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ABSTRACT

Rx to over-the-counter (OTC) switch is a data-driven, scientifically rigorous, and highly regulated process that allows consumers to have OTC access
to a growing range of medicines. Patients often approach a pharmacist instead of a Healthcare Professional for minor illnesses such as fever, aches,
nausea, allergies, cough, and cold. Switches are a logical extension for life-cycle management of a product to defense originator company from
Generic competitors. The driving factors required for switching are self-diagnosis, self-medication, and self-administration. On increasing of Rx to
OTC switching relatively rules and regulations governing are also improving. Label instructions have to be simple and easily understandable by
ordinary people by preventing medication errors and drug abuse. Labeling must include indications, warnings, and directions for use especially since
they are administered without medical guidance. Adding a graphic description on the label may be useful to patients, mostly illiterate individuals
(e.g., Drug Facts Labeling). The advertisement may also influence patients’ decisions on the selection of OTC products. Medicine advertisements
should be closely monitored to ensure that they are truthful and are not misleading or unfair. In this respect, it is recommended that advertisements
reflect the information that is contained in the product information leaflet, which, in turn, should be unbiased, evidence-based, and presented in a
clear, understandable, and easily readable way. This article elaborates on regulatory requirements, challenges, and marketing aspects of Rx to OTC
Switching medicinal products.
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INTRODUCTION switching include extensive life-cycle management, increased defense
strategy development against the generic competitor, and increasing
consumer access to innovative OTC medications. Indeed, switching is
also advantageous in consumer point in terms of less expensive than
prescription drugs, decreased frequency of visits to physicians leading
to lower health care costs, and an easy way of procuring drugs by the
geriatric patients. The driving forces behind switches are diverse and
multifactorial and depend on potential benefits implied by an individual
switch for the various stakeholders affected [6]. Multiple economic
analyses of Rx-to-OTC switches demonstrated entire cost savings to
the health-care system by shifting parts of these costs “from the public
purse to the private” [7,8]. In this way, upgrading self-support and
amplifying consumer choice without compromising the consumer’s
safety and economic well-being are the guiding values for the switch
evaluation process [9].

Over-the-counter (OTC) drugs are generally disposed to consumers
without a need for a prescription from a health-care provider. Most
of the OTC drugs are approved by the regulatory agency containing
ingredients that are safe and effective when used without physician
concern [1]. In day-to-day life, common disorders such as frequent
headaches, allergy, common cold, constipation, backache, acidity, and
chronic fatigue can be medicated by OTC without consulting the health-
care provider. When drug manufacturers are prepared for switching
their medications from prescription to OTC, three main factors must
be considered such as benefit-risk comparison, consumer-friendly
labeling, and how to consider the drug a right choice as an alternative
to prescription medication [2]. Regulations detail the establishments
where drugs may be sold, who is authorized to dispense them, and
whether a prescription is required vary considerably from country to
country. OTC medications have brand names and generic names similar

to prescription medications [3]. DEFINITION OF RX TO OTC SWITCH

Even though the definition varies from country to country, the Rx-to-
OTC switch refers to the transfer of proven prescription drugs (Rx)
to nonprescription (OTC) status [10]. For a drug to be granted OTC
status, it must have a wide safety margin and be useful and must bear
understandable labeling to ensure proper use [11]. Many medications
that are available as OTC today were previously labeled as prescription
medications[12]. The drug’s status is changed based on the drug’s
safety and information on the label describing the pros and cons of the

In general, there are two categories of OTC medicines [4]:

I. The first category of OTC medicines is the one that has been
under the class of non-prescription drugs from the time they were
introduced

II. The second category of OTC medicines initially was prescription
medicines but was later shifted to the OTC category.

According to the WHO, for a product to be an OTC medicine, it should

be marketed on prescription for at least 5 years. The period for change
of category from prescription drug to OTC varies from country to
country [5].

