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A B S T R A C T

This is a protocol for a Cochrane Review (Intervention). The objectives are as follows:

To assess the effects of unbranded advertising of prescription medicines, conducted by or on behalf of pharmaceutical companies, on

consumers’ attitudes, knowledge, behaviour, health services use, health outcomes and costs.

B A C K G R O U N D

Direct advertising of prescription drugs to the public, also known

as direct-to-consumer advertising (DTCA) (Table 1), is permit-

ted only in the USA and New Zealand. Advertising of products

that have prescription-only status is prohibited in the European

Union as a public health protection measure. The rationale for

prohibition is linked to prescription-only status. These medicines

generally treat more complex or serious conditions and have po-

tentially greater toxicity than over-the-counter medicines (Bond

2004; Mintzes 2010). Because the assistance of a health profes-

sional is needed to ensure appropriate use, manufacturers may not

sell or advertise these products directly to the public. Neverthe-

less, manufacturers are using an increasing array of techniques to

advertise prescription-only medicines to the public both directly

and indirectly (Mintzes 1998; Donohue 2007; Gagnon 2008).

There is also evidence of promotional influence on how the media

covers health topics (Cassels 2003) and on how the media can play

an important role in influencing decisions on health and treat-

ment (Hogue 2012), shaping consumers’ information base and

opinions about therapeutic options (Haimowitz 2011), and also

affecting public policy. Striking examples include, among others,

policy decisions being reversed, such as negative reimbursement

recommendations for certain cancer drugs after public outcry; or

alterations to government priorities and expenditure following in-

tense media coverage of problems in health services provision (such

as waiting lists) (Harrabin 2003).
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Description of the condition

According to European Union legislation, pharmaceutical com-

panies are permitted to provide general information on health

and diseases, but there cannot be any reference, even indirectly,

to a specific medicine, unless it is a vaccine (European Parliament

and Council 2004). This provision offers companies an alterna-

tive promotional approach (Gilbody 2005), that of unbranded ad-

vertising (Table 1), also known as ‘disease-awareness’, ‘help-seek-

ing’ or ’condition-oriented’ advertisements, which discuss a con-

dition but do not mention a specific brand of medicine (Leonardo

Alves 2007). The available evidence suggests that these materials

draw attention by generating demand for treatments for non-life

threatening conditions, by focusing on symptoms and encourag-

ing viewers to see their doctor to obtain further treatment infor-

mation (Castleberry 2008) or seeking diagnostic testing that will

later be associated with a decision to use a medicine. Despite their

nature and content, these unbranded campaigns are not governed

by specific regulations on pharmaceutical promotion, and regu-

lators are often reluctant to consider them as advertising unless

explicit links to branded product information are included (Vitry

2012).

Proponents of unbranded campaigns claim these have an educa-

tional role in raising awareness about untreated, underdiagnosed

health problems at an earlier stage and prompting consumers to

seek care (Tiner 2002; Wielondek 2005). However, questions have

been raised about the effects of industry-funded unbranded ad-

vertising on healthcare use and health outcomes: such campaigns

can increase product awareness and increase physician visits, pre-

scribing and sales, thereby burdening health systems (Gilbody

2005; Mintzes 2012). By generating demand among those who do

not necessarily need medical treatment and supporting the use of

newer, more expensive products, these campaigns can encourage

irrational medicines use and divert resources away from more im-

portant conditions, negatively affecting quality and costs of care

(Gilbody 2005; Castleberry 2008). In doing so, these campaigns

may also inadvertently disadvantage patients and consumers who

are in genuine need of treatment (either for the specific disease

covered in the campaign, or for other more serious conditions)

(Gilbody 2005).

While much research has been done in other areas of traditional

drug promotion (e.g. physician-directed, product detailing, drug

samples, DTCA), far less is known about how these unbranded

campaigns influence both health practitioners and the public. A

systematic review can add to a better understanding of the effects

of these campaigns by synthesising existing research evidence and

providing a comprehensive overview both of what is known about

the outcomes of such advertising campaigns and gaps in research

evidence.

Any condition affecting consumers for which there is a pharma-

ceutical treatment available can be the object of unbranded ad-

vertising. Any member of the public can be affected. Therefore,

this review is not restricted to specific diagnoses, symptoms and

consequences. A glossary of key terms is available (Table 1).

Description of the intervention

This review will assess the effects of unbranded advertising involv-

ing mass media channels of communication and conducted by

sponsors, namely the pharmaceutical company that manufactures,

produces or distributes a medicine or a third party acting on their

behalf, for a condition treated by a pharmaceutical product (Table

1).

Mass media channels of communication are intended to reach

large numbers of people, as defined by Brinn 2010, Bala 2013 and

Mosdøl 2015, and are not dependent on person-to-person con-

tact. Unbranded advertising interventions may be made up of one

or more components and/or formats. Different formats include:

print media (newspapers, magazines, booklets, leaflets, posters and

pamphlets), online media (websites and social media), digital tech-

nology, and broadcast media (television and radio) as well as out-

door advertising (billboards and banners). Different components

include: statements on diagnostic criteria, health outcomes, preva-

lence rates and symptom recognition; normative statements; im-

ages; interactive content such as questionnaires, screening tools or

symptoms checkers that a consumer can fill in; recommendations

for action (suggestions to seek further information and treatment,

e.g. see your doctor); as well as sources substantiating the message

being conveyed. The condition highlighted may represent an ap-

proved or unapproved (off-label) use of the advertiser’s pharma-

ceutical product (Table 1).

Unbranded advertising generally targets the whole population, but

can also focus on specific audiences within the population, such

as women (via magazines that target women, for example). There

may be differences not only in targeting specific groups but also

in responses by gender (men or women), age (older or younger,

adults, children), health status (patients with chronic conditions

versus other population groups) or socio-economic status. There

may also be differences between such advertising in higher-income

countries versus low- to middle-income countries, and the char-

acteristics of unbranded advertising may vary across different set-

tings or jurisdictions.

We will analyse, when possible, differences in the effects of un-

branded advertising among different target groups. We will com-

pare how the use and effects of unbranded advertising differ be-

tween men and women, as there is evidence of greater marketing

exposure and effectiveness among women due to their ’health-

care gatekeeper’ role in the family (Handlin 2007). In addition,

women may be particularly vulnerable to harm arising from pre-

scription drug advertising both for social and biological reasons, as

they are more often prescribed drugs and are more susceptible to

some harms associated with specific prescription drugs (Mintzes

2010). It will also be relevant to compare the use and effects of

the intervention between different types of patients, as patients

with chronic conditions have specific information and treatment
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needs that differ from other target groups. Since there are re-

ports of promotional activities encouraging the use of medicines

outside their approved indications (off-label) (Steinman 2006),

we also plan to carry out a subgroup analysis comparing the ef-

fects of unbranded advertising encouraging on- and off-label use

(Fugh-Berman 2008).

We will compare unbranded advertising with other information

or education activities conducted by non-commercial information

sources (Table 1); or with no intervention. Non-commercial in-

formation or education activities will not be limited to any spe-

cific media, but will include print media (newspapers, magazines,

leaflets, posters, pamphlets), online media (websites and social me-

dia), broadcast media (television and radio) as well as outdoor

advertising (billboards and banners). When possible, we will also

compare different types of unbranded advertising (for instance

traditional media versus social media).

How the intervention might work

Unbranded disease awareness campaigns are often developed and

carried out using the concepts and tools from social marketing.

