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Abstract 

Although the pharmaceutical business is a major force in the advancement of healthcare, questions continue to 

be raised about the moral limits of medication marketing strategies, especially when it comes to off-label 

promotion. This review study sheds light on the tactics and procedures used in pharmaceutical off-label 

marketing by undertaking a thorough retrospective analysis of whistleblower allegations. We investigate the 

many facets of off-label promotion, looking at the techniques, goals, and outcomes by combining data from 

industry practises, legal cases, and regulatory actions. 

Apart from analysing the adverse effects linked to off-label marketing, this assessment pinpoints possible 

domains for enhancement in regulatory structures and enforcement protocols. Our objective is to offer valuable 

insights that can guide the formulation of future policies and industry practises by critically evaluating past 

cases. In the end, this research adds to the continuing conversation on the moral issues raised by 

pharmaceutical marketing and the necessity of finding a balance between patient welfare, innovation, and 

regulatory compliance in the rapidly changing healthcare environment. 
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Introduction 

Regulatory agencies allow "labelled" applications of prescription drugs after determining their safety and 

efficacy based on preclinical and clinical research (Alexander, 2005b), however, medications are recommended 

off-label without going through stringent regulations. Marketing approval requires completing the approval 

process (Gupta & Nayak, 2014).Companies are not allowed to promote medications off-label, for an unapproved 

use, or in an unapproved form, dose, or strength, according to EU legislation. The fundamental justification for 

prohibiting off-label advertising is the potential for significant patient hazards and unwarranted costs to the 

healthcare system associated with promoting medications whose efficacy and safety have not been 

established.(Vilhelmsson et al., 2016). The US Food and Drug Administration (FDA) has permitted direct-to-

consumer (DTC) pharmaceutical advertising since 1985 (Kesselheim, 2011a). While detractors contend that 

DTC advertising erodes the patient-physician relationship, supporters contend that it gives patients useful 

information and gives them the power to make medical decisions, and connections, which results in improper 

prescription procedures, and raises the cost of healthcare(Klara et al., 2018). However, the occurrence of off-

label use is not limited to a single country or to extremely specialized clinical conditions. Off-label use is a 

global issue with similar dimensions published in North America and several European nations(Kazis et al., 

2019b). In all drug classes are implicated, kids. Not even roughly 60% of Essential countermeasures for 

poisoning treatments must be given off-label medication in kids(Boos, 2003).Since off-label marketing 

operations are clandestine and challenging to identify and investigate through alternative channels, insider 

reports offer a distinctively revealing viewpoint on the variety and character of tactics used(“Off-Label” Use of 

Prescription Drugs: Legal, Clinical and Policy Considerations, 1997). 
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Ninety percent of healthcare fraud prosecutions at this time are "qui tam" cases, meaning that the government 

files the lawsuit on behalf of whistleblowers who have firsthand knowledge of the alleged fraud. 5 Qui tam 

comes from the Latin qui tam pro domino rege quam pro se ipso in hac parte sequitur, which translates as "who 

sues in this issue as well for the king as for himself." A share of the reward could be obtained by the 

whistleblower if a qui tam action results in a cash recovery(Kesselheim et al., 2010). 

 

Whistleblower Complaints in the Pharmaceutical Industry 

The pharmaceutical industry's whistleblower allegations have been instrumental in bringing illegal and unethical 

behavior to light (Kimland & Odlind, 2012). This review article's subtopic delves into the importance, workings, 

and results of whistleblower complaints in the pharmaceutical industry (Mostaghim et al., 2017). It emphasizes 

how people who come forward with reports of wrongdoing act as defenders of patient safety and industry 

integrity(Mulinari, 2016). 

 

The Importance of Reports from Whistleblowers  

Exposing Misconduct- The utilization of whistleblower complaints is a crucial mechanism in detecting several 

sorts of misconduct within the pharmaceutical sector(Conroy & McIntyre, 2005). Due to these concerns, 

behaviors that may have stayed undiscovered, like off-label marketing, fake research, and misleading marketing 

strategies, have come to light(Casali, 2007). 

Preserving Public Health and Patients Whistleblowers frequently reveal activities that endanger public health 

and patient safety. (A, 2016a) 

 

Role of Whistleblowers 

Often, the crime that someone wants to report is actually being perpetrated within their company, possibly by a 

senior officer.  

