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• First Do No Harm 
The report of the Independent 
Medicines and Medical Devices 
Safety Review 
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First Do No Harm - The report of the Independent Medicines and Medical Devices Safety Review 

l Introduction and Overview 

'It is an essential principle of patient safety that the regulatory environment gives 

sufficient voice to legitimate concerns reported by patients, families and campaigners, 
works alongside them and responds in a rapid, open and compassionate way to resolve 

issues when they are raised. My view is that that did not happen in the way I would 

expect in these three cases.rz 

Rt Hon Jeremy Hunt MP, former Secretary of State for Health and Social Care 

1.1 This Review was announced in the House of Commons on 21st February 2018 by 

Jeremy Hunt, the then Secretary of State for Health and Social Care. Its purpose 

is to examine how the healthcare system in England responds to reports about 

harmful side effects from medicines and medical devices and to consider how to 
respond to them more quickly and effectively in the future.3 

1.2 Under my chairmanship the Review was asked to investigate what had happened in 

respect of two medications and one medical device: 

• hormone pregnancy tests (HPTs) - tests, such as Primodos, which were 

withdrawn from the market in the late 1970s and which are thought to be 

associated with birth defects and miscarriages; 

• sodium valproate - an effective anti-epileptic drug which causes physical 
malformations, autism and developmental delay in many children when it is 

taken by their mothers during pregnancy; and 

• pelvic mesh implants - used in the surgical repair of pelvic organ prolapse 

and to manage stress urinary incontinence. Its use has been linked to 

crippling, life- changing, complications; 

and to make recommendations for the future. 

1.3 The Review was prompted by patient-led campaigns that have run for years and, 

in the cases of valproate and Primodos over decades, drawing active support from 

their respective All-Party Parliamentary Groups and the media. 

2 Secretary of State for Health's statement to the House of Commons, 21st February 2018. https· //hansard 
pacliaroeot uk/commons/201s-02-21/debates 
3 ibid. 
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1.18 We heard about the failure of the system to acknowledge when things go wrong 

for fear of blame and litigation. There is an institutional and professional resistance 

to changing practice even in the face of mounting safety concerns. There can be 

a culture of dismissive and arrogant attitudes that only serve to intimidate and 

confuse. For women there is an added dimension - the widespread and wholly 

unacceptable labelling of so many symptoms as 'normal' and attributable to 

'women's problems'. 

1.19 We heard about a system that does not work in a joined-up fashion, and that 

lacks the leadership to deliver coherent and fully integrated patient safety policy 

directives and standards. Mistakes are perpetuated through a culture of denial, a 

resistance to no-blame learning, and an absence of overall effective accountability. 

This culture has to change, starting at ground level while being encouraged 

and supported from the top. Witness Professor Ted Baker, the Care Quality 

Commission's (CQC) Chief Inspector of Hospitals, speaking at a recent Patient 

Safety Learning Conference at The King's Fund, referring to an 'insidious culture of 

defensiveness and blame.'9 

'I have to say 20 years later it is very frustrating how little progress we have 

made. It's clear to me that we still have not got the leadership and culture 
around patient safety right. As long as you have that culture of people trying to 

hide things - then we are not going to win this.' 

Professor Ted Baker, Chief Inspector of Hospitals, CQC 

1.20 We heard about a system that cannot be relied upon to identify promptly 

significant adverse outcomes arising from a medication or device because it lacks 

the means to do so. For decades there has been something known as the 'Yellow 

Card' system through which clinicians, and indeed patients, can report suspected 

adverse reactions to treatment. But it is clear that there is gross under-reporting, 

and our complaints systems are both too complex and too diffuse to allow early 

signal detection. 

1.21 We heard much said about manufacturers being motivated by sales, speed to 

market and returns to shareholders; manufacturers who contest their liability 

to contribute towards help for these patient groups. Those suffering from mesh 

complications around the world have had to resort to litigation to have the wrongs 

done to them acknowledged. Valproate-affected families have also failed in their 

group litigation attempt in the UK. In France it is a government-backed scheme 

that will pay compensation to those who have suffered one or more complications 

9 The Patient Safety Learning Conference, King's Fund, October 2019. 
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of clinicians. The influence of patients within the NHS and the overall delivery 

of healthcare needs to be increased to balance the authority both directly and 

indirectly of those we call stakeholders in the healthcare system - the professionals 

certainly, but others too, including big pharma. Patients are unable to make 

decisions that concern what happens to them because of a widespread lack of 

truly informed consent and a reluctance or inability by those charged with patient 

care and treatment to listen and, having listened, to act and where necessary 

remedy mistakes or misjudgements made. We have much more to say about this 

throughout our report. 

1.26 In the following chapters we catalogue a list of missed opportunities. These are 

moments when something could or should have been done to minimise continuing 

patient harm in respect of each of the three interventions. We also set out our 

recommendations below and the justification for them. 

1.27 Many will have benefited from pelvic mesh implants. Likewise, sodium valproate 

will have been an effective treatment for many. But this cannot justify the damage 

done to those who have suffered without prior knowledge of the dangers they 

faced -which could take years to present. While the title of our report may not 

be original, it was chosen with care. 'FIRST DO NO HARM' is a fundamental maxim 

of medical practice - and that has not been the case here. After 'first do no harm' 

comes, of course, 'NEXT DO SOME GOOD'. We do not want to stifle the medical 

progress which has enabled many of us to live longer and in better health over the 

last fifty years. The task for the healthcare system is to get the balance right. It can 

and must do both. 

Our Recommendations 

1.28 Our Terms of Reference required us to investigate whether the response of the 

healthcare system was sufficiently robust, speedy and appropriate. In the following 

chapters we will show that it was not, resulting in avoidable harm. The passage of 

time between the concerns being raised and the effectiveness of actions taken to 

address those concerns and then to investigate and learn the lessons - decades 

in the case of sodium valproate and Primodos - demonstrably added to the 

suffering and pa in of those affected. The system, and those that oversee it, need to 

acknowledge what has gone so badly wrong. 

Recommendation 1: The Government should immediately issue a fulsome 

apology on behalf of the healthcare system to the families affected by 

Primodos, sodium valproate and pelvic mesh. 
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1.29 The patient voice and influence within the NHS and the overall delivery of health 

care needs to be strengthened. The failure of the healthcare system to respond 

to patient concerns is a recurrent theme, most recently raised by the Paterson 

lnquiry.11 Patients often know when something has gone wrong with their 

treatment. All too often they are the first to know. Their experience must no longer 

be considered anecdotal and weighted least in the hierarchy of evidence-based 

medicine. 12 

1.30 We do not need another re-organisation of the NHS to get this right; we do not 

need another regulatory body in an already crowded field. But we do need a new 

voice, with statutory powers, to talk and act from the perspective of the patient, to 

encourage the system to do what needs to be done and hold it to account. We need 

a person of standing who sits outside the healthcare system and who is accountable 

to Parliament through the Health and Social Care Select Committee. This new voice, 

which we are calling the Patient Safety Commissioner, would continue the work 

this Review has started, in pressing the system to take timely action where action is 

called for to minimise harm. 

1.31 This new Commissioner wou Id champion the patient voice and from this unique 

perspective would support and encourage the efforts of the healthcare system 

to improve patient safety around the use of medicines and medical devices. The 

Commissioner would lead, with full patient group engagement and involvement, 

on developing a set of principles of Better Patient Safety that would govern the way 

the Commissioner fulfilled her or his remit. 

1.32 Where there are areas of concern related to the use of medicines and devices, 

the healthcare system will need to satisfy the Patient Safety Commissioner on the 

outcomes required for change, who is responsible for delivery and who will take the 

lead on co-ordination. The Patient Safety Commissioner will wish to monitor the 

effectiveness of the outcomes. 

Recommendation 2: The appointment of a Patient Safety Commissioner who 

would be an independent public leader with a statutory responsibility. The 

Commissioner would champion the value of listening to patients and promoting 

users' perspectives in seeking improvements to patient safety around the use of 

medicines and medical devices.13 

11 Report of the Independent Inquiry into the Issues raised by Paterson (February 2020) available at 
https · //www eov u k{eovern ment/pu blications/patersoo-i OQY icy-report 
12 See Rawlins Michael. De testimonio: on the evidence for decisions about the use of therapeutic 
interventions, Harveian Oration, The Lancet Vol 372, December 20/27, 2008:2152-61 
13 See Chapter 2 and Appendix 2 for a more detailed discussion of this Recommendation. 
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1.33 Litigation has, so far, not served our patient groups well. We would not wish to 
remove the option to litigate, but for the future we propose a Redress Agency. This 

agency would supplement the current systems for resolution of disputes between 

patients and the healthcare system. This Redress Agency is not about addressing 

the needs of those already affected by the three interventions considered by this 

Review - these are addressed by Recommendation 4. It is about creating a new way 

of delivering redress in the future. There are precedents for this both in the UK and 

abroad, see Appendix 3. 

1.34 The Redress Agency will provide a standing structure which is easy for patients 

to access and use. Rather than blaming individuals, decisions will be based on 

avoidable harm looking at systemic failings. This will encourage reporting by 

clinicians and so provide faster resolution for claimants. The Redress Agency will 

administer decisions using a non-adversarial process. The support or redress 

offered could be both financial and non-monetary. 

1.35 To enable flexibility to adapt and respond to situations as they arise, different injury 

types would have separate schemes. Each scheme would have its own eligibility 

criteria and its own funding. 14 A levy for pharmaceuticals could be paid into a 

pharmaceuticals scheme and separately a levy for medical devices could be paid 

into a medical devices scheme. Placing such products on the UK market should 

be made conditional upon contributing to a scheme. The Redress Agency would 

administer these schemes. 

1.36 The costs of running the Redress Agency could be met by contributions from 

manufacturers and the state, but it must be situated outside the current 
organisations and the exercise of its functions must be entirely independent. 

1.37 Those responsible for the Redress Agency wil I have an important role to play in 

harm prevention as adverse event reports would be centralised, so enabling data to 

be provided that will help regulators detect signals earlier. 

Recommendation 3: A new independent Redress Agency for those harmed by 

medicines and medical devices should be created based on models operating 

effectively in other countries. The Redress Agency will administer decisions 

using a non-adversarial process with determinations based on avoidable harm 

looking at systemic failings, rather than blaming individuals. 

14 Money for redress payments from schemes could come from various sources, including government, 
industry and litigation/out of court settlements. Different schemes would not cross subsidise. 
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1.38 In our view all three of the interventions have caused avoidable psychological 

harm in some patients. It is clear that mesh has caused significant physical harm 

and valproate has caused physical and neurodevelopmental harm. We believe 

that the state and manufacturers have an ethical responsibility to provide ex 
gratia payments15 to those who have experienced avoidable damage from 

the interventions we have reviewed. We recommend these schemes provide 

discretionary payments. Each of the three interventions should have its own 

scheme with tailored eligibility criteria. These payments16 are not intended to 

cover the costs of services which are available free of charge, such as health care 

and social security payments, but rather for other needs that could, for example, 

include travel to medical appointments, respite breaks or emergency payments 

where a parent has had to stop working to cover care. Patients have waited far 

too long for redress. Any scheme must be set up promptly. However, each should 

be structured so that it can be incorporated into the wider Redress Agency for the 

future as set out in Recommendation 3. 

1.39 Individuals who obtain compensation from litigation or from out of court 

settlements (like J&J's Scottish pelvic mesh settlement) will not need recourse to 

these schemes. 

Recommendation 4: Separate schemes should be set up for each intervention -

HPTs, valproate and pelvic mesh - to meet the cost of providing additional care 

and support to those who have experienced avoidable harm and are eligible 

to claim. 

1.40 We believe that those harmed are due not only an apology but better care and 

support through specialist centres: specialist centres for mesh, and separately 

specialist centres for those affected by medications taken during pregnancy. 

As well as meeting clinical needs, these centres should act as a one stop shop, 

able to signpost and refer patients to other services including educational, social 

and welfare. NHS England as the commissioner should collaborate with other 

government bodies which provide these services. As centres of excellence, such 

centres should have the responsibility to research better treatments and to audit 

outcomes. We have been in discussions with NHS England about commissioning 

these centres. At the time of writing, the commissioning process for specialist 

15 Ex gratia payments, payments driven by a sense of moral obligation rather than a legal liability, have been 
provided for iatrogenic injuries; the vCJD fund, the vaccine damage payment unit and infected blood payments 
are three UK examples. In France the government pay into a fund for valproate damage, see https·//www 
ooiaro fc/valproate 
16 As per the Nordic patient and pharmaceutical injury compensation schemes, see Sonia Macleod and 
Christopher Hodges Redress Schemes for Personal Injuries (2017, Hart) 
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mesh centres is ongoing and we have been actively engaged in this process, see 

Chapter 5, paragraphs 5.12 - 5.13. 

