana IBS
Mahana IBS uses CBT to help people with irritable bowel syndrome build healthier brain-gut relationships, decrease symptoms and
increase wellbeing in a 12-week timeframe.[16] It consists of 10 sessions and multiple lessons, which last about 10 minutes each. In a
randomized trial of 25 individuals, IBS symptom severity significantly improved at two and three month follow ups.[17] In another
randomized trial of 558 participants, IBS symptom severity and functioning significantly improved at 12 months versus control.[18]
reSET®

Pear
Therapeutics

De Novo

Substance use
disorder (SUD)

CBT

Acamprosate, disulfiram, Vivitrol®

Clinical Details for reSET
reSET is a 12-week cognitive behavioral therapy for adults 18 years of age and older with substance use disorder.[19] It uses a community
reinforcement approach, which is a type of intensive CBT that focuses on behavioral and job skills training, social and recreational
counseling, and relapse prevention.[20] reSET consists of a total of 62 interactive modules, 32 core sessions that focus on building skills
to change behavior and prevent relapse, and 30 supplemental modules that include information on topics such as relationship skills and
living with hepatitis C. Each module lasts approximately 10-30 minutes.
reSET was evaluated in an unblinded, randomized 12-week trial of 507 people.[21] Those that used reSET experienced an abstinence rate of
29.7% versus 16% for the control group. Additionally, participants that used reSET did have higher retention in treatment. In a separate study,
Pear Therapeutics reviewed claims data for the healthcare utilization and associated costs of 101 individuals with SUD six months after using
reSET. Pear Therapeutics claims the study shows a reduction in facility encounters that resulted in a $3,591 decrease in costs and a 50%
reduction in overall hospital encounters.[22]
reSET-O®

Pear
Therapeutics

510(k)

Opioid use
disorder

CBT

Methadone, Suboxone, Vivitrol,
buprenorphine

Clinical Details for reSET-O
Similar to reSET, reSET-O is a 12-week CBT for adults 18 years of age and older, but only for those with opioid use disorder.[23] It is to be
used as an adjunct with buprenorphine. reSET-O, like reSET, also uses a community reinforcement approach to cognitive behavioral
therapy. reSET-O was evaluated in an unblinded, randomized trial of 170 people.[24] Those that used reSET-O did not experience a
significant reduction in abstinence but did have a higher retention rate, 80% versus 64% for the control group.
Somryst®

Pear
Therapeutics

510(k)

Insomnia

CBT

Ambien®, Belsomra®, Rozerem, Zolpidem,
amitriptyline, melatonin, mirtazapine,
reamelteon

Clinical Details for Somryst
Somryst is a nine-week digital cognitive behavioral therapy for adults 22 years of age and older with chronic insomnia.[25] It consists of six
treatment sessions that help address bad behaviors, thoughts and routines at the root of insomnia. These cores sessions focus on sleep
restriction and consolidation, stimulus control, and cognitive restructuring. Somryst also has a sleep diary component. Somryst was evaluated
in two randomized trials. In the first trial, 1,149 adults with chronic insomnia and depression who used Somryst experienced a significant
reduction of depression symptoms and a self-reported symptom of insomnia score compared to placebo.[26] The second, smaller trial with
303 individuals without depression showed similar results and observed that the treatment effect was maintained through one year.[27]
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Studies of Digital Therapeutics: There are many more

evidence, these digital apps may provide a small

applications (apps) and/or DTx available besides those

incremental benefit. ICER also did a cost effectiveness

listed above, and not all DTx are created equal. An article

analysis for reSET-O that showed its current price of

in Current Addiction Reports reviewed 59 opioid-related

$1,200 would meet cost effectiveness. However, this was

smartphone apps, studying their purpose, intended

assuming that retention was held for five years. If this

user, quality and popularity. The study found that 49%

is not the case, then reSET-O’s price would need to be

were related to treatment, 27% to prevention and 24%

substantially lowered.[30]

addressed opioid overdoses. Quality was rated using
an eight-item screener from the American Psychiatric
Association App Evaluation Model. Only one application
met all eight evaluation criteria, the Pear’s ReSET-O (the
only FDA-cleared app for treating opioid use disorder in
the review). No other apps were associated with a clinical
research study. Some apps did not have a transparent
privacy policy and many had low adherence to clinical
standards.

