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Executive Summary

Medical Science Liaisons (MSLs) and commercial sales representatives serve fundamentally different roles
within pharmaceutical companies, especially regarding discussions of product uses. U.S. law (under the Federal
Food, Drug, and Cosmetic Act) and FDA regulations strictly prohibit promotion of off-label uses (uses not
approved in a product’s label) by manufacturers or their sales forces (I'' www.everycrsreport.com) (1%
pmec.nchi.nlm.nih.gov). In practice, this means conventional sales reps are not allowed to proactively discuss or
market off-label uses. By contrast, MSLs—who are part of Medical Affairs and are explicitly non-promotional—
can engage in scientific exchange that may include off-label information, provided they follow strict compliance
guidelines. This “compliance wall" separating Medical Affairs from Commercial is maintained through bright-line
policies: MSLs typically have no sales targets, report into non-commercial functions, and answer only
unsolicited medical questions with balanced, evidence-based responses (\*! pmc.ncbi.nim.nih.gov) ()

themsljournal.com).

These differences are driven by regulatory, ethical, and practical considerations. Legally, any intended
promotion of an off-label use by a company or representative can render a drug “misbranded and unapproved”
(M www.everyersreport.com) () pme.nebi.nim.nih.gov), exposing the company to civil and criminal penalties (as
demonstrated by numerous multi-billion-dollar settlements for off-label marketing, e.g. Pfizer's $430M
Neurontin case (I°! www.chsnews.com) and GSK's $3B Paxil/Wellbutrin case (I°/ www.justice.gov)). MSLs are
trained and governed to provide only balanced scientific information—often in response to specific medical
inquiries—so that their communications are viewed as educational “scientific exchange” rather than promotion.
In contrast, sales reps are measured on prescriptions and quotas; any off-label discussion by them is assumed
promotional in intent and thus prohibited (:°) pmc.ncbi.nim.nih.gov) () pme.nebi.nim.nin.gov).

This report explores the historical, regulatory, and organizational foundations of the “off-label compliance wall."
We analyze the legal framework (FDA laws and guidance), industry standards (PhRMA codes, corporate SOPs),
and case studies that illustrate the boundary between Medical Affairs and Commercial. We examine why MSLs
are permitted to discuss off-label data under controlled conditions while sales reps cannot. We present data on
off-label usage, enforcement actions, and industry trends, and we discuss future implications. The overall aim is
to provide an exhaustive, evidence-based explanation—with detailed citations—of why MSLs have leeway for
certain off-label discussions and commercial teams do not.

Introduction and Background

Off-label prescribing vs. promotion. Once the FDA approves a drug (or device) for a given indication, licensed
physicians are legally free to prescribe it “off-label” for other conditions or populations (*/ pmc.ncbi.nlim.nih.gov).
The FDA even recognizes that off-label use may be medically appropriate in many cases. However, U.S. law
expressly forbids drug manufacturers from marketing or promoting off-label uses. Specifically, introducing a
drug into interstate commerce with claims beyond its approved labeling renders it “misbranded” under 21 U.S.C.
§ 352(a) and § 331(a) (W www.everycrsreport.com) (m themsljournal.com). In other words, while doctors’
prescribing decisions are not regulated by FDA, manufacturers’ communications to induce such uses are
tightly controlled.

The FDA and Congress have repeatedly faced the tension between education and promotion on off-label topics.
In 1997 the FDA Modernization Act (FDAMA §401; 21 U.S.C. §360aaa) created a narrow "safe harbor” allowing
distribution of certain scientific articles about new uses. However, FDAMA's provisions expired in 2006 without
renewal (1) www.everycrsreport.com) (I'°) www.everycrsreport.com), returning governance of off-label
communication to general misbranding law. In January 2009, FDA issued “Good Reprint Practices” guidance to

© 2025 IntuitionLabs.ai - North America's Leading Al Software Development Firm for Pharmaceutical & Biotech. All rights reserved. Page 2 of 16


https://intuitionlabs.ai/articles/off-label-promotion-msl-compliance-guide
https://intuitionlabs.ai/articles/off-label-promotion-msl-compliance-guide
https://www.everycrsreport.com/reports/R40458.html#:~:text=drug%2C%20also%20known%20as%20an,the%20FDA%20in%20the%20application
https://pmc.ncbi.nlm.nih.gov/articles/PMC3071370/#:~:text=area,1
https://pmc.ncbi.nlm.nih.gov/articles/PMC3071370/#:~:text=area,1
https://pmc.ncbi.nlm.nih.gov/articles/PMC8492581/#:~:text=,label%2C%20scientific%20exchange
https://themsljournal.com/article/medical-science-liaison-guidance-insights-medical-affairs-department/#:~:text=Inquiries%20from%20physicians%20must%20be,6
https://themsljournal.com/article/medical-science-liaison-guidance-insights-medical-affairs-department/#:~:text=Inquiries%20from%20physicians%20must%20be,6
https://www.everycrsreport.com/reports/R40458.html#:~:text=drug%2C%20also%20known%20as%20an,the%20FDA%20in%20the%20application
https://pmc.ncbi.nlm.nih.gov/articles/PMC3071370/#:~:text=area,1
https://www.cbsnews.com/news/drug-whistleblower-collects-24m/#:~:text=Pfizer%20Inc,for%20one%20of%20its%20drugs
https://www.justice.gov/opa/pr/2012/July/12-civ-842.html#:~:text=GSK%20agreed%20to%20plead%20guilty,District%20Court
https://pmc.ncbi.nlm.nih.gov/articles/PMC8492581/#:~:text=,label%2C%20scientific%20exchange
https://pmc.ncbi.nlm.nih.gov/articles/PMC8492581/#:~:text=sales%20targets%2C%20which%20represent%20benchmark,rather%20as%20scientific%20experts%20in
https://intuitionlabs.ai/articles/ai-gxp-sop-drafting-compliance
https://pmc.ncbi.nlm.nih.gov/articles/PMC3071370/#:~:text=area,1
https://intuitionlabs.ai/articles/uspi-highlights-fda-labeling-guide
https://intuitionlabs.ai/articles/structured-product-labeling-data-integrity
https://www.everycrsreport.com/reports/R40458.html#:~:text=drug%2C%20also%20known%20as%20an,the%20FDA%20in%20the%20application
https://themsljournal.com/article/medical-science-liaison-guidance-insights-medical-affairs-department/#:~:text=law%2C%20a%20drug%20or%20device,331%20%28d
https://www.everycrsreport.com/reports/R40458.html#:~:text=FDA%20Modernization%20Act%20of%201997,FDAAA
https://www.everycrsreport.com/reports/R40458.html#:~:text=,information%20about%20new%2C%20or%20off
https://intuitionlabs.ai/?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=off-label-promotion-why-msls-can-sales-reps-can-t.pdf
https://intuitionlabs.ai/articles/msl-off-label-promotion-compliance?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=off-label-promotion-why-msls-can-sales-reps-can-t.pdf
https://intuitionlabs.ai/?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=off-label-promotion-why-msls-can-sales-reps-can-t.pdf

