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Executive Summary

Off-label drug use - prescribing medications for indications, dosages, or populations not specified in the FDA-
approved label - is a common practice in clinical care, but it presents significant legal and compliance risks for
pharmaceutical companies. While physicians may legally prescribe drugs off-label, manufacturers and their
representatives (including Medical Science Liaisons, or MSLs) are strictly prohibited from promoting such
unapproved uses (I pmc.nebinim.nih.gov) () themsljournal.com). The official U.S. Prescribing Information (USPI)
defines the only FDA-sanctioned indications and usage instructions for a drug ('°/ www.fda.gov): any company
statements beyond those boundaries risk being deemed misbranding or new drug introduction in violation of

[4]

U.S. law (12! themsljournal.com) (I*! pmc.ncbi.nim.nih.gov).

This report examines the regulatory landscape, historical enforcement actions, and best practices needed to
ensure MSL teams remain within those USPI boundaries. It synthesizes legal precedents, agency guidance, and
industry standards to provide practical recommendations. Key findings include:

e Legal Framework: FDA and U.S. law clearly distinguish between lawful physician off-label prescribing and unlawful off-label

promotion by industry ([W] pmc.nchi.nim.nih.gov) ([4] pmc.nchi.nlm.nih.gov). Under 21 U.S.C. §331 and regulations (21

CFR 201), introducing a drug with claims outside its approved labeling causes it to be considered misbranded ([2]

themsljournal.com) ([4‘ pmc.nchi.nlm.nih.gov). Thus, any MSL communications must avoid implying or encouraging off-
label use, unless under narrow “safe harbor” conditions.

e MSL Role: MSLs are charged with providing accurate, unbiased scientific and medical information to healthcare

professionals ([5] pmc.nchi.nlm.nih.gov). This includes discussions of safety updates, published literature, and responding
to HCP queries — even those requesting off-label information. Industry guidelines emphasize that MSLs should operate

independently of sales incentives, report to Medical Affairs (not sales), and avoid promotional content ([6]

pmc.ncbi.nIm.nih.gov) (m pmec.nchi.nlm.nih.gov). In practice this means if an off-label topic arises, MSLs can reactively
answer fact-based questions using approved materials (e.g. standard response letters) but must never proactively promote
new uses.

e Compliance Risks — Off-Label “Nightmares": History is replete with costly enforcement actions arising from off-label
promotion. A landmark analysis found over 40 whistleblower cases (1996-2010) leading to $7.9 billion in corporate

recoveries (L8J pmec.nchi.nlm.nih.gov). Notable examples include Pfizer's $430 million settlement (Warner-Lambert) for
illegally marketing gabapentin (Neurontin) for migraines, bipolar disorder, and other unapproved uses ([9]

www.theguardian.com), and Johnson & Johnson's $2.2 billion settlement (including Kodak, Jansen) for off-label promotion

[10

of Risperdal and other drugs to elderly dementia patients and others ( ] www.pharmtech.com) ([ﬂ]

www.pharmtech.com). These cases often involved employees (including MSLs or scientific liaisons) being pressured to
distribute misleading off-label claims. The consequence of non-compliance can thus be catastrophic.

e Best Practices and Controls: To prevent off-label compliance failures, companies must establish robust policies, training,
and oversight tailored to the MSL function. This includes:

e Governance: Clear Standard Operating Procedures (SOPs) and a code of conduct outlining permissible MSL activities,
emphasizing separation from sales targets, and requiring Medical Affairs approval for all external communications. As
industry experts note, MSLs should not have sales targets as KPIs and must report to Medical Affairs to preserve scientific

objectivity ([6] pmc.ncbi.nim.nih.gov).

e Training and Education: Regular education on FDA regulations (e.g. what constitutes labeling vs. corporate
communications) and company policies. Scenario-based training (such as the "Reactive Off-Label Response” model ([121
pharmacystandards.org)) helps prepare MSLs to handle unsolicited off-label questions correctly with approved response
letters and disclaimers. All responses to off-label inquiries should be documented and routed through Medical Information if

needed (l7J pmc.ncbi.nim.nih.gov).
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e Approval Processes:Pre-approval of written materials (slides, reprints, summary documents) by Medical Affairs or
regulatory teams to ensure consistency with the USPI. The FDA's final guidance on "Communications from Firms to HCPs
Regarding Scientific Information on Unapproved Uses” (decided in 2024) creates conditions under which certain firm-
initiated scientific presentations are protected, but these are very specific safe harbors that must be scrupulously followed

14]

(el www.fda.gov) (¢ insights.citeline.com). Absent such conditions, MSLs should avoid distributing off-label content.

e Documentation and Monitoring: Comprehensive recording of MSL interactions (e.g. using CRM systems) to log any off-
label inquiries and responses. Unsolicited requests and MSL replies should be written, balanced, and accompanied by

[71

citations to peer-reviewed literature (‘"' pmc.ncbi.nlm.nih.gov) (”51 pmec.ncbi.nlm.nih.gov). Compliance audits (both

internal and as required by Medicare/Medicaid Corporate Integrity Agreements) should review MSL practices and identify
any "gray zones."

e Future Implications: The regulatory environment is evolving. Recent FDA guidance (2023-2024) has begun to clarify
permissible communications of scientific information on unapproved uses, establishing narrowly defined safe harbors (m]

www.fda.gov) ([M] insights.citeline.com). Nevertheless, vigilance remains essential as interpretations of “promotional
intent” can be fluid.Advances in digital communication (e.g. social media) and Al-generated content may offer new
efficiencies but also create novel compliance challenges. Companies must be proactive in updating policies and training to
cover these trends.

In sum, MSL teams must adhere strictly to the USPI — the definitive source of on-label information (I°!
www.fda.gov) ([61 pmec.nchi.nlm.nih.gov) — and treat off-label queries with caution. By implementing a culture of
compliance, rigorous training, and practical controls, organizations can harness the value of MSLs' scientific
exchange role while avoiding the "off-label nightmares"” of regulatory enforcement.