RATIONALE FOR RX-TO-OTC SWITCHES
OTC drugs are available in the market without prescription and are
widely used by consumers to treat minor ailments. The reasons for

drug product when it is used without a prescription from a health-care
provider [13]. When nicotine replacement therapies (NRT) progressed
to OTC, there was a 150-200% increase in their purchase in the 1% year
after the switch [14]. Critical barriers to switching include the potential
for misuse and abuse of drugs, particularly for analgesics, and the
resultant need to demonstrate safety and precise labeling to regulatory
agencies [3].
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REASONS FOR A SHIFT OF DRUGS FROM THE PRESCRIPTION
CATEGORY INTO THE OTC CATEGORY [15]

Increasing health awareness [16]

There is an increasing mindset amongst the population concerning
healthcare, which is towards wellness rather than treatment for illness
because of a rising trend among people to keep themselves healthy.

Expiration of product patents

The expiration of a product patent is a strategy put in practice for those
products whose patents have expired, especially in regulated markets,
enabling the pharmaceutical company to extend the patented product’s
lifecycle.

Repositioning strategy [17]

This strategy is used to reposition those products that have reached the
maturity stage of their product life cycle. When they are shifted into the
OTC segment higher volume sales and revenues, due to higher market
access are possible.

Increase in population and demand

Increasing population especially in urban areas, working couples
leading to higher disposable incomes, fast-paced lifestyle, and the
higher quantum of consulting fees, ease of availability, convenient
dosage forms, and pack sizes have led to an increase in OTC usage.

The following sections include an overview of regulatory procedures
in switching a prescription product to OTC status in countries — USA,
India, and EU.

SWITCHING PROCESS IN THE USA

Before FDA considers a prescription drug product for reclassification
to OTC status, the drug must meet specific criteria like Indications for
which the product is to be used should be similar to its prescription
indications and must permit easy diagnosis and monitoring by the
patient [18]. The drug should have relatively low toxicity and a low
potential for abuse. The prescription drug must prove safe and have
3-6 years of marketing [19]. There are mainly two regulatory pathways
to bring a non-prescription medicine from prescription in the US, such
as New Drug Application (NDA) process and OTC Drug Review (OTC
Monograph) process [20]. An OTC monograph is a “rule book” for each
therapeutic category containing active pharmaceutical ingredients,
uses (indications), doses, labeling, and testing at which OTC drug is
generally recognized as safe and effective, marketed irrelevant to NDA
and FDA pre-market approval [21]. Non-prescription drug products
sold under the OTC Drug Review are referred to as OTC monograph
drugs [22].

The OTC Drug Review is a 3-phase rule-making process that establishes
monographs. The other method for OTC approval in the NDA process
is that manufacturers should submit appropriate data to the FDA
for self-administration [23]. The data must include studies showing
that labeling can be understood by consumers without healthcare
providers. Under the NDA process, some drugs are approved directly as
OTC drugs, but most are approved for a prescription before switching to
OTC. This NDA involving OTC drugs are mainly handled by the “Division
of Non-Prescription clinical development’[24]. The main differences
between the NDA approval process and the OTC monograph process as
shown in Table 1.

In case the FDA deems that the clinical data submitted along with the
application is “sufficient to justify the OTC switch” [25] the sponsor
can avail 3 years of marketing exclusivity under the Hatch Waxman Act
when the results of the trials “have not been relied on already approved
drugs to demonstrate substantial evidence of the effectiveness for
any indication for a new patient population”’[26]. There will be no
requirement for OTC products’ safety and efficacy data if there are no
changes[27]. The entire process of switching takes nearly 10 months
for the review process as shown in Fig. 1 [19]. In addition, the need for
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Table 1: Differences between the NDA approval process and
monograph process

NDA Approval process OTC Monograph process

Pre-market approval
— FDA reviews and
approves formulation
and labeling before
marketing.

No pre-market approval because the FDA
proposes specific conditions for generally
recognized as safe and effective. In the
case of a developing monograph, it sets
forth conditions for continued marketing
pending a final monograph. Oversight
occurs on a post-marketing basis.

