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Introduction

Drug safety is a critical health care policy issue [START_REF] Goldacre | Bad Pharma: how drug companies mislead doctors and harm patients[END_REF][START_REF] Williams | The sociology of pharmaceuticals: progress and prospects[END_REF]Clark-Nieuwlandl, Dehaen & Teirlynck, 1989;[START_REF] Lumpkin | Advancing the Science of Medicines Regulation: The Role of the 21st-Century Medicines Regulator[END_REF]. Measures to mitigate or counter adverse drug effects include pre-approval and post-marketing clinical trials [START_REF] Gad | Drug Safety Evaluation[END_REF][START_REF] Meyboom | Good practice in the postmarketing surveillance of medicines[END_REF][START_REF] Rid | Risk-benefit assessment in medical research -critical review and open questions[END_REF]NAO, 2003), drug monitoring, and withdrawals [START_REF] Charlton | Adverse drug reactions[END_REF]Mann & Andrews, 2007;[START_REF] Garattini | How can we regulate medicines better?[END_REF]. Regardless of the reasons that prompt them [START_REF] Mcnaughton | An investigation into drug products withdrawn from the EU market between 2002 and 2011 for safety reasons and the evidence used to support the decision-making[END_REF][START_REF] Fletcher | The safety of medicinal products[END_REF][START_REF] Spirret-Poura | Drug withdrawal from sale[END_REF][START_REF] Rawson | Drug safety: withdrawn medications are only part of the picture[END_REF], drug withdrawals are often associated with dissatisfaction regarding the effectiveness of health policies. They may reflect safety issues related to drugs, or updates of drug testing and approval procedures.

Usually, regulatory agencies and medical experts are in charge of investigating such cases, examining evidence, and working with drug producers, resulting in regulatory withdrawals or voluntary withdrawals by producers without direct involvement of political actors. Yet, in their role as monitoring bodies of government action, parliaments can relate to drug withdrawals, and shape drug-related policies and regulations. Widening the perspective beyond regulatory agencies therefore provides an additional vantage point to better understand drug withdrawals in their political and institutional context.

As drug withdrawals implicate multiple stakeholders including pharmaceutical companies, medical professionals, patients, the general public and regulators [START_REF] Abraham | Regulating medicines in Europe: Competition, expertise and public health[END_REF], some cases may draw public attention, instigate debate and ultimately lead to changes in health policies. Previous work portrays such policy changes either as governments' and regulatory agencies' responses to crises [START_REF] Shah | Thalidomide, drug safety and early drug regulation in the UK[END_REF][START_REF] Brynner | Dark remedy: The impact of thalidomide and its revival as a vital medicine[END_REF][START_REF] Temin | Health professions education scholarship unit leaders as institutional entrepreneurs[END_REF], or as longer-term outcomes with of conflicts among stakeholders in the health field [START_REF] Abraham | Regulating medicines in Europe: Competition, expertise and public health[END_REF]. Both perspectives provide insights, but they also tend to overstate the two ends of the policy-making chain by accentuating either the role of governments and regulators or the role of wider societal stakeholder tensions. In this article, we propose that parliament functions as an intermediate change agent, and we investigate how members of parliament represent and seek to translate the interests and concerns of stakeholders into policy changes when confronted with drug withdrawals.

By introducing parliament as an overlooked, yet significant actor, we seek to enrich understanding of health policy changes by unveiling a connecting device between policy makers and the broader society. Thus, our study addresses two main research questions: (1) How do parliaments debate about and act on drug withdrawals? (2) How do drug withdrawals affect drug and health-related policies? Empirically, we investigate three high-profile drug withdrawals that occurred between 1991 and 2005 in the United Kingdom: triazolam (1991Kingdom: triazolam ( ), rofecoxib (2004Kingdom: triazolam ( ), and co-proxamol (2005)). The findings suggest the U.K. Parliament served as a forum for parliamentarians to act as institutional entrepreneurs, who addressed drug withdrawals in three distinct forms, including partisan-political, individual-idiosyncratic, and collective-institutional, In turn, we can classify the types of activities conducted by parliamentarians to initiate and drive change in drug-related health policies.

