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On Tuesday, November 20, 2018, the Food and Drug 
Administration (“FDA” or “Agency”) published a Request 
for Comments about a proposed framework for regulating 
software applications (“apps”) disseminated by or on behalf of 
drug sponsors for use with one or more of their prescription 
drug products. The proposed framework is a positive 
step, demonstrating that FDA recognizes the potential for 
improved health via access to software applications, and is 
committed to paving the way for further innovation. This 
POV sets forth the scope of the proposed framework – 
what is and is not included, provides an overview of the 
proposed framework itself, and delivers recommendations for 
pharmaceutical companies involved in developing health-
related apps. 

In light of this development, Intouch Group recommends 
that marketers of prescription products take the following 
steps:
1. Review the proposed app framework to assess whether 

it may affect, if implemented, currently released apps, 
especially regarding the contents of submissions to the 
Agency.

2. Assess in-progress or prospective app development plans 
to determine whether any changes may be needed based 
on the proposed framework.

3. Review the 10 specific questions asked by the Agency 
(which are presented below) and prepare and submit 
comments prior to January 22, 2019.

Background

“FDA recognizes that digital health has the potential to offer 
new opportunities to improve patient care, and is working to 
promote responsible development in digital health.”1

With the proposed framework, the Agency would provide 
prescription drug sponsors greater clarity regarding the 
regulatory status of prescription drug-use-related software 
and offer flexibility to develop and disseminate such software, 
while staying compliant with labeling requirements of their 
products. Among the most significant clarifications from the 
Agency are how the Agency applies existing definitions within 
the world of apps.

‘[P]rescription drug-use-related software [apps] refers to 
software disseminated by or on behalf of a drug sponsor that 
acccompanies one or more of the sponsor’s prescription drugs.”2

Prescription drug-use-related software output refers to “the 
material presented to the end user of the prescription drug-
use-related software” (screen displays created by the software, 
sounds or audio messages), i.e., the actual information or 
functionality that is displayed to the user of the app.3 The 
output is, of course, distinct from the code that is written by a 
programmer to generate the output. 

This point is one of the most significant clarifications in the 
proposed framework: that the Agency is limiting the definition 
of drug labeling to the output of the software, rather than 
expanding that definition to include the underlying code. 
Because drug labeling must be submitted to the FDA, the 
limitation of the definition of drug labeling to the output also 
limits what sponsors must submit to the FDA.4 Sponsors are 
only required to submit the output from their apps, not the 
underlying code as well. A further implication of this limitation 
is that updates to the app that do not affect the output 
(such as security patches or minor code revisions) do NOT 
necessitate a new submission of the app to the FDA.5



The Scope of Proposed Framework

The proposed framework explains how FDA applies the 
definition of prescription drug labeling to apps. First, to 
qualify as prescription drug labeling, the app must 
accompany a specific prescription drug.6 FDA relies on the 
established precedent that “accompanying” a prescription 
drug is a matter of the app being about a prescription drug 
by virtue of its “textual relationship” with the prescription 
drug.7 In addition, the only way to qualify as labeling is if 
the app is developed or disseminated by the sponsor of the 
prescription drug.8 Consequently, any app that is developed 
for use with a specific prescription by an independent third 
party falls outside the scope of this framework.9 Importantly, 
if a sponsor licenses or adapts software that was initially 
developed by an independent third party, then the very same 
app that previously was not considered prescription drug 
labeling would become labeling.10

Prescription drug labeling itself falls into two broad 
categories: FDA-required labeling and promotional 
labeling. Quoting the Notice, “FDA-required labeling is 
the labeling, drafted by the manufacturer, that is reviewed 
and approved by FDA as part of a new drug application 
(NDA), an abbreviated new drug application (ANDA), or a 
biologics license application (BLA), including supplemental 
applications.”11 Promotional labeling is anything else that 
bears the appropriate textual relationship of being about a 
specific drug disseminated by a sponsor and is not limited to 
communications that are solely “promotional.”12

Apps as FDA-Required Labeling

FDA considers two situations where an app would be FDA-
required labeling: “(1) Where the drug sponsor demonstrates 
to FDA that there is substantial evidence of an effect on a 
clinically meaningful outcome as a result of the use of the 
prescription drug-use-related software or (2) where the 
prescription drug-use-related software provides a function or 
information that is essential to one or more intended uses of 
a [combination product].”13 In this circumstance, FDA assumes 
that sponsors will work with the review division about what 
exactly to submit and how to submit the information.14