Pharmaceutical companies, or third parties acting on their behalf,

have an underlying commercial intent to drive the choice for a par-

ticular treatment. This unbranded advertising is part of a broader

and integrated marketing campaign that aims to increase sales of

prescription-only medicines (Mintzes 2012).

Existing studies describe a model whereby advertising to the pub-

lic affects consumers’ awareness of and knowledge about a condi-

tion. Consumers are exposed to the unbranded advertising and are

stimulated to seek further medical care by consulting their doctors

and requesting a pharmaceutical treatment. Consumers’ requests

trigger the prescription for the advertiser’s product by the physi-

cian, who has previously been subject to targeted branded adver-

tising (Basara 1996; ’t Jong 2004; Hall 2008; Hall 2011). Figure

1 presents a logic model.

Figure 1. Logic model (based on Mosdøl 2015)

Advocates of disease awareness campaigns claim these can edu-

cate the public, make consumers aware of otherwise untreated

health problems and help them seek effective care at an earlier

stage (Tiner 2002; Wielondek 2005). However, concerns have

been raised about the content and nature of such campaigns and

their potential negative effects. One hypothesis that has been put

forward is that advertising campaigns are more misleading than

informative (Mansfield 2005; Leonardo Alves 2014).

Unbranded advertising can transform ordinary life experiences

into conditions that require medical diagnoses, encourage con-

sumers to seek further medical tests, and misinterpret the evi-
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dence about drug benefits and harms (Van Nuland 2010; Schwartz

2013). Also, if such campaigns support the use of newer, more ex-

pensive products with least well understood benefit-harm profiles

over cheaper, well-known, older medicines, they can encourage

irrational medicine use, affecting equity, quality and costs of care

(Castleberry 2008).

Campaigns can take place at a single time point, or may be sus-

tained over a longer period. They can also vary in intensity (e.g.

extent and frequency of advertising) and reach (e.g. proportion of

intended population who see the advertisements).

There are also equity issues associated with the use of unbranded

advertising. Gender can influence healthcare access, service utilisa-

tion and treatment implementation in different ways, depending

on the particular socio-cultural context and region (e.g. lower- and

middle-income countries or higher-income countries), and may

contribute to the differential impact of unbranded advertising on

men and women. In higher-income countries, women may use

more health services than men (Bertakis 2000; EU Commission

2009; EU Commission 2011). A similar trend is observed in

medicines use, with women using more pharmaceutical products

than men and gender targeting in DTCA further reinforcing sex-

ual stereotypes (Mintzes 2012). There is also evidence of a greater

exposure to DTCA, along with self-reporting of greater influence,

among lower socio-economic groups (Avery 2008). Impact may

also be influenced by ability to pay for expensive medicines or

available insurance/low co-payments, which differ across socio-

economic groups in some countries. It is possible that within lower

socio-economic groups, the potential increase in costs resulting

from unbranded advertising’s encouragement of inappropriate or

more expensive treatment choices will have the greatest impact.

Why it is important to do this review

Unbranded advertising of prescription medicines is a grey area in

pharmaceutical regulation. Even in countries with strong enforce-

ment of prescription-only status, companies are increasingly run-

ning condition-oriented advertising campaigns that aim to stimu-

late sales of prescription-only medicines. These advertisements do

not mention the product’s brand name but suggest to viewers to

‘ask your doctor’. Unbranded advertising may or may not include

that a pharmaceutical company is sponsoring the campaign.

The quality and nature of the information provided in such cam-

paigns is very relevant to inform current and future discussions

on pharmaceutical regulation. A proposal for a European direc-

tive on information to the general public on medicinal products

subject to medical prescription, presented in December 2008,

foresaw changes to the regulations on medicines advertising (EU

Commission 2008). The proposal contemplated an expanded role

for the pharmaceutical industry in the provision of information on

prescription medicines directly to the public through the Internet

and health-related publications.

The ever-increasing scope and complexity of digital advertising

and its span across various media outlets poses a challenge to au-

thorities, which are faced with regulatory frameworks that have

not kept abreast with these developments (Gibson 2014).

This systematic review will provide needed evidence to inform cur-

rent policy discussions on the impact of public unbranded cam-

paigns by the pharmaceutical industry in terms of the research

evidence and gaps in knowledge about effects on consumers’ atti-

tudes, knowledge, health services use, costs and health outcomes.

It is important for these discussions to be informed by the existing

body of research evidence, including an understanding of current

gaps in knowledge about the effects of this intervention.

There is a Cochrane review on mass media interventions and their

effects on health services utilisation (Grilli 2002). The review, how-

ever, does not mention unbranded advertising by sponsors and

excludes the effects on patient and public attitudes, awareness and

knowledge. Moreover, the review also excluded online interven-

tions.

We intend to investigate a specific type of intervention both in

terms of the agent that is carrying out the intervention (pharma-

ceutical manufacturers or other entities or actors that are funded

by pharmaceutical manufacturers) and the link to marketing of

health products. Due to their commercial intent these interven-

tions are likely to differ systematically from mass media interven-

tions by public health agencies.

Additionally, a systematic review specifically focusing on disease-

awareness advertising would provide important background in-

formation for regulatory decision-making in this domain. The

European Commission has carried out public consultations to

canvas opinions on potential legislative changes including on the

use of different tools to inform the public about prescription-

only medicines; such tools included disease-awareness campaigns.

However, no evaluation of the responses to those consultations

was produced. The only report published made many assertions

concerning outcomes based on varying levels of evidence, con-

tained serious methodological flaws (non-representative sampling;

selection bias) and was incomplete (AIM 2007). A rigorous sys-

tematic review is therefore needed to shed light on the effects of

unbranded advertising.

There are no systematic reviews specifically on this topic as the

existing Gilbody 2005 review - now outdated - included both

branded and unbranded advertising. The authors did not find

any studies that assessed health outcomes. They concluded that

while it was clear that DTCA increased prescriptions and market

share, there was a void in research of its wider effects. The authors

also added that further research on disease awareness campaigns

was justified. A number of narrative reviews have examined the

issue of disease mongering, including unbranded pharmaceutical

advertising (European Parliament 2012; Mintzes 2012).

O B J E C T I V E S
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To assess the effects of unbranded advertising of prescription

medicines, conducted by or on behalf of pharmaceutical compa-

nies, on consumers’ attitudes, knowledge, behaviour, health ser-

vices use, health outcomes and costs.

M E T H O D S

Criteria for considering studies for this review

Types of studies

We anticipate that few if any randomised controlled trials (RCTs)

will have assessed the influence of mass media unbranded adver-

tising sponsored by pharmaceutical companies, especially under

conditions of usual advertising exposure. We will therefore in-

clude a broader range of study designs in this review, including

non-randomised studies, guided by the recommendations from

Cochrane Effective Practice and Organisation of Care (EPOC)

(EPOC 2013).

We will include the following types of studies:

1) Randomised studies:

• RCTs; and

• cluster-randomised trials, in which the unit of allocation is

a specific unit, such as a regional district or institution, rather

than an individual.

2) Non-randomised studies:

• quasi-RCTs; these trials attempt randomisation but a non-

random type of sequence generation is used, such as day of the

week, date or birth, or sequence of entry into trial; and

• controlled before-after (CBA) studies, in which:

◦ there are at least two intervention sites and two control

sites

◦ the timing of the periods for study for the control and

intervention groups is comparable (that is, the pre- and post-

intervention periods of measurement for the control and

intervention groups should be the same); and

◦ the intervention and control groups are comparable on

key characteristics.