E IntuitionLabs  IntuitionLabs - Custom Al Software Development Off—Label Promotion: Why MSLS Can & Sales RepS Can't

from the leading Al expert Adrien Laurent

clarify when companies may supply medical journal articles on unapproved uses (' themsljournal.com). In
December 2011, FDA drafted guidance (finalized in 2014) on responding to unsolicited off-label inquiries ({121
www.jdsupra.com). These documents confirm that companies may respond to genuine medical questions with
balanced, non-promotional information, but that any attempt to solicit such queries or present information
unresponsively would be viewed as prohibited promotion (! themsljournal.com) (") www.jdsupra.com).

MSL role evolution. The Medical Science Liaison role emerged in the 1960s (credit often given to Upjohn
Company) to bridge clinical science and the commercial organization. Unlike sales reps whose primary role is to
promote product usage, MSLs are clinicians or scientists (often MDs or PhDs) whose focus is on scientific
exchange with healthcare experts. Over decades, the MSL function expanded, especially post-2000 when
government scrutiny on marketing intensified (I'°) www.mslinstitute.org). The Office of Inspector General (OIG)
and industry codes (e.g., PhRMA Code) began to delineate field medical from sales responsibilities. Today, MSLs
are positioned as “scientific experts in the field,” whose objective is to communicate factual medical data,
gather insights, and support patients’ access to therapy—not to drive sales (!'*) pmc.ncbi.nim.nih.gov) ()

pmc.ncbi.nim.nih.gov).

Compliance wall organization. To prevent line blurring, companies enforce a strict “firewall” or " compliance
wall" between Medical Affairs and Commercial functions. This has formal and informal aspects. Formally, MSLs
often report to Medical Affairs leadership (sometimes even at the VP or CMO level) and are compensated on
scientific metrics, not sales targets (\'°' pmc.ncbi.nim.nih.gov) (/) pme.nchi.nim.nih.gov). They typically do not
handle samples, co-pay programs, or promotional materials. Informally, MSLs are explicitly instructed that they
may only have scientific, non-promotional conversations. The FDA and enforcement agencies treat any joint
activity wherein an MSL might promote as a red flag. For example, the recently updated MSL professional
guidelines urge that if off-label topics come up with a customer, the accompanying sales rep should promptly
exit the meeting ("°! pmc.ncbinim.nih.gov). In practice, Medical Affairs and Compliance departments create
policies, scripts, and training to ensure MSLs stick to labeled indications and answer only factual medical
inquiries.

The upshot is that MSLs have limited, compliant access to off-label data, whereas sales reps do not. This
boundary is reinforced by law, case history, and company policy.The following sections detail the regulatory
framework, role distinctions, enforcement evidence, and practical controls behind this dual standard. All claims
are supported by legal texts, industry guidance, and real-world cases.

Regulatory and Legal Framework

FDA Misbranding Laws and Off-Label Promotion

Under the Federal Food, Drug, and Cosmetic Act (FDCA), a drug is misbranded if it is marketed with false or
misleading labeling or lacks “adequate directions for use” (*) themsljournal.com). Approved drug labels include
the specific indications, dosing, and usage the FDA has verified for safety and efficacy. Promoting a use not
described on the label means that those directions of use are not on the bottle — thus, the drug is deemed
misbranded ([81 themsljournal.com). The FDCA (e.g. 21 U.S.C. §331(d)) makes it illegal to introduce a misbranded

drug into interstate commerce (' www.everyersreport.com) (1) themsljournal.com). In plain terms:

e Physicians may prescribe off-label. Once legally approved, a medication may be prescribed “on any
medically acceptable indication” by a doctor (the “practice of medicine” exemption). FDA Guidance
acknowledges that “physicians are permitted to prescribe drugs ‘off-label’.. however, the FDA prohibits
pharmaceutical companies from engaging in direct promotion of those unapproved uses” (%

pmc.ncbi.nim.nih.gov).
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¢ Manufacturers may not promote off-label. The FDA and courts have consistently held that any
promotional claims about unapproved uses violate labeling laws. According to a Congressional Research
Service report, "Although a physician may prescribe a drug for off-label uses, a pharmaceutical
manufacturer may not market or promote uses of a drug other than those on the label” (/"]
www.everycrsreport.com). Similarly, a landmark article states, "Physicians are permitted to prescribe drugs
'off label'.. However, the FDA prohibits pharmaceutical companies from engaging in direct promotion of

those unapproved uses” (*/ pmc.nebi.nlm.nih.gov).