Recommendation 5: Networks of specialist centres should be set up to provide 

comprehensive treatment, care and advice for those affected by implanted 

mesh; and separately for those adversely affected by medications taken 

during pregnancy. 

1.41 Post Brexit, the Medicines and Healthcare products Regulatory Agency (MHRA) 

will have to change, as indeed it recognises. This provides an opportunity to bring 

much needed cultural and legislative reform and to become more public-facing. The 

MHRA does not have the public profile of some other international regulators, such 
as the US Food and Drugs Administration (FDA). If they have concerns patients need 

to know what the MHRA does and how to contact it. The MHRA must work both for 

patients and with them. Reform, underpinned by legislation, is needed so that the 
views of patients are systematically listened to and their experiences of medications 

and devices are used to inform licensing and regulatory decisions. These strategic 

themes are further explored in Chapter 2 Theme 11. 

1.42 For both medicines and medical devices there is a need for more robust, 
publicly accessible post-marketing surveillance. This should include mandatory 

requirements on healthcare organisations to report adverse events within a 

designated time period. The MHRA should provide assessments of the risks of 

individual medicines or devices and of classes of medicines or device where one or 

more members of the class carries an elevated risk. 

1.43 The spontaneous reporting platform for medicines and devices, the Yellow Card 

system, needs reform. It needs to provide a user-friendly, accessible, transparent 

repository of adverse event reports. We recognise that the MHRA has previously 

tried to persuade other EU member states to be more open over adverse device 

reports. In our view openness and transparency should be a statutory requirement 

for adverse event reporting in the UK. The MHRA should be required to invite 

representatives of those who report adverse events (both patients and healthcare 

professionals) to be involved in evaluating and making decisions on specific 

safety concerns. 

1.44 Medicines have to pass tests of quality, safety and efficacy before reaching 

the market. Medical devices are less rigorously examined before they are first 

marketed. This is because devices continually evolve, so by the time a clinical trial 

was complete the device may be onto a new iteration. Unlike medicines many 

implantable medical devices are intended to be permanent. 
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1.45 At present the MHRA has no involvement in the pre-market phase of medical 

device development. It should develop a proactive regulatory role for devices that is 

more akin to the licensing of medicines; this must be clinically focussed and at least 

as stringent as the new EU Medical Devices Regulations (MDR). The MHRA should 

keep a register of all devices approved for the UK market. Manufacturers should be 

required to apply to the MHRA before marketing their device. The MHRA should 

assess the application in a way that is proportionate to the risks posed taking into 

account relevant factors such as, the evidence base supplied, approvals in other 

jurisdictions, and the post-marketing surveillance plans. If approved a device will be 

added to the register. Marketing approval for devices should be a staged process, 

progressing to wider use and dissemination of the device as more information 

becomes available.17 In the event of an issue with a device the MHRA must have the 

power to remove a device from the register. Given there are an estimated 600,000 

or more devices on the market we recognise that initially this will almost certainly 

involve some 'grandfathering' 18 of currently marketed devices. 

Recommendation 6: The MHRA needs substantial revision, particularly in 

relation to adverse event reporting and medical device regulation. It needs to 

ensure that it engages more with patients and their outcomes. It needs to raise 

awareness of its public protection roles and to ensure that patients have an 

integral role in its work. 

1.46 Post-market surveillance for devices and medicines needs to be high-quality and 

comprehensive, and it can be greatly facilitated by digital technology and big data. 

It became apparent to us that there were problems with obtaining comprehensive 

data and creating registries. We know that mature registries can deliver good­

quality long-term outcome data using measures that matter to patients. They are, 

however, few and far between and all too often prompted by catastrophe. 

1.47 We propose a two-stage process for data gathering. Firstly, the setting up of a mesh 

database with comprehensive coverage. In November 2019 the Secretary of State 

accepted what we had to say and mandated the requisite data collection by NHS 

Digital. The second stage will consist of establishing a mesh registry or registries to 

investigate specific issues in depth. Contact information can be extracted from a 

database into the registry to enable this research to take place. 

17 'Evidence, Healthcare and Medical Devices & Implants' Report from the Healthwatch Symposium 
17th June 2019. 
18 Grandfathering is when a medical device that was already on the market when an applicable law comes into 
force continues to be sold without restriction. Under the 1993 European Medical Device Directive, for example, 
some devices were exempt from meeting the new directive and allowed to continue being marketed. 
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1.48 Ultimately the goal must be to establish a database for all implantable medical 

devices, which can feed into registries as required. 

1.49 While this recommendation focuses on medical devices, consideration should be 

given to the creation of comparable databases for specific medications, for example 

the use of medications during pregnancy. 

Recommendation 7: A central patient-identifiable database should be created 

by collecting key details of the implantation of all devices at the time of the 

operation. This can then be linked to specifically created registers to research 

and audit the outcomes both in terms of the device safety and patient reported 

outcomes measures. 

1.50 We have been concerned by conflicts of interest, both potential and real, in the 

provision of care or treatment, particularly where doctors have financial and other 

links with the pharmaceutical and medical device companies. Currently there is no 

central register of clinicians' financial and non-financial interests. 

1.51 Other regulators should consider similar requirements as necessary, and the 

Professional Standards Authority should evaluate whether conflicts of interests 

have been adequately declared. 

1.52 There is also no easily accessible means of identifying the accredited competencies 

of individual clinicians. The General Medical Council {GMC) has introduced 

registration for GPs and for specialists who want to practise as consultants. We 

recommend that this should be expanded to include all doctors' particular clinical 

interests (and any supporting accreditation). 

1.53 We believe that responsibility for transparency of interests should not lie only 

with the medical profession. Medicines and medical device manufacturers should 
also ensure that they publish details of payments and payments in kind that they 

make to teaching hospitals, research institutions and individuals. This should be 

a statutory requirement similar to the Physician Payments Sunshine Act 2010 

in the US. Consideration should be given as to where these disclosures should 

be published, including potentially expanding Disclosure UK19 and making it 

mandatory. 

19 https·//www a bpi org yk/oyr-etbics/disclosyre-yk/ 
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Recommendation 8: Transparency of payments made to clinicians needs 

to improve. The register of the General Medical Council {GMC) should be 

expanded to include a list of financial and non-pecuniary interests for all 

doctors, as well as doctors' particular clinical interests and their recognised and 

accredited specialisms. In addition, there should be mandatory reporting for 

pharmaceutical and medical device industries of payments made to teaching 

hospitals, research institutions and individual clinicians. 

1.54 Our recommendations are designed to reduce the risk of similar cases of avoidable 

harm in future and to pave the way for a healthcare system that looks and feels 

very different from the past. It should not take years of campaigning by patients 

and yet another series of reviews or inquiries to achieve this. 

1.55 We hope this Government, and all those bodies that comprise the healthcare 

system, will take heed of what we have to say, and that our recommendations, 

if accepted in full as we believe they should be, will be implemented with real 

determination and a sense of urgency. Our final recommendation shifts the focus to 

implementation. 

Recommendation 9: The Government should immediately set up a task force to 

implement this Review's recommendations. Its first task should be to set out a 

timeline for their implementation. 

Our Report 

1.56 In the following chapters these Recommendations are supplemented by a series of 

'Actions for Improvement'. Taken together and implemented, they are designed to 

better the patient experience, improve patient safety and help restore trust in the 

system. A complete list of our Recommendations and Actions for Improvement can 

be found in Chapter 8. 
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2 Overarching themes 

2.1 In the chapters that follow we set out our findings for each of the three 

interventions we were asked to consider based on the evidence we received and 
a thorough analysis of our timeline of events. We look in detail at what happened 

in the past and we identify what we consider to be the missed opportunities when 

avoidable harm could have been prevented. Along the way we reflect on the 

improvements- clinical, managerial, regulatory and administrative - that had they 

been in place would have made a difference. 

2.2 However, even a cursory reading of these chapters suggests a number of themes 

that span all three and which almost certainly resonate in other areas of medicine 

and for other interventions. We address these now and set out our 'Actions for 

Improvement' at the end of the chapter. 

Theme 1: 'No-one is listening' - The patient voice 
dismissed 

'I have had a constant battle to get the help and treatment I needed with my mesh 

complications. 'Gaslightingrzo and a Jobbing off' culture appears to be rife ... ' 

A mesh-affected patient 

2.3 In our travels around the country and in the volume of emails and correspondence 

we received, the personal written testimonies and video-recorded stories, 

patients - almost universally women - spoke in disbelief, sadness and anger about 

the manner in which they were treated by the clinicians they had reached out to for 

help. The words 'defensive', 'dismissive' and 'arrogant', cropped up with alarming 

frequency. They spoke of being 'gaslighted' and of not being believed, particularly 

in relation to pelvic mesh and the suffering of pain. Women, in reporting to us their 

extensive mesh complications, have spoken of excruciating chronic pain feeling 

like razors inside their body, damage to organs, the loss of mobility and sex life 

and depression and suicidal thoughts. Some clinicians' reactions ranged from 'it's 

20 Gaslight (vb): To manipulate (a person) by psychological means into questioning his or her own sanity. 
Oxford English Dictionary. Etymology: title of George Cukor's 1944 film 'Gaslight' (based on a play by Patrick 
Hamilton first performed in 1938) in which a man psychologically manipulates his wife into believing that she is 
going insane. 
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all in your head' to 'these are women's issues' or 'it's that time of life' wherein 

anything and everything women suffer is perceived as a natural precursor to, part 

of, or a post-symptomatic phase of, the menopause. For the women concerned this 

was tantamount to a complete denial of their concerns and being written off by a 

system that was supposed to care. 

2.4 The consequences of not being believed and not being listened to are far reaching. 

It immediately sets the tone for a patient-clinician consultation that is far from 

equal and precludes any form of shared decision-making around future care and 

treatment. The patient is vulnerable and feels unable to challenge and question. 

The patient is ignored and feels belittled. 

'the person I once was, she has gone and no-one seems able to help me. No-one 

is listening.' 

A mesh-affected patient 

'If there was no reason for my symptoms I was just a wuss, not trying hard enough 

to get better, being soft ... I could not at first contemplate getting an assessment and 

opening myself up to any further rejection by my medical colleagues, when they don't 
listen you feel like a fraud ... So, to my former medical colleagues I say this ... I do accept 

for the majority of women this [mesh implant] is a successful procedure. I do however 

believe there is a huge unconscious negative bias among you all towards middle aged 
females in chronic pain. As more information is now coming out about the risks of mesh 

some of you are still choosing to downplay or actually disbelieve these facts ... ' 

A former GP and mesh-affected patient 

2.5 We make no apology for quoting at length from these testimonies nor from the oral 

evidence given to the Review by Ms Yvette Greenway (Mashed up by Mesh) and 

I 1s 

her partner, an eminent lawyer, on this specific point. It so clearly demonstrates 
why arrogance and dismissive attitudes - so entirely inappropriate for a health care 

professional - can have no place in the consulting room. Mr Michael Mansfield QC's 

reputation and expertise in his own field is founded on his ability to ask difficult 

questions under pressure and forensically challenge evidence in a public court 

of law. Although he was not the patient, he told us in a later email 'that I was so 

shocked and confounded by the dismissive assertions of a leading expert in the field 
that I did not take issue with them on the spot'. This speaks volumes about some 

clinicians' attitudes and the impact their attitudes can have on those who come to 

them seeking help. Surely it is time for the medical profession to sit up, listen and 

take stock. 
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Extract from ·Mashed up by Mesh' oral hearing testimony 
(21st November 2018) 

Michael Mansfield: ... But this consultant, and there I was witnessing exactly what 

Yvette has described, is actually treating her as a -well, you know 

women they have these periods in their lives .... I couldn't believe 

it. This was his assessment. Actually don't worry about it, and he 

was ready for the next patient . 

... If I treated someone like that, I would feel I was not discharging 

my obligations, I wasn't in a caring profession. 

Cyril Chantler: Did you point it out? 

Michael Mansfield: I'll be honest no we didn't. I think we were both shocked, both 

got outside and went in the car, and we looked at each other and 

thought - ... what is this? 

Michael Mansfield: ... I'm used to asking questions all the time. But actually I 

suddenly experienced what a lot of people tell me which is, 
you're in the presence of an expert. 