Apps as Promotional Labeling

When the app qualifies as promotional labeling, FDA applies 
the same framework as for other promotional labeling, 
including the requirements to submit samples of the 
promotional material at the time of initial dissemination under 
cover of Form 2253, and as noted above, it is only the output 
of the app that must be submitted to FDA.15 As part of this 
discussion, FDA also clarifies that its recent guidance regarding 
communications that are consistent with FDA-required 
labeling applies to apps as well.16 That guidance includes in its 
recommendations an assessment of whether a communication 
would potentially increase the likelihood of harm.17 
 
  

Scope of the Proposed Framework

Inside the Scope of the Framework

• Apps about a prescription drug, regardless of whether the 
apps qualify as:
• Promotional labeling
• FDA-required labeling

• The output of the app seen or experienced by the user

Outside the Scope of the Framework

• Underlying code of the app
• Evaluation of an app as a medical device (including pre-

market notification or clearance)
• Apps developed by prescription drug sponsors that do 

not accompany a specific prescription drug (e.g., general 
wellness apps)



FDA provides examples of promotional labeling apps that 
it would expect not to increase the likelihood of harm, 
including:
• Reminders for healthcare professionals to conduct tests
• Providing patients with information already in the FDA-

required labeling
• Apps that enable patients to track their condition or 

symptoms
• Providing dosing instructions consistent with the required 

labeling (such as adjusting insulin dosing based on pre-meal 
glucose level)

• Reminding a patient to take a drug as prescribed
• Apps that allow healthcare providers “to program a 

patient-adjusted weight-based dosing schedule for an 
immunosuppressant medication and then reminds patients 
to take their doses at the correct time.” 18

FDA also, though, accepts that there might be some 
occasions where an app could qualify as promotional 
labeling but might increase the likelihood for harm 
to a patient.19 For example, an app that includes a 
recommendation to reach out to a healthcare professional 
under certain circumstances is implicitly recommending 
that patients do not need to reach out to a healthcare 
professional unless those circumstances obtain.20 That 
implicit recommendation that there is no need to involve 
a healthcare professional could increase the likelihood of 
harm. In the event that a sponsor is uncertain whether an 
app that qualifies as promotional labeling might increase 
the likelihood of harm, FDA encourages the sponsor to 
submit the app for advisory comments.21

FDA provides several examples of the type of app that 
might qualify as promotional labeling, but where the Agency 
encourages sponsors to submit the app for voluntary advisory 
comments prior to dissemination:
• Apps that instruct “patients on when to adjust their dose 

based on symptoms without first consulting a healthcare 
provider. For example, an app that allows patients to 
calculate an insulin dose based on blood glucose levels based 
on published treatment guidelines and recommends an insulin 
dose different than that prescribed by the patients’ physician 
could pose a risk to the patient.”22

• Apps that provide recommendations on when a patient 
should contact a healthcare provider based on symptom-
related information.”23 

Apps as Promotional Labeling 

1. If prescription drug-use-related software provides a function 
or information that is essential to one or more intended uses of 
that drug-led, drug-device combination product, information 
about the app may be included in FDA-required labeling.

2. If the output of a function is not essential to an indication 
for the combination product, that output would be 
considered promotional labeling and subject to Form 2253 
submission to OPDP.

• For example, if the use of a dose-tracking app with 
an antidiabetic medication led to an improvement in 
serum HbA1c, and information about that prescription 
drug-use-related software output is included in FDA-
required labeling, the sponsor might add additional 
software functions, such as an electronic carbohydrate 
counter. If there are no clinical studies to show the 
electronic carbohydrate counter software function 
improves HbA1c, the prescription drug-use-related 
software output from this function would be treated as 
promotional labeling under this proposed framework.

Apps Cleared or Approved by CDRH

If the prescription drug-use-related software is a medical 
device, drug sponsors would only need to submit the app at 
the time of first dissemination.

FDA would not recommend that a drug sponsor submit the 
prescription drug-use-related software app for voluntary 
advisory comment prior to first use, but would still expect 
such an app to be promotional labeling and must be submitted 
on Form FDA 2253 at the time of first use.