Even truthful statements, if delivered in a promotional context, can trigger enforcement. U.S. v. Caronia (2012)
famously held that banning some forms of truthful speech might implicate the First Amendment, but the
practical effect is narrow: the FDA still considers labeling violations outside of pure “scientific exchange” to be
prosecutable. The FDA's position remains that its approvable uses define the legal marketing boundary (/"

www.everycrsreport.com) ({8 themsljournal.com).

Industry Guidance and Precedents

The FDA and industry have issued guidance to clarify off-label communications, but these do not override the
law. In January 2009 the FDA published final Good Reprint Practices (Draft) guidance for distributing
medical/scientific reprints on unapproved uses. It stipulates conditions (e.g. article publication in peer-reviewed
journal, balanced information, FDA-required disclaimers, no manipulation of content) under which FDA would
not consider sending such reprints as evidence of promotional intent (' themsljournal.com) (1!
themsljournal.com). The emphasis is on unbiased and educational distribution.

Similarly, after industry petitions and a public hearing, FDA issued draft guidance (and a later 2014 final) on
Responding to Unsolicited Off-Label Requests. The guidance permits companies to reply to unsolicited off-label
inquiries in a reliable and appropriate way, without fear that those responses will be construed as an intent to

21 www.jdsupra.com). As one legal commentary notes, under draft policy “if a firm

promote the unapproved use (
responds to unsolicited requests in the manner described, the agency does not intend to use such responses
‘as evidence of the firm’s intent that its product be used for an unapproved use'” (\'?) www.jdsupra.com).

However, FDA “narrowly construes what would constitute an ‘unsolicited’ request” and stresses that the firm

must respond with carefully balanced information (I'?! www.jdsupra.com).

In short, only limited communication is allowed: distribution of published data and factual answers to
unsolicited questions. Companies remain responsible for ensuring no promotions are made. Any cooperative
effort to bring up off-label topics would negate the protection. The “compliance wall” between Medical Affairs
and Commercial is one structural measure to ensure that only properly trained MSLs handle such interactions.

Misconceptions of a “Safe Harbor"”

It is sometimes said there is a “safe harbor” for off-label discussions in Medical Affairs — but this is misleading.
The safe harbor language in FDAMA 8401, which temporarily shielded companies under strict conditions,
expired in 2006 () www.everycrsreport.com) (1'°F www.everycrsreport.com). FDA guidances (Good Reprints,
unsolicited requests) are guidance, not law, and can be reversed or challenged. Companies and MSLs must
operate under the underlying FDCA authorities. As one industry compliance expert bluntly warns, MSLs should
not assume a "medical affairs exemption” in off-label communication — “there is NO ‘Safe Harbor' special to
Medical Science Liaisons” (I'®! intuitionlabs.ai). While MSLs have more latitude than sales reps, they are not free
to discuss any off-label use at will; their activities are still bound by the same misbranding law, just in a more

controlled context.
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MSL vs. Commercial Rep: Roles and Boundaries

To understand why MSLs and sales reps play by different rules, one must appreciate the intended role of each.
Medical Affairs (including MSLs) and Commercial are complementary but distinct functions.

The MSL (Medical Science Liaison) Role

An MSL is a clinical/scientific expert embedded in a pharmaceutical company'’s field teams. Typical
qualifications are advanced degrees (MD, PharmD, PhD) in relevant fields ( ) (
). Their core responsibilities include:

e Scientific Exchange and Education: MSLs engage KOLs and healthcare experts in two-way dialogue about disease states,
clinical data, safety updates, and product mechanisms. They deliver presentations (e.g. at roundtables, advisory boards,
conferences) that are strictly educational, covering the state of the science. Critically, when MSLs discuss treatments, their
materials and speech must adhere only to approved labeling unless specifically asked about unapproved uses. As one

position statement notes, MSL communications “typically involve... responses to requests for off-label information” (

) —i.e. MSLs answer questions but do not initiate off-label topics.

e Evidence Generation: MSLs might identify insights that inform research—suggesting new indications or patient groups
worth studying. They facilitate investigator-initiated trials and provide scientific support to clinical development teams.

e Insights Gathering: MSLs collect field intelligence on scientific opinion leaders' perceptions, prescribing behavior, and
unmet medical needs, to inform marketing and R&D. They are trained to observe and report, not to coerce prescription
behaviors.

MSLs are expected to be highly compliant. Their communications must be factual, balanced, and non-
commercial tone. They do not use promotional slides or adorn discussions with product profit pitches. Instead,
they focus on unbiased data. For example, internal guidelines state that scientific exchange “should never
contain false or misleading information, or omit or select information which... could lead to misleading the
stakeholder” ( ).

Furthermore, all MSL interactions—especially those involving off-label questions—should be properly
documented. Companies typically require that an MSL logs any unsolicited off-label request and the information
given, as part of a compliance review trail ( ) ( ). Critically, MSLs
should not have sales targets. Indeed, consensus guidelines emphasize that MSLs “should not have sales
targets as key performance indicators” ( ) ( ). This clear separation
(no sales bonus tied to Rx volume) is a key element of the compliance firewall. For example, an industry position
paper explains that MSL metrics “should demonstrate the need for scientific engagement” rather than push
sales, and strongly recommends MSLs report into Medical Affairs to maintain autonomy ( )

( ).

The Commercial Rep (Sales Representative) Role

Commercial or Field Sales Representatives are the promotional arm of the company. Typically trained in
marketing and sales (often with less advanced scientific background), sales reps’ primary metrics are
prescriptions written and revenue targets. Their approved messaging is the FDA-approved label plus any
company-approved promotional materials, which by law can only mention on-label indications. The core duty of
a sales rep is to “detail” physicians on how to use the product within its label and to convince them (through
FDA-approved claims) to prescribe more.
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Consequently, any conversation that extends beyond the label is fraught. Even if an HCP asks an off-label
question, sales reps are generally instructed to limit their response to published approved claims or to politely
defer to Medical Affairs. This is because if a rep provides off-label recommendations—even if true and
requested—it could be construed as promotional intent. The FDA guidance on unsolicited requests (2011
draft/2014 final) specifically implies that responses must not come from sales, and that sales reps should not
encourage such inquiries (! themsljournal.com). In short, the compliance expectation is that sales reps stick to
the label at all times. Indeed, allowing sales reps to discuss off-label would collapse the compliance wall
entirely, inviting legal risk.