No confidential filing

Active ingredient-specific and evaluated
based on OTC drug category

It may require a user fee. No user fees

Exists marketing No marketing exclusivity

exclusivity

FDA evaluate timelines

Confidential filing
Drug-product specific

Manufacturers responsible for ensuring
a compliant product no requirement of
FDA-review (either pre-or post-market)
May require clinical Generally, does not require clinical
studies, including studies studies. Label comprehension and

on label comprehension, actual use studies are not required for
self-selection, and actual ingredients already present in a final or
use tentative final monograph

Approved labeling is The monograph defines labeling. After
unique to the drug marketing, the FDA can review the
finalized labeling at any time to determine
whether it is truthful or misleading

A final monograph is open access to
everyone

No review of trade name before
marketing. Once marketed, the FDA can
review the trade name at any time

Approved NDA refers to
the “license” to market
Trade name reviewed
before marketing

OTC: Over-the-counter

sponsors to submit additional data that support the use of the drug in
the OTC status. Thus, consumer behavior studies are of the following
types[28]:

Label comprehension studies

Label comprehension studies are those where the subjects are not
administered any drug. In lieu, subjects are provided with an OTC label
that coheres to a prerequisite format (called a “Drug Facts label”). These
studies are used to know whether layman understands drugs based on
a label.

Self-selection studies [29,30]

These studies are designed to test if consumers can predict the
information acquired from the OTC label to their individual medical
history and make correct self-imposed decisions, that is, decide
whether the OTC drug is safe for them to use.

Actual use studies

Actual use studies are designed to mimic actual OTC use of the product
to determine whether the consumer safely and effectively uses the
drug after the correct self-selection. These studies also confirm that the
product cannot be abused or misused by the consumer.

Depending on the product, human factors studies may also be required
to indicate that the consumer can adequately interact with the product.

Case history: Rx-To-OTC switch of Voltairean arthritis pain

Diclofenac sodium is an active ingredient in Voltairean arthritis
pain, clinically proven to rely upon joint pain due to arthritis [31].
This switching process includes the study of 12 weeks, randomized,
double-blind, multigenre, vehicle-controlled, and parallel-group
study of diclofenac sodium gel 1% in 492 adults aged 235 years with
osteoarthritis [32]. It targets pain directly at the site[33]. The amount
of diclofenac sodium that is systemically absorbed from voltairean
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arthritis pain is, on average, 6% of the systemic exposure from an
oral form of diclofenac sodium [34]. Voltairean arthritis pain will be
available on US shelves in Spring 2020 [35]. This Voltairean product
was first approved as a prescription drug by the FDA in 2007 to relieve
osteoarthritis pains of joints in the hands, knees, and feet [36].

The switching of Rx to OTC drugs sales [37] and the number of drugs
switching [38] are being increased in the USA from year to year as
shown in Fig. 2.

SWITCHING PROCESS IN INDIA

The pharmacist sells OTC drugs without a prescription from a health
care professional. In India, the regulatory regime is gray, primarily
because OTC’s term has not been defined under the Drugs and
Cosmetics Act 1940 (D&C Act) and the Drugs and Cosmetics Rules 1945
(D&C Rules) [39]. The key factors driving the growth of the Indian OTC
drugs market are the shift in consumer attitude toward self-medication,
product alterations, and the Propensity of pharmaceutical companies
toward OTC drugs from prescription (RX) drugs[40].

Apart from these regulations, OTC products can be categorized into

a. True OTC products introduced in the marketplace and advertised on
public media

b. Prescription products converted into OTC

c.  Rxproducts that are purchased OTC-OTx products.

Since in India, the ratio of doctor to patient is abysmally low, there are
more possibilities to switch to OTC [41]. An analytical interpretation
of various data places focuses on vitamins, cough & cold, antacids,
antipyretic, and NSAIDs as an opportunity area for India’s switch[42].

Sponsor contacts Division of Over-the-Counter Drug products (DOTCDP)
and requests meeting

!

[ Initial meeting defines the issues Sponsor will need to address J
{ Sponsor submits New Drug Application (NDA) to DOTCDP }

!

{ DOTCDP notifies the division responsible for therapeutic/pharmacological }

class

]

Meetings with FDA and Sponsor continue the drug review process }

|

NDA review team is formed within 14 days: generally, includes medical,

pharmacological, chemistry, biostatistical, bio pharmacological,
project management, and drug safety

]

‘ Advisory committee meetings (joint meeting of non-prescription drugs ‘

advisory committee with specific clinical subject matter expertise)

!

{ Labeling content and format

!

[ Post-approval sponsor safety reporting (quarterly post-marketing safety }

reports)

!