Michael Mansfield: You have to reflect, and so you're mildly humble about it all and 

think well maybe he knows more than we do? Maybe there's 

something we're missing here. The full impact of the way he's 

treated you doesn't really impact itself at the time until moments 

later. Then you think, we've just been through what everybody 

talks about. 

2.6 We know that women who accept a normalisation of their pain tend to seek the 

help they need far later than they should. This precludes the possibility of early, less 

invasive treatment with potentially better outcomes. It also takes its toll, physically, 

mentally and emotionally on the patient and their family and imposes ultimately 

a far greater cost on the NHS and the healthcare system to treat and attempt to 

put right. 

'Some parents have been accused of abuse because poorly educated clinicians have 

not recognised the complex symptoms that manifest as FACS [Fetal anti-convulsant 

syndrome]'. 

Parent of a child affected by Foetal Valproate Spectrum Disorder 
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'I know that the full harm done by sodium valproate is barely understood or even 

recognised by anyone other than the family that live it.m 

Branwen Mann, Young People Affected by Sodium Valproate 

'They would tell you there is nothing wrong with you and that you are just a hysterical 
woman ... m 

Teresa Hughes, Meshies United 

'I could guarantee you if you walked into any general practice in the UK and showed the 

GPs a piece of mesh very few of them would know immediately what it was. They have 

no idea. It's not because they don't want to know, it's because ... they don't work in that 
sphere.m 

Dennis Williams, retired GP, Welsh Mesh Survivors Group 

2.7 Patients spoke of their frustration with GPs, usually their first port of call and 

gatekeeper to accessing secondary and specialist services. How little they seemed 

to understand about the symptoms being presented. This was as true for pelvic 

mesh sufferers as for the families of children suffering from Foetal Valproate 

Spectrum Disorder. Both groups described having to 'educate' their GPs in order 

to access the right diagnosis and the services they needed. Failure to do so could 

and did often mean a sense of abandonment by the system or being pushed from 

pillar to post because no-one was listening to, let alone hearing, what the patient 

had to say. Failure to get it right first time through ignorance and a general lack of 

awareness has only added to the stress felt by so many who contacted us. Patients 

should not have to fight for a proper diagnosis. They should not have to be the 

'educators'. They should certainly not have to face accusations of abuse when 

seeking help. And they should not be left without the right support when things 

go wrong. 

'It has rocked my faith in those in authority.' 

'I've been fighting for answers my entire life. It's exhausting.' 

Parents of children affected by foetal valproate spectrum disorder 

21 OH Young People Affected by Sodium Valproate 20th November 2018. 
22 OH Meshies United 21st November 2018. 
23 OH Welsh Mesh Survivors Support Group 21st November 2018. 
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Theme 3: 'I was never told' - the failure of 
informed consent 

'I feel as though I am an unsuspecting, unwilling participant in a cruel experiment that 

has gone wrong. This is how many of us feel. What has happened to us cannot be 

allowed to happen ever again~ 

'This rhetoric, "It is not the Mesh being talked about in the media" is still being used. 

And the fact that MESH is still being inserted in this way, without fully INFORMED 

consent... is disgusting and disheartening.' 

Women affected by pelvic mesh implants 

'Had I realised the full implications of this medication I would never have taken it.' 

'Our daughter has been affected by me taking medication and we were given the wrong 

information ... despite the facts being known and repeated requests for information ... 
the result is devastating on us as a family.' 

Women whose children were affected by sodium valproate exposure 
during pregnancy 

'Why, I have asked myself a million times, did the doctor give me the drug? I already 

knew I was pregnant.' 

'I didn't think anything about it at the time as I had no experience of anyone close to me 

being pregnant and I trusted that doctors would do the best for me.' 

Women who took hormone pregnancy tests 

2.13 Informed consent matters. It is the indispensable basis for the provision of 
healthcare and treatment by clinicians and it goes to the very heart of the patient­

clinician relationship. The 2015 landmark case of Montgomery v Lanarkshire Health 

Board held that obtaining consent needs to be framed around what information an 

individual patient requires, and that this should always have been the case.24 

2.14 It is the patient's right to be told whatever information they need and in a manner 

that they understand - not what the reasonable clinician chooses to say- to make 

a decision on whether or not to proceed with a particular procedure or medication. 

24 Montgomery v Lanarkshire Health Board [2015] UKSC 11. 
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reflect the patient experience and outcomes. We see no reason for there ever 

to be more than one collaboratively produced and agreed patient decision­

making aid for each surgical procedure or medical intervention. We recognise 

that tailored versions may be required for different populations (for example if 

a procedure is carried out in an adolescent and adult population), but the core 

information related to risks, options and alternatives should remain the same. 

The National Institute for Health and Care Excellence (NICE) should lead in 

facilitating that clinical consensus. 

2.23 The GMC told us in evidence that in 2018 they received 120 complaints on the issue 

of patient consent. Of these, 84 were deemed either as requiring no further action 

before investigation or closed during investigation.29 Given the extent and range 

of concerns we have heard on this same topic, this seems in our view a very small 

number in the context of over 260,000 doctors currently licensed to practise. 

2.24 The GMC are preparing new guidance on decision making and informed patient 

consent. We expect this to set out as good clinical practice that every patient­

clinician consultation around consent should be both proportionate to the 

circumstances and appropriately documented. Both the patient and clinician's 

discussion, comments and concerns should be noted. Today's mobile technology 

makes it easy for every planned conversation about patient consent to be audio 

or video recorded by the patient (with the agreement of both parties). This 

allows the patient to take away and reflect upon the conversation, which benefits 

both patients and clinicians. In future this record should also be stored with the 

patient's electronic health record. 

Theme 4: Redress - 'We want justice' 

' ... we want justice, it's like we are the forgotten ones.' 

Mesh-injured woman 

Past harms 
2.25 The suffering we have seen has arisen as a result of medications or devices 

provided by a doctor. NHS and social care systems are designed to ensure that care 

and support are provided for affected individuals. However, we have heard from 

individuals where the support offered has fallen short of what is needed. Across 

29 OH General Medical Council (GMC) 14th March 2019, and written evidence from the GMC. 
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all three of our interventions we have heard of failures of health and social care 

services to interact around the individual. 

The struggle to obtain appropriate social care and benefits 

'There's no cure for FAS so what we would like is access to speedy PIP claims, avoiding 
the red tape for children affected.'3° 

Jo Cozens, Organisation for Anti-Convulsant Syndrome (OACS) 

2.26 We have heard from individuals who have described how they have struggled 

to access the benefits that they are entitled to. As part of our Review we have 

engaged with the Department for Work and Pensions (DWP) in order to get a better 

understanding of their eligibility assessment processes. 

2.27 Benefits assessments are not straightforward and can be daunting and hugely 

stressful for individuals with complex issues. When we met with senior officials at 

DWP we explored with them what could be done to make the benefits assessment 

process for Personal Independence Payments (PIP) less stressful. We have proposed 

to DWP that the patient groups contribute directly to a new insight condition report 

for each of these interventions that would help paint the picture of daily living with 

these conditions. DWP have commenced that process. 

2.28 There is a need for additional training for those carrying out assessments for DWP 

based on the insight condition reports. This should help those carrying out the 

assessments to make equitable decisions. 

Education 
2.29 Children affected by sodium valproate and their parents can face an additional 

hurdle, the education system. Children with FVSD may have a range of 

neurodevelopmental effects, including intellectual disability, difficulties with 

language and memory, learning and behaviour problems. However, a lack of 

awareness among health, social care and educational providers often delays access 

to diagnosis and referrals to support services, including ensuring an appropriate 

Education, Health and Care Plan is in place (see Chapter 4). 

30 OH OACS and OACS Ireland 20th November 2018. 
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Access to medical treatments 

' ... our focus is also ensuring that the thousands of mesh-injured women across the 

country are given the medical help, treatment and support to allow them to live their 
lives as best they can after the catastrophic outcomes they have suffered ... 131 

Scottish Mesh Survivors 

2.30 An overarching theme too has been a loss of trust in the medical profession and 

an inability to access appropriately skilled and trustworthy specialist services. We 

have heard from mesh-injured women who have so lost trust in the NHS provision 

for mesh removal that they have been prepared to pay for expensive private 

surgery, and in some cases have travelled overseas at great cost, both personal and 

financial. Across all three interventions we have consistently heard from those who 

have been unable to find doctors to address their needs. 

Specialist centres 
2.31 We therefore recommend the creation of two different types of specialist centres, 

{Chapter 1, Recommendation 5). 

a. Centres for those with congenital a no ma lies believed to be due to in utero 

medicine exposure. 

b. Specialist mesh centres where there is expertise in how to treat mesh 

complications and in the most appropriate techniques for mesh removals. 

Discretionary Schemes for those harmed by HPTs, valproate 
and pelvic mesh 
2.32 We are precluded from considering individual compensation, but we have 

considered redress more widely. In our view, litigation has not proved useful to 

the majority of the affected individuals we have heard from. 32 We are aware of 

a handful of successful claims for valproate and mesh against individual doctors, 
but to date we are not aware of any successful product liability cases against 

manufacturers of HPTs, valproate or pelvic mesh products in England and Wales. 

2.33 We have seen the avoidable harm suffered and we feel there is a strong ethical 

responsibility to provide redress. There are examples of situations where the 

31 OH Scottish Mesh Survivors 21st November 2018 
32 The proposed Directive on representative actions may change the litigation landscape in the EU towards a 
more favourable position for mass claims, but any implications for the UK are uncertain https· //data consilium 
europa eu/doc/document/SJ-14600-2019-IN IUen/pdf 
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2.38 The Redress Agency would provide a standing structure to administer decisions 

using a non-adversarial process. This model is simple for patients to access as there 

is one point of contact. This structure enables flexibility to adapt and respond to 

situations as they arise. 

2.39 The Redress Agency will have an important role to play in harm prevention as 

claims for adverse events would be centralised, enabling data to be provided that 

will help regulators detect signals earlier. 

Theme 5: 'We do not know who to complain to' -
Complaints 

'Should sick patients have to go through complaint after complaint to get help?' 

Mesh-injured patient 

Health and social care system 

Parliamentary and Health 

Service Ombudsman 

Service CCG Local 

Provider (health) Authority 

(e.g. NHS (Social 

Trust) care) 

PALS 

Support and advice, patient 

advocacy groups and services 

Political 

MP or Local 

Councillor 

DHSC 

Public bodies 

NHSE&I MHRA0nc. 

Yellow Card) 

CQC HSIB 

Private health care 

providers 

ISCAS 

Service Provider 

Individual practitioners and 

some service providers 

PSA 

Professional regulators 

(e.g. GMC, GPhC) 

Litigation 

Other routes 

Patient Professional 

groups bodies 

Health Social 

charities media 

CCG (Clinical Commissioning Group); CQC (Care Quality Commission); DHSC (Department of Health and Social 

Care); GMC (General Medical Council); GPhC (General Pharmaceutical Council); HSIB (Healthcare Safety 

Investigation Branch); ISCAS (Independent Sector Complaints Adjudication Service); MHRA (Medicines and 

Healthcare products Regulatory Agency); NHSE&I (NHS England and NHS Improvement); PALS (Patient Advice 

and Liaison Service); PSA (Professional Standards Authority) 

Figure 2.1 Routes for making complaints in England 
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or errors or things going wrong. There's too much blame for individual clinicians 
and surgeons.'46 

2.50 We believe that barriers to being open and honest must be minimised. We share 

concerns with others that litigation, which is blame-based and focusses on the 

actions of individual doctors, inhibits disclosure. It has been known for decades that 
the majority of mistakes are system errors, yet litigation deals with the culpability 

of individuals. Over twenty years ago in 'To Err is Human' the Institute of Medicine 

wrote, 'The focus must shift from blaming individuals for past errors to a focus on 
preventing future errors by designing safety into the system. This does not mean 

that individuals can be careless. People must still be vigilant and held responsible 

for their actions. But when an error occurs, blaming an individual does little to make 
the system safer and prevent someone else from committing the same error.'47 

2.51 We endorse this approach. We believe that a cultural shift away from blame is 

needed to create a healthcare system where people are open and honest. We 

outline how we feel a no-blame, systems-based approach to delivering redress 

as a substitute for litigation could drive this shift in paragraphs 2.37 - 2.39 (see 

also Appendix 3). We believe this shift is essential to deliver a safer NHS where 

healthcare professionals have no reason to fear being candid and telling the truth to 

their patients. Whilst we support the new emphasis on supporting whistle-blowing 

we are not convinced that this in itself will solve this problem. 