3) Interrupted time series (ITS) studies in which:

• the intervention occurred at a clearly defined point in time,

as described by the researchers; and

• there were at least three data points before and three data

points after the intervention was introduced.

4) Observational studies:

• controlled cohort studies, in which:

◦ a concurrent control group is selected from a similar

or the same population as the group with exposure;

◦ some form of matching or statistical adjustment is

used to minimise the influence of factors other than the exposure

of interest; and

◦ the cohort consists either of a specific population (e.g.

residents of a specified region with advertising exposure; a health

insurance database) or of a random sample of a population.

We will only include studies from 1990 onwards as mass media

channels have diversified quickly over the last 25 years, changing

their nature and type of interventions.

Types of participants

Participants will be members of the public (e.g. consumers) who

are exposed to specific unbranded advertising campaigns, with

subgroup analyses when possible per demographic group (sex, age,

setting), as well as per patient group (people diagnosed with a

specific condition). We will exclude studies of health professionals

since the regulations governing advertising of prescription-only

medicines to health practitioners are substantively different from

those governing advertising to the general public.

We will exclude studies on individual patient information pro-

vided by healthcare professionals (at a doctor’s office, clinic, hos-

pital, health centre, pharmacy) for individual patient information

purposes; as well as any material or information provided by a

pharmaceutical manufacturer to a healthcare professional for use

only by the professional. In addition, unbranded advertising by

companies that do not sell prescription-only medicines (e.g. med-

ical device manufacturers, natural health product manufacturers,

and food, infant formula, and nutritional supplement companies)

will be excluded. Moreover, unbranded campaigns about vaccines

will also be excluded.

Types of interventions

We will include all types of mass media unbranded campaigns

conducted by sponsors where there is no direct reference to a phar-

maceutical product’s brand name. To be eligible, the information

provided must be produced by or on behalf of a pharmaceutical

company and the intervention must:

1. include mention of a therapeutic drug class; and/or

2. include mention of a condition or disease to be treated with

a product; and/or

3. include other information suggesting a visit to a physician

to request a treatment with a pharmaceutical product; and/or

4. stimulate diagnostic testing of a condition for which a

pharmaceutical treatment is available.

We will define mass media as in other Cochrane reviews (Bala

2013; Brinn 2010; Mosdøl 2015): “Mass media is defined here

as channels of communication such as television, radio, news-

papers, billboards, posters, leaflets or booklets intended to reach

large numbers of people and which are not dependent on person-

to-person contact”. As recommended by Mosdøl 2015, we will
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also include other channels such as campaigns delivered through

the Internet, social media and mass distribution through mobile

phones.

We will consider a sponsor as any pharmaceutical company that

manufactures, produces or distributes a medicine.

We will define advertising as: communication on behalf of a spon-

sor, or third party acting on its behalf which aims to raise awareness

about a specific condition and/or promote or encourage the use of

pharmaceutical product(s). This includes both traditional forms

of paid communication such as television commercials, and com-

munication in which payment is less explicit, such as online media

postings. Advertising is thus not limited to any specific media, but

includes print media (newspapers, magazines, leaflets, booklets,

posters, pamphlets), online media, broadcast media (television and

radio) as well as outdoor advertising (billboards and banners).

We will only consider including studies about hypothetical (i.e.

theoretical or experimental, not implemented) unbranded adver-

tising campaigns in our review if the studies are produced or car-

ried out by or on behalf of pharmaceutical companies. Likewise, if

the information provided in the study enables us to ascertain that

the third party implementing the unbranded advertising campaign

is acting on behalf of the sponsor (for instance a patient or user

group funded by the sponsor), then that study will be included

provided it meets the other inclusion criteria.

We will include studies that compare unbranded advertising with:

• no intervention;

• any information or education activities provided by non-

commercial sources;

• branded advertising; or

• another type of unbranded advertising.

We will set no requirements on the minimum length of interven-

tion.

We will exclude:

• interventions by healthcare professionals (at a doctor’s

office, clinic, hospital, health centre, or pharmacy) for individual

patient information purposes;

• any material or information provided by a pharmaceutical

manufacturer to the healthcare professional;

• campaigns focusing on vaccination;

• campaigns focusing on medical devices containing no

prescription medicine;

• campaigns focusing on over-the-counter medicines

(medicines not subject to medical prescription); and

• disease-oriented advertising by companies promoting

natural health products, food, infant formula, and nutritional

supplements.

Types of outcome measures

We anticipate that the studies included in this review will report

a wide variety of outcome measures. The following outcome cat-

egories have been identified.

1. Consumer attitudes. This would include positive or

negative effects; stigma/acceptance; anxiety/reassurance.

2. Consumer knowledge. This would include accuracy of

assessment of disease risks, prognosis, prevalence; knowledge of

treatment availability and estimated benefit and harm.

3. Consumer behaviour. This would include both

information- and care-seeking behaviours, such as seeking

medical advice or visiting the GP or pharmacist), as well as

undertaking lifestyle modifications (e.g. quitting smoking,

exercise, dietary change).

4. Health services use. This would include effects on health

services utilisation such as rates of diagnostic testing (e.g. plasma

testosterone levels; bone density; plasma glucose levels);

consultations or discussions with healthcare professionals;

physician visits in total; physician visits for the advertised

condition; other health professional contacts (including

pharmacist consultations, mental health professionals etc.);

requests for medicines; medicine switches (changes to the

pharmaceutical product prescribed).

5. Health service costs, such as: overall costs; medicine use

rates (changes in frequency of initiating a new prescription; costs

associated with switching from one product to another; changes

to the sales volume and to the prescribing volume).

6. Health outcomes associated with a shift in health services

use. The outcomes to be assessed include serious adverse events

(including hospitalisations and emergency visits); adverse events

associated with specific treatments; condition-specific adverse

events. No direction of effect is prespecified; shifts in health

services use may be associated with either a reduction or an

increase in these adverse events.

If more than one outcome measure is available from a study for

the same outcome, we will consider the following criteria when

selecting an outcome measure.

1. We will select the outcome that has been defined as primary

by the study authors.

2. If no primary outcome has been identified, we will choose

the outcome measure used in sample size calculations.

3. If no outcome measure is mentioned in the sample size

calculations, we will select the most appropriate or relevant

outcome measure for the given intervention. This will most

likely require further discussion among the authors responsible

for data extraction.

Primary outcomes

We have opted to focus mainly on the outcome category of health

services use and to select primary outcomes that are objective (not

self-reported) and clearly linked to advertising campaigns. Each of

these endpoints is also measurable and could be easily combined

in a meta-analysis:

1. measures of consumer knowledge;

2. rates of consultations with health professionals; and
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3. prescribing rates (including initiation, switching and

discontinuation rates).

These outcomes will be measured in terms of the level of change

observed and the lag time between the media intervention and the

observed effect.

Secondary outcomes

As secondary outcomes of interest, we will include:

1. measures of consumer attitudes on diagnosis and treatment;

2. diagnostic testing rates;

3. fatal and non-fatal serious adverse events, including

hospitalisations and emergency visits; and

4. health service costs.

Timing of outcome assessment

We have not established a minimum duration of follow-up for the

outcome measures. If data are available, we will present outcomes

separately for shorter-term (less than six months) and longer-term

follow-up.