1. Find and reveal misconduct. Whistleblowers frequently sound the first alarm when they discover misconduct 

within their company(Kazis et al., 2019b). They might also learn about unethical actions like harassment or 

discrimination. Whistleblowers contribute to the exposure of these problems and the punishment of wrongdoers 

by speaking out and disclosing their concerns(Valverde, 2012). 

2. Guard the general welfare. Whistleblowing can aid in shielding the general population from danger. 

Whistleblowers have revealed financial wrongdoing, hazardous products, and environmental risks, for instance. 

Whistleblowers can help to stop harm and create a more just and safe society by revealing 

wrongdoing.(Kesselheim et al., 2010) 

3. Encourage accountability and openness. Inside organisations, whistleblowing can support the development of 

accountability and openness. The signal that misconduct will not be accepted is sent when whistleblowers come 

forward. Additionally, it compels businesses to reevaluate their rules and practises and take action to stop 

misconduct in the future(Greenwood, 2011). 

4. Encourage others to take a stand. Whistleblowers have the power to encourage others to expose 

misconduct(AMERICAN ACADEMY OF PEDIATRICS Uses of Drugs Not Described in the Package Insert (Off-

Label Uses) OFF-LABEL USE OF APPROVED DRUGS, 2002). When individuals witness successful 

whistleblowers uncovering misconduct and bringing about constructive change. This may have a cascading 

effect that results in a society that is more moral and equitable (Alexander, 2005a) 

Whistleblowers in the pharmaceutical industry are essential to maintaining public safety and health. They 

frequently sound the alarm when there is misconduct in the pharmaceutical industry, such as falsifying data 

from clinical trials, advertising medications for usage not authorized, and paying physicians to recommend 

medications, Drugs' advantages are overstated while their hazards are minimized. (Alexander, 2005b) 
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Legal Frameworks 

Whistleblowing is now widely defined by legislation to cover disclosures regarding a variety of wrongdoings, 

including unlawful activities, dangerous situations, and unethical behavior (Avid & Oldberg, 2006). This 

guarantees whistleblowers protection even in the event that they provide wrongdoing details that aren't 

specifically protected by the law(Halabi, 2018). The legal structure that controls the use of off-label medications 

differs from nation to nation. Because the FDA does not control medical practice in the US, doctors are free to 

prescribe medications for purposes other than those listed on the label. Discussions over the morality and 

legality of off-label prescribing have arisen as a result of this legal disparity (Mannion & Davies, 2015a) 

 

Strategies used in Off-labelled marketing 

Pharmacies may find it hazardous to engage in off-label marketing. The FDA may impose heavy fines and 

penalties on a business that markets a medication for off-label usage. Off-label marketing, however, has the 

potential to boost earnings and a drug's market share, so there are significant potential benefits as 

well(Kesselheim, 2011a). It is unreasonable to expect pharmaceutical corporations to monitor sales 

representatives' off-label promotion since it generates revenue for both the businesses and the 

representatives.(Fugh-Berman & Melnick, 2008). 

Pharmaceutical businesses market their products for off-label usage using a range of tactics. Among the most 

popular tactics are: 

 Direct marketing to doctors: This includes mailing them promotional materials like pamphlets and 

journal articles, as well as sending sales personnel to their offices to discuss off-label uses of 

medications(Mulinari et al., 2021). 

 Pharmaceutical firms frequently support medical conferences and symposiums where speakers address 

the usage of medications off-label(Kesselheim & Studdert, 2008) 

 Research funding: Drug firms have the option to provide funding for studies on off-label usage of their 

products, with the results published in medical journals (Cras et al., 2007). 

 Direct-to-consumer advertising: Pharmaceutical companies are permitted to directly advertise off-label 

applications of their drugs to consumers in certain countries(Boos, 2003b).  

 

Motives behind Off-Label Drug Usage  

Off-label drug use happens for a number of reasons, such as the following:  

a. Restricted therapy options: When a patient's approved options are reached, medical professionals may look 

into off-label alternatives.  

b. Emerging clinical evidence: New studies may show a medication is effective for a condition for which it was 

not originally licensed(Kesselheim, 2011b). 

c. Tailored patient care: Doctors can customize a patient's treatment to meet their specific needs by using off-

label medications.  

d. Financial considerations: Off-label use of a less costly prescription may be favored in some circumstances 

over an approved drug(Dusdal & Powell, 2021) 

 

Moral Connotations 

Patient Safety: Off-label marketing may put patients' safety at risk by promoting medications for uses that don't 

meet the strict guidelines and safety checks needed for authorised indications. Unknowingly taking drugs with 

questionable effectiveness and perhaps dangerous side effects can happen to patients(Wang et al., 2017). 