Introduction and Background

Prescription drugs marketed in the United States come with a legally defined label — the United States
Prescribing Information (USPI) — which specifies the drug’'s approved indications, dosages, and patient
populations. The USPI is organized into sections (Highlights, Indications and Usage, Dosage, Warnings, etc.) to
ensure that healthcare providers have clear guidance ([31 www.fda.gov). By definition, any use not described in
the USPI is considered off-label. Physicians in the U.S. are permitted to prescribe an approved drug for off-
label uses as part of medical practice, but pharmaceutical companies are forbidden from promoting or
encouraging such uses ("' pmc.nebi.nlm.nih.gov) (! pme.nebinlm.nih.gov).

This legal distinction is rooted in the Federal Food, Drug, and Cosmetic Act (FD&C Act) and related regulations.
Introduced into commerce in misbranded form (i.e. with inadequate directions for use) is expressly prohibited
(?) themsljournal.com). The FDA's regulations (21 CFR 201.128) define a product's “intended uses” in terms of
company statements and marketing — meaning that even offhand company communications can expand the
official intended use of a drug. In practice, that means any statement by or on behalf of the manufacturer
suggesting an unapproved use can render the product misbranded and illegal to market. For example, Jennifer
Williams (JD, PhD, MBA, RN) notes: promoting a drug beyond its approved indications “constitutes the
introduction of an unapproved new drug into interstate commerce in violation of the FD&C Act” &

themsljournal.com).

Given these strict boundaries, pharmaceutical companies employ Medical Science Liaisons (MSLs) to serve as
the scientific bridge between the company’s R&D data and practicing clinicians. MSLs are typically advanced-
degree professionals (e.g. PharmDs, PhDs, MDs) who communicate accurate and unbiased medical and
scientific information to healthcare providers (I°/ pme.ncbi.nim.nih.gov). They may discuss clinical trial results,
published literature, safety updates, and emerging science — and they often encounter questions about off-label
uses. Key industry organizations describe the MSL role as focused on “scientific exchange” as opposed to sales
promotion ('°! pmec.nebi.nim.nih.gov) (') pme.nebinim.nih.gov). Crucially, if discussions veer into sales territory or
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off-label promotion, the MSL or colleague is expected to disengage (e.g. the sales rep leaves the meeting if an
off-label topic arises (I'°! pmc.nebinlm.nih.gov)).

Despite clear rules, the distinction between permissible scientific discussion and forbidden promotion is
sometimes blurred. This is particularly true in regions like the U.S., where peer-to-peer medical education
events often involve industry support. The FDA has long struggled to police off-label statements in channels like
conference talks and journal articles. For instance, a physician who independently presents off-label data
without manufacturer control may fall outside FDA scrutiny; but if the company had influence over the content
or presentation, it is treated as promotional and restricted to on-label content (") themsljournal.com) (']
themsljournal.com). Therefore, companies must be vigilant that MSL activities never imply endorsement of

unapproved indications.

The stakes are high. Healthcare fraud investigations frequently reveal that off-label promotion strategies —
whether through sales reps, medical education programs, or even purported scientific liaisons — can lead to
enormous penalties. A review of 41 whistleblower cases found $7.9 billion in fines and settlements tied to off-
label marketing schemes (!°! pmc.nebi.nim.nih.gov). Given the “nightmare” potential of such fines and
reputational damage, companies must proactively train and audit MSL teams. This report will explore the
historical context, regulatory guidance, case studies, and strategic recommendations for keeping MSL
communications squarely within the USPI boundaries.

The Regulatory Landscape of Off-Label Drug Use

The foundation of U.S. drug regulation is that manufacturers must demonstrate safety and efficacy for each
intended use. When a drug is approved, the FDA issues a label (USPI) outlining the specific uses for which
there is substantial evidence of benefit ('?) pmc.nchi.nim.nih.gov). The FD&C Act bars introducing any drug
into interstate commerce without FDA approval for its use (! pmc.ncbi.nlm.nih.gov). Because the label can only
speak to proven uses, discussing unapproved uses in company materials or detail aids is considered
"misbranding.”

Specifically, 21 U.S.C. §331(a)—(d) prohibits adulteration and misbranding. A drug is deemed misbranded if its
labeling “describes unapproved uses” or is otherwise “false or misleading” ([201 pmc.nchi.nlm.nih.gov). This is
further codified in 21 CFR 201.128, which ties a product’s “intended use” to any statements by the
manufacturer. Thus, if an MSL were to state or present that a drug can treat Condition X (not in the label), the
FDA could find that statement evidence of an intended off-label use.

Over the years the FDA has issued guidance to clarify what communications are acceptable. Historically, “Good
Reprint Practices” and FDA Modernization Act (FDAMA) provisions created narrow safe harbors under which
companies could disseminate certain scientific literature about novel uses. For example, FDAMA Section 401
(codified at 21 U.S.C. § 360aaa) allowed distribution of peer-reviewed journal articles on off-label uses if
specific conditions were met (e.g. the company had submitted or planned to submit a supplemental NDA (sNDA)
for that use, provided a bibliography of all studies, and included prominent disclaimers) (”51
pmec.nchi.nlm.nih.gov). If those criteria were satisfied, the FDA agreed not to use the act of dissemination as
evidence of illegal promotion (') pmc.nchi.nim.nih.gov). In other words, written scientific publications on new
uses could be shared “as is” only within this very limited context, often called the FDAMA *“safe harbor” (!'°’

pmc.ncbi.nim.nih.gov).

However, the FDAMA safe harbor was repealed in 2009, replaced by FDA guidance rather than law. The most
recent comprehensive FDA guidances on off-label communications before 2023 were (1) “Good Reprint
Practices” (2009), which detailed how reprints could be shared; and (2) draft guidance on “responding to
unsolicited requests for off-label information” (first proposed 2014 and finalized in 2014-15). The good reprint
guidance essentially said: you may supply an HCP with a reprint on an unapproved use, provided the reprint is
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unabridged, not false/misleading, and accompanied by the full approved label ('®! pmc.nebi.nim.nih.gov). The
"unsolicited requests” guidance acknowledged that companies may answer physician inquiries about off-label,

[21] [7]

but only if truly unsolicited — companies cannot solicit such questions (‘" www.mslinstitute.org) (

pmc.ncbi.nim.nih.gov).