Main outcomes for ’Summary of findings’ tables

Bearing in mind their relevance to stakeholders and to decision

making, we have opted to select outcomes that are clearly linked to

advertising campaigns. These endpoints are also measurable and

could be easily combined in a meta-analysis. They are:

1. measures of consumer knowledge of diagnosis criteria,

disease prognosis, and treatment outcomes;

2. rates of consultations with health professionals;

3. diagnostic testing rates;

4. prescribing rates;

5. fatal and non-fatal serious adverse events, including

hospitalisations and emergency visits; and

6. health service costs.

Search methods for identification of studies

We will obtain the assistance of a research librarian with expertise

in Cochrane systematic reviews to prepare the electronic search.

Electronic searches

We will start our electronic search from 1990 (as explained in Types

of studies). We will search the following electronic databases.

• The Cochrane Central Register of Controlled Trials

(CENTRAL, the Cochrane Library, latest issue)

• MEDLINE (OvidSP) (1990 to present)

• Embase (Embase.com) (1990 to present)

• PsycINFO (OvidSP) (1990 to present)

• SCOPUS (1990 to present)

• CINAHL (EBSCOhost) (1990 to present)

There will be no language restrictions during the electronic

searches; translation will be organised as needed through univer-

sity and Cochrane network contacts.

We present the strategy for MEDLINE in Appendix 1.

We will tailor strategies to other databases and report them in the

review.

Searching other resources

We expect that many of the studies examining the effects of un-

branded advertising will be unpublished, internal market studies

held by pharmaceutical companies; therefore the usual strategies to

find unpublished studies via clinical trial registries, pharmaceutical

company websites and regulatory documents are not likely to be

successful. We will search the drug industry documents database

(www.industrydocumentslibrary.ucsf.edu/drug) and search stud-

ies via US court cases on marketing activities from 1990 onwards

as well as Lexis Nexis using the following keywords.

• unbranded AND advert*

• (disease OR condition) AND aware*

• condition-oriented campaigns

• disease-oriented campaigns

• disease awareness campaigns

• unbranded acquisition campaigns

• consumer relationship marketing of prescription-only

medicines

We will search reference lists of included studies and relevant sys-

tematic reviews. We will also contact experts in the field and au-

thors of included studies for advice as to other relevant studies.

Grey literature search methods will include: searching abstracts of

world pharmaceutical marketing conferences; contacting industry

bodies in key regions (such as EFPIA, IFPMA and PhRMA) as well

as searching websites of governmental and non-governmental or-

ganisations (in English, French, Spanish, Portuguese, Dutch, Lat-

vian, German and Russian); and citation forward checking from

included studies using the Web of Science and Scopus databases.

Data collection and analysis

Selection of studies

Two authors will independently screen all titles and abstracts iden-

tified from searches to determine which meet the inclusion crite-

ria. We will retrieve in full text any papers that are identified as

being of potential or uncertain relevance by at least one author.

Two review authors will independently screen full-text articles for

inclusion or exclusion, with discrepancies resolved by discussion

and by consulting a third author if necessary to reach consensus.
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We will list all potentially relevant papers excluded from the re-

view at this stage as excluded studies, and will provide reasons in

the ‘Characteristics of excluded studies’ table. We will also pro-

vide citation details and any available information about ongoing

studies, and collate and report details of duplicate publications, so

that each study (rather than each report) is the unit of interest in

the review. We will report the screening and selection process in

an adapted PRISMA flow chart (Liberati 2009).

Data extraction and management

Two review authors will extract data independently from included

studies. Two authors will independently assign the outcomes re-

ported in each included study included to the review’s outcome

categories (see Types of outcome measures) and resolve any dif-

ferences in categorisation, if they occur, by the involvement of a

third author. We will develop and pilot a data extraction form us-

ing the Cochrane Consumers and Communication Group data

extraction template, and incorporate elements of EPOC data ex-

traction guidance as necessary.

Data to be extracted will include the following items: details of the

study (aim of intervention, study design, description of compar-

ison group, participant characteristics and demographics, details

of the intervention - such as country, media outlets used, con-

dition/diagnostic/treatment covered, related drug or therapeutic

class, duration, primary and secondary outcomes as well as their

data and results, sponsorship status (any private funding received

by pharmaceutical companies or third parties acting on their be-

half, including the name of sponsor, when available), declaration

of interests of the authors.

If the focus of a study is an intervention by a patient, consumer or

special interest group, we will try to ascertain whether the group

receives core or unrestricted funding from a pharmaceutical com-

pany, funding for related projects (by subject area), or if the specific

campaign is explicitly referred to as being funded by the sponsor,

even if conducted by the patient and/or consumer group. If ad-

ditional information is provided about the details of the funding

such as amount or type (core or project funding), these data will

be extracted.

Since the quality and accuracy of the information being conveyed

is also an important component of the intervention to be taken into

consideration, we will also extract, when possible, additional de-

scriptive information, such as numerical data being disseminated,

types of risks mentioned and evidence cited to support claims.

In addition, should studies examine effects of relevant policy or

regulation shifts, these will be noted and extracted.

Outcome data and results of studies will be extracted from in-

cluded studies during this process. One review author will enter

all extracted data into RevMan (RevMan 2014), and a second re-

view author, working independently, will check them for accuracy

against the data extraction sheets. We will present details of the in-

cluded studies in the ’Characteristics of included studies’ section.

Assessment of risk of bias in included studies

We will assess and report on the methodological risk of bias of

included studies in accordance with the Cochrane Handbook for

Systematic Reviews of Interventions (Higgins 2011) and the guide-

lines of Cochrane Consumers and Communication, which recom-

mend the explicit reporting of the following individual elements

for RCTs: random sequence generation; allocation sequence con-

cealment; blinding (participants, personnel); blinding (outcome

assessment); completeness of outcome data, selective outcome re-

porting; and funding/sponsorship. We will consider blinding sep-

arately for different outcomes where appropriate (for example,

blinding may have the potential to affect differently subjective

versus objective outcome measures). We will judge each item as

being at high, low or unclear risk of bias as set out in the criteria

provided by Higgins 2011, and provide a quote from the study

report and a justification for our judgement for each item in the

’Risk of bias’ table.

RCTs will be deemed to be at the highest risk of bias if they are

scored as at high or unclear risk of bias for either the sequence

generation or allocation concealment domains, based on growing

empirical evidence that these factors are particularly important

potential sources of bias (Higgins 2011).

We will assess and report quasi-RCTs as being at a high risk of

bias on the random sequence generation item of the ’Risk of bias’

tool. For cluster-RCTs we will also assess and report the risk of

bias associated with an additional domain: selective recruitment

of cluster participants.

EPOC guidance recommends using the same nine criteria for as-

sessment of risk of bias for RCTs, non-randomised controlled tri-

als, and controlled before-after studies (EPOC 2015a). In addition

to the above domains identified in the RCT ’Risk of bias’ tool, as

per EPOC guidance, we will assess the following: whether baseline

outcome measurements are similar, whether baseline characteris-

tics are similar, and whether the study was adequately protected

against contamination.

We will report CBA studies as being at high risk of bias on both

the random sequence generation and allocation sequence conceal-

ment items. We will exclude CBA studies with sites that are not

reasonably comparable at baseline.