Theme 7: Conflicts of interest - 'we deserve to know' 

'As patients, we allow the medical profession access to our bodies, our thoughts and our 

lifestyles. All manner of information to better assist them in reaching decisions about 

the best course of treatment for us. We, the patients deserve the same, we should be 
aware of clinicians' allegiances or involvements whether they be financial or other. 

So we too can reach informed decisions about who is best to treat us, and how they 

should treat us.'48 

Yvette Greenway, Mashed up by Mesh 

2.52 The Review has heard concerns about the potential conflicts that arise as part of 

the financial links between drugs and medical device companies and consultants, 

hospitals or other organisations. We are also concerned about those that arose as 

46 OH Professor Carl Heneghan 27th November 2018. 
47 'To Err is Human: Building a safer healthcare system' Institute of Medicine 1999. 
48 OH Mashed up by Mesh 21st November 2018. 
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part of the personal and professional interests of clinicians (in the past, present 

and future). This concern is not limited to the interventions under review, or to this 

country. Nor is this a new concern; a paper by the Institute of Medicine in 2009 

raised significant risks that individual and institutional conflicts of interests were 

unduly influencing professional judgements, and that such conflicts 'threaten the 

integrity of scientific investigations, the objectivity of medical education, the quality 

of patient care' and may also 'jeopardize public trust in medicine'.49 

Clinician interests 

'I think it's important that if I'm treating you, you know who's paying me.' so 

Professor Carl Heneghan 

2.53 The healthcare system is reliant on people motivated by the best outcomes for 

their patients. We recognise that they would not believe themselves to be swayed 

by any commercial, or other, influences. However, patients' perceptions of conflicts 

of interests do not always mirror those of clinicians. We have heard pa rticu la r 

concerns that clinicians have been paid or otherwise incentivised by manufacturers. 

This may influence their practice, and the course of action they recommend to 

patients, such as preferentially using particular procedures or drugs.51 We have also 

heard from women affected by mesh that their doctors have told them they can 

only provide the requested care in their private practice. 

2.54 We asked the professional bodies and regulators about how the management 

of clinician interests and possible conflicts are addressed by their organisations. 

We were told about professional and voluntary arrangements, including publicly 

accessible voluntary registers for doctors,52 and for health professionals, 

organisations and pharma companies.53 However, there is no centrally mandated 

register for hea Ith ca re professiona Is. 

2.55 During our oral hearings, a number of professional bodies agreed with the idea of a 

national mandatory register of interests for doctors.54 They, and others, recognised 

4 9 Lo, Band Field, MJ (Eds) 'Conflict of interest in medical research, education, and practice' Institute of 
Medicine of the National Academies Committee on Conflict of Interest in Medical Research, Education, and 
Practice. National Academies Press 2009 (p2) bttp·//dx crossrefor:e/10 17226/12598 
50 OH Professor Carl Heneghan 27th November 2018. 
51 For example, see OH Sling the Mesh 21st May 2019; OH Professor Carl Heneghan 27th November 2018. 
52 http· //www whopaysthisdoctoc on~/doctors 
53 Disclosure UK, led by the ABPI https·//search disdosyreyk ore yk/ 
54 OH BSUG/PFS 16th April 2019; OH Royal College of Obstetricians and Gynaecologists (RCOG); OH GMC/ 
General Pharmaceutical Council (GPhC) 10th January 2019. 
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Funding of organisations 

'MHRA has been too close to the industry ... underpinned by common policy objectives, 

agreed processes, frequent contact, consultation and interchange of staff. .. [we] have 
little faith in the ability of medical institutions that are responsible for patient safety to 

be open and transparent over patient safety failings.' 

Sling the Mesh, written evidence to the Review 

2.59 A major concern raised by patient groups is the role of industry funding in 

organisations responsible for advice and regulation. The activities of the MHRA are 

currently funded primarily through the pharmaceutical industry on the medicines 

side, and 95% through the DHSC on devices. Additional funds for clinical trials and 

inspections of notified bodies come mostly from the DHSC. The MHRA told us that 

they ensured independence through stringent conflict of interest policies, and use 

of external experts without interests. 

2.60 There are concerns about the movement of individuals between regulators and 

industry. Approximately 11% of staff in the medical devices division of the MHRA 

were previously employed in industry.60 The MHRA emphasised the importance of 

the expertise of these employees. The approach taken is to manage conflicts, rather 

than to exclude them completely.61 People who come from industry cannot work on 

that company's products or related products for a period ranging from two years to 

indefinitely. In addition, MHRA staff are not allowed to hold shares or have financial 

interests in the pharma or device industries. We recognise the importance of this 

expertise in the work of the MHRA. However, even if this approach is fully upheld, 

it leaves the MHRA open to both perceived and actual influences from industry. 

We note that of those working in the medical devices division of the MHRA who 

previously worked in industry, many are in decision-making roles.62 We believe that 

as part of the overhaul of the culture in the MHRA steps should be taken to ensure 

that the patient perspective and the public interest always takes precedence over 

the interests of industry, see Theme 11. 

2.61 Across the three interventions we have come across conflicts of interest in the 
selection of experts to form part of expert working groups, advisory committees or 

to agree guidelines. An ideal expert would be an individual who is knowledgeable 

and respected in their field, but who has no persona I, professional or financial Ii nks 

60 MHRA written evidence to the Review. 
61 The MHRA policy for handling conflicts of interest can be found here: https· //www goy yk/goyernment/ 
publications/mhra-policy-for-baodliog-cooflicts-of-interest 
62 MHRA written evidence to the review: Grades AO/EO (O); HEO/SEO (5); G7 /6 (5); SCSl/2 (2). 
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which might influence their position. We recognise that it may not be possible, or 

even desirable, for an expert to have no interest in a matter being reviewed. 

2.62 An inquiry into the review of transvaginal mesh implants in Scotland in 2017 found 

a number of conflicts of interest in those who took part in the review, including: 

clinical members being paid by pharmaceutical companies; members being involved 

in litigation; and one surgeon who had operated on one of the other members.63 

Similarly, the Chair of the patient group Association for Children Damaged by 

Hormone Pregnancy Tests (ACDHPT) raised concerns about conflicts of interest of 

members of the Expert Working Group (EWG) on Hormone Pregnancy Tests (see 

Chapter 3, paragraph 3.102). 

2.63 We raised this issue with the MHRA at the oral hearing. They suggested the best 

approach was to rely on self-declaration and honesty, and to undertake action if 

things came to light, rather than investigation of each individual before they were 

accepted into the group.64 

2.64 These examples suggest that the system of self-declaration has not been 

sufficient. Organisations should ensure clear governance arrangements to cover 

the potential conflicts of interests of any individual who participates in either 

regulatory activities or inquries, including the composition of expert panels. 

Whilst it is to be expected that those people asked to participate should declare 

any potential conflicts of interest, the organisation should consider what is 

proportionate and whether it is appropriate to proactively check potential 

members' interests prior to their appointment. 

Manufacturers 

' ... you're more likely to get things sharpened up through the industry side than being 

reliant on the clinicians'. 65 

Andy Williams, Pelvic Floor Society 

2.65 We do not believe that responsibility for transparency of interests should fall only 

on the medical profession. Manufacturers should also take responsibility to ensure 

63 Bryan, C 'Scottish mesh review had serious failings' BMJ 2018; 363 :k4562; An Investigative Review into the 
process of establishing, managing and supporting Independent Reviews in Scotland (October 2018) available 

at: https·//www goy scot/bioacies/content/docyments/goyscot/publicatioos/independent-report/201s1101 
iovestigative-reyjew-process-establisbiog-managing-supporting-independent-ceviews-scotland/ 
documents/oos424s3-pdf/oos424s3-pdf/goyscot%3Adocument/oos424s3 pdf 
64 OH MHRA 27th February 2019 Session 1 / OH ACDHPT 14th February 2019 / MHRA Right of Reply attached 
to OH 14th February 2019. 
65 OH BSUG/PFS 16th April 2019 . 
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bodies, it does not have a remit for long-term adverse outcomes, such as those 

under review.83 

2.77 Assurance is an important part of ensuring a system is performing as expected. 

Assurance processes on their own may not recognise new problems, or guarantee 

patient safety. There are limitations, such as quality of data collection, lack of 

oversight, and powers of enforcement. Even when all the actors behave within 

their remit, the desired outcome might not be achieved. This brings us to our final 

point on assurance. When the system has monitored guidance or standards, and 

identified an issue, there must be clarity on who is responsible for co-ordinating 

action, and there should be sufficient support and resource for implementation of 

remedial action. 

Theme 9: 'Collect once, use often' - Data capture and the 
electronic record 

'Collect once, use often ... ' 

Matt James, CEO of the Patient Healthcare Information Network (PHIN) 

2.78 We commented in Chapter 1 that the healthcare system collects a huge amount 

of information. Yet it could not provide us with the answers we needed to assess 

the scale of the problems we were asked to look at. Either the information was not 

available because it had never been collected or because it was in a format that 

could not be linked to give us the answers we sought. 

2.79 Electronic data capture matters if the healthcare system is to be able to map 

intelligently longitudinal patient care pathways, which track patients through a 

lifetime of health service interventions. This data can then be interrogated to 

discover what works, the true nature and rates of long term adverse outcomes, can 

help audit best practice, and can identify clinical outliers as a means of improving 

healthcare provision for all. 

2.80 Professor Keen explained to us that NHS IT systems and the way they currently 

capture data does not make this interrogation easy. 'Key data about patients, 
procedures, medications, incidents and adverse outcomes are captured by different 

people and recorded in different places ... different combinations of data are 

provided to and managed by different sets of clinicians and managers, thus no one 

83 OH NHS Improvement 26th March 2019. 
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collating data on the latter would be to extend the reach of the identifying NHS 

number of every child by ensuring it is entered on their school attainment record. 

In this way, and with the means we now know exists to link electronic data records, 

we can and should go wider than the healthcare system to answer the question 'Is 

this drug safe for use in pregnancy?'.86 

Theme 10: 'Collecting what matters' - Databases 
and Registries 

'The one thing that would make the difference moving forward is if we had robust, 

rigorous, interrogable systems for recording the outcomes not only of devices ... but 
actually of procedures that we do to people ... '87 

Professor Kevin Harris, NICE 

2.85 In 2003 NICE first recommended that observational data on the effectiveness and 

safety of lVT mesh for the treatment of SUI be collected over a period of 10 years 

or more, preferably nationally and coordinated in the form of a registry of audit 

data. This did not happen. We were told that one of the problems was assuring 

universal compliance. 

Distinction between a Database and a Registry 

' ... compulsion, I'm afraid, is the only way forward for registries and audits ... ,ss 

Professor Derek Alderson, President, Royal College of Surgeons 

2.86 Pivotal to our thinking on how to prevent harm in the future is the establishment 

of patient-identifiable registries for new devices and medicines that can be 

interrogated over time to assure long-term efficiency and to detect harm. We 

have investigated and listened carefully to the evidence from those who manage 

databases/registries currently in operation.89 We have also taken expert advice 

on the implications of the General Data Protection Regulation [2018](GDPR) as 

currently understood. 

86 See also Law, D et al. 'Safeguarding Children and improving their care in the UK' The Lancet 25 July 2015: 386 
https·//doi org/10 1016/s0140-6736f1s1oos3s-3 
87 OH NICE 14th February 2019. 
88 OH Royal College of Surgeons 7th February 2019. 
89 National Joint Registry, UK Epilepsy and Joint Registry, Breast and Cosmetic Implant Registry (BCIR), the 
National Congenital Anomaly and Rare Disease Registration Service. 
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2.90 We are hugely encouraged that our ideas have been persuasive. In November 2019 

we met the Secretary of State for Health and Social Care and discussed the urgent 

need for the database to be established. He supported our proposal and issued a 

Ministerial Direction mandating the capture of this information by NHS Digital in 

a single database. We fully endorse this, as in our view NHS Digital is best suited 

to ensuring adherence to a common set of data standards, error minimisation 

and close on 100% coverage. The database will initially be designed for mesh 

procedures. Over time this would extend to all procedures involving devices 

and implants and, for comparative purposes, to relevant clinical activity for the 

treatment of stress urinary incontinence {SUI) and pelvic organ prolapse that does 

not involve a surgical device or implant. 

2.91 We understand that NHS Digital will start the mesh data collection later in 2020. 

Priority should be given to capturing the data fields from the newly launched mesh 

complication centres and those healthcare providers wishing to resume mesh 

implant surgery, should all the conditions for lifting the pause be met and the 

decision taken that it is safe to do so. Databases and subsequent registries should 

embrace the private or independent health care sector as well as the NHS. 