[ Switch decision }

Fig. 1: Switching process from Rx to over-the-counter in the USA
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Since there are no stringent regulations followed for switching, there is
a need for the hour, and advertisements may be legally allowed once a
separate OTC category is recognized [43].

Labeling is of primary importance in OTC medicinal products. It conveys
crucial druginformation to the consumers, and the information provided
should be readable. Labeling must comply with the specifications
as per Rule 95 of the Drugs and Cosmetic act [44]. Apart from the
advertisement norms and definition, the current changes will include
the OTC drug’s essential characteristics and classification into OTC-1
and OTC-2 based on safety, therapeutic index, need for accessibility to
patient, availability, non-addictive nature, supply chain mechanism, and
socio-demographic conditions of the country [45]. Number of Rx to OTC
switches from 2011 to 2020 as shown in Fig 3.

At present, there are some regulations provided for Rx to OTC switching
in India as shown in Table 2 [46].

Reasons for failure in OTC switch

Failure with the OTC switch can be influenced by a few common
factors, either individually or in combination with no prior pharmacy
training or education programs before the OTC switch. There is no
visible or outward sign of symptoms or problems occurring from the
condition [6].

Case history: Rx to OTC switch of allegra

Allegra contains Fexofenadine HCI as a medicinal ingredient shown to
inhibit the H1-mediated effect of injected histamine in producing skin
wheal and flare in a dose-dependent manner, with the 40 mg bid dose
being the minimum effective dose [47]. Four randomized, double-blind,
placebo-controlled multisite studies were conducted in subjects with
seasonal allergic rhinitis. In three trials, fexofenadine hydrochloride
60 mg twice daily significantly reduced total symptoms compared to
placebo [48]. A statistically significant reduction in symptoms was
observed after the first 60 mg dose, with the effect maintained all over
the 12-h interval. The onset of action for reduction in total symptoms,
excluding nasal congestion, was observed at 60 min after a single 60 mg
or 120 mg dose of fexofenadine HCl administered to subjects suffering
from ragweed pollen allergy, in contrast to 100 min for placebo when
exposed to this allergen in an environmental exposure unit.

In a 4-week, multicenter, randomized, double-blind, and placebo-
controlled trial in patients include 12-78 years of age with perennial
allergic rhinitis (n=668), fexofenadine 60 mg bid significantly reduced
total symptom compared to placebo. A statistically, significant efficacy
was maintained throughout the 12-h treatment interval. No evidence of
carcinogenicity was observed. Finally, allegra was switched to OTC on
January 25,2011 [49,50].

OTC drugs commonly belong to NSAIDs, Anti-allergy, Vitamins and
supplements, Gastrointestinal, and medicated dermatological products.
Significant switches are mostly done in Analgesics, accounting for
substantial sales of 33% as shown in Fig. 4 [51].

SWITCHING PROCESS IN EU

Article 70 of Directive 2001/83/EC provides two classifications for
the supply of medicinal products for human use, such as “medicinal

Table 2: Current regulation for OTC products in India

Legal No distinct legal recognition. Products out schedule

recognition H, G, X (prescription not mandatory but mandatory
labeling requirement) and products included under
schedule K considered non-prescription

Drug The product has to be an approved prescription,

registration followed by an application for the switch to OTC

Criteria for  Stability data for three validation batches of good

acceptance  manufacturing practices certified plant

OTC: Over-the-counter
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Fig. 3: Number of Rx to OTC switches from 2011 to 2020

products not accountable to medical prescription” and “medicinal
products accountable to medical prescription” [52]. For a prescription
product to switch to OTC, the prescription drug must have already been
in the market for 5 years [53]. There are multiple regulatory pathways
available for changing legal status depending on the initial approval
process, that is, national procedure, centralized, and decentralized
procedure. Classification of medicines is a core competency of federal
health authorities [54]. Therefore, the final decision about OTC products
category into pharmacy-only or General Sale Medicines (GSL) drugs is
taken by individual member states[55].

For instance, in the United Kingdom, consumers have been familiar
with GSL medicines, and many feel comfortable making decisions about
their health and the medication they need. In Ireland, GSL medications
have also been available for a relatively long time, and consumers are
used to this product type. The UK stands out as incredibly proactive in
encouraging switch considerations [4].