Regulatory Distinction: Promotional vs. Scientific Exchange

The essential legal distinction is promotional intent. Companies are expected to draw a bright line between
“promotional content” (handled by sales/marketing) and “scientific exchange content” (handled by Medical
Affairs). This concept is codified in internal policies and industry codes as "bright line rules."” For example, a
compliance framework describes “Thou Shalt Nots” of Medical Affairs to ensure that if the content is
promotional in nature, it belongs on the Commercial side, whereas truly data-centered dialogue is the MSL's

domain (12°! pharmacystandards.org).

From the FDA's perspective, even permissible communications (reprints, unsolicited answers) risk being
interpreted as intent unless properly managed. For sales reps, any substantive off-label mention is presumed
promotional, whereas Medical Affairs can rebut that assumption by following scrupulous procedures (element
of being unsolicited, balanced, documented). Thus, in practice:

e MSLs can initiate discussions on approved uses or when the HCP themselves raises an off-label
question, but must answer with balanced scientific information. They may share published study results
or safety data that incidentally pertain to off-label uses (e.g. emerging literature) so long as they also
discuss risks, use disclaimers, and frame everything in an educational context (W themsljournal.com) ([31

pmc.ncbi.nlm.nih.gov).

e Sales reps must avoid initiating off-label topics entirely. Even responding to questions is risky. Most
companies train sales to simply say, “I'm not a medical expert, but our Medical Affairs department has
resources on that; can | put you in touch?” This is not statute but a common policy to keep promotions safe.

Industry Codes and Corporate Policies

Beyond FDA law, codes of conduct reinforce the wall. The PhRMA Code of Ethics (U.S.) and equivalent EFPIA
Code (Europe) require that scientific promotion be separate from marketing. For instance, the PhARMA Code
(2019) states that sales reps must be trained to only discuss approved indications and to support their findings
with peer-reviewed publications when relevant (!*! themsljournal.com). It requires MSLs to have no sales
incentives and to operate “non-promotional” communications. Corporate Integrity Agreements (CIAs) from
DOJ/OCR settlements often explicitly list Medical Affairs firewalls as a compliance requirement following off-

label cases.

As one compliance guide advises, “to achieve compliance is a team sport” that includes ensuring MSL
compensation doesn’t depend on sales, and that cross-functional meetings keep content consistent with official
labeling (*" intuitionlabs.ai) (""" pme.nebi.nim.nih.gov). Many companies formalize this with separate databases:
e.g. MSLs use a scientific inquiry CRM, while reps use a sales CRM, preventing casual information transfer. The
intent is to have a strong barrier: no under-the-table coordination on off-label messaging.
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Off-Label Communication in Practice

What MSLs Can Discuss

Unsolicited Scientific Exchange

MSLs may respond to genuine, unsolicited inquiries about off-label uses from qualified healthcare
professionals. This is a key exception recognized by FDA guidance. If a physician (or other qualified HCP)
proactively and specifically asks for information on an unapproved use, an MSL may legitimately provide it, as
long as the response is objective, balanced, and evidence-based (/! themsljournal.com) (/9!
pmec.nchi.nlm.nih.gov). For example, if an oncologist asks whether the company has any data on a chemotherapy
agent in a particular rare cancer, the MSL can discuss relevant research findings (published studies, ongoing
trials) if available. The answer must include both efficacy and safety data, contextualize the level of evidence,
and adhere strictly to facts.

This freedom to inform HCPs is grounded in the need to support medical decision-making. The MSL's guiding
principle is that patients benefit when physicians have the full spectrum of credible information. MSL training
emphasizes that HCPs often know off-label uses exist, but may lack data. Providing peer-reviewed results or
preliminary trial outcomes can therefore be medically valuable. Nonetheless, all such answers must comply with
“Good Reprint Practices” standards and be vetted if in writing (' themsljournal.com) (1! themsljournal.com).
Typically, MSL responses in writing (e.g. slide decks or formal letters) are reviewed by medical-legal
beforehand.

Approvals and Disclaimers

When discussing an off-label topic, MSLs habitually include explicit disclaimers. For instance, slides or literature
given in these contexts carry statements like “This use is not FDA-approved,; data are being evaluated." All
materials must balance risk and benefit information (I*! themsljournal.com). If an MSL chooses to give a medical
journal reprint that discusses an off-label trial, it should include the FDA-approved label as a reference and point
out that the article describes an investigational use (!*) themsljournal.com). These practices align with FDA's
“Good Reprint Practices” guidance which explicitly says distributors must ensure content is fair and not

promotional (Hﬂ themsljournal.com) (W themsljournal.com).