2.92 We also wish to see the establishment of a database of all women of child-bearing 

age who are taking sodium valproate. We are deeply concerned that decades after 

the risk was first understood babies with disabilities continue to be born to mothers 

who have taken valproate during pregnancy without being aware of the risks. A 

database is one measure urgently needed to enable women to be contacted and 

then properly informed and, where necessary, reminded of the risk (see Chapter 4, 

paragraphs 4.96 - 4.97). 

Registries 

'I've been on the edge of the registry debate for most of my professional life. I think we 
have got to find the right balance between collecting enough that we can be reasonably 

go back to patients if we have a concern. One of the first emergencies I had to deal with 

was the PIP breast implants. We didn't know who had had what... ,gi 

Dame Sally Davies, former Chief Medical Officer, DHSC 

2.93 Registries are important. They give unparalleled opportunities for research and 

audit, enabling policy makers, regulators, health care providers and clinicians 
to monitor long term outcomes and report on whether health care is safe 

and effective. 

92 OH DHSC 2nd May 2019. 
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'(�)'*+,-./-+0�1-23�415.-6*2�7+'�,*17,50*+-8-,/�.51�9*'-8-+*2�:2*'�-+�41*0+7+8/;*(�<*=*654-+0�7�415,5856�.51�7�41594,�2/2,*9>?-'*�85>51'-+7,*'�1*245+2*�,5�27.*,/�'*8-2-5+2�1*67,*'�,5�7�9*'-8-+*�51�9*'-876�'*=-8*(@(ABC�D7,-*+,2�9:2,�E*�8*+,176�,5�,F*�?513-+02�5.�,F*�GHIJ(�K5�-+=56=*�,F*9�-+�7�9*7+-+0.:6�?7/�?-66�1*L:-1*�8F7+0*2�-+�,F*�'*2-0+�7+'�54*17,-5+�5.�1*0:67,-5+M�-+�2,17,*0/N�2/2,*92�'*2-0+N�7+'�54*17,-5+N�7+'�-+�6-2,*+-+0�7+'�1*245+'-+0�,5�27.*,/�2-0+762(�J'*L:7,*�1*25:18*�7+'�*O4*1,-2*�9:2,�E*�766587,*'�,5�-+=56=-+0�47,-*+,2(�PQRSTUVQW�XYZV[QZ\�YQU�Z][�XT̂ SVR�VQ�U[RV\V_Q̀aYbVQW@(ABc�KF*�47,-*+,�85+,1-E:,-5+�9:2,�E*�,73*+�2*1-5:26/�72�7+�-+,*0176�471,�5.�,F*�4158*22�5.�1*0:67,51/�'*8-2-5+2�5+�2-0+-.-87+,�27.*,/�7+'�E*+*.-,�1-23�-22:*2(�),�-2�,F*�47,-*+,�?F5�,73*2�,F*�9*'-87,-5+�51�F72�,F*�'*=-8*�7+'�-,�-2�,F*�47,-*+,�?F5�F72�,F*�E*+*.-,�7+'�?F5�6-=*2�?-,F�,F*�85+2*L:*+8*2�5.�7+/�7'=*12*�*=*+,2(�KF-2�41-+8-46*�7446-*2�,5�766�F*76,F871*�1*0:67,512�7+'�415.*22-5+762(�defghgij�kl�fg�me�neifkio�pqg�rdst�kig�uv�k�wvuxwg�yelupuev�en�igxwuiuvm�k�vgf�zgmkz�nik{gfei|�kvo�fg�lpievmz}�ig~e{{gvo�pqkp�yiehuluevl�kig�{kog�nei�l}lpg{kpu~kzz}�gvmkmuvm�ykpugvpl�kvo�pqg�yw�zu~���qgig�lqewzo��g�k�igxwuig{gvp�ev�pqg�rdst�pe�og{evlpikpg�qef�ykpugvp�hugfl�qkhg��ggv�pk|gv�uvpe�k~~ewvp�kvo�uvnzwgv~go�pqg�igmwzkpei}�og~uluev(�KF-2�9-11512�*O-2,-+0����415=-2-5+2�.51�9*'-8-+*2�27.*,/�-22:*2(@(AB���:1�I*=-*?�F72�F-0F6-0F,*'�,F*�+**'�.51�7�2,1*+0,F*+*'�6*076�.179*?513�.51�27.*,/�E72*'�1*0:67,51/�'*8-2-5+>973-+0(�)+�5:1�=-*?�?F*+�7�9*'-876�'*=-8*�51�9*'-8-+*�27.*,/�-22:*�-2�17-2*'�,F*�GHIJ�2F5:6'�E*�2:E�*8,�,5�E-+'-+0�,-9*2876*2�.51�'*8-2-5+2�5+�1-23�97+70*9*+,(��:8F�,-9*2876*2�2F5:6'�E*�2*,�78851'-+0�,5�,F*�'*01**�5.�4:E6-8�F*76,F�:10*+8/N�72�,F*/�71*�E/�,F*�8:11*+,����.179*?513(�KF*�GHIJ�2F5:6'�E*�5E6-0*'�,5�4:E6-2F�4*1.5197+8*�'7,7�5+�,F*2*�,-9*2876*2�7+'�-+.519�,F*�D7,-*+,��7.*,/��599-22-5+*1�5.�+5+>85946-7+8*(�@(AB���*�E*6-*=*�,F*1*�2F5:6'�E*�01*7,*1�,17+2471*+8/�5.�766�1*0:67,51/�27.*,/�'*8-2-5+2(�I*0:67,51/�'*8-2-5+2�2F5:6'�E*�4:E6-2F*'�,50*,F*1�?-,F�,F*�.:66*2,�4522-E6*�2:4451,-+0�*=-'*+8*N�*=76:7,-5+��-+86:'-+0�766�71*72�5.�:+8*1,7-+,/��7+'��:2,-.-87,-5+�.51�78,-5+2(�@(AAB��F*+�1*6*=7+,�,5�4:E6-8�27.*,/�,F*�GHIJ�2F5:6'�F7=*�,F*�6*076�7:,F51-,/�,5�7446/�,F*-1�'*8-2-5+�7E5:,�7�0-=*+�415':8,�,5�5,F*1�415':8,2�-+�,F*�279*�86722(�<*8-2-5+2�7E5:,�*+,-1*�86722*2�5.�415':8,�2F5:6'�E*�E-+'-+0�5+�766�,F*�97+:.78,:1*12(�@(AAA��F*1*�+*?�27.*,/�-+.5197,-5+�859*2�,5�6-0F,N�-+.5197,-5+�.51�47,-*+,2�2F5:6'�E*�415=-'*'�51�:4'7,*'�?-,F5:,�'*67/N�7+'�,F*�E*+*.-,2�7+'�1-232�'*281-E*'�-+�7�?7/�?F-8F�?-66�E*�:+'*12,55'�E/�47,-*+,2(��,7,*9*+,2�2:8F�72��E*+*.-,�1-23�.7=5:17E6*��2F5:6'�E*�1*4678*'�?-,F�951*�:+'*12,7+'7E6*�-+.5197,-5+�5+��IJ��M�E*+*.-,2N�
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'()*)+�,-./'0,.(1/)�2'�3/4(3(05�.2�32�02.6(057�8,'/�)629-3�:/�.,*/0�.2�/0)9'/�.6,.�.6/�420./0.�()�90,;:(5929)�,03�.6/�<'/)/0.,.(20�()�,44/))(:-/7�=7>>=�?00/@�A�B/-1(4�C/)6�D9<<2'.(05�E0F2';,.(20�3/.,(-)�CGH?�3/4()(20)�20�;/)6�,03�.62)/�2F�2.6/'�;,I2'�(0./'0,.(20,-�;/3(4,-�3/1(4/�'/59-,.2')7�J/1(4/)�,03�;/3(4(0/)�,'/�5-2:,-�(039).'(/)+�,03�(.�)//;)�4290./'(0.9(.(1/�.6,.�20/�4290.'K�4,0�420)(3/'�,�<'2394.�),F/�F2'�9)/�L6/0�,02.6/'�32/)�02.7�M/�'/4250()/�.6,.�.6/�)(.9,.(20�(0�.6/�NO�()�909)9,-+�(0�<,'.(49-,'�.6/�(0./'<-,K�:/.L//0�CGH?�,03�PE8Q7�E0�29'�2<(0(20�RS�TUVWX�YZ[\SW]�\RX�̂V_WR̀�VaX[ZbS\aXRaY�Rc�Sd[�efgh�Y\i[�X[S\RW[X�Z[\bUab�cUZ�RSb�X[̀RbRUab�Rc�Sd[]�XRcc[Z�cZUj�X[̀RbRUab�j\X[�_]�\aUSd[Z�j\kUZ�RaS[Za\SRUa\W�Z[YVW\SUZlmnopqrstu�vwxsyz{�|wrsyw�}wu~{z�sqt=7>>��E;<-/;/0.,.(20�2F�.6/�QN�C/3(4,-�J/1(4/)�H/59-,.(20��CJH��6,)�://0�3/-,K/3+���,)�)946�.6/�NO�L(--�02.�(;<-/;/0.�(.�39'(05�.6/�.',0)(.(20�</'(237�M/�6,1/�,))9;/3�.6/�NO�L(--�,32<.�.6/�CJH�)�;2'/�).'(05/0.�).,03,'3)+�,03�L/�29.-(0/�,'/,)�L6/'/�.6/�NO�429-3�;,*/�F9'.6/'�(;<'21/;/0.)7=7>>��?.�<'/)/0.�.6/�CGH?�20-K�;,(0.,(0�,�-().�2F�3/1(4/)�,.�.6/�-2L/).�'()*��8-,))�E�7��6/K�32�02.�;,(0.,(0�,�-().�2F�;/3(9;�.2�6(56/'�'()*�3/1(4/)��EE,+�EE:�,03�EEE�7��6()�()�,�F904.(20�2F�49''/0.�QN�3/1(4/�'/59-,.2'K�).'94.9'/7��6/�CGH?�;,K�20-K�F(03�29.�,�3/1(4/�()�:/(05�9)/3�(0�.6/�NO�(F�.6/'/�()�,�<'2:-/;�L(.6�.6,.�3/1(4/7�h�Z[YRbS[Z�Uc�X[iR̀[b�bRjRW\Z�SU�Sd[�hVbSZ\WR\a�g[YRbS[Z���bdUVWX�_[�̀Z[\S[X�\aX�j\RaS\Ra[X�_]�Sd[�efgh���d\̂S[Z����g[̀Ujj[aX\SRUa���7��6()�L(--�;,*/�(.�<2))(:-/�.2�*02L�L6(46�3/1(4/)�,'/��2'�L/'/��20�.6/�NO�;,'*/.�,.�,0K�5(1/0�.(;/7�Q0.'K�20�.6/�'/5()./'�)629-3�:/�,�4203(.(20�F2'�)/--(05�(0�.6/�NO+�L(.6�.6/�CGH?�,:-/�.2�3/�'/5()./'�3/1(4/)�,03�'/;21/�.6/;�F'2;�),-/�(F�0/4/)),'K7�M/�<'2<2)/�.6,.�;,09F,4.9'/')�L29-3�0//3�.2�,<<-K�.2�.6/�CGH?+�(04-93(05�3/.,(-(05�,0K�,9.62'(),.(20��2'�'/F9),-�.2�,9.62'()/��.6,.�.6/K�62-3�F2'�.6,.�3/1(4/�(0�2.6/'�I9'()3(4.(20)�,03�.6/('�1(5(-,04/�<-,0)7�EF�.6/�CGH?�3//;�.6/�,<<-(4,.(20�,44/<.,:-/�.6/�3/1(4/�4,0�:/�/0./'/3�20�.2�.6/�NO�3/1(4/)�'/5()./'7�N03/'�.6/)/�<'2<2),-)�.6/�efgh�b�ZUW[�TUVWX�_[�jUZ[�\�Ra�SU�\�WR̀[àRaY�\VSdUZRS]�Sd\a�RS�d\b�SU�X\S[��TRSd�\�YZ[\S[Z�[ĵ d\bRb�Ua�iRYRW\à[���d\̂S[Z����g[̀Ujj[aX\SRUa����,03�F2--2L�9<7��d[��f���bdUVWX�̀UabRX[Z�Rc�\a�[�VRi\W[aS�Uc�Sd[��UjjRbbRUa�Ua�fVj\a�e[XR̀Ra[b�Rb�a[[X[X�cUZ�X[iR̀[bl