Theoretical background

Health policies are institutions representing rules, norms, and procedures of political and social life that organize behaviour into predictable and reliable patterns (Mahoney & Thelen, 2010). Previous research suggests that changes in institutions result from the "activities of actors who have interest in particular institutional arrangements and who leverage resources to create new institutions or to transform existing ones" (Maguire, Hardy & Lawrence, 2004, p. 657). Such actors are institutional entrepreneurs, who initiate divergent change and actively participate in its implementation [START_REF] Maguire | Institutional entrepreneurship in emerging fields: HIV/AIDS treatment advocacy in Canada[END_REF][START_REF] Dimaggio | Interest and agency in institutional theory[END_REF]. They mobilize resources and seize opportunities to realize their interests by creating visions for change and mobilizing their allies [START_REF] Battilana | How Actors Change Institutions: Towards a Theory of Institutional Entrepreneurship[END_REF][START_REF] Weik | Institutional Entrepreneurship and Agency[END_REF]. In the health sector, actors' subject positions affect their engagement in institutional entrepreneurship, as demonstrated in relation to the U.K. National Health Service [START_REF] Battilana | Agency and Institutions: The Enabling Role of Individuals' Social Position[END_REF][START_REF] Lockett | The role of institutional entrepreneurs in reforming healthcare[END_REF][START_REF] Lockett | The influence of social position on sensemaking about organizational change[END_REF] or in the study of community organizations advocating new practices in HIV/AIDS advocacy in Canada [START_REF] Maguire | Institutional entrepreneurship in emerging fields: HIV/AIDS treatment advocacy in Canada[END_REF]. Institutional entrepreneurs use varied discourses and interactive processes to convey ideas and facilitate policy changes [START_REF] Smith | Implementing pay-for-performance in primary health care: the role of institutional entrepreneurs[END_REF][START_REF] Breton | How healthcare organisations can act as institutional entrepreneurs in a context of change[END_REF], cultivate strategic relationship with key stakeholders, increase visibility (Varpio et al., 2017), and represent different logics in the field of medical education [START_REF] Dunn | Institutional logics and institutional pluralism: The contestation of care and science logics in medical education, 1967-2005[END_REF].

Previous research on health policy changes highlights a variety of institutional entrepreneurs, including for example advocacy organizations, professional groups, and the state. Yet an important, largely overlooked intermediary change agent also functions in these settings: the legislature. It links society-at-large on the one hand with regulators on the other.

With respect to institutional change, parliaments fulfil two roles: representation and action.

First, they represent societal stakeholders across social strata and milieus [START_REF] Audickas | Social background of MPs 1979-2017[END_REF]. In the case of health care, constituents can express their views through elected representatives in parliament. Second, parliament provides an organizational setting that empowers actors to pursue initiatives in ways that may result in institutional change [START_REF] Zietsma | Institutional Work in the Transformation of an Organizational Field: The Interplay of Boundary Work and Practice Work[END_REF][START_REF] Bucher | The Interplay of Reflective and Experimental Spaces in Interrupting and Reorienting Routine Dynamics[END_REF]. Parliaments are forums of situated social interaction and sounding boards for opinions and viewpoints, such that they represent an ideal setting in which to examine how drug withdrawals may lead to regulatory changes.

More specifically, we investigate the process of how parliamentarians as institutional entrepreneurs engage with drug withdrawals to shape policy implications.

Research setting, method, and case selection

We investigated drug withdrawals and parliament in the United Kingdom (U.K.) for several reasons. First, the U.K. has a highly developed health care system and a parliamentary democracy, with high level of public engagement in political, social, and economic issues.

Parliament allows individual members (MPs), political parties, parliamentary bodies (e.g., committees), or even the body as a whole to act as representatives of stakeholders in health care and advocate for policy change. Second, the U.K. government relies on parliamentary debates and information provided by committees to draft, shape, and implement public policies [START_REF] Stevens | Telling policy stories: An ethnographic study of the use of evidence in policymaking in the UK[END_REF]. Parliamentary questions and debates hint at behind-the-scenes negotiations and suggest likely government reactions, so they provide a rich view of policymaking and change [START_REF] Russell | The Policy Power of the Westminster Parliament: The "Parliamentary State" and the Empirical Evidence[END_REF]. Third, from a practical perspective, U.K. parliamentary debates are well documented. With access to detailed sources, including records of all parliamentary sessions, we can develop a fine-grained understanding of the ways in which parliamentarians, as institutional entrepreneurs, link drug withdrawals with potential health policy changes. As we will show below, our findings can shed some lights on how taking on public roles in change efforts is motivated and organized differently. While our empirical focus on the U.K. Parliament is context specific, we believe that our findings of actions and strategies in a parliamentary setting are generalizable across national contexts.