Internal Controls

Within the compliance wall, Medical Affairs implements controls to ensure MSLs stay within bounds. Some
companies, for example, require MSLs to notify their compliance or medical review teams any time off-label info
is given. Logs are kept so that regulators or internal auditors can verify that all field medical information was
indeed in response to specific queries and that it was factual. This documentation is crucial. One MSL
compliance manual advises that even if MSLs do answer an unsolicited question, the request and the response
“should be documented in writing as part of a compliance record” ("*?! intuitionlabs.ai). It cites MSL guidelines
recommending a formal log of all such exchanges ([221 intuitionlabs.ai). In practice, MSLs often email a blank
copy of the corresponding approved label with any off-label data, and all colleagues (medical reviewers,
regional directors) are cc'd. This transparency ensures the off-label dialogue cannot be construed as
surreptitious.
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What Sales Reps May Do

Under FDA law, sales reps may answer unprompted safety questions if strictly medical (e.g. mode of action,
known adverse effects), since safety information is on-label. They may also provide copies of the approved label
or company-approved disease interference statements (e.g. epidemiology of a condition) even if it indirectly
relates to off-label topics. However, sales reps must never volunteer off-label treatment advice or anecdotes.
Even in a Q&A, reps are trained to only recite label content: for example, “That use isn't indicated. Let me
provide you with the official prescribing information on what it is indicated for." If an HCP explicitly inquires
about an off-label use, best practice often says the rep should redirect: “I'm not qualified to answer; let me get
you the appropriate expert.” This essentially means steering the question to Medical Affairs or leaving the
meeting if not possible.

Companies typically enforce this with strict policies. Many internal manuals use phrases like "any discussion of
unapproved use must stop immediately and further questions should be redirected to MSL or medical
information”. In the MSL position statement, one compliance concern explicitly notes that if off-label discussion
arises, "it is appropriate for the sales colleague to leave the meeting” ( ). This
institutionalized separation underpins the practical compliance wall: off-label science is foreign territory for
sales teams.

Examples of Allowed and Prohibited Scenarios

The IntuitionLabs compliance guide (summarizing industry best-practices) offers illustrative scenarios. For
example, if an HCP asks, “Can | use the drug for pediatric seizures?” an MSL may answer with balanced
literature ( ). In contrast, if a sales rep hears that question, company policy is to handle it
according to similar principles for any rep- e.g. providing the official label and offering to have a medical
contact follow up. Any attempt by the rep to answer with slide presentations on efficacy in children would
violate the rules. Other scenarios (like facilitating third-party medical education not controlled by the company)
are tightly regulated: non-company-sponsored CME programs may cover off-label content as long as they are
truly independent of commercial influence ( ).

Overall, the distinction rests on intent and context: MSLs are institutionally “allowed” to discuss off-label uses
only as part of bona fide scientific exchange, not as sales pitches, and always under compliance guardrails.
Commercial reps have no such remit; any off-label detail they give is presumptively promotional and generally
prohibited.

Evidence and Data Analysis

Off-Label Usage in Medicine

To appreciate the scale of off-label use, consider that a substantial minority of prescriptions are off-label. (This
is usage by doctors, not what companies promote.) One analysis of U.S. office-based prescribing found that in
2001 roughly 21% of prescriptions were for off-label indications across a wide range of therapies (

). Certain classes had even higher rates: for example, anticonvulsants and some
cardiovascular drugs showed ~46% off-label use ( ). While these figures vary by
specialty and geography, they underscore that off-label prescribing is common and often clinically justified (e.g.
pediatric, orphan populations lack labeled data).
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However, just because doctors prescribe off-label doesn’t mean companies can communicate about those uses.
As one educational piece notes, “once the FDA approves a drug, physicians can legally prescribe ... allowing
physicians to prescribe drugs for off-label usage is an accepted and necessary corollary to the FDA’'s mission”
(1261 www.dermatologytimes.com). The implication is that patient access might benefit from information about
beneficial off-label uses. But the flip side is that commercial promotion of those uses is illegal because, in the
law's view, the patient-protective review of safety/efficacy for that indication has not occurred.

Enforcement Statistics

Regulators have thrown the book at many companies for off-label promotion. The financial penalties are massive
and well-documented. One systematic analysis by Kesselheim et al. (2011) reviewed 41 whistleblower
complaints (1996-2010) across 18 cases and found a cumulative US$7.9 billion in recoveries from off-label
marketing schemes (1?7 pme.nebi.nim.nih.gov). This highlights the scale: on average, nearly half a billion per
case. Major settlements include:

o Pfizer/Warner-Lambert (Neurontin) — $430 million in 2004 (I8! ahrp.org). (Whistleblower MSL David
Franklin received ~$24.6M of this (\° www.chsnews.com).)

o GSK (Paxil/Wellbutrin) - $3.0 billion in 2012 (:°! www.justice.gov), the largest criminal/civil pharma
settlement ever at the time. GSK pleaded guilty to misbranding (counts of off-label promotion) for Paxil and
Wellbutrin (157 www.justice.gov).

« J&J (Risperdal, Invega, Natrecor) — $2.2 billion in 2013 (1?°) www.biopharminternational.com). Charges
included promoting these drugs for unapproved uses (especially pediatric Risperdal), along with kickbacks.

e GlaxoSmithKline (Advair, Wellbutrin, Paxil) — Landmark $3.0 billion DOJ settlement in 2012 (see above)
plus an earlier $105 million in 2014 to settle state-off-label marketing charges ("°°) www.fiercepharma.com)

(%1 www.justice.gov).

o Allegan/Cephalon (Provigil/Actiq) — About $667 million in 2008 for off-label marketing (not tabulated
here).

e Johnson & Johnson subsidiary Neurontin's cases (same as Pfizer list above).

e FEtc.: Virtually every large drugmaker (Pfizer, Merck, Lilly, AstraZeneca, etc.) has faced hundreds of millions

for off-label schemes over the past two decades ("°" www.contractpharma.com) (I°) www.cbsnews.com).

These enforcement actions often began with sales representatives’ deceptive practices. Whistleblowers were
frequently former sales or marketing employees who reported that the company was instructing reps to push
off-label uses. For example, in the Neurontin case, reps had been paid “speakers’ fees” to promote unapproved
uses. Such cases serve as cautionary proof of what happens when the compliance wall fails.