Recently amended Regulation (EU) 2019/834 of the European Parliament
on May 20, 2019, amending Regulation (EU) No 648/2012 for clearing
obligation, to minimize the compliance burden on small financial and non-
financial counterparties, clearing transparency in cost issues [56,57].

DATA REQUIREMENTS ARE AS FOLLOWS [58]

Nonclinical and clinical overview (expert reports)

The expert should provide a critical analysis report of the product’s
proposed availability without a medical prescription with the dose
and indications. This section has to be prepared in common technical
document format.

® Anagelsics ® Nutritional supplements © Gastro intestinals m Cold&Cough ® Others

Fig. 4: Categorization of over-the-counter drugs as per the general
indication

Nonclinical and clinical safety information [59]

This section includes summaries of animal studies or humans studies
that show low general toxicity and no reproductive toxicity, genotypic,
or carcinogenic effects pertinent to the medicinal product’s experience/
exposure.

Clinical efficacy

It is generally not considered in changing the medicinal product
classification unless the switched product includes changes in
indications or posology.

Product information

For a prescription medicinal product switched to a non-prescription
medicinal product, the proposed labeling and package leaflet are
essential elements of the application. Non-prescription medicinal
products will be closely examined for comprehensive information and
effectiveness in protecting patients from safety hazards. For the non-
prescription medicinal product with no outer packaging or the outer
carton, the immediate packaging should include instructions for use as
required by Article 54 of Directive 2001/83/EEC.

Case history: Rx to OTC switch of NRT [60]

The European Region of the World Health Organization (WHO), with
15% of the world’s population, faces practically one-third of tobacco-
related diseases. Nicotine is by far the most potent behaviorally active
compound present in tobacco smoke [61]. There is considerable
evidence to suggest that most people who smoke tobacco do so
to experience its pleasant psychopharmacological properties.
Nowadays, NRT is available for self-medication in almost all European
Countries [62]. NRT has been extensively tested in controlled clinical
trials during the past 20 years and has been demonstrated to reduce
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Table 3: A brief comparision of Rx to OTC switches in USA,India and EU

S.NO Key point considerations  USA

1. Regulatory body US FDA, Mainly OTC, are reviewed
under CDER'’S office of non-
prescription drugs
2. OTC Monograph The Division of Non-prescription
Regulation Development
3. Label decision-making Drug fact labeling 21CFR 201.66(d)
4. Advertisement Federal trade commission
5. Distribution Supermarket
6. Switch RX to OTC Drug review panel
7. Price control NA
8. Marketing exclusivity 3 years
period

9. Serious adverse events 15 Calendar days
Reporting

10. The period required for Rx ~ 3-5 years

products to be marketed
before switching

India EU

Drugs and Cosmetic act (1940) Article 70 of Directive
2001/83/EC.

NA NA

Rule 95 of the Drugs and Articles 54-69 of Directive

cosmetic act 2001/83/EC

Magic remedies act 1954 Article 88 of the Directive
2001/83/EC

Generally, a small independent Supermarket/even at a fuel

shop station

Lacks SUCH System Directive 2004/27 /EC

DPCO 1995 89/105/EEC(Transparency
directive)

Not Yet defined 1 year

The investigator shall report
all SAE to sponsorin 24 h to the
ethics committee within seven
working days

5 years

15 Calendar days

3 years

OTC: Over-the-counter

desire and tobacco withdrawal symptoms. Since medicinal products
are available for this indication, it could be considered a comparator-
controlled parallel-group design. The trial duration will be 12 months,
with treatment during the first 6-12 weeks. In case more extended
treatment duration is necessary, this should be justified, and the off-
treatment period should be at least 6 months. A brief comparision of Rx
to OTC switches in USA,India and EU as shown in Table 3.

MECHANISM OF RX TO OTC SWITCH [5]

Before switching the medicinal product from Rx to OTC status, the

sponsor must check whether the product falls within the domain of

OTCness. For example, switching extremely toxic chemotherapeutic

drugs and drugs for rare diseases (orphan drugs) certainly has

unfruitful results. In general, the product must possess the following
characteristics.