To conduct this study, we engaged in a qualitative, inductive analysis of three drug withdrawal cases [START_REF] Strauss | Grounded theory methodology: An overview[END_REF][START_REF] Locke | Grounded Theory in Management Research[END_REF], including parliamentary debates, discussions, and policy outcomes. Our focus is on how MPs problematize drug withdrawals and initiate, facilitate, or hinder policy changes. We started by establishing a database of U.K. drug withdrawals. Combining public databases [START_REF] Siramshetty | WITHDRAWN -a resource for withdrawn and discontinued drugs (Database issue 2015)[END_REF][START_REF] Kim | PubChem Substance and Compound databases[END_REF], monographs [START_REF] Spirret-Poura | Drug withdrawal from sale[END_REF]WHO, 2005), and scholarly articles on drug approvals, withdrawals, and drug safety [START_REF] Jefferys | New active substances authorized in the United Kingdom between 1972 and 1994[END_REF][START_REF] Abraham | A comparative analysis of drug safety withdrawals in the UK and the US (1971-1992): Implications for current regulatory thinking and policy[END_REF][START_REF] Fung | Evaluation of the characteristics of safety withdrawal of prescription drugs from worldwide pharmaceutical markets -1960 to 1999[END_REF][START_REF] Onakpoya | Post-marketing withdrawal of 462 medicinal products because of adverse drug reactions: a systematic review of the world literature[END_REF], we initially identified 129 drugs and medical devices that had been suspended, banned, or withdrawn from U.K. markets between 1971 and 2012. Our time window reflected two legislative landmarks: the Medicines Act 1968 (in practice since 1971) to regulate drug production, dispensing, marketing, and control, and the implementation of Human Medicines Regulations 2012, which replaced the Medicines Act 1968 [START_REF] Parvizi | Regulation of medicines and medical devices: contrasts and similarities[END_REF]Breckenridge, 2003). To assess public attention we relied on the Dow Jones Factiva global news database to identify press articles covering withdrawals of the abovementioned drugs in two major national media (The Times, and The Guardian). We captured the intensity of parliamentary debate by identifying mentions of each drug in the U.K. Parliamentary databases (Historic Hansard 1803-2004;TheyWorkForYou, 2018), using the drugs' international non-proprietary names, British-approved names, and all known brand names. Furthermore, we also used these sources to assess whether a specific drug withdrawal was associated with a policy change effort.

Following a purposive sampling approach [START_REF] Eisenhardt | Building Theories from Case Study Research[END_REF], we decided to focus on cases that would simultaneously meet the criteria of strong public attention and intense parliamentary debate, combined with an attempt to change policy. Out of the ten most important cases in terms of both press and parliamentary scrutiny, three cases gave rise to policy change efforts: triazolam (withdrawn in 1991), rofecoxib (withdrawn in 2004), and coproxamol (decision to withdraw over a period of 36 months, made in 2005) (see overview in Table 1). All three cases provided rich information, thus allowing for in-depth investigation of "issues of central importance to the purpose of the inquiry" (Patton, 2002: 230).

We retrieved all 138 parliamentary debates in which the three drugs were mentioned, totalling almost 525 000 words (59 debates about co-proxamol ; 41 regarding triazolam (1982)(1983)(1984)(1985)(1986)(1987)(1988)(1989)(1990)(1991)(1992)(1993)(1994)(1995)(1996)(1997)(1998)(1999)(2000)(2001); and 38 about rofecoxib (2000 to 2012)). We first coded all texts inductively using ATLAS.ti software, and then combined our initial codes in a second step into higher order categories representing issues (e.g., safety, information, access, firm behavior) and actors (e.g., regulators, health professionals, patients, media), which enabled us in a third step to employ a narrative strategy [START_REF] Langley | Strategies for theorizing from process data[END_REF] to establish and compare processes of parliamentary action across cases. We complemented and corroborated the systematic analysis of parliamentary debates with insights gathered from press articles as well as previous studies on the withdrawal of the three drugs. This allowed us to identify three alternative pathways by which parliamentary actors influenced debates and facilitated attempts to change drug regulation and monitoring policies.