The Cost of Compliance Lapses

The compliance wall is thus not just theoretical—it is economically enforced. Companies suffering big fines

invariably face remediations that tighten the wall further: new policies, compliance officer oversight, and even
structural changes. After the Risperdal settlement, Johnson & Johnson entered a five-year Corporate Integrity
Agreement (CIA) requiring stricter separation of medical and sales functions. Similarly, GSK's massive penalty

came with mandated compliance reforms and executive certifications.

By contrast, companies with rigorous compliance programs for MSLs can avoid such liability. Industry surveys
(though proprietary) suggest that senior medical affairs professionals emphasize “compliance culture” as a top
priority. One FiercePharma article noted that top MSL teams view compliance not as an obstacle but as part of

© 2025 IntuitionLabs.ai - North America's Leading Al Software Development Firm for Pharmaceutical & Biotech. All rights reserved. Page 9 of 16


https://www.dermatologytimes.com/view/your-pharmaceutical-rep-how-much-information-can-heshe-give-about-label-use#:~:text=Once%20the%20FDA%20approves%20a,encourages%20such%20a%20physician%20approach
https://pmc.ncbi.nlm.nih.gov/articles/PMC3071370/#:~:text=the%20practices%20used%20to%20achieve,three%20non%E2%80%93mutually%20exclusive%20goals%3A%20expansions
https://ahrp.org/pfizer-admits-guilt-in-promotion-of-neurontin-agrees-to-pay-430-million/#:~:text=A%20lawsuit%20initiated%20by%20Dr,an%20example%20of%20contemporary%20drug
https://www.cbsnews.com/news/drug-whistleblower-collects-24m/#:~:text=Pfizer%20Inc,for%20one%20of%20its%20drugs
https://www.justice.gov/opa/pr/2012/July/12-civ-842.html#:~:text=GSK%20agreed%20to%20plead%20guilty,District%20Court
https://www.justice.gov/opa/pr/2012/July/12-civ-842.html#:~:text=GSK%20agreed%20to%20plead%20guilty,District%20Court
https://www.biopharminternational.com/view/jj-fined-22-billion-label-marketing-and-kickbacks-0#:~:text=The%20US%20Department%20of%20Justice,72%20billion%2C%20the
https://www.fiercepharma.com/sales-and-marketing/glaxo-settles-multi-state-off-label-marketing-probe-105m-fine#:~:text=agreed%20to%20pay%20%24105%20million,and%20antidepressants%20Wellbutrin%20and%20Paxil
https://www.justice.gov/opa/pr/2012/July/12-civ-842.html#:~:text=GSK%20agreed%20to%20plead%20guilty,District%20Court
https://www.contractpharma.com/promoting-off-label-drug-uses/#:~:text=Many%20drug%20makers%2C%20in%20fact%2C,As%20far
https://www.cbsnews.com/news/drug-whistleblower-collects-24m/#:~:text=Pfizer%20Inc,for%20one%20of%20its%20drugs
https://intuitionlabs.ai/?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=off-label-promotion-why-msls-can-sales-reps-can-t.pdf
https://intuitionlabs.ai/articles/msl-off-label-promotion-compliance?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=off-label-promotion-why-msls-can-sales-reps-can-t.pdf
https://intuitionlabs.ai/?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=off-label-promotion-why-msls-can-sales-reps-can-t.pdf

E IntuitionLabs

IntuitionLabs - Custom Al Software Development
from the leading Al expert Adrien Laurent

Off-Label Promotion: Why MSLs Can & Sales Reps Can't

their duty, integrating regulatory expectations into their value proposition to the company (%!

pmc.ncbi.nlm.nih.gov).

Table 1 below contrasts MSL and sales activities regarding off-label communications:

Aspect

Primary Objective

Reporting Line

Incentives/KPIs

Communication Style

Discussion of Off-
Label

Materials Shared

Event Participation

Documentation/Audit

Medical Science Liaison (MSL)

Scientific exchange & medical

education; evidence generation;

insight gathering ([14]

pmc.ncbi.nlm.nih.gov).

Medical Affairs (often reports to
CMO/VP Medical or akin).

KOL engagement, number of
scientific events, publications
support, field intelligence. No sales

[15]

quotas ( pmc.ncbi.nim.nih.gov)

([7] pmc.nchi.nim.nih.gov).

Evidence-based, balanced, peer-to-
peer. Presents data (including
unpublished, clinical trial results) in
context.

Allowed only when responding to
genuine unsolicited medical

requests ([4] themsljournal.com)

(1191 pmc.ncbi.nim.nih.gov).

Answers must cite scientific
literature, include full safety/risk
context, disclaim unapproved
status, and be documented.

Scientific journal articles, clinical
trial data print-outs, safety/efficacy
updates. Internal slide decks (non-
promotional) — all pre-approved by
Medical Affairs.

Facilitates independent CME,
advisory boards, scientific
congresses as educators. Cannot
influence content in promotional

([24]

programs themsljournal.com).

Every medical interaction (including
off-label queries) is logged in MSL
system; all communications
undergo medical/legal review.
Compliance audits focus on
ensuring balance and
documentation.

Commercial Sales
Representative

Promote product and drive
on-label sales. Sales

targets/quotas.

Commercial/Marketing
(reports to Sales
leadership).

Sales volume, market share,
prescriptions. Targets linked
to sales numbers.

Promotional messaging.
Presents key product
benefits within label using
approved scripts and
brochures.

Prohibited to initiate or
promote off-label uses. May
only repeat label or
approved insert. If off-label
is raised, rep must defer to
Medical Affairs.

Company-approved
promotional slides,
brochures, and prescribing
info only.

Leads promotional meetings,
speaker programs for
approved indications, sales
calls.

CRM records for sales visits,
but no off-label entries.
Sales training includes
avoiding prohibited topics.
Off-label slip-ups trigger
investigation.

Notes/References

MSL mission: "unbiased
scientific information” (W”
pmc.ncbi.nim.nih.gov). Sales
mission: maximize
prescriptions.