Notably, FDAMA Section 551 and its implementing language (final guidance called “Distributing Scientific and
Medical Publications...” in 2009) laid out five key requirements to safely distribute off-label information:

1. Submit a SNDA (or certify that studies will be done) for the off-label use (1?2 www.mslinstitute.org).

2. Ensure all disseminated information is truthful, balanced, and not misleading ('*! www.mslinstitute.org).
3. Conduct or complete the clinical studies underlying the shared material ("*%! www.mslinstitute.org).

4. Supply the FDA with copies of the articles or materials 60 days in advance ('??) www.mslinstitute.org).

5. Prominently disclaim that the use is unapproved (!??] www.mslinstitute.org).

If any single condition was violated, the “safe harbor” protections vanished. Moreover, the FDA explicitly stated
“nothing in [the rule] prohibits responding to unsolicited requests” (!?" www.mslinstitute.org) — highlighting
that firms cannot be passive on presumed off-label education. Importantly for MSL teams, there is no special
safe harbor for MSLs beyond what applies to any scientific exchange. A Medical Science Liaison compliance
expert warns: some MSLs wrongly believe a "safe harbor” allows them to talk freely about off-label uses; in fact,
the prison is limited and company compliance officers must understand that “there is NO ‘Safe Harbor' special
to Medical Science Liaisons” (1?%) www.mslinstitute.org).

In sum, under U.S. law a pharmaceutical company may not promote off-label uses, and any written or verbal
information it does provide on unapproved uses must be strictly reactive (HCP-initiated) and within carefully
controlled parameters ([Zﬂ www.mslinstitute.org) ([5] pmc.ncbi.nlm.nih.gov).

The Medical Science Liaison: Role and Boundaries

Medical Science Liaisons are uniquely positioned at the intersection of research and clinical practice. As one
professional statement explains, the MSL is “a key member of the Medical Affairs team...involved in the
communication of accurate and unbiased scientific and medical information to healthcare professionals” (\°’
pmc.nchi.nlm.nih.gov). In practical terms, MSLs typically engage opinion leaders and prescribing physicians to
discuss clinical data, answer technical questions, gather insights on unmet needs, and support investigator-
initiated research. Their foremost mission is education and exchange, not sales.

Because MSLs often hold advanced scientific credentials and have established credibility with clinicians, they
can effectively present complex trial results and subtle safety data that may be beyond the purview of
conventional sales reps. For example, MSLs may walk through the design and results of a clinical trial in detail,
analyze statistical endpoints, or facilitate advisory board discussions on evolving research (/**
pharmacystandards.org) ([51 pmc.ncbi.nlm.nih.gov). These on-label scientific discussions can build trust and inform
patient care without directly driving prescriptions.

However, the line between education and promotion can blur if not carefully policed. Regulatory enforcement
notably has targeted cases where ostensibly “scientific” staff were in fact advancing marketing goals. In the
early 2000s, for instance, Warner-Lambert's (later Pfizer's) Neurontin campaign involved medical liaisons acting
at the behest of sales managers to push off-label uses, leading to a criminal conviction. MSLs Joseph Carson
and Leslie Hausman, under the direction of Pfizer executives, allegedly “coached” Abbott (Sci- liaison) to
promote Neurontin for migraine and other uses; this was cited in the whistleblower accounts (!°/
www.theguardian.com) (¥) pme.ncbi.nim.nih.gov). Although those details emerged primarily through ousted
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marketing employees’ lawsuits, the lesson for today’s MSL teams is clear: even well-credentialed field staff can
be compromised by sales incentives and expose the company to enforcement risk.

To prevent this, industry guidance emphasizes clear role separation. The 2021 joint position of APPA, MAPS,
MSLS, etc., stresses that MSLs should report to Medical Affairs hierarchy (with no sales targets or quotas) so
that their communications remain strictly scientific (!°/ pmc.ncbi.nim.nih.gov). During field visits, if a conversation
turns commercial or if off-label matters arise, the rules dictate that one of the parties (sales rep or MSL) should
excuse themselves to avoid impermissible promotion (!'®! pmec.nebi.nim.nih.gov) ("' pharmacystandards.org). In
the same guidance, MSLs are explicitly authorized to handle “off-label scientific exchange” reactively, but never
should they provide promotional messaging (! pmc.ncbi.nim.nih.gov) (°! pme.ncbi.nlm.nih.gov).

Furthermore, medical oversight committees often require that responses to off-label inquiries be funneled
through a central Medical Information function. The MSL may not unilaterally interpret a question as off-label
and answer on their own: instead, any potentially off-label response should be vetted for accuracy, balance, and
compliance. The guiding principle cited by experts is that “bona fide unsolicited requests” from an HCP can
be answered, but only with objective, properly contextualized information (! pmc.nchi.nim.nih.gov). The MSL
guidelines note that all such requests and their replies should be documented in writing as part of a compliance
record ([7J pmc.ncbi.nim.nih.gov).

Taken together, this means that MSLs must be thoroughly familiar with the USPI for each product they cover.
They should always anchor conversations in “what is on label” and use off-label data databases or standard
response literature (often prepared by Medical Information) when addressing unapproved topics. For example,
the Council on Pharmacy Standards (CPS) outlines a “Reactive Off-Label Response” approach: if an HCP asks
“"Does your drug work in pediatrics?”, the MSL may answer, but only if they use a pre-approved standard
response letter or slide deck, and the answer is reactive, balanced, non-promotional, and logged as an
unsolicited request ('?! pharmacystandards.org). In all cases, the conversation should focus on science and
disclaim that the use is not FDA-approved.

Off-Label Use in Practice: Scope and Consequences

Off-label prescribing is indeed widespread in medicine. One national study found that in 2001 about 21% of all
patient-drug mentions in office-based practice were off-label uses (\*°! pubmed.nchi.nim.nih.gov). Certain
classes are even higher: cardiac drugs (excluding standard cholesterol and blood pressure meds) and
anticonvulsants had nearly 46% off-label rates ('°°! pubmed.nchi.nlm.nih.gov). In particular, gabapentin
(Neurontin) and amitriptyline had over 80% of mentions being off-label ("*°! pubmed.nchi.nim.nih.gov).
Alarmingly, most off-label uses lack strong scientific support — around three-quarters of off-label prescribing

occurred without robust evidence backing it (1°°! pubmed.ncbi.nlm.nih.gov).