Insert Table 1 4. Findings 

Withdrawal of triazolam triggering partisan-political action

The withdrawal of the sleeping drug triazolam (brand name Halcion) in 1991 helped problematize secrecy in drug regulation and monitoring policies, especially related to drug safety and efficacy information. Patients and doctors lacked access to detailed clinical trial data; they could access only brief, summary conclusions provided by the regulator when drugs were approved for market. Legal provisions at the time allowed for this degree of secrecy, designed in the favour of the pharmaceutical industry while withholding information from prescribing doctors and patients [START_REF] Abraham | Democracy, Technocracy, and the Secret State of Medicines Control: Expert and Nonexpert Perspectives[END_REF][START_REF] Gabe | Halcion Nights: A Sociological Account of a Medical Controversy[END_REF][START_REF] Gardner | The European Agency for the Evaluation of Medicines and European Regulation of Pharmaceuticals[END_REF][START_REF] Abraham | Rethinking transparency and accountability in medicines regulation in the United Kingdom[END_REF][START_REF] Abraham | Secrecy and transparency of medicines licensing in the EU[END_REF], as indicated by the following quote from a 1993 debate:

Halcion was withdrawn..., but none of us has been told why.... More drugs are being produced without our knowing their side effects, but we need to know in order to protect our health and that of our constituents. It is unacceptable to use the trade secret argument when the health of people should be paramount. (Liz Lynne, MP for Rochdale) (Hansard, 1993a) Highlighting the broad relevance of information for "our health" and the interests of "our constituents", a group of Labour MPs, mobilizing as partisan-political actors, questioned secrecy and acted as advocates for patients and medical professionals. The group proposed the Medicines Information Bill (Private Members' Bill) in January 1993 to force regulatory agencies to provide health care professionals and the public with more information about drug approval and withdrawal:

The purpose of the Bill is to remove the all-embracing secrecy that surrounds all aspects of the licensing of medicines. (Giles Radice, MP for Durham, North) (Hansard, 1993a).

The Bill received substantial backing from Labour and Liberal Democrats but was strongly opposed by the Conservative government, with the argument that disclosures of commercially sensitive information imposed a competitive burden on the U.K. pharmaceutical industry [START_REF] Medawar | UK Medicines Information Bill[END_REF]. Although the opposition-backed Bill was rejected in Parliament, parliamentary debates demonstrated the underlying partisan-political considerations and eventually triggered significant changes in drug monitoring practices and policies. Secrecy surrounding drug regulation, monitoring, and safety emerged as important social cause for the public, so the Labour Party was able to promote its cause, both in and outside Parliament. As another quote suggests, Labour was aware that rejection of the legislative proposal did not mean its initiative to create a policy change had failed: I ... accuse the Government of double dealing over the Bill and of collusion with the industry.... The Bill will be talked out at 2.30, but that will not be the end of the argument or the process. It will be the beginning. (Giles Radice, MP for Durham, North) (Hansard, 1993b).

The political debate ultimately transcended Parliament and lead other stakeholders to take action. The government, for instance, noted its initiative to increase public access to information on a voluntary basis:

[I]t is our intention to continue to increase the amount of publicly available information about medicines. We have begun to discuss with the pharmaceutical industry a new voluntary code of practice to increase the amount of information that they give the public.... Nevertheless, the House should rest assured that, where public safety is at risk, we will not rely on a voluntary code but will use our existing powers to inform the public of the dangers. (Tom Sackville, Parliamentary Under-Secretary of State, Department of Health) (Hansard, 1993b).

Pharmaceutical companies and the ABPI offered an alternative to the Bill's provisions by agreeing to change information access policy and providing patients with information about drug characteristics, dosage, indications, and side effects [START_REF] Kirkness | Putting Patients First: The emerging role of patients in the provision of healthcare[END_REF], as expressed in the following quote from the Association of British Pharmaceutical Industry (ABPI)::

The introduction of the patient packs initiative for all medicines was greeted by Health

Minister Gerald Malone as a ʻquiet revolution in healthcare'. A three-year rolling programme to supply all medicines in patient packs will provide all patients with full information about their medicines. (ABPI, 1995.)