We will assess and report on the following items for ITS studies:

intervention independence of other changes; prespecification of

the shape of the intervention effect; likelihood of intervention af-

fecting data collection; blinding (participants, personnel); blind-

ing (outcome assessment); completeness of outcome data, selective

outcome reporting; and other sources of bias such as seasonality.

Other methodological aspects to consider in ITS that could lead

to biased results are autocorrelation and non-stationarity. Auto-

correlation measures whether data collected close together in time

are correlated with each other. For instance, prescription patterns

closer to each other may be more similar. Non-stationary data

show an underlying trend that is unrelated to the intervention. We

will identify both aspects and when present, we will assess whether
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they have been adjusted for.

For controlled cohort studies, we will use the recently developed

Cochrane ’Risk of bias’ assessment tool for non-randomised stud-

ies of interventions (ROBINS-I 2016). This includes an assess-

ment of whether or not the study authors have adequately ad-

justed for a set of prespecified confounders. Potential confounders

are defined as factors associated both with likelihood of exposure

to unbranded advertising and to measured outcomes. Based on

research on branded DTCA (Mintzes 2012), key identified con-

founders include age (younger versus older adults), sex, and socio-

economic status and/or insurance status/price sensitivity.

We will also include risk of bias associated with the source of fund-

ing (Lundh 2012). This is especially important in an analysis of

unbranded advertising by pharmaceutical companies as a com-

mercial sponsor may have a strong incentive for a specific result.

Should any of the studies to be included be authored or co-au-

thored by members of the review author team, data extraction

and assessment of risk of bias of those studies will be undertaken

by two members of the author team not involved in the primary

publication.

In all cases, two authors will independently assess the risk of bias

of included studies, with any disagreements resolved by discussion

to reach consensus or by third review author adjudication if con-

sensus is not reached. We will contact study authors for additional

information about the included studies, or for clarification of the

study methods as required. We will incorporate the results of the

’Risk of bias’ assessment into the review through standard tables,

and systematic narrative description and commentary about each

of the elements, leading to an overall assessment the risk of bias

of included studies and a judgment about the internal validity of

the review’s results. We will report risk of bias for multiple study

designs (RCTs, CBA studies, ITS studies) using EPOC’s suggested

table (EPOC 2015b). ROBINS-I 2016 will be used for controlled

cohort studies.

Measures of treatment effect

In RCTs, for dichotomous outcomes, we will analyse data based

on the number of events and the number of people assessed in the

intervention and comparison groups. We will use these to calcu-

late the risk ratio (RR) and 95% confidence interval (CI), using a

random-effects model for meta-analysis. For rare outcomes (< 1%)

a Peto odds ratio (OR) will be used. For continuous measures, we

will analyse data based on the mean, standard deviation (SD) and

number of people assessed for both the intervention and compari-

son groups to calculate mean difference (MD) and 95% CI. If the

MD is reported without individual group data, we will use this to

report the study results. If more than one study measures the same

outcome using different tools, we will calculate the standardised

mean difference (SMD) and 95% CI using the inverse variance

method in Review Manager 5.

For CBA studies, we will calculate effect measures for dichotomous

outcomes (RR) and for continuous outcomes (relative % change

post intervention).

For ITS studies, we will look into the change in level of the outcome

at the first point after the introduction of the intervention, and

the post-intervention slope minus the predicted outcome based on

the pre-intervention slope only (EPOC 2013b). We will calculate

these estimates from regression models adjusting for autocorrela-

tion. If an ITS study has not reported an appropriate analysis but

provides the data points, we will consider re-analysing the data

using segmented time series regression techniques (Ramsay 2003;

EPOC 2013).

For controlled cohort studies we will use generic inverse variance

analysis, based on the logs of hazard ratios (HR) and OR and the

standard error of log HR or OR, adjusted for confounding factors.

Unit of analysis issues

If cluster-RCTs are included we will check for unit of analysis

errors. If errors are found, and sufficient information is available,

we will re-analyse the data using the appropriate unit of analysis,

by taking account of the intracluster correlation (ICC). We will

obtain estimates of the ICC by contacting authors of included

studies, or impute them using estimates from external sources. If

it not possible to obtain sufficient information to re-analyse the

data we will report effect estimates and annotate ’unit of analysis

error’.

Dealing with missing data

We will attempt to contact study authors to obtain missing data

(participant, outcome, or summary data). Unsuccessful attempts

to retrieve data will be duly reported (i.e. no data available; did not

reply; did not provide data). For participant data, we will, where

possible, conduct analysis on an intention-to-treat basis; otherwise

data will be analysed as reported. We will report on the levels of

loss to follow-up and assess this as a source of potential bias. For

missing outcome or summary data we will impute missing data

where possible and report any assumptions in the review. We will

investigate, through sensitivity analyses, the effects of any imputed

data on pooled effect estimates.

Assessment of heterogeneity

We will report on the rationale behind any decision to pool or not

to pool studies after assessing clinical and methodological hetero-

geneity, and considering characteristics of participants, interven-

tions, comparisons and outcomes.

Where studies are considered similar enough (based on consid-

eration of populations, interventions and outcomes, and study

methodology) to allow pooling of data using meta-analysis, we

will assess the degree of heterogeneity by visual inspection of for-

est plots and by examining the Chi² test for heterogeneity. Het-

erogeneity will be quantified using the I² statistic. An I² value of
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50% or more will be considered to represent substantial levels of

heterogeneity, but this value will be interpreted in light of the size

and direction of effects and the strength of the evidence for hetero-

geneity, based on the P value from the Chi² test (Higgins 2011).

Where we detect substantial clinical, methodological or statistical

heterogeneity across included studies we will not report pooled re-

sults from meta-analysis but will instead use a narrative approach

to data synthesis. In this event we will attempt to explore possible

clinical or methodological reasons for this variation by grouping

studies that are similar in terms of populations, intervention fea-

tures and outcomes, and study methodology to explore differences

in intervention effects.

Assessment of reporting biases

We will assess reporting bias qualitatively based on the characteris-

tics of the included studies (e.g. if only small studies that indicate

positive findings are identified for inclusion), and if information

that we obtain from contacting experts and authors or studies sug-

gests that there are relevant unpublished studies.

If we identify sufficient studies (at least 10) for inclusion in the

review we will construct a funnel plot to investigate small study

effects, which may indicate the presence of publication bias. We

will formally test for funnel plot asymmetry, with the choice of

test made based on advice in Higgins 2011, and bearing in mind

when interpreting the results that there may be several reasons for

funnel plot asymmetry.

Data synthesis

Studies of different designs will be analysed separately. When possi-

ble, we plan to analyse RCTs, quasi-RCTs and cluster-RCTs jointly.

We will decide whether to meta-analyse data based on whether the

interventions in the included trials are similar enough in terms of

intervention type, comparison and outcome measures to ensure

meaningful conclusions from a statistically pooled result. Due to

the anticipated variability in populations and intervention types

of included studies, we will use a random-effects model for meta-

analysis.

We plan to meta-analyse the data obtained from CBA and/or

ITS studies, whenever possible, using a generic inverse-variance

weighted average. If we are unable to pool the data statistically

using meta-analysis we will conduct a narrative synthesis of results.

We will group the data based on the category that best explores the

heterogeneity of studies and makes most sense to the reader (i.e.

by interventions, populations or outcomes). Within each category

we will present the data in tables and narratively summarise the

results.