These prescribing patterns create large potential markets that some companies have aggressively targeted in
the past. Notable enforcement actions show how industry strategies to expand usage beyond the USPI can lead
to massive penalties. According to Kesselheim et al. (2011), 85% of off-label schemes targeted new diseases,
54% targeted new disease subtypes, and 34% targeted new dosages (I’ pmc.ncbi.nim.nih.gov). The strategies
included direct financial incentives to prescribers, biasing literature, and orchestrating medical education -
classic hallmarks of promotion rather than objective science (*°! pmc.ncbi.nlm.nih.gov).

Below are illustrative examples of high-profile off-label marketing penalties:

Company | Year Product(s) Off-label Uses Outcome

Pfizer (Warner-Lambert) / Migraines, bipolar Criminal plea and ~$430 million settlement
Neurontin . .

2004 (1% (gabapentin) disorder, back pain (none (1% . theguardian.com); whistleblower

www.theguardian.com) FDA-approved) (MSL David Franklin) rewarded $24.6M.
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Company | Year Product(s) Off-label Uses Outcome

Record $3.0 billion settlement in DOJ/FCA

Paxil Pediatric depression .
2 cases for off-label promotion and safety
GlaxoSmithKline [/ 2012 ([ ! (paroxetine), (Paxil), weight loss X [29]
. . . misstatements (
www.fiercepharma.com) Wellbutrin, (Wellbutrin), undisclosed )
Avandia safety data (Avandia) www.fiercepharma.com). Largest health

fraud settlement to date.

~$2.2 billion criminal and civil resolution
Dementia-related

Johnson & Johnson (Janssen) Risperdal, including $400M criminal plea for promoting
/2013 (110! Invega psychosis in elderly, Risperdal off-label to non-schizophrenic

' pediatric mental health, ) ) (1]
www.pharmtech.com) Natrecor otc dementia patients (

www.pharmtech.com).

~$105 million multistate settlement (PA, CA,

GlaxoSmithKline / 2014 ((30] Wellbutrin, Off-label for children etc.) requiring marketing reforms and

. X (antidepressants) and mild o . ) ) [31]
www.fiercepharma.com) Paxil, Advair asthma (Advair) prohibition on off-label dissemination (
www.fiercepharma.com).

Over $10 billion in total fines and
reimbursements collected by federal and

Many Others (1990s-2020s) Various Various state governments ([8]
pmc.ncbi.nim.nih.gov) ([29]

www.fiercepharma.com).

Each of these cases underlines a common lesson: aggressive off-label promotion, even through intermediaries,
risks severe legal consequences. Often MSL teams fall under scrutiny in such probes, either directly (if
implicated in pushing off-label claims) or indirectly (if compliance systems around them were lax). For instance,
Pfizer's Neurontin case had embedded within it a medical liaison who was later shown to have been recruited
into presenting off-label claims under instruction ("*) www.theguardian.com). Similarly, J&J's Risperdal case
involved "ElderCare” sales aids that minimized the schizophrenia indication and emphasized off-label symptoms
([321 www.pharmtech.com) — materials that an independent-minded MSL should have flagged or refused if outside
label scope.

Aside from financial penalties, companies in settlements often agree to stringent Corporate Integrity
Agreements (CIAs) overseen by the HHS Office of Inspector General. These ClAs typically impose strict
requirements on medical affairs. For example, Pfizer's 2009 CIA (from earlier litigation) mandated that its
medical liaisons could only respond to off-label inquiries through written medical information channels and only
with pre-approved responses. CIAs may also require enhanced training, record-keeping, and internal audits
specific to MSL activities. Thus, in the post-settlement environment, MSL functions have been subject to
unprecedented oversight.

The broader implication is clear: an MSL team will create a "nightmare” for compliance if even one member
crosses the USPI boundaries. Common triggers of investigations include: presentation of unpublished or
incomplete data, inconsistent messaging between sales and medical departments, and failure to
contemporaneously document HCP interactions. The stakes are not abstract — companies can lose credibility,
face stock price declines, and spend years under federal monitoring if off-label missteps occur.

MSL Compliance: Principles and Best Practices

To avoid these risks, pharmaceutical companies must cultivate a culture and system of compliance specifically
tailored to the MSL role. Central to this is the categorical prohibition on proactive promotion of off-label
uses. MSL teams should be trained to distinguish clearly between on-label scientific engagement (always
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permitted) and any discussion of unapproved uses (strictly controlled). Applicable compliance principles
include:

e Unsolicited vs. Solicited Interaction: MSLs may answer spontaneous, unsolicited questions about off-label uses from
qualified HCPs, but only if they strictly adhere to using only factually accurate, balanced, and approved source materials

(“2] pharmacystandards.org) ([7] pmec.nchi.nlm.nih.gov). Conversely, MSLs must not proactively introduce off-label
topics. For example, an MSL should never volunteer data or clinical anecdotes about a dose or population not in the label
during a KOL meeting. If an MSL thinks a particular off-label use is important, the correct path is to go to regulatory/medical
affairs to potentially file an sNDA, not to share preliminary ideas with physicians.

e Use of Approved Materials: When responding reactively, MSLs should rely on company-approved resources. Many
companies maintain Standard Response Letters (SRLs) or slide decks that summarize evidence (often including off-label
data) in a pre-reviewed format. As noted above, if an HCP asks about peds or pregnancy use, the MSL can answer only with

an SRL or slide that has been vetted for compliance (m] pharmacystandards.org). All signage, reprints, or written
summaries must be non-promotional, include full disclaimers (e.g. “"the following use is not approved by FDA"), and ideally
provide the full USPI and bibliographic context (“5] pmc.ncbi.nim.nih.gov) ([22] www.mslinstitute.org). If no approved
material exists, the MSL should defer (offer to refer the question to Medical Information) rather than construct an answer
from memory.

e Clear Communication Etiquette: MSLs should establish upfront with HCPs that they will answer questions to the best of
their knowledge, but that any off-label discussion is guaranteed to be informational only. Guiding statements might include:
“That use is not approved by FDA; let me share what the clinical data show and why it’s not in the label.” Having this caveat
prevents misunderstanding. Where possible, MSLs can emphasize the existing label first—"Our drug is FDA-approved for X,
Y.."—before turning to any X. Off-label topic. This practice was adumbrated in the MSL Society and industry statements:
MSL communications “should remain non-promotional and focus on the science,” and if an off-label question is fielded, the