MSL autonomy emphasised to
maintain non-promotional role
([3] pmc.nchi.nim.nih.gov) ([7]

pmc.ncbi.nim.nih.gov).

Guidelines: "MSLs should not

have sales targets... KPI"” ([15]

pmc.nchi.nim.nih.gov) (m

pmc.ncbi.nim.nih.gov).

MSL guidelines forbid
promotional claims ([33]

pmc.ncbi.nim.nih.gov).

FDA: "sales reps may not detail
off-label uses.” GMP guidance
requires HCP inquiries to be
unsolicited ([A]
themsljournal.com) (“9]

pmec.ncbi.nlm.nih.gov).

Good Reprint Practices allow
sending literature under
conditions (mJ
themsljournal.com);
otherwise, promotional
materials must conform to
label.

Regulator stance: any
company-controlled event must

only cover approved uses ([8]

themsljournal.com).

Guidance expects companies
to “monitor MSLs' practices

and identify any gray zones”
([34] intuitionlabs.ai). Non-
compliance examples:

unmatched messaging, etc.
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Table 1: Comparison of MSL vs Commercial Sales Roles in Off-Label Communications (illustrative, based on
industry standards and guidance).

Case Studies and Real-World Examples

Several notable enforcement actions and industry cases illustrate the principles above and the dangers of
crossing the compliance wall. A few illustrative scenarios are:

e Neurontin (Gabapentin) — Pfizer (Warner-Lambert) 2004: Warner-Lambert pleaded guilty to off-label promotion for the

anti-seizure drug Neurontin, agreeing to pay $430 million ([28] ahrp.org). Doctors prescribed Neurontin widely for pain and
psychiatric conditions despite lack of FDA approval. Pfizer's sales reps had been "detail [ing] physicians on unapproved
uses." The chief whistleblower was Dr. David Franklin, a Ph.D. neurologist and MSL at Warner—-Lambert. He exposed that
MSLs and reps were coached to personalizing off-label pitches to doctors, with financial incentives disguised as

"educational” speaker fees. Franklin ultimately received $24.6M of the settlement ([5] www.cbsnews.com). This
prosecution underscores: when MSLs abandon scientific neutrality (as Franklin alleged his manager coached him to do), it
triggered the full force of the law. Today, MSLs are reminded of Franklin's story as a caution: never let sales blur your
message.

e Risks and KOL Engagement: In another example, alloactum, J&J's settlement (2013) spanned multiple drugs. The DOJ

found J&J marketed Risperdal, Invega, and Natrecor off-label (among many issues) ([29]
www.biopharminternational.com). Notably, J&J was accused of encouraging physicians to use Risperdal “for the
behavioral symptoms of dementia in elderly patients,” a dangerous off-label practice. Many of these efforts involved
interactions that appeared as independent medical forums but were covertly influenced by the company. Such schemes
often implicate MSLs if they are involved. In whistleblower filings, it was common to find allegations like "sales reps bring in
MSLs to talks and tell them to talk about off-label use of drug X" (as described by the MSL Institute’'s compliance guidelines

([35] www.mslinstitute.org)). In the Risperdal case, J&J's fine ($2.2B ([29] www.biopharminternational.com)) and its
required CIA likely included actions applicable to Medical Affairs (e.g., internal surveillance of medical presentations).

e Pfizer 2009 Kickback/Off-Label Cases: Although not off-label promotions per se, Pfizer's later penalties (e.g., $1.2B in
2009 for Bextra, Geodon, etc.) involved both misbranding and kickbacks. These reinforce that any attempt to fudge
boundaries (even paying doctors to give "educational” talks) can lead to enforcement ([361 ahrp.org) ([37]

www.biopharminternational.com).

e Amarin Pharma and Free Speech (2015): While not a violation example, the Amarin case is instructive. Amarin sued FDA
for the right to share peer-reviewed data about its fish oil drug (Vascepa) for an unapproved use (persistent high
triglycerides). A court ultimately held that truthful, non-misleading off-label speech could not be prosecuted ([38]
www.contractpharma.com). However, Amarin’s plan was to use jts sales force to distribute this info (which FDA worried
would become promotion). The ruling had limited scope but reflects ongoing debate. Importantly, Amarin still had to comply
with safe-harbor preparations: only responding to inquiries, including disclaimers, etc., aligning with Medical Affairs’
playbook. (One industry article notes Amarin’s goal was to free its “sales people [from fear]” of prosecution ([39]

www.contractpharma.com); their solution was still essentially an MSL-type educational campaign, not a standard sales

pitch.)

e Case Study - Rolling Out Off-label Info: Some companies have successfully used MSLs to safely disseminate off-label
research under stringent compliance. For example, when a physician asks about an unapproved pediatric use, an MSL might
prepare a one-page balanced summary (with references) showing relevant trial results, noting efficacy trends but also
quoting known risks. This handout often explicitly cites the official label and includes the box “Unapproved Use. This
information is provided at the physician’s request.” These "medical inquiry letters” can be shared by MSLs. By contrast, if
that scenario involved a sales rep handing out the same slide, it would violate company rules and FDA law.

e International Perspectives: In Europe, off-label promotion is also banned by law (EU Directive 2001/83/EC prohibits
advertising prescription-only drugs except under strictly controlled scientific contexts). While FDA governs U.S. MSL
practices, many multinational companies align global policies. For example, the European Federation of Pharmaceutical
Industries (EFPIA) Code bans off-label product promotion by either commercial or medical staff. In markets like Japan,
regulators also require clear separation. Thus, MSLs worldwide adhere to the same principle: no promotional off-label
discussions, only scientific exchange.
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Discussion and Future Directions

The distinction between MSL and sales in off-label discussions is sometimes a source of confusion within the
industry. Some stakeholders worry that it hampers the flow of useful medical information from companies to
doctors. Critics argue that education on off-label uses (which may be clinically important) is being unduly gated
behind this wall. Proponents counter that the safeguards are necessary to ensure patient safety and to avoid
“"shadow marketing” by sales disguised as MSL talks.