���6..<)���/47/9'2<,7/9�(0F2�)(./)�(0F2�F(-/)�<'2<2),-�F2'�,�'/59-,.(20�2F�.6/�/9'2</,0�<,'-(,;/0.�,03�2F�.6/�42904(-�,;/03(05�'/59-,.(20�/9�=�>������20�;/3(4,-�3/1(4/)�,)�'/5,'3)�.6/�3,./)�2F�,<<-(4,.(20�2F�4/'.,(0�2F�(.)�<'21()(20)7<3F���6..<)���LLL7.5,75217,9�)/,'46(05�,9).',-(,0�'/5()./'�.6/',</9.(4�5223)�,'.5�,:29.
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'())*�+,�-�./01234�5627�-�./893:7:1,6;:�1-26/1-<�7:-<27�,:3;6.:�5:�7-;:�-1�/99/3201624�2/�23-.=�>:;6.:,�0,61?�9/,2@8-3=:261?�;6?6<-1.:(�+�>-2-A-,:�/B�689<-12:>�>:;6.:,�-1>�<61=:>�,9:.6-<6,2�3:?6,236:,�56<<�-<</5�</1?@2:38�B/<</5�09�/B�9-26:12,�-1>�93/;6>:�61B/38-26/1�/1�A/27�>:;6.:�,-B:24�-1>�9-26:12�3:9/32:>�/02./8:,C�61.<0>61?�27/,:�27-2�A:./8:�-99-3:12�-B2:3�,:;:3-<�4:-3,�DEFGHIJK�LM�NJOPQQJRSGITPR�UV(�W7:�61B/38-26/1�?-61:>�7-,�->;-12-?:,�B/3�9-26:12,C�27:�7:-<27.-3:�,4,2:8C�27:�XYZ+�-1>�8-10B-.203:3,(�+�>6BB6.0<24�5627�->;:3,:�>:;6.:�3:9/32,�-A/02�689<-12-A<:�>:;6.:,�6,�27-2�27:�9:3,/1�8-=61?�27:�3:9/32�8-4�1/2�=1/5�576.7�>:;6.:�5-,�689<-12:>(�W7:�/10,�6,�/1�27:�9-26:12�2/�3:2-61�-14�61B/38-26/1�,099<6:>�-2�27:�268:�/B�,03?:34�-1>�2/�3:9/32�62�./33:.2<4(�[1�B0203:C�5627�-993/936-2:�9:386,,6/1,C�GR�GS\JK]J�SJ\TOJ�KJHPKI�OP̂_S�̀J�_TRaJS�IP�IFJ�HGITJRIbTSJRITcTG̀_J�SGIG̀G]J�Pc�TQH_GRIJS�SJ\TOJ](�W76,�5/0<>�-..03-2:<4�6>:126B4�27:�>:;6.:C�5627/02�61.3:-,61?�27:�>:8-1>,�/1�27:�9:3,/1�3:9/3261?(�'())d�e16f0:�g:;6.:�[>:126B6:3,�Deg[Vhh�-3:�-<97-108:36.�6>:126B6.-26/1�./>:,�B/3�8:>6.-<�>:;6.:,(�W7:3:�6,�-�eg[�.-2-</?0:�61�27:�ei�Djeg[gVC)kk�576.7�6,�-1�-..:,,6A<:�,/03.:�/B�61B/38-26/1�/1�>:;6.:�.7-3-.2:36,26.,C�,2/3-?:C�7-1><61?�-1>C�689/32-12<4C�93:8-3=:2�,0A86,,6/1,�61.<0>61?�,-B:24�>-2-(�W7:�le�>:;6.:,�>-2-A-,:C�Dleg+XlgV�6,�1/2�.033:12<4�/9:3-26/1-<�-1>�56<<�1/2�A:�,/�B/3�,/8:�268:(�m�Ĥ _̀TObcGOTRn�opq�SGIG̀G]J�cPK�or�SJ\TOJ]�̀G]JS�PR�sopqp�]FP̂_S�̀J�]OPHJS(�[12:3/9:3-A6<624�5627�612:31-26/1-<�3:?0<-2/3�,4,2:8,�,7/0<>�A:�8-t686,:>�2/�3:>0.:�>-2-�:1234�A03>:1,(uvwxyzx�{|}~vx|���x��y�~|�'())��W7:�e��6,�1/�</1?:3�9-32�/B�27:�9-1@l03/9:-1�97-38-./;6?6<-1.:�8/162/361?C�A02�3:8-61,�-.26;:<4�61;/<;:>(�e��3:9/32,�-3:�,0A8622:>�2/�27:��/3<>�Y:-<27��3?-16,-26/1�D�Y�V�-1>�27:�e��7-,�-..:,,�2/�-<<�27:�3:9/32,�,0A8622:>�2/��Y�(�+<<�le�97-38-./;6?6<-1.:�3:9/32,�-3:�-<,/�,0A8622:>�2/�27:��Y�C�,/�27:�e��6,�,26<<�-A<:�2/�-..:,,C�-1-<4,:�-1>�-,,:,,�3:9/32,�B3/8�-.3/,,�27:�le('())��e1>:33:9/3261?�/B�>30?�->;:3,:�3:-.26/1,�6,�-1�:1>:86.�5/3<>@56>:�93/A<:8(�i9/12-1:/0,�3:9/3261?�6,�689:3B:.2C�A02�62�6,�689/32-12�-1>�,7/0<>�A:�,099/32:>�-1>�:1./03-?:>(��:�7-;:�7:-3>�7/5�27:��:<</5��-3>�,4,2:8�7-,�:;/<;:>�-1>�A::1�6893/;:>C�61.<0>61?�27:�->>626/1�/B�-1�-99()k)��:�7-;:�-<,/�7:-3>�B3/8�5/8:1�57/�7-;:�A::1�01-A<:�2/�09>-2:�27:63��:<</5��-3>�3:9/32,�-2�-�<-2:3�>-2:�57:1�,4892/8,�.7-1?:(��:�01>:3,2-1>�27-2�27:�XYZ+�-3:�5/3=61?�2/�./33:.2�27:,:�6,,0:,()k'�Y/5:;:3C�>:,962:�62,�</1?�76,2/34C�27:��:<</5��-3>�,4,2:8�6,�1/2�5:<<�hh�eg[�-3:�8->:�09�/B�-�>:;6.:�6>:126B6:3�Dg[V�,9:.6B6.�2/�27-2�>:;6.:�;:3,6/1�8/>:<�-1>�-�93/>0.2�6>:126B6:3�D�[V(�g[,�-3:�-�./1,2-12�5-4�2/�6>:126B4�27-2�>:;6.:C��[,�,9:.6B4�93/>0.2�>:2-6<,�,0.7�-,�:t9634�>-2:C�</2�108A:3C�:2.()kk�s</A-<�o16f0:�p:;6.:�q>:126B6.-26/1�p-2-A-,:�7229,���-..:,,?0>6>(1<8(167(?/;�-A/02@?0>6>)k)�7229,���4:<</5.-3>(873-(?/;(0=�)k'��Y�XYZ+�)k27��-10-34�'k)h(
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'()*+,-.(/�*'�'*01-,(23�0.(/4�56(,�78*,+�9(7219)7'(�:'*;(..-*,72.<�7=7'(,(..�80.1�>(�-8:'*6(/<�7,/�(;;()1-6(�=73.�1*�-,)'(7.(�0,/('.17,/-,+�7,/�(,)*0'7+(�'(:*'1-,+�.9*02/�>(�-8:2(8(,1(/4?4@@A�B*22()1-6(23�:71-(,1.�,*=�87C(�8*'(�D(22*=�B7'/�'(:*'1.�197,�7,3�*19('�+'*0:4@EF�G,3�7)1-*,.�1*�;7)-2-171(�19-.�.9*02/�>(�(,)*0'7+(/4�H*'�(I78:2(<�7�JK�)*/(�*'�*19('�-/(,1-;-('�*,�19(�:71-(,1�-,;*'871-*,�2(7;2(1�LMNOP�=9-)9�)*02/�-,1('7)1�=-19�19(�D(22*=�B7'/�7::�1*�701*;-22�.*8(�*;�19(�-,;*'871-*,�=*02/�87C(�19(�'(:*'1-,+�(7.-('�7,/�+07'7,1((�9-+9('�Q072-13�-,:01.4?4@?E�R9('(�.9*02/�)*,1-,0(�1*�>(�2(+7223�87,/71(/�'(:*'1-,+�*;�7/6('.(�-,)-/(,1.�'(271-,+�1*�8(/-)72�/(6-)(.�7,/�8(/-)-,(.�>3�722�9(7219)7'(�*'+7,-.71-*,.�1*�19(�'(+0271*'�=-19-,�7�1-8(;'78(�)*88(,.0'71(�=-19�19(�:*1(,1-72�97'84�R9(�STKG�.9*02/�(672071(�(7)9�*'+7,-.71-*,U.�'(:*'1-,+�7,/�7,3�)*,)(',.�)*02/�>(�'7-.(/�=-19�19(�M71-(,1�V7;(13�B*88-..-*,('4�?4@?@�N,�19(-'�*'72�(6-/(,)(�19(�STKG�.7-/�1971�19(3�97/�:'(..(/�;*'�:0>2-)23�767-27>2(�7/6('.(�/(6-)(�'(:*'1.<�>01�1971�*19('�5W�.171(.�97/�>((,�0,=-22-,+�1*�7//�19-.�-,1*�19(�SXK4@EY�Z[�\[]̂__[̀a�b�cdefg]fh�i[b\]jbef[�abkbebi[�g̀]fdag̀l�bff�bam[\i[�[m[̀ki�n̂\�êkj�_[ag]g̀[i�b̀a�a[mg][io@Epqrst�uvwxryzs�xwv�{z|r}r~zs��sz|�r~�uvz�~�~}���~|�r|z~�rx�r~���zv��w�z~s�?4@??�R9(�'-.C�*;�1('71*+(,-)-13�97.�8(7,1�=*8(,�7'(�27'+(23�(I)20/(/�;'*8�)2-,-)72�1'-72.��7.�7�'(.021�*,23�7�97,/;02�*;�8(/-)-,(.�7'(�2-)(,.(/�;*'�0.(�-,�:'(+,7,)3�7,/�19(�.7;(13�:'*;-2(.�*;�,(=('�8(/-)-,(.�-,�:'(+,7,)3�7'(�-,-1-7223�0,C,*=,4�N,/((/<�19(�=9*2(�:97'87)(01-)72�7,/�/(6-)(.�'(+0271*'3�.3.1(8.�976(�>((,�)'-1-)-.(/�7.�>(-,+�.0>�*:1-872�;*'�=*8(,4�R9('(�7'(�8*6(.�1*�)97,+(�19-.�,71-*,7223�7,/�-,1(',71-*,72234@E��?4@?F�B('17-,�8(/-)-,(.�=-19�C,*=,�'-.C.�976(�'-.C�8-1-+71-*,�.1'71(+-(.�-,�:27)(<�.0)9�7.�19(�672:'*71(�MMM<�=9-)9�7'*.(�;'*8�7�50'*:(7,�S(/-)-,(.�G+(,)3�L5SGP�'(6-(=�7,/�-.�7,�5W�=-/(�'(Q0-'(8(,14�R9(�STKG�976(�>((,�6('3�)2(7'�1971�19(�W��=-22�)*,1-,0(�=-19�19(�672:'*71(�MMM�7;1('�=(�976(�2(;1�19(�5W4��k�gi�g_ĉ\kb̀k�kjbk�kj[�@EF�STKG�='-11(,�(6-/(,)(�1*�19(�K(6-(=4@EY��T�STKG�?�19�H(>'07'3�?E@A�V(..-*,�@4@Ep�R9(�WV�HXG�976(�7�:0>2-)23�.(7')97>2(�/717>7.(<�SGWX5����7,0;7)10'('.<�b,/�d.('�;7)-2-13�a(6-)(�[I:('-(,)(�911:.���===47))(../7174;/74+*6�.)'-:1.�)/'9�);/*).�);870/(�.(7')94);8@E��H*'�(I78:2(<�.((��*9,��7-.9��R9(�(6('3/73�8(/-)-,(.�1971�87C(�=*8(,�-22�>()70.(�19(3�976(�*,23�>((,�1(.1(/�*,�S5�U�X7-23�S7-2�p��*6(8>('�?E@?��G83��(.1('6(2/1��R9(�8(/-)72�'(.(7')9�+(,/('�+7:��9*=�(I)20/-,+�=*8(,�;'*8�)2-,-)72�1'-72.�-.�90'1-,+�*0'�9(7219��R9(��07'/-7,�FE�G:'-2�?E@p��V-8*,�B'*8:1*,���93�19(�/'0+.�/*,U1�=*'C�;*'�=*8(,�7,/�=971�1*�/*�7>*01�-1��R9(�R-8(.�?��023�?E@A4
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First Do No Harm - The report of the Independent Medicines and Medical Devices Safety Review 

by the Licensing Authority (Health Ministers) or relevant others. This response 

should include: 

a. the ability to contact and call in individual patients if necessary; 

b. co-ordinated update and re-issue of clinical guidelines by NICE; 

c. duty on the CQC to follow-up the relevant healthcare organisations which 

are using the specific medical device or medicine; 

d. duty on the professional regulators (GMC, GPhC) to review evidence of 

compliance in individual revalidation appraisal. 