(\16\

sales representative should leave the meeting to avoid cross-promotion pmc.ncbi.nim.nih.gov) (\12\

pharmacystandards.org).

e Documentation: Companies should require that every MSL-HCP interaction be logged. In particular, off-label inquiries and
responses must be recorded in a systematic way. The joint APPA/IFAPP statement stresses that unsolicited requests for off-

label information “need to be documented in an appropriate way” ([7]

pmec.ncbi.nlm.nih.gov). Practice should include
saving any written emails or forms, noting the exact question asked, the materials used, and what was communicated. This
documentation serves a dual purpose: it provides an auditable trail and ensures that the MSL review board can

retrospectively verify the compliance of each response.

e Monitoring & Auditing: In addition to documentation, companies should conduct regular compliance audits of MSL
activities. This can range from reviewing CRM logs and meeting summaries to mystery-shop tests where compliance officers
pose as HCPs. Following up on the "MSL on CCTV" theme, industry experts recommend periodic “self-examination” of MSL

programs ([33] www.mslinstitute.org). Audits should check for patterns that may indicate drift - for example, an MSL
quoting unpublished slides, or exhibits that include data beyond the most recent approved label. If any red flags arise (e.g.
records showing unauthorized distribution of off-label material), immediate retraining and disciplinary action should follow.

e Cross-Functional Collaboration: Achieving compliance is a team sport. Medical Affairs, Regulatory Affairs, Legal, and
Compliance departments must work together. Training for MSLs should be delivered in conjunction with regulatory/legal
experts who can explain underlying laws. There should be a clear escalation path: if an MSL is uncertain about a question or
material, they should know to consult compliance or medical review before proceeding. Regular interdepartmental reviews of
materials (SOPs, response letters, slide decks, reprints) help ensure that everything an MSL might use externally is
consistent with the USPI. Many companies hold joint “button-up” meetings where regional MSLs and home-office directors
review new literature and clarify how to present it.

e Ethical Leadership and Incentives: It is critical that company leadership reinforce an ethical culture. MSL managers and
executives must make it clear (and demonstrate by example) that compliance is non-negotiable. For instance, MSL
compensation should not be tied to market share or sales, but can include metrics like “KOL engagement quality,”
publication support, or scientific contributions. As noted, one guideline bluntly states that MSLs “should not have sales

([61

targets” pmec.nchi.nlm.nih.gov). Recognizing and rewarding MSLs for identifying compliance issues or overriding sales

pressure (“caught a potential off-label slip-up”) can also signal that integrity is valued.
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Off-Label Promotion: A Compliance Guide for MSL Teams

Off-Label Communications: Practical Scenarios and Guidance

The interaction between an MSL and a healthcare provider can fall into distinct categories, each with its own

rules. The table below summarizes common scenarios and how they can be handled:

Scenario

**HCP ** injtiates an unsolicited
question on an off-label use. For
example: “Can your drug be used to
treat pediatric seizures?” (/7]

pharmacystandards.org).

MSL proactively mentions an off-
label use in a meeting or
presentation (without being asked).

HCP specifically requests scientific
articles or data on an off-label use
of the drug (solicited request).

MSL distributes peer-reviewed
publications on off-label use in the
absence of a specific request.

Attendance at a sponsored medical
conference where off-label use is
on agenda (company pays but
content is by an independent expert).

Field-Medical activities beyond
one-on-one interactions (e.g. grant
programs, advisory boards
proposing trials).

Allowed?

Allowed
(Reactive)

Forbidden

Allowed
(Reactive)

Conditionally
Allowed (only
under strict
conditions)

Allowed
(Independent)

Allowed (Medical
Affairs)

Compliance Requirements

MSL may answer using only company-approved educational
materials (e.g. a Standard Response Letter or slide deck) that
have been vetted for compliance. The response must be

objective and balanced (m] pharmacystandards.org) ([7]
pmc.nchi.nlm.nih.gov). Include the FDA-approved USPI (label)
on specifics. Log and document the request and response.
Provide appropriate disclaimers (e.g. “This is not an FDA-
approved use; these data are informational only”).

X This is promotional. MSLs must avoid initiating off-label
topics. If there is valuable scientific information on unapproved
use, the proper route is through formal studies and label
expansion, not unsolicited communication. The MSL should steer

discussion back to on-label topics (m]
pharmacystandards.org).

Fulfilling a bona fide request is permissible. The materials
provided must be non-misleading, unabridged reprints or
summaries. Follow company protocols: provide the article
without alteration, include the approved label for reference, and
supply any required bibliographic context (“5J
pmec.nchi.nlm.nih.gov). Again, log the request and ensure
medical/legal review if needed.

! Generally, MSLs should not proactively send off-label articles
to HCPs. Exception: If the company meets all FDAMA/FD&C Act
"safe harbor"” conditions (e.g. submitted sNDA, submitted
materials to FDA 60 days prior, etc.) ([22]
www.mslinstitute.org), distribution is technically allowed under
FDA policy. These cases are very rare. Otherwise, non-requested

distribution of off-label literature may be considered promotion.

Permitted if truly independent. MSL can attend or sponsor an
educational piece where a third-party speaker presents data on
off-label use, provided the company has no control over the

content or speaker emphasis (H” themsljournal.com). FDA calls
such panels independent scientific conferences. However, any
company presentation materials at that event must remain on-
label.

MSLs may facilitate investigator-initiated clinical research or
design advisory boards, which inherently involve exploring new
uses. These activities, when properly managed (e.g. company
merely supports research, does not dictate outcomes), are
acceptable. Proper disclosure and independence must be
maintained (e.g. IRB oversight, research agreements).

The above scenarios underscore a few key points: MSLs are empowered to reactively share peer-reviewed

scientific information about off-label uses when asked, but they never seek out such discussions. Any

proactive suggestion of off-label data can transform a compliant scientific conversation into an illegal

promotional act. Even in response mode, MSLs must confine themselves to information that is factual and
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balanced, essentially serving as a conduit to Medical Information resources (!'?! pharmacystandards.org) (/]

pmc.ncbi.nim.nih.gov).