We will carry out separate meta-analysis of controlled cohort data

if these are possible, for example if studies with similar enough

designs, interventions, and outcomes are found for results to be

meaningfully combined. In this case we will use generic inverse

variance to combine OR or HR and maintain the authors’ adjust-

ments for potential confounders.

Should meta-analysis not be possible, we will provide descriptive

statistics for CBA, ITS and controlled cohort studies. Descriptive

statistics could include median effect sizes, inter-quartile ranges or

other measures, and this information could be presented graphi-

cally using bar charts or other approaches.

We plan to conduct the following comparisons:

• Unbranded advertising versus no advertising

• Unbranded advertising versus branded advertising

• Unbranded advertising from sponsors or parties acting on

their behalf versus information and education activities from

non-commercial sources

• Comparisons between different types of unbranded

advertising (for instance, traditional unbranded advertising

versus unbranded advertising in social media)

• Comparisons between unbranded advertising campaigns

for two different drugs

Subgroup analysis and investigation of heterogeneity

In the presence of sufficient numbers of studies, subgroup analyses

may be conducted to explore heterogeneity, using a significance

test for interactions for subgroup differences and an I² statistic.

We plan to carry out a priori subgroup analyses for effects of

on- and off-label campaigns if possible, and will contact authors

to obtain additional data to carry out these subgroup analyses

if the results have not been reported separately in the primary

study. Mixed (on and off ) campaigns will be subject to a second

level of coding for primary message on- or off-label and will be

classified based on the primary message. We will test for interaction

effects between subgroups of on- and off-label use, and present the

results of subgroup analyses. If outcomes do not differ, however,

we will calculate the combined effects as well and will present

these outcomes. If there are significant interaction effects (Chi²

for interaction effects < 0.05), we will present subgroup outcomes

separately.

The other factors we may also consider for exploratory subgroup

analyses are:

• intervention characteristics:

◦ type of media used (online versus all other types of

media);

◦ length and intensity of intervention;

◦ multiple media versus single media; and

◦ setting (lower-/middle-income countries versus high-

income countries, as per World Bank country income levels);

• influences of age and gender;

• chronic conditions versus other conditions; and

• influence of type of prescriber (medical practitioners versus

other healthcare professionals).

In the event that substantial clinical, methodological or statistical

heterogeneity across studies precludes meaningful combining of
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data, we will attempt to explore possible clinical or methodological

reasons for this variation by grouping studies that are similar in

terms of target groups, intervention characteristics, methodologi-

cal features or other factors to explore differences in intervention

effects.

Sensitivity analysis

Sensitivity analyses will be conducted to determine the robust-

ness of the results. These may include but are not restricted to

undertaking both fixed-effect and random-effects meta-analyses,

excluding outlier studies or excluding poorer quality studies to

explore the robustness of results. In addition, any methodological

decisions undertaken during the course of the review (e.g. com-

bining different study designs; imputation of missing data) will be

subjected to sensitivity analyses.

’Summary of findings’ table

We will prepare a ’Summary of findings’ table to present the results

of meta-analysis, based on the methods described in Chapter 11

of the Cochrane Handbook for Systematic Reviews of Interventions

(Schünemann 2011). We will present the results of meta-analysis

for the major comparisons of the review, for each of the major pri-

mary outcomes, including potential harms, as outlined in Types

of outcome measures. We will provide a source and rationale for

each assumed risk cited in the table(s), and will use the GRADE

system to rank the quality of the evidence using the GRADEpro-

filer (GRADEpro) software (Schünemann 2011). If meta-analysis

is not possible, we will present results in a narrative ’Summary of

findings’ table format, such as that used by Chan 2011.

Ensuring relevance to decisions in health care

The review will inform current policy discussions on the impact

of public unbranded campaigns by the pharmaceutical industry in

terms of the research evidence, and gaps in knowledge, about ef-

fects on consumers’ attitudes, knowledge, health service use, costs

and health outcomes. It is important for these policy discussions

to be informed by the existing body of research evidence, includ-

ing an understanding of current gaps in knowledge about effects

of this intervention.

The review will receive feedback from at least one consumer referee

in addition to a content expert as part of Cochrane Consumers

and Communication’s standard editorial process.

This protocol has also been reviewed by members of an advisory

consumer panel - Ilaria Passarani and Signe Mezinska - whom we

thank for their input and contribution.

A C K N O W L E D G E M E N T S

We thank the Cochrane Consumers and Communication editors

and staff, particularly Ann Jones, Rebecca Ryan and Sophie Hill,

for their input to this protocol.

R E F E R E N C E S

Additional references

’t Jong 2004

‘t Jong GW, Stricker B, Sturkenboom M. Marketing in the

lay media and prescriptions of terbinafine in primary care:

Dutch cohort study. BMJ 2004;328(7445):931.

AIM 2007

Association Internationale de la Mutualité, International

Society of Drug Bulletins, Health Action International,

Medicines in Europe Forum. Second open letter to

interested parties. AIM, ISDB, HAI Europe, MiEF 14

June 2007. [haieurope.org/wp–content/uploads/2012/

01/14–June–2007–2nd–Open–Joint–Open–Letter–EU–

Commissioners.pdf ]

Avery 2008

Avery RJ, Kenkel D, Lillard DR, Mathios A, Wang H.

Health disparities and direct-to-consumer advertising of

pharmaceutical products. In: Helmchen L, Kaestner R, Lo

Sasso A editor(s). Beyond Health Insurance: Public Policy to

Improve Health. Advances in Health Economics and Health

Services Research. Vol. 19, Emerald Insight, 2008:71–94.

Bala 2013

Bala MM, Strzeszynski L, Topor-Madry R, Cahill K.

Mass media interventions for smoking cessation in adults.

Cochrane Database of Systematic Reviews 2013, Issue 6.

[DOI: 10.1002/14651858.CD004704.pub3]

Basara 1996

Basara LR. The impact of a direct-to-consumer prescription

medication advertising campaign on new prescription

volume. Drug Information Journal 1996;30(3):715–29.

Bertakis 2000

Bertakis KD, Azari R, Helms LJ, Callahan EJ, Robbins JA.

Gender differences in the utilization of health care services.

Journal of Family Practice 2000;49(2):147-52.

Bond 2004

Bond CM, Orru MP, Leder JM, Bouvy M. The over-the-

counter pharmaceutical market. In: Mossialos E, Mrazek

M, Walley T editor(s). Regulating Pharmaceuticals in Europe:

Striving for Efficiency, Equity and Quality. Berskshire: Open

University Press, 2004.

11Unbranded advertising of prescription medicines to the public by pharmaceutical companies (Protocol)

Copyright © 2017 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Brinn 2010

Brinn MP, Carson KV, Esterman AJ, Chang AB, Smith BJ.

Mass media interventions for preventing smoking in young

people. Cochrane Database of Systematic Reviews 2010, Issue

11. [DOI: 10.1002/14651858.CD001006.pub2]

Cassels 2003

Cassels A, Hughes MA, Cole C, Mintzes B, Lexchin J,

McCormack JP. Drugs in the news: an analysis of Canadian

newspaper coverage of new prescription drugs. Canadian

Medical Association Journal 2003;168(9):1133–7.

Castleberry 2008

Castleberry SB, Bayuk K, O’Brien AM. We’ve got a cure for

you! Disease awareness campaigns. Journal of Business Case

Studies 2008;4(2):31–7.

CCCG 2014

Cochrane Consumers, Communication. Standard

protocol text and additional guidance for review authors.

cccrg.cochrane.org 2014.