[29,28]

The Institute for Clinical and Economic Review (ICER)
released a report on digital therapeutics to treat opioid
use disorder that stated that there were considerable
limitations to provide an estimate of net health benefit
for the digital therapeutics reSET-O, Connections
and DynamiCare. The report noted that none of the
DTx included were able to fully show how they could
enhance abstinence or retention in treatment for those
being treated with medication assisted treatment (MAT).
Although, the utilization of these digital therapeutics is
unlikely to be harmful and might at least be comparable to

These studies demonstrate that prescribers and payers
should be aware of the range of effectiveness and utility
of digital applications and DTx.
Digital Therapeutics in the Pipeline: There are multiple
stages of development for DTx, but many pharmaceutical
companies differ on nomenclature. Generally, these
include discovery, proof of concept and pivotal.[31] The
discovery stage is prior to clinical development where the
mechanism of action and target population are defined
and prototypes built. The proof-of-concept stage is early
in the clinical development where the product is tested
in human trials to prove that the concept is deserving of
advancement to the next stage. And finally, the pivotal
stage, is where the product is tested in a trial designed
to obtain market authorization from the FDA. There are a
multitude of digital therapeutics in the pipeline. Following
is a sampling of products in development from some of
the more prominent digital therapeutics companies and
indicated for various disease states.

MAT alone. While the clinical trials have limited supportive
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Digital Therapeutics Pipeline[32-36]
Digital
Therapeutic

Manufacturer

Mechanism

Indication

Development Stage

Estimated Launch

AKL-T02

Akili Interactive

Neurocognitive
therapy

Attention in autism
spectrum disorder

Pre-pivotal

H2 2022

AKL-T03

Akili Interactive

Neurocognitive
therapy

Cognitive dysfunction Pre-pivotal
in depression and
multiple sclerosis

H1 2023

Autism
Therapeutic

Cognoa

CBT

Autism spectrum
disorder

Proof of Concept

Unknown

CT-152

Click
Therapeutics

CBT

Major depressive
disorder

Pivotal

Unknown

CT-155

Click
Therapeutics

CBT

Cognitive impairment
associated with
schizophrenia

Proof of Concept

Unknown

MR-001

MedRhythms

Rhythmic auditory
stimulation

Motor deficits postischemic stroke

Pivotal

Unknown

MR-005

MedRhythms

Rhythmic auditory
stimulation

Parkinson’s disease

Proof of Concept

Unknown

Pear-004

Pear
Therapeutics

CBT

Schizophrenia

Proof of Concept

Unknown

Pear-006

Pear
Therapeutics

CBT

Multiple sclerosis

Proof of Concept

Unknown

Pear-014

Pear
Therapeutics

Unknown

Migraine

Proof of Concept

Unknown
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DTx Guidance and Legislation: Digital therapeutics that
require a prescription receive a unique device identifier, but
these are not widely used under the pharmacy benefit today

3.

Prescription is sent to the pharmacy (at the same time as #2)

4.

Once the prescription is sent to the pharmacy, it is
filled and a claim is sent to the PBM using the NCPDP

for billing or reimbursement. Some products may have been

Telecommunication Standard Claim Billing Request

given a national drug code (NDC), but the FDA is looking to
phase out NDC use. There is still much discussion whether
these products should live on the medical or prescription

5.

with a notification of “paid” or “rejected”

benefit for payers. For Medicare lines of business, the
Centers for Medicare and Medicaid Services (CMS) recently

The PBM would send the results back to the pharmacy

6.