Crucially, the recent FDA guidance on “Scientific Information on Unapproved Uses” (finalized in late 2024)
provides some updated guardrails. It creates a limited safe harbor for certain firm-initiated scientific
communications to HCPs, largely replacing the 2009 reprint guidance (\'*! www.fda.gov) (I'*
insights.citeline.com). This guidance explicitly addresses presentations and publications by manufacturers. Under
it, proactive communications (including presentations and slide decks prepared by a firm) can be protected if
they strictly follow the Q/A recommendations (with Schiff etc.) — for example, by ensuring accuracy, addressing
contrary evidence, and targeting only health care professionals who prescribe the drug. Our understanding from
industry analyses is that the FDA will not generally pursue enforcement against these carefully designed
scientific exchanges (/'*! insights.citeline.com). Nevertheless, MSLs should still treat this expansion with caution:
it is intended for scientific communications to prescribing HCPs and does not grant blanket permission to
promote new uses. Any communication falling under this safe harbor should still be vetted by regulatory/legal,

and accompanied by robust disclaimers.

In practice, following these rules means integrating compliance checks into daily MSL workflow. For instance, a
company might require that any MSL-scheduled meeting with a KOL include a health communication plan: if an
off-label topic might arise, what pre-approved materials will be on hand, and who in domicile (Medical Affairs) to
notify afterwards. Some leading companies even use algorithms or checklists to assess every potential slide or
email: “Does this graphic show an unapproved dose or population?” If yes, it is flagged for revision. This
structured approach prevents spur-of-the-moment slips.

Training, Education, and Organizational Measures

Long-term compliance hinges on robust training and the right organizational culture. Key recommendations
include:

e Comprehensive Training Programs: All MSLs (new hires and veterans) should undergo formal curriculum on drug
promotion law and company policies. This training should explain the rationale behind off-label restrictions (patient safety,
legal liability) and the MSL's distinct role. Practical modules should simulate real-world scenarios. For example, role-playing
exercises might pit an MSL against a challenging physician question: “Why isn’t this drug used in kids if it works better
there?” The MSL must navigate the answer using approved information only. The Council on Pharmacy Standards and MSL

leadership organizations often produce such case studies, emphasizing the imperative to always tie back to the label (UZJ

pharmacystandards.org) ([34] themsljournal.com).

e Up-to-Date Reference Materials: Companies should maintain a “medical library” of pre-approved content accessible to
MSLs. This library includes SRLs, reprints, FAQs, slide decks, and competitor-approved labeling. Importantly, it should also
contain internal guidance documents (on when and how to give off-label info). The CRM or intranet portal can prompt MSLs
with reminders. For instance, if an MSL searches for “pediatric use of X,” the system could automatically display a

compliance check-list or the official slide addressing that topic (“2] pharmacystandards.org).

e Close Collaboration with Medical Information (Ml): In many organizations, the MI department (which legally sign off on all
medical inquiries) serves as a gatekeeper. MSLs should be encouraged to forward any unusual queries to M| before
responding. Ml professionals can ensure that any written answers meet the company’s standards for off-label
communications. In fact, many companies require that responses to off-label inquiries be delivered in writing (email or
formal letter), even if the question was asked verbally. As [55] notes, an external (HCP) request for off-label information
“can be made directly to the MSL or through medical information, but such requests need to be documented in an
appropriate way."” By channeling through MI, the company ensures consistency and oversight.
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e Periodic Refresher Courses: Drug labeling and law evolve, so training must not be “one-and-done.” Annual refreshers can
update MSLs on new FDA guidances (such as the 2024 SIUU guidance), label changes (e.g. newly approved or removed
indications), and any recent compliance incidents within the industry. Quizzes and compliance webinars keep the issues
front-of-mind. Some companies hold “compliance forums” where MSLs share hypotheticals and get feedback from

regulatory/legal officers.

e Management Involvement: Managers of field MSLs should regularly discuss compliance topics in team meetings. They
should monitor MSL activity reports not only for productivity (calls, KOL contacts) but also for unusual patterns (e.g. an MSL
fielding many off-label questions may indicate brand messaging confusion). Above all, leadership must never implicitly
encourage MSLs to push boundaries for revenue. In the Neurontin case, MSL David Franklin later testified that his
supervisors urged him to align discussions with sales strategies (|° www.theguardian.com). A robust training culture

would discourage any suggestion that an MSL should help "grow the market” on unapproved uses.

Monitoring, Auditing, and Enforcement

Even with guidelines in place, continuous monitoring is essential to catch issues early. Key tactics include:

e Activity Audits: Regular audits by internal compliance teams (or third parties) can sample MSL interactions. Auditors might
listen to recorded calls, read meeting reports, or review emails to check that content aligns with the company's standards.
They look for red flags such as use of clinical anecdotes without citation or any hint of prescribing advice. Findings should
be tracked (e.g. number of “clean” vs. "needs correction” responses). Recurring issues might signal a need to tweak training

or controls.

e Intelligence Gathering: In some cases, competitors or savvy HCPs will informally note if a rep is going off-label. MSL
managers should encourage open communication so that field personnel feel safe flagging any questionable competitor
behavior (internally this might just reinforce that we will not copy such approaches). Knowledge of enforcement cases at
other companies should also inform compliance work — if a competitor’s breach involved a medical liaison, that example
becomes a cautionary tale in training.

e Use of Technology: Modern tools can help. Many companies now use digital compliance platforms that incorporate Al to
scan documents and emails for off-label terms. For instance, if an MSL drafts a slide titled “New Indication: Treatment of
Dementia”, an Al system could automatically flag it for review. Similarly, machine learning applied to records of calls might
identify phrases like "in real-world practice we see doctors using [Drug] for..." which could breach protocols. While still
maturing, these tools can add a safety net on top of human review.

e Auditing and Corporate Integrity Agreements (CIAs): As noted, if off-label promotion is discovered via a DOJ
investigation, the resulting CIA spells out exacting compliance obligations. Companies should proactively treat MSL
activities as if under CIA conditions, even preemptively implementing any known requirements (e.g. annual compliance
certification by MSLs, public disclosure of certain payments, internal newsletters on compliance). The Office of Inspector
General's CIA database often outlines what is required; even unrelated companies can learn from these templates what an
OIG considers best practice.