Theme 12: Patient safety - doing it better 

'[This] ... is the story of a healthcare system which proved itself dysfunctional at almost 

every level when it came to keeping patients safe ... '110 

Paterson Inquiry 

2.127 In this chapter on overarching themes, we have considered issues that speak 

directly to the concerns that affect individual patients and to the deficits that 

are system wide. In this final section we bring the two together. As we have seen 

and heard, all too often patient reports of harm are either not listened to or are 

dismissed as subjective, unscientific and anecdotal. But they are also sporadic, 
made to different bodies at different times, usually uncoordinated and may 

provide inconsistent evidence. Identifying and responding to adverse trends from a 

dispersed set of reports, even if those reports a re taken seriously, can be d ifficu It. 
This is especially so if those bodies receiving the reports have limited requirements 

to communicate with each other let alone to work co-operatively to address the 

problem. 

2.128 In our oral evidence sessions we asked the regulators and the arms-length bodies -

both professional and systems regulators including the MHRA, NICE, CQC and 

NHS England and Improvement - and DHSC - if they could explain how what we 

had found in our Review had happened. They could not assist us. Each worked 

within the remit required of them. The linkages between them and the oversight 

of the system as a whole had not worked. Those we spoke to recognised the need 

for, and the complexities of achieving, a properly co-ordinated response but this 

110 Report of the Independent Inquiry into the Issues raised by Paterson (February 2020) available at 
https·//www gov uk/goyernment/pyblicatioos/patersoo-ioquicv-report 
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First Do No Harm - The report of the Independent Medicines and Medical Devices Safety Review 

3 Hormone Pregnancy Tests 

'l can honestly say that my heart is broken at the outcome of those two tablets given to 
me by my doctor.' 

Patient testimony from a mother who used an HPT 

Introduction 

3.1 From the 1950s to the 1970s Hormone Pregnancy Tests (HPTs) were used in the 

UK.117 By 1978 all HPTs had been withdrawn in the UK. Various medicines containing 

the same hormones remain available on prescription. The market leading HPTs 

were Primodos made by Schering118 and Amenerone Forte made by Roussel. 119 

Together Roussel and Schering held over 90% of the UK HPT market (see graph 3.1). 

3.2 Since the late 1950s concerns have been raised that HPTs may be teratogens, 

drugs that can cause abnormalities in a developing baby. Various malformations 

have been linked to HPT use. This has remained a contentious issue since it was 

first raised. 

HPTs 

Primodos was the most commonly used HPT, but various brands and formulations 
were available. HPTs contained sex hormones, usually both an oestrogen {often 

ethinyliestradiol or EE) and a progestogen, though some were just a progestogen. If a 

woman was not pregnant she would have a period-type bleed a few days after taking 

the HPT; if she did not bleed she was pregnant. 

Adverse effects that followed HPI use 

We have been told of the following adverse impacts which affected individuals and 

families have attributed to HPT use: 

117 Details on HPT active ingredients and dates of marketing is available in Annex E HPT Supporting Information . 
118 Schering was taken over by Bayer. 
119 Roussel were taken over by Sanofi. 
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,,,�o�C0-6��.-�=3B�u-.4C�.3�'.-?.30�(-0B3@3DF�)0*6*�q006=3B�?=3460*�@35�p0DA@-@6=.3*�./�:360-0*6t�@<@=A@2A0�766C*���@**06*+C42A=*7=3B+*0-<=D0+B.<+4��B.<0-3?036�4CA.@5*�*F*60?�4CA.@5*�@66@D7?036 5@6@�/=A0���j{y,�q=3460*¡50DA@-@6=.3¡./¡=360-0*6*¡-05@D605+C5/,,h�q'1|��|**0**?036�./�7=*6.-=D@A�0<=503D0�.3�(-=?.5.*�@35�D.3B03=6@A�?@A/.-?@6=.3*+v�q@-D7�,lm{�766C*���>02@-D7=<0+3@6=.3@A@-D7=<0*+B.<+4��,lm{m,l{m{xlhh�766C���>>>+?7-@+B.<+4��7.?0�B-.4C*�D.??*¡=D�5.D4?036*�>02*=60-0*.4-D0*�D.3{l{{jm+C5/,,{�'w�p02�},h��D6.20-�,lm{~�¢.A�xy�t�w.A�mmmy�|<@=A@2A0�@6�766C*���7@3*@-5+C@-A=@?036+4��w.??.3*�,lm{¡ml¡,h�502@60*�m{ml,hy{lllllm��-@A'.-?.30(-0B3@3DF)0*6*

PSC-00007      94



���������	��
����
������������������������������������������������������� �����!����"�#� ��$

%&

'()*)�+,�,-./�01.2,�34�/-1567�21,4�158�948:/�1;�<4;4842=4�>?@�AB�CD@�@EF�AC@FC@ADC�DG�@EF�HFIAFJ�@D�KFLMD�@EF�JDKN�KFOFC@PQ�RCMFK@SNFC�TQ�D@EFK�HFIAFJBU�VWXFK@�YDKNACZ�[KDRXB\(�]58�84:.,�./�,1�>GDORB�DC�JEF@EFK�@EF�XKDOFBBFB�XRKBRFM�@D�MS@F�JEFC�BSGF@Q�ODCOFKCB�ESIF�TFFC�KSABFM�TQ�XS@AFC@B̂�@EFAK�GS_APAFB�SCM�D@EFKB�ESIF�TFFC�BRGGAOAFC@�SCM�BS@ABGSO@DKQ\('()*̀�9-4�ab<+�,167�5/̀̀c�,-d,�4d=-�0d8,.=.0d2,�3d/�e.f42�d�=10g�1;�,-4�e5.7d2=4�h�ijkl�m�kSK@AOAXS@ADC�nFGACA@ADCBo�3-.=-�.2=65747�3-d,�31567�p4�=12/.74847�d�=12;6.=,�1;�.2,484/,�;18�4d=-�=d,4e18g�1;�d,,42744�h�d27�3d/�d/q47�,1�/.e2�d�=12;6.=,�1;�.2,484/,/�;18:(�9-4�r-d.8�104247�,-4�stu�.2v5.8g�pg�84:.27.2e�0d8,.=.0d2,/�,1�74=6d84�d2g�048/12d6�.2,484/,�.2�bw9�:d25;d=,5848/�d27�,-4.8�/5==4//18�=1:0d2.4/�d27�,1�74=6d84�,-4�2d,584�1;�d2g�.2f16f4:42,�,-4g�:.e-,�-df4�-d7�3.,-�bw9/(̀̀x�9-4�.//54�1;�01,42,.d6�=12;6.=,/�d8./.2e�;81:�.2f16f4:42,�.2�846d,47�6.,.ed,.12�3d/�d6/1�8d./47(�y5p/4v542,6gz�=12=482/�1f48�048=4.f47�=12;6.=,/�1;�,31�stu�:4:p48/�3484�8d./47�pg�,-4�+r{bw9�r-d.8(�9-4�stu�d=q213647e47�,-d,z�3-.6/,�d�,48:.2d,47�=12/56,d2=g�31567�21,�24=4//d8.6g�-df4�084=65747�124�0d8,.=56d8�4|048,�;81:�p4.2e�12�,-4�u8150�}d/�.,�3d/�21,�=58842,~z�.,�31567�21,z�-134f48�p4�d008108.d,4�;18�-.:�,1�=12,.254�d/�d2�.2f.,47�4|048,(��2�;d=,z�-4�21�612e48�0d8,.=.0d,47�.2�,-4�stuz�d/�./�84=18747�.2�,-4�:.25,4/�1;�,-4�,-.87�stu�:44,.2e(�̀̀���2�,-4�1,-48�=d/4�,-4�stu�=12=65747�,-484�3d/�21,�d�=12;6.=,�1;�.2,484/,('()*'�9-4�ab<+�d=q213647e47̀̀��,-d,�>YF�SOOFX@�@EF�CFFM�@D�KFIAFJ�DRK�XDPAOAFB�SCM�XKDOFBBFB�AC�PAZE@�DG�@EF�ODCOFKCB�FWXKFBBFM�AC�@EF�ODC@FW@�DG�@EF�HFIAFJo(�9-4�<4f.43�346=1:4/�,-./�d27�31567�/5ee4/,�,-d,�:184�,-1815e-�=-4=q/�d84�52748,dq42�.2�,-4�;5,584�,1�42/584�,-d,�,-d,�,-484�./�21�=12;6.=,�1;�.2,484/,�1;�d2g�01,42,.d6�:4:p48�}3-4,-48�d=,5d6�18�048=4.f47~(�wd8,.=56d8�=d84�2447/�,1�p4�,dq42�.2�=12,42,.15/�d84d/�84ed87.2e�0d/,�d//1=.d,.12/�d27�.2,484/,/(�����������������������������������������������������������������������������������������������������������������������������������������������������'()*���2�-48�4f.742=4�,1�5/�a8/�ad8.4��g12z�r-d.8�1;�,-4�+r{bw9z�8d./47�,-4�.//54�1;�1p/48f48�/,d,5/z�/,d,.2e�d/�;16613/��>lEF�B@S@F_FC@�SZSAC�GKD_�@EF�VWXFK@�YDKNACZ�[KDRX�GKD_�nK�[FTTAF�� ESAK�DG�@EF�VY[¡�JSB�@ES@�?�JSB�ACIA@FM�@D�OD__FC@�SG@FK�FIFKQ�VWXFK@�YDKNACZ�[KDRX�_FF@ACZ¢�lEAB�AB�STBDPR@FPQ�RC@KRF¢�?�JSB�XRTPAOPQ�SM_DCABEFM�TQ�@EF� ESAK�S@�@EF�GAKB@�m�S@�@EF�IFKQ�GAKB@�m�_FF@ACẐ�JEFC�?�S@@F_X@FM�`̀c�y44�,-4�8.e-,�1;�8406g�,1�,-4�+r{bw9�]8d6�4f.742=4�e.f42�12�)��£4p85d8g�̀*)¤�;81:�,-4�r-d.8�1;�,-4�stu�}7d,47�)/,�adg�̀*)¤~�d27�d6/1�,-4�<.e-,�1;�<406g�;81:�,-4�ab<+�}7d,47�̀�,-�+08.6�̀*)¤~(`̀x�s|048,�t18q.2e�u8150�12�b18:124�w84e2d2=g�94/,/�a44,.2e�:.25,4/�d27�{4=6d8d,.12/�1;��2,484/,z�dfd.6dp64�-,,0/�¥¥d//4,/(05p6./-.2e(/48f.=4(e1f(5q¥e1f482:42,¥5061d7/¥/g/,4:¥5061d7/¥d,,d=-:42,¦7d,d¥;.64¥xx���̀¥a.25,4/§74=6d8d,.12§1;§.2,484/,/§847d=,47(07;`̀��y44�,-4�:.25,4/�;81:�,-4�,-.87�stu�:44,.2ez�ATAM¢`̀��ab<+�8.e-,�1;�8406g�7d,47�'87�̈56g�̀*)¤�,1�,-4�]b�+r{bw9�)�,-�£4p85d8g�̀*)¤(
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First Do No Harm - The report of the Independent Medicines and Medical Devices Safety Review 

4 Sodium valproate use 
• 1n pregnancy 

'People need to be held accountable for how this drug has been allowed to be prescribed 
to pregnant women and the lifelong effects this is having on the individuals affected ... 

we need to stop this happening to anyone else in the future.' 

'I felt so guilty, I felt it was my fault for his problems and disability ... not to be told what 

these tablets can do and have done to many families is terrible.' 