1. Thesalesvolume is high during the marketing period of prescription
medicinal products, that is, the product is enormously used by
consumers

2. This product has been marketed in the previous Rx status for a
sufficient number of years and the period varies from country to
country

3. The post-marketing surveillance data shows no serious adverse
events during the marketing period, that is, after the product is
approved in the market.

While approving a Rx to OTC switch, regulators may also require
specific changes from the previous Rx version such as restrictions in
pack sizes, restrictions in the approved indications for the OTC version,
changes in the label of layman’s friendly format [63].

Factors influencing a decision to proceed with switch [6]

¢ The active substance is suitable as a self-medication candidate

e The active substance is going to be first in a Rx category to switch
(creating a new OTC category) [64]

e Once the prescription medicinal product is switched to a non-
prescription medicinal product, there is the availability of exclusivity

¢ The productis having a recognizable difference concerning existing
treatments

¢ The product has the potential for modification into different dosage
forms to increase differentiation.

Challenges to regulatory authorities while switching

During switching from RX to OTC, regulatory authorities’ primary
challenge is to balance between benefits of a choice of medications for
self-treatment and potential risks on account of unsuitable use. There
is an obvious need to create new research tools to support regulatory
decision-making with an increase in complex switches [65]. There are
multiple countries involved in single unions thereby issues occur since
different cultural challenges arise. For example, the EU has 27 countries
that have different challenges. Finally, the necessity of multiple
stakeholder involvement and close industry cooperation within the
switching process is likely to contribute to a constant improvement
of the drug approval process, simultaneously complying with the
industry’s desire for maximal consistency and transparency [19].

REGION-WISE OUTLOOK OF RX-TO-OTC SWITCHES MARKET
GLOBALLY

North America is foreseen to show the highest revenue growth and
cling to the largest market shares in the global Rx-to-OTC Switches
market due to modern health-care infrastructure and medical costs.
In addition, increasing the acceptance rate and requirement will boost
the Rx-to-OTC Switches market in this region, followed by Europe [66].
The Rx-to-OTC Switches market in the Asia-Pacific region is expected
to register moderate growth due to low acceptance and not exercising
a proper caution rate for mental disorders and depression [67]. Latin
America, Middle East, and Africa are expected to show stagnant Rx-
to-OTC Switches market growth due to weak healthcare management
for mental illness, depression, anxiety-related disorders, and low
awareness [68]. The OTC drugs market in China is the second biggest
globally, accounting for over 20% of the global OTC drugs market [69].

The global OTC drug market was assessed at USD 141.6 billion in 2018,
and it is anticipated to grow with a CAGR of 7.6% over the forecast
period of 2019-2025 [70].

The OTC drugs market’s key players support significant product brand
fairness during their patent period to improve sales and revenue [71].
Moreover, the growing trend of self-medication among the population
is also putting up the ever-growing demand for OTC drugs in the EU.
The performance of OTC sales across different countries is shown in
Fig. 5 [70].
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Fig. 5: Performance of top 10 markets till 2020

CONCLUSION

The definition of drugs amendable to OTCness is continuously
evolving. In the case of the US and EU, full-fledged regulations
relating to switching have been framed. Whereas in India, OTC’s
regulations are being framed by the Drugs and Cosmetic act 1940
and Drugs and Cosmetic rules 1945. The factors influencing Rx’s
switching to OTC products include increasing globalization, shrinking
new product pipeline, and the rising cost of new drug discovery,
for life-cycle extension of off-patent drug manufacturers. This Rx
to OTC switching process immensely improves consumers’ health.
This switching process is also advantageous to manufactures in
regaining the lost revenue during the prescription sales. Although
switching is advantageous in many aspects, there is a requirement of
understanding labels to patients. If label instructions are not crystal
clear to consumers, there are chances of adverse effects and drug
interactions. Hence, pharmaceutical companies that wish to initiate
OTC switches must also ensure that consumers are enlightened about
the label’s information. Other key drivers for switching to the OTC
phenomenon include increased access to patients (convenience) and
the potential to provide more accessible treatment to the previous
non-treaters who do not visit doctors. Ultimately, the switching
process is significantly beneficial to drug manufacturers, consumers
in terms of profits in sales, treatment of minor illnesses, increasing
innovations, and cost-effective OTC medicinal products.
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