In summary, the keys to monitoring are rigor and documentation. Every answer given or piece of literature
handed out should have a digital or paper trail. Every MSL should be aware that any off-label response can be
subpoenaed years later; this mindset promotes diligence.

Case Studies and Real-World Examples

lllustrative Case: Pfizer/Warner-Lambert Neurontin (2004) - Pfizer's $430M settlement (Warner-Lambert
unit) is a cautionary tale often recounted to MSL teams. Neurontin's FDA approval was limited to adjunctive
epilepsy and postherpetic neuralgia. However, internal documents revealed a concerted effort from sales and
medical liaisons to market it for migraines, bipolar disorder, pain, and more (°! www.theguardian.com). In one
illustrative entry, an MSL impersonation at a dinner hinted at justifying pediatric migraine use (no evidence-
based support). Undercover surveillance and whistleblower recordings later showed sales reps discussing off-

© 2025 IntuitionLabs.ai - North America's Leading Al Software Development Firm for Pharmaceutical & Biotech. All rights reserved.

Page 11 of 17


https://www.theguardian.com/business/2004/may/14/1#:~:text=Pfizer%20yesterday%20agreed%20to%20pay,not%20been%20approved%20to%20treat
https://www.theguardian.com/business/2004/may/14/1#:~:text=Pfizer%20yesterday%20agreed%20to%20pay,not%20been%20approved%20to%20treat
https://intuitionlabs.ai/?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=off-label-promotion-a-compliance-guide-for-msl-teams.pdf
https://intuitionlabs.ai/articles/off-label-promotion-msl-compliance-guide?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=off-label-promotion-a-compliance-guide-for-msl-teams.pdf
https://intuitionlabs.ai/?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=off-label-promotion-a-compliance-guide-for-msl-teams.pdf

E IntuitionLabs  IntuitionLabs - Custom Al Software Development Off—Label Promotion: A Compliance Guide fOr MSL Teams

from the leading Al expert Adrien Laurent

label uses with MSLs on calls. The government alleged Neurontin was promoted for “abuse of trust” and
“fraudulent promotion” in clinical detailers. Pfizer ultimately pleaded guilty.

From an MSL compliance perspective, the Neurontin case reveals multiple red flags: (a) unapproved claims in
sales aids (how many company-sanctioned materials gave explicit off-label messages?), (b) MSL coordination
with marketing, and ® lack of clear written policies at the time. Modern companies can learn from this: e.g.
ensure all slide decks have a statement of "Approved Indications” up front; that MSLs receive specific training
on how to redirect off-label questions. Notably, the whistleblower (an in-house MSL) was retaliated against after
refusing to participate — highlighting the need for a culture where medical credibility is respected over sales
pressure.

lllustrative Case: J&J Risperdal (2013) - Johnson & Johnson's subsidiary Janssen admitted that between
2002-2003 it marketed Risperdal to nursing home physicians for behavioral symptoms in dementia (an
unapproved use) (""" www.pharmtech.com). The marketing plan involved an "ElderCare"” sales team with
specialized slide decks. According to court documents, those decks minimized mention of schizophrenia (the
only approved indication) and emphasized mythic claims of efficacy in dementia agitation. Crucially, Janssen'’s
leaders compensated sales reps on total Risperdal sales, not just on-label sales, effectively encouraging any
prescription of the drug. An MSL in such an environment would have faced heavy pressure: either implicitly via
compensation metrics, or explicitly via calls from management asking for medical bullet points.

This case illustrates the importance of incentive structures. Post-settlement, J&J instituted a CIA which
included requirements like forbidding off-label promotion by MSLs and requiring MSL training on off-label
issues. In everyday terms, an MSL manager discussing field priorities in 2003 might hear: "We need to increase
usage in nursing homes." Today, a compliant approach would be: acknowledging dementia use is off-label,
offering to sell the physician a product training in FDA-approved uses, and politely declining to elaborate on
behavioral uses. The MSL's documentation would note: “KOL asked about dementia agitation. Reminded him of
schizophrenia indication. Provided generic safety data. Advised him to consult medical literature. No off-label
efficacy claims made.”

lllustrative Case: GlaxoSmithKline (2014) - In 2014, GSK settled with state attorneys (105 states) for off-label
marketing of Advair (asthma drug) and antidepressants (Wellbutrin, Paxil) at $105M ("°" www.fiercepharma.com).
The complaint alleged that GSK field personnel urged doctors to prescribe Advair to patients with mild
intermittent asthma (a group not covered by the label) and used sales literature for Paxil and Wellbutrin that
extended pediatric and other uses. Notably, the settlement required GSK to “refrain from disseminating
information related to off-label uses of its drugs” ("°" www.fiercepharma.com) and to create internal policies
reducing incentives for sales reps.

From an MSL angle, this case underscores that even state-level investigations view any mixing of sales and
science with suspicion. MSLs at GSK post-2004 did not play a direct role in this misconduct (the state suits
targeted sales and medical affairs broadly), but it signals that medical teams must resist any collaboration with
marketing on off-label narratives. Compliance officers at GSK after this settlement instituted new MSL SOPs to
clearly delineate what scientific data could be shared externally.

Emerging Case: FDA Guidance Changes (2023-2024) — While not a violation case, the FDA's 2023-2024
activity is shaping future compliance. In October 2023, FDA issued draft guidance allowing firms to share
certain kinds of proactive scientific information on unapproved uses (!'*! www.fda.gov). This was finalized in
2024 ("Scientific Information on Unapproved Uses, Q&A" guidance). The new guidance creates a formal safe
harbor for industry communications that meet conditions (real-world evidence of efficacy, identified scientific
influencer audience, noted that information is not necessarily reflective of benefit, among others). Essentially,
FDA signaled it will not treat specified proactive medical information as enforcement-worthy. While this could
ease restrictions, it also raises the standard for MSLs: any off-label presentation they make must now align with
the new framework (focus on substantive evidence and disclosable benefit/risk data). MSLs should be trained

on the updated terminology (the term now used is misleading: "SIUU communications”).
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Perspectives and Global Considerations

While this report focuses on U.S. regulations (USPI boundaries), it is worth noting that off-label practices vary
worldwide. In Europe, for example, off-label prescribing is also common, and regulators often permit non-
promotional exchange of scientific information about off-label uses under certain conditions (e.g. information
must come from a disinterested source or with clear disclaimers). However, even in Europe, company-driven
promotion of off-label is not allowed. The core principle remains global: promotional/chatty vs scientific/passive
exchange. MSL teams operating internationally must therefore adapt to local rules, but the U.S. baseline -
staying strictly within what is in the approved label unless concretely asked and authorized - is often the most
stringent standard to observe.