The patient packs, introduced cooperatively by the ABPI, the British Medical Association, and the Royal Pharmaceutical Society of Great Britain, were supervised by governmental bodies, such as Medicines Control Agency and Department of Health. In addition, companies assembled all information in a so-called Patient Information Compendium, available to all doctors and medical professionals, free of charge (ABPI, 1994).

Withdrawal of co-proxamol triggering individual-idiosyncratic action

Co-proxamol, an analgesic used to treat chronic pain, had long been lauded for its beneficial effects, but it increasingly came to be considered unsafe in the 1990s, due to high overdose mortality rates, reportedly causing more than 400 deaths annually in the United Kingdom, due to both accidents and suicides [START_REF] Anonymous | Anonymous. Co-proxamol withdrawal is widely welcomed[END_REF]. Reacting to public dissatisfaction with the drug's safety profile, the U.K. Medicines and Healthcare Products Regulatory Agency (MHRA) decided in 2005 to recommend a phased withdrawal over 36 months. Government representatives defended this decision in Parliament:

The Committee on Safety of Medicines (CSM) having considered all the available evidence ... has advised that co-proxamol should be withdrawn from the market on the grounds that the benefits of co-proxamol are not considered to outweigh the risks. The Licensing Authority has accepted this advice and a public announcement on the decision to withdraw co-proxamol was made on Monday 31 January. (Rosie Winterton, The Minister of State, Department of Health) (Hansard, 2005a).

Some patients, medical professionals, and MPs regarded the withdrawal decision as hasty though, at odds with the widespread perception that co-proxamol was safe and a valuable pain treatment, if used properly [START_REF] Scott | In the days of patients' choice, why is the patient being ignored?[END_REF][START_REF] Anonymous | Anonymous. Co-proxamol withdrawal is widely welcomed[END_REF]. Some individual MPs took sides on the issue by vocally opposing the regulatory decision. The strongest opponent of withdrawal was Anne Begg, Labour MP for Aberdeen South, who contested the withdrawal decision which was supported by her own party's government and succeeded in securing two non-legislature debates. Her argument reflected patients' worries about the drug's withdrawal, as summarized in a 2005 statement:

I have been prescribed the drug, which I have used regularly for some years, and I take four co-proxamol a day. However, I am not here tonight because I use the drug and might be affected. I am here because a number of my constituents who use the drug contacted me when the withdrawal of co-proxamol was first announced in the press because they are worried about what might happen. (Anne Begg, MP for Aberdeen South) (Hansard, 2005b).

The decision by the MHRA regarding co-proxamol represented a significant change in practices, moving from the sole consideration of drug safety with normal usage to considerations of overdose, misuse, and abuse [START_REF] Griffin | History of drug regulation in the UK[END_REF]. This policy shift was criticized by MPs as unnecessary and damaging to those patients who benefited from the drug:

In ... this case, the associated health risk is to those who may not have been prescribed

the drug but take it in order to commit suicide or those who have been prescribed it but take it in overdose and therefore unconsciously or unwittingly commit suicide. People who are on co-proxamol are ... losing an effective analgesic not because of anything that they do in terms of their behaviour or prescribing practices but because of what others might do. (Anne Begg, MP for Aberdeen South) (Hansard, 2005b).

Therefore, several MPs urged to reverse the withdrawal decision. The MHRA agreed to consult further with patient advocacy groups and representatives of medical professions, then re-examine its decision. The re-examination confirmed the need to withdraw the drug, by the end of 2007, as justified by declines in morbidity and suicide rates after 2005 [START_REF] Hawton | Effect of withdrawal of co-proxamol on prescribing and deaths from drug poisoning in England and Wales: time series analysis[END_REF][START_REF] Simkin | Co-proxamol and suicide: preventing the continuing toll of overdose deaths[END_REF]).