Chan 2011

Chan RJ, Webster J, Marquart L. Information interventions

for orienting patients and their carers to cancer care facilities.

Cochrane Database of Systematic Reviews 2011, Issue 12.

[DOI: 10.1002/14651858.CD008273.pub2]

Donohue 2007

Donohue JM, Cevasco M, Rosenthal MB. A decade of

direct-to-consumer advertising of prescription drugs. New

England Journal of Medicine 2007;357(7):673–81. [DOI:

10.1056/NEJMsa070502]

EPOC 2013

Cochrane Effective Practice, Organisation of Care (EPOC).

What study designs should be included in an EPOC review?

. EPOC Resources for Review Authors. Oslo: Norwegian

Knowledge Centre for the Health Services, 2013.

EPOC 2013b

Cochrane Effective Practice, Organisation of Care (EPOC).

Interrupted time series (ITS) analyses. EPOC Resources for

Review Authors. Oslo: Norwegian Knowledge Centre for

the Health Services, 2013.

EPOC 2015a

Cochrane Effective Practice, Organisation of Care (EPOC).

Suggested risk of bias criteria for EPOC reviews. EPOC

Resources for Review Authors. Oslo: Norwegian Knowledge

Centre for the Health Services, 2015.

EPOC 2015b

Cochrane Effective Practice, Organisation of Care. How to

prepare a risk of bias table for reviews that include more than

one study design. EPOC Resources for Review Authors. Oslo:

Norwegian Knowledge Centre for the Health Services,

2015.

EU Commission 2008

European Commission. Proposal for a Directive of the

European Parliament and of the Council amending, as

regards information to the general public on medicinal

products subject to medical prescription, Directive 2001/

83/EC on the Community code relating to medicinal

products for human use. European Commission December

2008.

EU Commission 2009

EGGSI Coordinating Team. Crepaldi C, Lodovici MS,

Corsi M. Access to healthcare and long-term care, equal

for women and men?. Expert Group on Gender Equality

and Social Inclusion, Health and Long-Term Care Issues

(EGGSI), European Commission 2009; Vol. Final

Synthesis Report.

EU Commission 2011

European Commission. The state of men’s health in

Europe. Directorate-General for Health and Consumers

2011; Vol. Report. [DOI: 10.2772/60721]

European Parliament 2012

European Parliament. Disease mongering (Pseudo-disease

promotion). DG Internal Policies 2012; Vol. IP/A/ENVI/

NT/2012–20. PE 492.462.

European Parliament and Council 2004

European Parliament and Council. Directive 2004/27/EC

of the European Parliament and the Council of 31 March

2004 amending Directive 2001/83/EC on the Community

code relating to medicinal products for human use. EU

Official Journal 2004; Vol. 86, issue 2.

Fugh-Berman 2008

Fugh-Berman A, Melnick D. Off-label promotion, on-

target sales. PLoS Medicine 2008;5(10):e210.

Gagnon 2008

Gagnon MA, Lexchin J. The cost of pushing pills: a new

estimate of pharmaceutical promotion expenditures in

the United States. PLoS Medicine 2008;5(1):e1. [DOI:

10.1371/journal.pmed.0050001]

Gibson 2014

Gibson S. Regulating direct-to-consumer advertising of

prescription drugs in the digital age. Laws 2014;3(3):

410–38.

Gilbody 2005

Gilbody S, Wilson P, Watt I. Benefits and harms of direct to

consumer advertising: a systematic review. Quality Safety in

Health Care 2005;14(4):246–50.

Grilli 2002

Grilli R, Ramsay C, Minozzi S. Mass media interventions:

effects on health services utilisation. Cochrane Database

of Systematic Reviews 2002, Issue 1. [DOI: 10.1002/

14651858.CD000389]

Haimowitz 2011

Haimowitz IJ. Healthcare Relationship Marketing: Strategy,

Design and Measurement. Farnham (UK): Gower Publishing

Limited, 2011.

Hall 2008

Hall D, Jones C. Australian consumer responses to

DTCA and other pharmaceutical company sponsored

advertisements. Australian and New Zealand Journal of

Public Health 2008;32(5):471–8.

12Unbranded advertising of prescription medicines to the public by pharmaceutical companies (Protocol)

Copyright © 2017 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Hall 2011

Hall D, Jones S, Iverson D. Disease awareness advertising:

women’s intentions following exposure. Australian Family

Physician 2011;40(3):143–7.

Handlin 2007

Handlin A. Gendered opportunities to enhance direct-to-

consumer advertising of gender-neutral pharmaceutical

brands: factors arising from information processing,

message content, and demographic change. Business Review

2007;7(1):33–9.

Harrabin 2003

Harrabin R, Coote A, Allen J. Health in the News: Risk,

Reporting and Media Influence. London (UK): King’s Fund

Publications, 2003.

Higgins 2011

Higgins JPT, Green S (editors). Cochrane Handbook

for Systematic Reviews of Interventions Version 5.1.0

[updated March 2011]. The Cochrane Collaboration,

2011. Available from handbook.cochrane.org. Chichester:

John Wiley & Sons.

Hogue 2012

Hogue M-CB, Doran E, Henry DA. A prompt to

the web: the media and health information seeking

behaviour. PLoS ONE 2012;7(4):1–6. [DOI: 10.1371/

journal.pone.0034314]

Leonardo Alves 2007

Leonardo Alves T, Mintzes B. A regulatory no man’s land:

unbranded advertising of prescription drugs to the public

in Europe. Poster presented at the Geneva Health Forum

2007.

Leonardo Alves 2014

Leonardo Alves T, Martins de Freitas A, van Eijk MEC,

Mantel-Teeuwisse A. Compliance of disease awareness

campaigns in printed Dutch media with national and

international regulatory guidelines. PLoS One 2014;9(9):

e106599. [DOI: 10.1371/journal.pone.0106599]

Liberati 2009

Liberati A, Altman DG, Tetzlaff J, Mulrow C, Gøtzsche

PC, Ioannidis JPA, et al. The PRISMA statement for

reporting systematic reviews and meta-analyses of studies

that evaluate health care interventions: explanation and

elaboration. PLoS Medicine 2009;6(7):e1000100. [DOI:

10.1371/journal.pmed.1000100]

Lundh 2012

Lundh A, Sismondo S, Lexchin J, Busuioc OA, Bero L.

Industry sponsorship and research outcome. Cochrane

Database of Systematic Reviews 2012, Issue 12. [DOI:

10.1002/14651858.MR000033.pub2]

Mansfield 2005

Mansfield P, Mintzes B, Richards D, Toop L. Direct to

consumer advertising. BMJ 2005;330(7481):5–6. [DOI:

http://dx.doi.org/10.1136/bmj.330.7481.5]

Mintzes 1998

Mintzes B. Blurring the Boundaries: New Trends in Drug

Promotion. Amsterdam: Health Action International

Europe, 1998.

Mintzes 2010

Mintzes B. “Ask your doctor” women and direct-to-

consumer advertising. In: Rochon Ford A, Saibil D editor

(s). The Push to Prescribe Women and Canadian Drug Policy.

Toronto (CA): Women’s Press, 2010.

Mintzes 2012

Mintzes B. Advertising of prescription-only medicines to

the public: does evidence of benefit counterbalance harm?.

Annual Review of Public Health 2012;33:259–77.