It is the responsibility of the drug sponsor to ensure the 
reliability of the prescription drug-use-related software 
it disseminates.

It is also important to recognize that whether an app 
is consistent with the FDA-required labeling may be 
dependent upon reliability of the underlying code to 
produce its output as intended. Unlike other types of 
promotional labeling, such as patient brochures and 
booklets, software apps could change if, for example, 
the software does not function as intended. Therefore, 
under this proposed framework, it would be expected 
that sponsors ensure that their apps reliably produce 
accurate output.

Conclusion and Status of the Framework

It is important to note that the proposed framework is 
being issued for discussion purposes only. This is not even 
a draft guidance. 

Instead, the publication of this notice is 
“meant to seek early input from groups 
and individuals outside the Agency prior 
to development of a draft guidance.”24 

In the notice, the Agency explained it “expects to issue a 
draft guidance after considering the comments submitted 
in response to this notice that will convey FDA’s proposed 
approach and recommendations regarding prescription 
drug use related software and output.”25 

It is possible that nothing further comes of this proposed 
framework, especially if the comments received raise 
concerns about its adoption and its effect on the public 
health. Indeed, one reason for evaluating and potentially 
submitting feedback to the Agency is that the proposed 
framework lessens the burden on pharmaceutical companies 
by limiting the circumstances under which sponsors are 
expected to submit apps prior to dissemination and also 
limits the contents of the submission of promotional labeling 
solely to the outputs of the apps. Consequently, companies 
that are interested in developing these types of apps and 
that believe they can avail themselves of this framework 
should inform the Agency via comments how the proposed 
framework would affect them and especially if its adoption 
would make them more likely to develop such apps. 

Appendix: Additional Questions From FDA

In addition to the comments on the framework described 
above, the FDA is requesting interested parties address ten 
specific questions to help inform the development of the 
proposed framework. 

1. “Does the proposed approach to prescription drug-use-related 
software adequately foster innovation by drug sponsors?”26  

2. “What alternative regulatory approaches could the Agency 
consider?”27 

3. “What should FDA take into consideration with respect to 
applying prescription drug labeling requirements in this context 
(e.g., the requirement that labeling bear adequate directions 
for use)? Does the proposed approach adequately preserve 
FDA’s ability to ensure that existing prescription drug labeling 
requirements are met?”28 

4. “In a situation where the output of prescription drug-use-
related software includes a benefit claim about the drug, 
what should FDA consider when providing recommendations 
on how to appropriately address the balancing of benefit 
information and risk information?”29 

5. “Does the proposed framework appropriately characterize 
the types of prescription drug-use-related software output 
that should be submitted for advisory comment? ... Are there 
other examples for which advisory comment should be 
recommended because there is a strong potential that the 
prescription drug-use-related software output will increase the 
potential for harm to health if used with a drug?”30 



6. “Does the proposed framework appropriately identify 
the materials and information that should be submitted 
by drug sponsors as part of a voluntary request for 
comment under § 202.1(j)(4)? Are there other materials 
or information FDA should consider in its evaluation of 
whether prescription drug-use-related software output 
submitted by drug sponsors is consistent with FDA-
required labeling and is truthful and not misleading (e.g., 
human factors study results)?”31 
 

7. “Regarding software functions, FDA’s proposed 
expectation is that sponsors are responsible for ensuring 
that prescription drug-use-related software reliably 
produces its output as intended. Is this approach 
sufficient to ensure patient safety?”32 

8. “FDA proposes that for prescription drug-use-software 
output that is considered promotional, if changes in 
the software do not alter the output experienced by 
the user, FDA would not need to be notified of those 
changes. Does this approach strike an appropriate balance 
between allowing for software innovation while providing 
adequate oversight of sponsor communications about their 
prescription drugs?”33  

9. “What can be done to ensure that the end user has access 
to the prescription drug-use-related software that is 
appropriate to the specific drug dispensed at the pharmacy 
(e.g., in cases of generic substitution)?”34  

10. “What issues should the Agency consider as it develops this 
proposed framework in order to facilitate timely generic 
competition for prescription drugs that are approved 
with prescription drug-use-related software output 
included in the FDA required labeling?”35
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