The debate regarding the withdrawal of co-proxamol centred on the choice between patient interests and public safety. While this could have developed into a partisan debate, here we observe MPs' individual positions, without clear party involvement. The main stakeholders involved in the debate were co-proxamol users and the relatives and friends of overdose victims. Personal experiences of the MPs reflected these sides of the debate: Anne

Begg was a co-proxamol user; Paul Flynn, Labour MP for Newport West, lost a family member to a drug overdose. Resonant were also thousands of patients' letters to their MPs, which expressed concerns regarding the withdrawal. These sensitizing factors informed the MPs' positions in favour or against the policy changes. Individual-idiosyncratic actions alone did not prove sufficient to prevent or hinder changes in drug-related policy though. That is, the failure of individual actors to mobilize broader parliamentary support and engage in a wider societal framing (e.g., as an issue of patients' rights to access medicine) allowed the government to defend its decision, on the grounds of protecting public safety. Arguments by individual opposing MPs then could be dismissed as an inconvenience to just a small number of patients:

It has been on the market for 40 years and it is clear that some patients have been established on this medicine for a long time, so I realise that the action that has been taken must be very distressing. ... I have sympathy for them, but I am encouraged by the progress that has already been made in shifting to other forms of pain management. The decision to withdraw co-proxamol from the market has tested medicines regulation to the extreme. However, weighed against the difficulties caused to individual users is the clear public health gain in removing a medicine that has been widely implicated in accidental and non-accidental overdose. (Caroline Flint, Parliamentary Under-Secretary, Department of Health) (Hansard, 2005b).

Withdrawal of rofecoxib triggering collective-institutional action

The voluntary withdrawal of rofecoxib by its producer in November 2004, following reports of an increased number of cardiovascular ADRs, came as a shock not just to the health care field but to the public at large [START_REF] Morris | Culture Shock. The withdrawal of Vioxx signaled a sea change. Welcome to the Culture of Drug Safety[END_REF]. Usage of the drug was extensive, as were the numbers of adversely affected patients (Collins, Kosali & Tennyson, 2013), leading the public, patients, doctors, and scientists alike to demand a thorough investigation [START_REF] Maclean | Discontinuation of Vioxx[END_REF]. Of particular concern were allegations of collusion between pharmaceutical companies and the drug regulation and monitoring authorities, as emphasized in the following debate contribution from November 2004:

Recent events have proven that [the MHRA] is not a watchdog; it is a pussycat that MP for Newport West) [START_REF] Hansard | Medicines and Healthcare Products Regulatory Agency[END_REF]).

In the debate, individual engagement by MPs across the political spectrum aligned with an established institutional procedure in the form of an on-going parliamentary inquiry. The inquiry addressed the role of the pharmaceutical industry and its relationship with regulators; it had begun before the rofecoxib withdrawal but became strongly connected to the case when both opposition MPs and members of the government questioned the role of the regulator, as well as the influence of the pharmaceutical industry, as posed in a statement from a government official: My questions ... are essentially the same as the Committee's. Why did pre-licence clinical trials not illustrate some of the problems? Were the trials long enough? Why did spontaneous adverse reporting not show up some of the problems postintroduction?... What lessons can be learned to mitigate the possibility of such problems occurring again? (Liam Byrne, Parliamentary Under-Secretary, Department of Health, Labour MP for Birmingham Hodge Hill) (Hansard, 2005c).

The withdrawal of rofecoxib exerted a strong impact on the on-going inquiry by the Health Committee of the House of Commons, an all-party investigative body (Health Committee 1, 2005; Health Committee 2, 2005). The inquiry resulted from Parliament's concern about possible fallacies in drug monitoring and regulation policies, triggered by several safetyrelated drug incidents, though primarily the rofecoxib case. The all-party committee as an institutional actor conducted the inquiry and proposed solutions to the government. Its recommendations included a thorough reform of the MHRA [START_REF] Collier | New arrangements for the Medicines and Healthcare Products Regulatory Agency[END_REF], which was regarded as too closely related to industry actors, as highlighted in the following statement:

One of the Committee's main recommendations ... included the agency's need for independence from the Government and the industry, greater transparency, greater proactiveness in post-marketing surveillance, the prioritisation of new marketing applications, and the inclusion of lay members in policy-making decisions. (Kevin Barron, MP for Rother Valley) (Hansard, 2005c).

The government reacted promptly to the recommendations by altering the organizations of the MHRA. The most visible response was to replace its two advisory bodies, the Medicines Commission and the Committee on the Safety of Medicines, whose duties and prerogatives had been established in the early 1970s [START_REF] Griffin | History of drug regulation in the UK[END_REF]. Moreover, the government committed to addressing issues of secrecy and information access for clinical trials and drug approvals, as well as drug safety profiles, ADRs, and conflicts of interest (Secretary of State for Health, 2005;[START_REF] Breckenridge | Medicines regulation and the pharmaceutical industry[END_REF][START_REF] Abraham | Regulating the drugs industry transparently[END_REF][START_REF] Breckenridge | Medicines Regulation and Health Technology Assessment[END_REF]BRE, 2009).