Knowledgeable Assent 
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It is the right of patients to make knowledgeable decisions regarding their medical care. Off-label marketing can 

make the process of informed consent more difficult if patients aren't aware of the possible hazards or off-label 

status of a medication. Concerns about patient autonomy and openness are brought up by this(Steinman et al., 

n.d.). 

Interest-related conflicts 

Pharmaceutical firms may have conflicts of interest when selling off-label applications because of their financial 

interest in promoting their medications. Financial incentives have the potential to sway healthcare providers' 

clinical judgement and make profit a higher priority than the health of their patients(Kazis et al., 2019a) 

 

Legal Repercussions 

Rules Regarding Off-Label Promotion 

Strict rules prohibiting off-label promotion have been put in place by regulatory bodies including the FDA in the 

US. Pharmacies are not allowed to promote pharmaceuticals for purposes that the FDA has not approved 

according to the Food, Drug, and Cosmetic Act. Legal repercussions, such as fines and other penalties, may 

follow violations of these regulations(Ballon & Feifel, 2006). 

Legal Repercussions for Drug Manufacturers 

The legal repercussions of off-label marketing have been illustrated by a number of well-known cases in the 

pharmaceutical sector. A record-breaking $2.3 billion settlement in the United States v. Pfizer case, for instance, 

brought attention to the possible financial consequences of off-label marketing(Mckean & Monasterio, n.d.). 

Whistleblower Actions  

The discovery of off-label marketing tactics has been mostly attributed to whistleblower efforts. People who 

have firsthand knowledge of a pharmaceutical company's illicit promotion may sue the corporation under the 

False Claims Act, which might result in large financial settlements and penalties for the business(Long & Watts, 

2013). 

 

Violations of FDA Regulations 

Unauthorized promotion of drug uses constitutes a primary avenue through which off-label marketing violates 

FDA regulations, as emphasized in studies (Heumann et al., 2013). FDA approval for specific uses involves 

rigorous clinical testing and safety assessments of drugs. Pharmaceutical companies are mandated to promote 

their medications to healthcare professionals and the public based on these approved uses. Contravening FDA 

regulations, even with some clinical support, occurs when a drug is promoted for off-label applications (Barbos 

et al., 2023). 

Pharmacies involved in off-label marketing may face legal consequences under FDA laws, with penalties 

encompassing substantial fines, civil settlements, and lawsuits filed under the False Claims Act. Noteworthy 

cases, such as United States v. Pfizer Inc, underscore the considerable financial penalties that pharmaceutical 

companies may incur for employing off-label marketing tactics (Skiba, n.d.), drawing attention to potential legal 

consequences. Off-label marketing by pharmaceutical corporations has the potential to disseminate inaccurate or 

incomplete information about a drug's safety and effectiveness for unapproved usage. Fabricating scientific data 

to support off-label applications may result in FDA infractions and legal repercussions (Mintzes, 2018).  

 

Patient Safety Concerns 

A significant concern regarding patient safety in the context of off-label marketing is the lack of comprehensive 

testing for uses of prescription drugs that are not officially authorized. The utilization of medications off-label 

means that patients may be subjected to treatments that have not undergone the same level of clinical scrutiny as 

those approved by the FDA (Rich, 2012). This situation introduces the potential for patients to face unexpected 

side effects, raising uncertainties about the safety and effectiveness of such medications. Individuals who take 

drugs off-label are exposed to the risk of encountering unforeseen adverse effects that may not have been 
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thoroughly studied or documented. When a medication is used for unapproved purposes, its safety profile may 

deviate, placing patients' health in jeopardy of unexpected adverse reactions (Bi, 2015). 

 

Whistleblower's Perspective 

A strong sense of ethical obligation and a dedication to patient safety are frequently the driving forces behind 

whistleblowers who reveal off-label marketing tactics (Emmerich et al., 2012). Their choice to come forward is 

motivated by their desire to correct the situation, safeguard the public, and maintain the integrity of the 

pharmaceutical sector after witnessing actions that endanger patients(A, 2016b). It is not a decision that is made 

lightly to expose off-label marketing. Whistleblowers frequently compare the moral obligation to expose 

wrongdoing versus the possible personal and professional dangers. Maintaining a culture of honesty and 

safeguarding patient welfare requires acknowledging the critical role that whistleblowers play in preserving 

ethical norms(McKean & Monasterio, 2014) 