Mosdøl 2015

Mosdøl A, Lidal IB, Straumann GH, Vist GE. Targeted

mass media interventions promoting healthy behaviours to

reduce risk of non-communicable diseases in adult, ethnic

minorities. Cochrane Database of Systematic Reviews 2015,

Issue 5. [DOI: 10.1002/14651858.CD011683]

Ramsay 2003

Ramsay CR, Matowe L, Grilli R, Grimshaw JM, Thomas

RE. Interrupted time series design in health technology

assessment: lessons from two systematic reviews of behavior

change strategies. International Journal of Technology

Assessment in Health Care 2003;19(4):612.

RevMan 2014 [Computer program]

Nordic Cochrane Centre, The Cochrane Collaboration.

Review Manager (RevMan). Version 5.3. Copenhagen

(DK): Nordic Cochrane Centre, The Cochrane

Collaboration, 2014.

ROBINS-I 2016 [Computer program]

Sterne JAC, Higgins JPT, Reeves BC, Savovi

J, Turner L, et al. ROBINS-I. A tool for assessing risk of

bias in non-randomized studies of interventions. Version 7.

Cochrane Bias Methods and Cochrane Non–Randomised

Studies Groups, 2016.

Schwartz 2013

Schwartz LM, Woloshin S. Low “T” as in “Template”: how

to sell disease: comment on “Promoting ‘Low T’”. JAMA

Internal Medicine 2013;173(15):1460–2. [DOI: 10.1001/

jamainternmed.2013.7579]

Schünemann 2011

Schünemann HJ, Oxman AD, Higgins JPT, Vist GE,

Glasziou P, Guyatt GH. Chapter 11: Presenting results

and ‘Summary of findings’ tables. In: Higgins JPT, Green

S (editors), Cochrane Handbook for Systematic Reviews

of Interventions Version 5.1.0 [updated March 2011].

The Cochrane Collaboration, 2011. Available from

handbook.cochrane.org.

Steinman 2006

Steinman MA, Bero LA, Chren MM, Landefeld CS.

Narrative review: the promotion of gabapentin: an analysis

of internal industry documents. Annals of Internal Medicine

2006;145(4):284–93.

13Unbranded advertising of prescription medicines to the public by pharmaceutical companies (Protocol)

Copyright © 2017 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Tiner 2002

Tiner R. The industry works to develop drugs, not diseases.

BMJ 2002;325(7357):216.

Van Nuland 2010

Van Nuland S, Damen Z. Public information as a

marketing tool. Promotion of diseases and medicines

[Publieksvoorlichting als marketinginstrument. Promotie

van ziekten en geneesmiddelen]. Gezonde Scepsis (Healthy

Scepticism). Available from: apps.who.int/medicinedocs/

documents/s17531en/s17531en.pdf. Utrecht, 2010.

Vitry 2012

Vitry A, Mintzes B. Disease mongering and low testosterone

in men: the tale of two regulatory failures. Medical Journal

of Australia 2012;196(10):619–21.

Wielondek 2005

Wielondek M. Can direct-to-consumer advertising help

in reinventing the image of the pharmaceutical industry

instead of eroding its credibility?. Journal of Medical

Marketing 2005;5:264–73.
∗ Indicates the major publication for the study

A D D I T I O N A L T A B L E S

Table 1. Glossary of key terms

Key term Definition

Branded direct-to-consumer advertising of prescription medicines

(DTCA)

Advertising that includes a product’s brand name. In the USA,

this includes two types of advertising described by the Food and

Drug Administration: 1) ’full product advertising’, which includes

the product name and health claims. Such advertising must also

include information on the drug risks; 2) reminder advertising,

which states the product’s name but makes no health claims. In

the USA, this advertising is not allowed for drugs with boxed

warnings of serious risks

Unbranded advertising of prescription medicines Any paid advertising campaign, in any media, by a pharmaceutical

manufacturer, with a focus on a condition treated by one or more

of its products, but without any mention of brand or generic

names

Off-label promotion The term ’off-label promotion’ refers to promotion of a medicine

for an unapproved use. This type of promotion is generally illegal.

Physicians may prescribe a medicine for any use, whether it is

approved or not, but manufacturers may not promote medicines

for off-label use

Mixed promotion (both on- and off-label) ’On-label promotion’ refers to promotion for approved uses. ’Off-

label promotion’ is for unapproved uses. Mixed promotion is for

both types of uses

Generic drugs or generics Generic drugs or generics are medicines that have no brand name

or registered trademark. Once the patent for a medicine expires,

other manufacturers may produce the medicine, and these prod-

ucts are generic drugs

Direct-to-consumer advertising Direct-to-consumer advertising (DTCA) refers to advertising of

prescription-only medicines aimed at the public. Such advertising

is fully legal only in two countries, the USA and New Zealand
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Table 1. Glossary of key terms (Continued)

Non-commercial information sources We define a non-commercial information source to be any pub-

lic or private entity, institution, non-government organisation,

foundation or society involved in distributing information about

health and treatment which does not derive a commercial gain

from inducing the prescription, supply, purchase and/or use of

pharmaceutical products, either directly or indirectly

Third party acting on behalf of pharmaceutical company Any public relations consultancy, marketing company, profes-

sional society, think tank, patient and consumer group, key opin-

ion leader, medical practice or hospital, which has been hired or

funded by a pharmaceutical company to promote specific phar-

maceutical products

A P P E N D I C E S

Appendix 1. MEDLINE search strategy

1. prescription drugs/

2. (prescription adj (drug* or medicin* or medication* or pharmaceutic*)).ti,ab,kw

3. drug industry/

4. (sponsor* or awareness or campaign*).ti,ab,kw.

5. (1 or 2 or 3) and 4

6. ((compan* or corporat* or industry) adj10 sponsor*).ti,ab,kw

7. (drug* or medicin* or medication* or pharmaceutic* or prescription*).mp

8. 6 and 7

9. 5 or 8

10. exp marketing/

11. (market* or adverti*).ti,ab,kw.
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(Continued)

12. (health adj (promotion or education or communication)).mp

13. campaign*.ti,ab,kw.

14. public relations/

15. persuasive communication/

16. (public relation* or publicity or public information or (communication adj (program* or strateg*)) or positive framing).ti,ab,kw

17. mass media.mp.

18. or/10-17

19. 9 and 18

20. (prescri* and (market* or adverti* or promot* or campaign* or public relations or publicity or mass media or sponsor*)).hw,ti

21. disease awareness.ti,ab,kw.

22. (unbranded or nonbranded or non-branded or condition brand* or condition orient* or disease orient*).ti,ab,kw

23. (consumer relation* marketing or sponsored advert*).ti,ab,kw

24. ((disease specific or informational or help seeking) adj5 (adverti* or DTC* or campaign*)).ti,ab,kw

25. (drug* or medicin* or medication* or pharmaceutic* or prescription*).mp

26. or/21-24

27. 25 and 26

28. 19 or 20 or 27

C O N T R I B U T I O N S O F A U T H O R S

• TLA: title registration proposal drafting, protocol drafting.

• AMT: title registration proposal review, protocol review and input into final draft.

• AP: protocol review and input into final draft.

• HGML: title registration proposal review, protocol review.

• LP: protocol review and input into final draft.

• EP: protocol review and input into final draft.

• BM: title registration proposal drafting, protocol drafting and review, input into final draft.
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N O T E S

This protocol is based on standard text and guidance provided by Cochrane Consumers and Communication (CCCG 2014).
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