In the case of rofecoxib, a broader societal debate triggered the mobilization of parliamentary actors, regardless of their political affiliations or individual positions. Indirect action in this case originated from a collective-institutional actor, which then devised recommendations for the government. The Health Committee's actions entailed both advocacy and education, and its power as an institutional actor brought about significant changes to drug regulation. Overall, public support for the recommendations of the Committee and the related policy changes was strong, and the government had to adopt the proposed reform to avoid political damage [START_REF] White | Tighter controls promised on drug claims: Manifesto Pharmaceutical companies to be forced to publish details of side-effects[END_REF].

Discussion and conclusion

Our analysis of three drug withdrawals and their influence on drug regulation and policies suggests three pathways by which parliament initiates institutional change. In each case, parliament attended to drug withdrawal in a distinct way, as summarized in Table 2: Its agency was partisan-political, individual-idiosyncratic, or collective-institutional, and its actions to drive change included legislative initiatives, advocacy, and education.

Insert Table 2 In the case of triazolam, the main actor was partisan (i.e., Labour Party), seeking to create change in drug-related policy in accordance with its overall political agenda. Public concerns related to triazolam and demands for drug safety and regulation changes were aligned with its political and social identity, so they readily triggered parliamentary action. In the co-proxamol case, actors acted as individuals, motivated by their personal experiences. As individuals, the MPs failed to establish a strong case though, and the government dismissed their initiative. Finally, the case of rofecoxib introduced the Health Committee of the House of Commons as a collective-institutional actor, investigating withdrawal and recommending policy shifts regarding drug monitoring and regulation. The number of users and potential victims were substantial enough that the issue surpassed political, ideological, and personal differences; its strong public significance demanded an institutional response. In each case, we find that MPs mobilized the legislative body as a forum to voice concerns and issues of their constituents related to drug withdrawals, through personal involvement, ideological differentiation or systematic critique.

The parliamentary actors took two different types of actions, direct and indirect. The direct action involved attempts to change drug-related policies directly, within Parliament itself, with proposals for new legislation and efforts to establish support. In the triazolam case, a partisan actor proposed a bill and sought support from other parliamentary actors. Direct legislative action provides the fastest way to produce policy changes, but its success depends on whether advocates can accumulate sufficient power to overpower any opposition. Indirect action in all three cases involved advocacy and education, seeking to mobilize stakeholders outside Parliament to facilitate policy change. In this context of indirect action, parliamentary debates and inquiries provide resonance, establishing and amplifying social concerns that are important for the public.

These findings contribute to enhance understanding of the ways in which drug withdrawals can trigger health policy changes. First, previous studies suggest that drug crises and subsequent withdrawals exert strong, if not decisive, impacts on drug policies, especially after the early 1960s thalidomide disaster (Lumpkin et all, 2012;[START_REF] Shah | Thalidomide, drug safety and early drug regulation in the UK[END_REF][START_REF] Brynner | Dark remedy: The impact of thalidomide and its revival as a vital medicine[END_REF][START_REF] Winship | The review of medicines in the United Kingdom[END_REF][START_REF] Gardner | The European Agency for the Evaluation of Medicines and European Regulation of Pharmaceuticals[END_REF], and conclude that regulatory changes occur primarily in times of crises. Other studies have criticized this emphasis on the role of disruptive events in drug policy changes [START_REF] Abraham | Regulating medicines in Europe: Competition, expertise and public health[END_REF], arguing that policy changes result from longer-term, social processes that resonate with slowly evolving political and economic factors. For example, despite several high-profile incidents and drug withdrawals, no policy shifts toward taking patient interests into account occurred in the U.K. in the 1980s [START_REF] Abraham | The science and politics of medicines regulation[END_REF]. Our study addresses both these perspectives by suggesting that drug withdrawals, as triggering events, draw public attention to issues of health care, instigating both debates and inquiries. These drug withdrawals establish windows of opportunity for actors who set out to produce changes in drug regulation, which otherwise remains a relatively stable, structured, and path-dependant policy domain [START_REF] Wilsford | Path Dependency, or Why History Makes It Difficult but Not Impossible to Reform Health Care Systems in a Big Way[END_REF]). Yet, as the rofexocib case shows, even with drug withdrawals as opportunities, strong pre-existing political will, careful devised orchestration, and favorable conditions are essential for actual policy changes. 1