 

FDA Actions and Enforcement 

 Pharmaceutical companies are prohibited by the FDA from directly promoting unapproved uses of drugs. This 

restriction is in place because such marketing could result in the widespread adoption of a drug without evidence 

of its efficacy and safety, exposing patients to uncertain benefits and potential adverse effects. Moreover, it may 

diminish incentives for manufacturers to conduct the necessary clinical trials to obtain FDA approval for new 

uses (Kesselheim et al., 2011). Congress could potentially empower the FDA to mandate manufacturers to 

conduct safety and efficacy trials for products with off-label uses exceeding a specific threshold. Given that 

physicians are not required to specify the intended use when prescribing a drug, alternative means might be 

employed to monitor the extent of off-label drug use (FDA POLICY Off-Label Drug Information Regulation, 

Distribution, Evaluation, and Related Controversies, 2009). 

FDA regulations are designed to ensure that advertising and promotional practices are grounded in evidence 

from clinical experience and are truthful, balanced, and not misleading. The guidelines for pharmaceutical 

promotion are outlined in 21 Code of Federal Regulations (CFR) 202.1, covering advertisements in various 

media such as journals, newspapers, magazines, as well as radio, television, and telephone broadcasts (FDA 

POLICY Off-Label Drug Information Regulation, Distribution, Evaluation, and Related Controversies, 2009).  

 

Regulatory Response 

Early patient access to new innovative drugs is a fundamental social demand worldwide. Regulatory authorities 

and pharmaceutical industries collaborate to achieve early patient access through the International Council for 

Harmonisation of Technical Requirements for Pharmaceuticals for Human Use (ICH) frameworks for global 

development (Regulating Off-Label Drug Use, n.d.) 

The UK self-regulatory authority is capable of dealing relatively quickly with instances of off-label promotion 

with high visibility such as advertising. However, relative to the US government-led approach, our study 

provides evidence of the limited capacity of the UK’s self-regulatory arrangements to uncover complex 

marketing campaigns that remain concealed from company outsiders (Vilhelmsson et al., 2016).If states do not 

find ways to increase their administrative regulatory capacities in regard to the negotiation, implementation, and 

ongoing management of PTAs, these PTAs will potentially drive greater health inequities (Walls et al., 2015). 

Changes In Pharmaceutical Marketing Practices 

According to the complaints, manufacturers aimed to increase the use of their products through off-label 

marketing schemes in three non–mutually exclusive ways. They sought to expand uses to different disease 

entities, to variations on the approved indication, and to alternatives to the approved dosing 

schedule(Kesselheim et al., 2011b). 

collecting safety label changes for approved drugs Labelling changes for prescription drugs are categorized and 

published by the FDA on a monthly basis 

 The increase in safety label changes we identified points to the importance of active safety surveillance of all 

drugs after approval and in particular drugs approved through expedited development or review 

pathways(Mostaghim et al., 2017). 
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Impact On Healthcare Providers 

The widespread practice of off-label marketing within the healthcare system encompasses behaviors and 

strategies that may resist external regulatory interventions. Our research findings indicate that a regulatory 

strategy cannot be considered complete and effective without physicians actively acting as a defense against off-

label promotion (Kesselheim et al., 2011c). Many healthcare practitioners’ express concerns about off-label 

marketing, particularly its negative impact on the quality of care and patient safety. Such concerns signify 

healthcare practitioners as genuine advocates and safety guardians for their patients (Al Omar et al., 2019). 

Enhancing accountability is crucial in identifying instances of misconduct, fraud, or unethical behavior in 

healthcare organizations (A Hemorrhage of Off-Label Use, 2011). This heightened accountability fosters a sense 

of responsibility among healthcare providers. Furthermore, the analysis may serve as a catalyst for healthcare 

providers to strengthen whistleblower protection programs and mechanisms, thereby promoting transparency 

(Alexander, 2005c). 

Quality improvement is another notable outcome, as addressing issues raised in whistleblower complaints can 

lead to enhancements in the quality of healthcare services, patient safety, and overall patient care. The various 

health plans in which individuals are enrolled provide comprehensive insurance coverage for physicians, 

hospitals, and prescription drug services (Kazis et al., 2019b). 

 

The Role of Transparency 

Employees, medical professionals, and other stakeholders feel empowered to expose malfeasance when 

pharmaceutical businesses are transparent (Loder & Biondi, n.d.). Investigations and corrective measures to 

shield patients from potentially dangerous off-label drug uses can result from whistleblower revelations. 