Another perspective is the ethical one: medical professionals argue that patients deserve to know about
evidence-based treatments, even if off-label. Indeed, physicians champion situations where no approved
therapy exists. However, the counterpoint is that industry influence must be minimized to avoid exposing
patients to unproven therapies. Our mandate here is compliance with law, but it aligns with patient safety:
ensuring that only scientifically validated uses drive prescribing.

Looking forward, technology and communication trends add new complexities. For instance, an MSL might
today interact with HCPs via video calls, email, or professional social media. The same rules apply online: an
MSL tweeting about a new off-label study would violate good promotional practices unless in a purely
informational context for HCPs and with all disclaimers. Companies should update their social media policies to
cover MSL use. Additionally, generative Al tools could assist MSLs in finding literature, but content generation
must be supervised (an Al-drafted summary without oversight could inadvertently misstate a drug's label
status).

Conclusion

Navigating off-label communications is one of the most challenging compliance tasks for Medical Science
Liaison teams. The line between sharing knowledge and endorsing unapproved use is razor-thin. This report
emphasizes that to avoid "off-label nightmares” — heavy fines, legal battles, and compromised trust — every
MSL's activities must be aligned with the official US Prescribing Information (USPI) for their products. By
grounding all external discussions in the label, using only approved materials, logging all requests, and fostering
a culture of compliance, organizations can harness the scientific value of MSL teams without stepping over the
line.

As FDA enforcement continues to evolve (for example, via the new SIUU guidance ("'°! www.fda.gov) (%!
insights.citeline.com)), companies must remain vigilant, training their MSLs not only in current rules but also in
the intent behind them. Ultimately, a successful MSL compliance program combines clear policies, practical
training, cooperation between medical and legal/regulatory functions, and effective monitoring. Such a program

protects the company from legal risks and reinforces the ethical commitment to evidence-based medicine.

References: The sources of information and data used in this report are cited in-line (e.g., (\°!
www.theguardian.com) corresponds to an online news article on Pfizer's Neurontin case). All claims and
recommendations are supported by peer-reviewed studies, FDA/DOJ documents, industry white papers, and
expert analyses as indicated.
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IntuitionLabs - Industry Leadership & Services

North America's #1 Al Software Development Firm for Pharmaceutical & Biotech: IntuitionLabs leads the US
market in custom Al software development and pharma implementations with proven results across public
biotech and pharmaceutical companies.

Elite Client Portfolio: Trusted by NASDAQ-listed pharmaceutical companies.

Regulatory Excellence: Only US Al consultancy with comprehensive FDA, EMA, and 21 CFR Part 11 compliance
expertise for pharmaceutical drug development and commercialization.

Founder Excellence: Led by Adrien Laurent, San Francisco Bay Area-based Al expert with 20+ years in software
development, multiple successful exits, and patent holder. Recognized as one of the top Al experts in the USA.

Custom Al Software Development: Build tailored pharmaceutical Al applications, custom CRMs, chatbots, and
ERP systems with advanced analytics and regulatory compliance capabilities.

Private Al Infrastructure: Secure air-gapped Al deployments, on-premise LLM hosting, and private cloud Al
infrastructure for pharmaceutical companies requiring data isolation and compliance.

Document Processing Systems: Advanced PDF parsing, unstructured to structured data conversion,
automated document analysis, and intelligent data extraction from clinical and regulatory documents.

Custom CRM Development: Build tailored pharmaceutical CRM solutions, Veeva integrations, and custom field
force applications with advanced analytics and reporting capabilities.

Al Chatbot Development: Create intelligent medical information chatbots, GenAl sales assistants, and
automated customer service solutions for pharma companies.

Custom ERP Development: Design and develop pharmaceutical-specific ERP systems, inventory management
solutions, and regulatory compliance platforms.

Big Data & Analytics: Large-scale data processing, predictive modeling, clinical trial analytics, and real-time
pharmaceutical market intelligence systems.

Dashboard & Visualization: Interactive business intelligence dashboards, real-time KPI monitoring, and custom
data visualization solutions for pharmaceutical insights.

Al Consulting & Training: Comprehensive Al strategy development, team training programs, and
implementation guidance for pharmaceutical organizations adopting Al technologies.

Contact founder Adrien Laurent and team at https://intuitionlabs.ai/contact for a consultation.
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DISCLAIMER

The information contained in this document is provided for educational and informational purposes only. We make no
representations or warranties of any kind, express or implied, about the completeness, accuracy, reliability, suitability, or
availability of the information contained herein.

Any reliance you place on such information is strictly at your own risk. In no event will IntuitionLabs.ai or its representatives
be liable for any loss or damage including without limitation, indirect or consequential loss or damage, or any loss or
damage whatsoever arising from the use of information presented in this document.

This document may contain content generated with the assistance of artificial intelligence technologies. Al-generated
content may contain errors, omissions, or inaccuracies. Readers are advised to independently verify any critical information
before acting upon it.

All product names, logos, brands, trademarks, and registered trademarks mentioned in this document are the property of
their respective owners. All company, product, and service names used in this document are for identification purposes
only. Use of these names, logos, trademarks, and brands does not imply endorsement by the respective trademark holders.

IntuitionLabs.ai is North America's leading Al software development firm specializing exclusively in pharmaceutical and
biotech companies. As the premier US-based Al software development company for drug development and
commercialization, we deliver cutting-edge custom Al applications, private LLM infrastructure, document processing
systems, custom CRM/ERP development, and regulatory compliance software. Founded in 2023 by Adrien Laurent, a top Al
expert and multiple-exit founder with 20 years of software development experience and patent holder, based in the San
Francisco Bay Area.

This document does not constitute professional or legal advice. For specific guidance related to your business needs,
please consult with appropriate qualified professionals.
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