Second, our findings highlight the important role of parliament in policy changes and reforms, including its actors, instruments, and processes. We thus enrich extant knowledge about parliamentary policy power. By examining three cases of parliamentary actions, we identify several ways that parliamentary actors were mobilized and encouraged to act. Our findings suggest that the policy-making power of Parliament can be exerted through less commonly used mechanisms of action beyond legislative efforts [START_REF] Russell | The Policy Power of the Westminster Parliament: The "Parliamentary State" and the Empirical Evidence[END_REF][START_REF] Priddy | Successful private Members' bills since 1983[END_REF]. In the case of triazolam for example, the most important and influential action took place in discussions on a Private Members' Bill; for co-proxamol, the policies were scrutinized during two excruciating, non-legislative debates; and in the rofecoxib case, the 1 We thank one of the anonymous reviewers for raising this important point.

13 implications for the health care system were discussed with respect to a report of the Health Committee. Our findings thus point to an array of indirect courses of action, including advocacy and educational work, which can be just as effective as regular legislative endeavours, under certain conditions. That said, the research scope of our paper also leaves other important question for future research. For example, all three cases are high-profile drug withdrawals. A glance on other cases suggest that not all of them are equally debated in the parliament. Why some cases make it into the parliament while others don't, why they are debated to different degrees, and how parliamentarians attend to these cases selectively warrants more detailed studies. Our case study focuses on the U.K, but we believe that policy makers and health-related stakeholders in a wide range of national and institutional contexts could attend to how elected officials represent constituents' interests, how political processes aiming at health policy changes unfold differently, and how collective action can be effectively organized in attempting institutional change.

Third, this study contributes to previous work on institutional entrepreneurship, which focuses on actors' salience, incentives, and limitations of action. Answering calls to explore institutional entrepreneurship in comparative fashion and consider both successes and failures [START_REF] Battilana | How Actors Change Institutions: Towards a Theory of Institutional Entrepreneurship[END_REF], this case-based approach sheds new light on successful and failed parliamentary actions pertaining to drug withdrawals. Three key components emerge: engaged parliamentary actors, the issues emphasized in the context of drug withdrawals, and the types of action taken within parliaments. By analysing parliamentary debates, we can identify distinct actors in each case, who sought to facilitate or hinder changes in drug monitoring and regulation policies. Institutional entrepreneurs must build legitimacy to promote change [START_REF] Lockett | The role of institutional entrepreneurs in reforming healthcare[END_REF]. Powerful stakeholders, central to a health care system (e.g., governments, regulatory agencies, pharmaceutical industry), enjoy substantial initial structural legitimacy, such that they can modify health and drug-related policies, or else prevent changes. Less central and resourceful actors, such as patients and ordinary citizens, but also medical professionals, typically achieve comparatively less structural legitimacy, which reduces their chances to promote or instigate change [START_REF] Suchman | Managing legitimacy: strategic and institutional approaches[END_REF]. To offset this imbalance, the less powerful actors seek arenas that allow them to level the playing fields; parliaments offer this promise, because they provide sufficient representation and clout for a wide array of stakeholders. In our three cases, both powerful and less powerful stakeholders sought to explain their motivations and defend their position in Parliament, creating tensions that then paved the way for regulatory change.

  Our comparative analysis uncovered three distinct pathways by which U.K. Parliament addressed drug withdrawals. All three cases raised substantial public interest and engagement, including public questioning of existing policies and practices. Yet the actors and pathways also clearly differed across cases: (1) triazolam involved legislative and advocacy action by partisan actors; (2) co-proxamol triggered advocacy action by individual actors; and (3) rofecoxib led to educational action by institutional actors, as detailed next.

  purrs in front of the pharmaceutical industry and does what it is told. It has an incestuous relationship with the big pharmas.... It has a disgraceful recent record. We can look with gratitude to the work ... of people such as ... Richard Brook of Mind, who courageously resigned from the MHRA in disgust at its activities. (Paul Flynn,
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