The pharmacy would collect appropriate copayment

created a new Healthcare Common Procedure Coding

if the claim was paid by the PBM and the pharmacy is

System (HCPCS) code for digital behavioral therapies.

reimbursed for the claim by the payer

However, they have yet to give direction on how this code
is to fit into the pharmacy or medical benefit. Also, there is
proposed legislation known as the Access to Prescription
Digital Therapeutics Act of 2022 intended to expand
Medicare to cover prescription DTx.[37]
The National Council for Prescription Drug Programs (NCPDP)
released the Background and Guidance for Using the NCPDP
Standard for Digital Therapeutics version 1.1 in 2021, stating
that in 2018 a DTx Task Group within the Maintenance and
Control Work Group was created to attempt to determine
if DTx products can be part of electronic data exchange
between stakeholders on the prescription benefit.[38]
NCPDP’s proposed workflow consists of the following:
1.

2.

7.

Pharmacy dispenses to the patient, which may not be a
physical product

An example of billing outside of this workflow is how Akili
Interactive Labs, Inc. dispenses its EndeavorRx DTx for ADHD
(noted above). Akili uses one pharmacy that sends a text
message with a confirmation link once the prescription is
completed and “filled.” Users then download the application
on the App Store or Google Play and follow instructions.
Refills may be requested.[39]
Many questions still exist with DTx as more information is
gathered. DTx are software and may go through updates post
FDA clearance, how will this be regulated? Will the products
be FSA/HSA eligible? What identifier will be used for payment

Prescriber meets with patient and determines eligibility

and billing in the future? What type of security concerns exist

for DTx

over transferring information over the internet? Many require

Prescription is sent to an intermediary to review prior
authorization requirements and coverage

smartphones or tablets with certain operating platforms, for
example iOS 11 and Android 7 or higher; will this cause disparity
in the non-technology savvy or those with less financial means?[2]

PAID

Determine
Eligibilty

Review Authorization/Coverage
and Send Prescription to Pharmacy

Fill Prescription
and send Claim to PBM

Pharmacy collects copayment and
dispenses prescription to patient
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PAYER ACTION PLAN

Impact to the Pharmacy Care Experience
Prescription Benefit Coverage: Currently, Elixir does not

• Monitor the Drug Pipeline
Payers should stay up to date on recent and newly
approved DTx. It’s important to remember not all
digital products have clinical data or regulatory
approval backing. And digital health products
may encompass even more offerings with less
regulation. Elixir will continue to monitor the pipeline
of DTx that are FDA cleared with a prescription and
keep our clients apprised of updates.

cover DTx under the prescription benefit due to many

• Commercial Coverage Considerations
Commercial payers should consider which benefit
(medical or pharmacy) you want to cover these in
the future, if coverage is desired. Elixir will continue
to monitor the industry standard for coverage and
evaluate if options are needed for coverage of DTx.

updates and fluid payment models should be considered.

• Monitor Medicare Mandates
Medicare payers should defer to CMS to determine
what DTx should be covered. Elixir will watch
for CMS guidance to see if and how digital
therapeutics coverage is mandated.

unknown questions for these medical devices. Validation of
DTx clinical robustness may also be warranted. In general,
not all medical devices may be covered under prescription
benefit, as these are often approved under less stringent
FDA pathways than FDA-approved drugs. Medical devices
also may find better utility under a different healthcare
benefit outside of prescription coverage. Safety concerns,

Pharmacy & Therapeutics Review and Formulary
Strategies: Elixir will continue to monitor the DTx
landscape. If pharmacy benefit coverage is deemed
appropriate, Elixir’s Pharmacy & Therapeutics (P&T)
committee will review the specific DTx product for
formulary placement and evaluation of proper
utilization management (ex., prioir authorization
and quantity limits) will be considered.
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Our Clinical Steering Committee
The Elixir Clinical Steering Committee brings together leaders from across our national pharmacy care company
to monitor the drug landscape, provide recommendations on how to address changes, and to ensure our clients
and members are prepared—in advance.
With any new development, we partner with our Pharmacy & Therapeutics (P&T) committee and consult with our
best-in-class specialty pharmacy, to provide a balanced perspective on the clinical effectiveness of all available
options, the cost impact to our plan sponsors and members, and the impact on the overall member experience.

Kel Riley, MD
Chief Medical Officer

More ways to improve member and plan outcomes
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