Balancing Ethics and Compliance: Ethical practice demands that physicians have access to relevant data for
optimal patient care. Indeed, when off-label use is standard of care (e.g. many pediatric uses), some argue
companies should communicate proactively. The FDA's stance is cautious: it acknowledges that for some patient
groups, off-label prescribing is medically necessary, but it denies that that necessity alone permits pro-active
marketing. The law's baseline is that therapies should be proven safe and effective for each indication.
Therefore, the compliance wall is an attempt to balance two values: encouraging scientific discussion versus
preventing profit-driven misinformation. Current policy achieves this by compartmentalizing discussions so that
only the qualifiably scientific MSL voice (not the sales voice) touches off-label content.

Evolving Communication Channels: The digital age presents new challenges. Doctors increasingly seek
information online or via social media. In principle, MSLs (or Medical Info departments) can post peer-reviewed
article summaries on LinkedIn or company websites, but even that is carefully monitored. Exactly where the
compliance wall stands in digital communications is murky. Companies must ensure that MSL social posts are
strictly educational, and many keep Medical Affairs social media tightly locked-down. Chatbots and Al tools are
emerging: will an MSL-guided Al advisor be allowed to answer off-label questions for providers? Current
practice advises caution.

Training and Corporate Culture: Future-proofing the compliance wall relies on training and culture. Case
studies (like Neurontin) show that if even one manager tells MSLs to slip in off-label talking points, catastrophic
fines follow. Thus, best-practice companies invest heavily in compliance training for MSLs. Simulations, role-
play, and continuous audits are common. A “tone at the middle,” not just the top, is needed (/“°!
pharmaphorum.com). Top MSL programs explicitly reward compliance (e.g. MSLs get uncanny plaque for
catching an off-label slip-up (1" intuitionlabs.ai) [16TL321L.88-1L97). Peace of mind comes from multiple review
layers: Medical Affairs, Regulatory, Legal all vet MSL materials. Trends and Insights: The compliance wall has
not had major cracks in recent years, in spite of some legal challenges. Companies have no incentive to
dismantle it: off-label promotion settlements can be existentially severe (some smaller companies have
collapsed under fines). Instead, the trend is toward more stringent medical affairs compliance. For example: -
Integration of Medical Affairs Metrics: There is a push to evolve MSL performance evaluations away from any
sales proxies. KPlIs are shifting to purely scientific measures (publication support, thought-leader engagement)

(") pme.nebinim.nih.gov) () pme.nebi.nim.nin.gov). This ensures MSLs remain scientists, not quasi-salespeople.

e Collaboration with Access Teams: As payer landscape grows complex, MSLs also increasingly liaise with market-access
groups to discuss how reimbursement interacts with off-label uses. This adds complexity (now must ensure off-label
discussions with payors are also compliant).

e Regulatory Scrutiny of MSL Programs: Even proactive Medical Affairs must answer to oversight. For instance, some DOJ
settlements have included provisions that the Medical Science Liaison Director must certify all off-label communications are
compliant, or even that external MSL trainers be audited. CIAs may require MSL-specific monitoring by OIG.

e New Guidance Possibilities: Legal challenges continue. The Amarin case (not directly answered in FDA final guidance)
suggests companies might push further for clearer speech rights. The industry is watching whether FDA will update policies
to explicitly allow broader scientific exchange outside strict question-answer models. Some MSL experts argue the existing
guidance is overly restrictive and hampers dialogue. For now, though, no new rules have been issued beyond FDA's

codification that unsolicited, balanced discourse is permitted ([4] themsljournal.com) (“2] www.jdsupra.com).
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Conclusion

In summary, the reason MSLs can discuss off-label uses and sales reps cannot is founded on legal mandates
and enforced through corporate policy. The FDA and courts draw a firm line: promotional activities must be
tethered to approved labeling (!"' www.everycrsreport.com) (1 themsljournal.com). Because MSLs operate in a
non-promotional capacity, with no sales incentives and with an emphasis on scientific integrity, they are granted
a structured avenue to share clinically relevant data - including off-label information — when appropriate. Sales
representatives, by contrast, have the prohibitions that accompany their mission to sell. The “compliance wall"

between these functions is built to channel off-label discussions only through the MSL and under tight control.

Regulatory forebearance (FDA guidance, industry codes) has carved out narrow conditions that allow medical
education to continue while ostensibly protecting patients from unchecked marketing. All sources emphasize
that the wall can never be breached without risk. High-profile enforcement actions (Pfizer, GSK, J&J, and
others) repeatedly demonstrate that if promotional intent taints any off-label communication, severe penalties
will ensue (11 www.chsnews.com) (1°0 www.justice.gov). Every best-practice guideline profiled here underscores
that MSLs must document their interactions, remain unbiased, and be vigilant not to slip into sales speak (W
themsljournal.com) () pme.nchinim.nih.gov). In short, MSLs exist to “safely” answer the scientific questions that
physicians will ask; by contrast, commercial reps must err on the side of silence about unapproved uses.

Looking ahead, the line between education and promotion will doubtless be tested as communication channels
evolve. Nonetheless, the current legal and compliance framework is explicit: only non-promotional, validated
scientific exchange (as conducted by trained MSLs) is permissible when it comes to off-label content (/7!
pme.ncbi.nlm.nih.gov) (°! pme.nebi.nim.nih.gov). Companies that maintain rigorous firewalls can harness the
valuable role of MSLs without running afoul of the law. All claims and data in this report have been sourced from
authoritative regulations, peer-reviewed analyses, and documented case outcomes to provide a thorough,
evidence-based understanding of this crucial compliance distinction.
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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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