Transparency is fundamentally based on this commitment to patient welfare(Mannion & Davies, 2015b). 

In the pharmaceutical sector, whistleblower reports of off-label marketing malfeasance are made possible and 

supported by transparency. Transparency in the workplace fosters moral behaviour and encourages staff 

members to voice issues, which ultimately protects patient safety and preserves the integrity of the 

industry(Klasmeier & Redish, 2011). Understanding how important transparency is is crucial to creating a 

culture where people feel confident enough to report wrongdoing and support the highest moral standards in off-

label marketing. 

 

METHODOLOGY 

The literature search was limited to articles published from 2000 - 2023. The search for articles was done online 

by using the search words ‘’ Strategies and practices in off-label marketing of pharmaceuticals: 

 a retrospective analysis of whistleblower complaints’ in the title and keywords in research databases at Wiley, 

Elsevier, Taylor & Francis, ERIC, Springer, SAGE, Frontiers. 

Analysis 

The method used is the Preferred Reporting Item for Systemic Reviews and Meta analytic (PRISMA) method. 

All articles that have passed the selection process were then reviewed and summarised based on the objectives, 

year of publication, number of citations and suggestions for further research. 

Inclusion & Exclusion criteria 

  The be included in current study, studies have to meet some criteria  

 (a) Studies have included some kind of   selection criteria. These criteria limited the number of studies  

(b) Accordingly excluded the studies in which it based on irrelevant information there is no proper Title, 

Abstract & Review. 

Final data set  

The research database search resulted in all keywords search results obtained 3000 research articles. After 

scanning the title, there was the same article in two different databases. The results after deducting the 

duplicates are 2300 articles. A total of 700 articles were screened. 500 Articles excluded that they not meet the 

inclusion criteria. 
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Articles accessed for eligibility are 120 articles. A Total number of articles excluded based on title and abstract 

(30) Irrelevant to topic (10) Duplicate (12). 

The final data set consists of 57 articles. 

The oldest included study was published in the year 2005 and the most recent study was conducted on 2021. 

The Entire process is shown in figure 

 

   PRISMA Flow Diagram 
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Discussion 

The off-label marketing of medications involves a complicated interplay of tactics and practises, as revealed by 

the retrospective examination of whistleblower accusations. The patterns found in this research offer regulators 

a road map, encouraging them to review current frameworks and consider novel strategies for putting a stop to 

harmful practises. Ensuring the integrity of the pharmaceutical sector and protecting public health requires strict 

enforcement combined with a sophisticated grasp of changing marketing strategies. The conversation also 

emphasises the mutually beneficial relationship that exists between efficient regulation and whistleblowers. The 

importance of improved whistleblower protection programmes is shown by the priceless contributions made by 

individuals who reveal off-label marketing practises. In order to cultivate an ethical marketing culture and 

promote transparency, regulatory bodies must work in tandem with industry stakeholders to manage the fine line 

between supporting innovation and guaranteeing patient safety. This conversation acts as a springboard for 

continued discourse, advocating for coordinated efforts to tackle the problems associated with off-label 

marketing and strengthen the underpinnings of an ethical and patient-centered pharmaceutical environment. 

 

Conclusion 

To sum up, this retrospective examination of whistleblower complaints offers insightful information about the 

tactics and procedures used in pharmaceutical off-label marketing. The review has shed light on the intricate 

world of off-label promotion, exposing cases in which businesses have deviated from allowed uses, raising 

issues with patient safety and healthcare expenditures as well as potential legal ramifications.Whistleblowers' 

crucial role in exposing these practises is revealed, underscoring both their bravery and the difficulties they 

encounter in raising awareness of these problems. The review emphasises how crucial it is to preserve the 

integrity of the healthcare system by highlighting the necessity of a strong regulatory framework to stop off-

label marketing. It is clear that a careful balance must be maintained between promoting innovation in the 

pharmaceutical business and ensuring patient safety when we consider past events and their ramifications. The 

evaluation advocates for a proactive strategy to addressing off-label marketing practises by suggesting potential 

areas for improvement in regulatory supervision and enforcement procedures. 

This review seeks to influence future legislation and encourage ethical business practises by adding to the 

continuing conversation about the moral issues underlying pharmaceutical marketing. The retrospective study 

ultimately functions as a rallying cry for interested parties to work together to make sure that medical 

advancements in pharmaceuticals are in line with the strictest requirements for patient safety and legal 

compliance. 
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