'If I'd been told my baby could be damaged by the medication, I was taking I would not 
have taken it. All our hopes and dreams were destroyed by this, but we love our son 

dearly. We weep for the child who could have been and the man who never was.' 

Parents of those affected by sodium valproate exposure during pregnancy 

Introduction and summary 

4.1 Sodium valproate and related medicines,255 commonly known by brand names 

including Epilim, Episenta and Depakote, are licensed in the UK to treat epilepsy 

and bipolar disorder. These medications are also used for migraine prophylaxis, 

and pain management. Approximately 27,000 women of childbearing age take 

valproate in the UK.256 Sodium valproate is an essential medicine for many men 

and women with epilepsy for whom other treatments might not be effective. Since 

1972, when sodium valproate was first licensed in the UK to treat epilepsy, evidence 

has emerged that it can cause physical and neurodevelopmental effects in children 

if taken by mothers during pregnancy. This group of features is currently termed as 

'Foetal Valproate Spectrum Disorder' (FVSD). FVSD will be added to the next WHO 

International Classification of Diseases, ICD-11 following campaigning by patients. 

255 Valproic acid is used in the UK as the sodium salt (sodium valproate) and a mixture of valproic acid and 
sodium valproate, known in particular proportions as divalproex sodium or valproate semisodium. The 
magnesium salt (magnesium valproate) is also used in other parts of the world. In this report we will refer to 
sodium valproate to refer to the group of valproic acid-based medications used in the UK. 
256 Specialist Pharmacy Services https-//www sps obs uk/repositories/prescribioe-of-valproate-in-the-lioe-witb­
yalproate-preenancy-preyention-proeram-preyent-policy/ 
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PSC-00007      108



���������	��
����
������������������������������������������������������� �����!����"�#� ��$

%&%

'()�*'+�,-)�./�,01-2,/(3�045'6.+�/(�.*-07�1'40,0-+8�9-+50.-�.*-�-11/7.+�/1�.*-�:::;�</4-(�'7-�+.0,,�=-6/40(3�57-3('(.�<*0,+.�/(�>',57/'.-�<0.*/?.�'(@�A(/<,-)3-�/1�.*-�70+A+8�B*0+�4-'(+�.*'.�='=0-+�'7-�+.0,,�=-0(3�=/7(�./)'@�C�-+.04'.-+�+?33-+.�*?()7-)+�'�@-'7�C�-D5/+-)�./�+/)0?4�>',57/'.-�)-+50.-�.*-�.-7'./3-(06�70+A�=-0(3�<-,,�7-6/3(0+-)�'()�?()0+5?.-)8�B*0+�*'+�=--(�044-(+-,@�)0+.7-++0(3�1/7�5'.0-(.�37/?5+;�'()�17?+.7'.0(3�1/7�.*/+-�7-+5/(+0=,-�1/7�045,-4-(.0(3�.*-�57/37'44-8�E(�7-+5/(+-�<-�*'>-�57-++-)�.*-�FGH�'.�.*-�*03*-+.�,->-,�./�506A�?5�.*0+�0(0.0'.0>-�17/4�.*-�6-(.7-�./�-(+?7-�.*'.�',,�</4-(�/(�+/)0?4�>',57/'.-�'7-�57/>0)-)�<0.*�.*-�0(1/74'.0/(�.*-@�(--)�./�4'A-�'�6*/06-�'=/?.�.*-07�1'40,@�5,'((0(3�/5.0/(+8I8J� K-�=-,0->-�.*'.�0.�*'+�.'A-(�1'7�.//�,/(3�1/7�+-70/?+�'6.0/(�./�=-�.'A-(�./�7-)?6-�.*-�(?4=-7�/1�</4-(�<*/�.'A-�+/)0?4�>',57/'.-�)?70(3�57-3('(6@�<*0,-�?('<'7-�/1�.*-�70+A8�K/4-(�<-7-�(/.�30>-(�.*-�0(1/74'.0/(�.*-@�(--)-)�./�4'A-�'(�0(1/74-)�6*/06-;�'()�)-+50.-�.*-�-11/7.+�/1�.*-�>',57/'.-�.//,A0.�'()�.*-�:::;�.//�4'(@�</4-(�+.0,,�)/�(/.�*'>-�.*0+�0(1/74'.0/(8�L66-++�./�'�)0'3(/+0+�/1�MNH9;�'()�./�.*-�6'7-�'()�+?55/7.�0()0>0)?',+�'()�1'40,0-+�(--);�0+�(/.�<*'.�0.�+*/?,)�=-8�E(�'))0.0/(;�<-�6'((/.�=-�+?7-�.*'.�./)'@�.*-�+@+.-4�0+�')-O?'.-,@�7-3?,'.0(3�'()�4/(0./70(3�(-<�'(.0-50,-5.06�)7?3+8�E(�5'7'37'5*+�I8JP�C�I8QPR�<-�+-.�/?.�.*-�'6.0/(+�<-�=-,0->-�(--)�./�=-�.'A-(�./�40(040+-�*'74�'()�=-..-7�+?55/7.�.*/+-�',7-')@�'11-6.-);�0(6,?)0(3ST�U/(.0(?0(3�./�0457/>-�6/44?(06'.0/(�/1�70+A+�./�-(+?7-�.*'.�',,�</4-(�/(�+/)0?4�>',57/'.-�'7-�'<'7-�/1�.*-�70+A+�570/7�./�1'40,@�5,'((0(3�)-60+0/(+8T�E)-(.01@0(3�',,�/1�.*/+-�'11-6.-)�=@�-D5/+?7-�./�+/)0?4�>',57/'.-�0(�?.-7/�./�-(+?7-�'66-++�./�+?55/7.8T�V+.'=,0+*0(3�+5-60',0+.�6-(.7-+�1/7�1'40,0-+�'11-6.-)�=@�.-7'./3-(06�4-)06'.0/(8T�L(�WX�YZ[\][�+6*-4-�./�57/>0)-�(--)2='+-)�5'@4-(.+�./�*-,5�.*/+-�'11-6.-)�=@�>',57/'.-�-D5/+?7-8�E(�/?7�>0-<�=/.*�.*-�3/>-7(4-(.�'()�H'(/10�+*/?,)�6/(.70=?.-�./�.*0+�+6*-4-8T� /̂(32.-74�)'.'�6/,,-6.0/(�/1�</4-(�/(�',,�'(.0-50,-5.06�)7?3+�_LV9+̀�'()�.*-07�6*0,)7-(8T�a-'+?7-+�./�7-)?6-�'()�4/(0./7�-11-6.+�/1�/.*-7�4-)06'.0/(+�<*06*�'7-�7-3?,'7,@�.'A-(�)?70(3�57-3('(6@;�'()�'7-�6/(+0)-7-)�./�*'>-�.-7'./3-(06�5/.-(.0',;�/7�A(/<(�70+A�'=/>-�.*'.�/1�.*-�3-(-7',�5/5?,'.0/(8

PSC-00007      109

I 



PSC-00007 110 

First Do No Harm - The report of the Independent Medicines and Medical Devices Safety Review 

What we have heard from the patient groups and affected 
individuals 

4.10 Patient campaign groups have been at the forefront of raising concerns about 

the use of anticonvulsant drugs during pregnancy for many years. Many felt that 

no-one listened to their concerns; particularly not the healthcare professionals 

or organisations who could have taken action. Through campaigns, social media 

groups, and protests, the media, engaging with their local Members of Parliament 

(MPs), and conducting their own research, these groups have campaigned tirelessly 

to bring about change. They should not have had to do this for a medication that 

was a known teratogen. 

4.11 The first major action, the 'Valproate Toolkit' (see paragraphs 4.65 - 4.67) was 

put into place in 2016, over 40 years after sodium valproate was licensed for use. 

Patient groups continue to campaign to ensure that healthcare professionals and 

those taking valproate a re aware of the risks, and to improve access to diagnosis, 

services and support for those affected. 

Impact of Foetal Valproate Spectrum Disorder on the 
fami lies affected 

'My daughter will never be independent and will always be reliant on support 
throughout her life in every aspect ... she is not even able to complete forms to claim 

her benefits that give her the basic requirements of life, food, roof over her head, a bed 

to sleep in at night and clothes to wear ... I have to battle for it on her behalf because 
she can't.' 

Parent of child affected by in utero exposure to sodium valproate 

4.12 Women have described their feelings of guilt that the medication they needed to 

control their epilepsy has harmed their children during pregnancy, and which some 

believe also caused miscarriages and stillbirths.264 In addition to the challenges 

some of them face from epilepsy, many have described their struggles in accessing 

appropriate care and support for their children. They have shared their concerns 

about the life-long impact on their children, some of whom discover further 

264 The UK Teratology Information Service advises on its BUMPS (Best Use of Medicines in Pregnancy) site that 
one small study has shown women who took daily sodium valproate doses of 750mg or more were about 
three times more likely to have a miscarriage than women not receiving epilepsy treatments during pregnancy, 
however more research is required to confirm these findings. https· //medicioesinpregnancy org/Medicine-­
pregnancy/Valproic-acjd/ 
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First Do No Harm - The report of the Independent Medicines and Medical Devices Safety Review 

What is Foetal Valproate Spectrum Disorder? 

Foetal Valproate Spectrum Disorder (FVSD), previously known as Foetal Valproate 

Syndrome, is the name given to a pattern of birth defects, and developmental problems 

that may be seen in children whose mothers took the antiepileptic drug sodium 

valproate during pregnancy. Affected children have a higher chance of having birth 

defects such as cleft palate, spina bifida, heart problems, and limb defects. They may 

have minor physical differences such as differences in their facial features which give 

rise to a recognisable pattern, or bendy joints. Children with FVSD have an increased 

risk of language difficulties, intellectual disability, memory problems, learning and 

behaviour problems. In some cases, the developmental difficulties they experience 
may also meet the criteria for other diagnoses such as Autism Spectrum Disorder or 

Attention Deficit Hyperactivity Disorder. 

How many people are affected by FVSD? 

There has been no systematic data collection on the numbers of people affected by 

sodium valproate exposure in utero. Current data suggests that 10% of those exposed 

are affected by major congenital abnormalities, and 40% by neurodevelopmental 

effects, but the number of children affected is dependent on the dose of the exposure; 

the higher the dose the more frequently children show the physical and developmental 

difficulties. A reasonable estimate is approximately 20,000 people being affected in 

the UK by in utero exposure to valproate to date (See Annex F which provides the 

background to this estimate). 

Access to diagnosis and service provision 

'We constantly have people saying 'my son has this' ... 'Is this a feature of fetal valproate 

syndrome?' We don't quite know. There's so much guesswork in terms of the actual 

medical support.' 

Susan Cole, Valproate Victims 

4.16 We have heard that families affected by FVSD have struggled to access the support 

and services that they need. Services offered to all disabled children and young 

people, including child development teams or units, have been cut in the past 

decade. There is evidence that these cuts have reduced access to a range of 

services, and has had a detrimental effect on children, young people and their 
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Communicating information about risk to patients 

'As a nurse practitioner I always knew Valproate was probably the cause of her 

problems yet. .. I was always told it was not the Valproate.' 

'My medication was never reviewed, and it was never brought to my attention that 

becoming pregnant whilst taking Sodium Valproate would present any risk to an unborn 
child. When I became pregnant, I was referred to an epilepsy nurse who explained very 

briefly that there may be a possibility that my child may have a cleft palate, hare lip 

or may be "middle of the road" in terms of learning. She stressed that it was unlikely, 
but she had to let me know ... I feel disappointed and upset that the risks of using 

Sodium Valproate were not explained or alternatives offered to me prior to becoming 

pregnant... it was a planned pregnancy so alternatives could have been explored prior 
to conception.' 

'I was never told the risks that the drug can have on the foetus and even when I asked 

the doctors if it could affect the foetus or my milk when breast feeding I was told that it 
is perfectly safe to take - nothing to worry about.' 

' ... / was told that percentage of chance of difficulties was barely above average 
compared to other pregnancies and that the most likely problem(if any) would be a 

slight delay in some childhood milestones but that child would go on to lead "perfectly 

normal life" This as we now know is quite clearly not the case.' 

Women who took sodium valproate during pregnancy 

4.43 The Review has heard many worrying accounts that the concerns of patients 

prior to, or during, pregnancy were dismissed by doctors. Many women have 

told us that if they had known about the risks related to pregnancy, they would 

have made different decisions regarding their treatment or family planning. A 

number of suggestions why women were not made aware of the risks emerged 

from our conversations with those affected, patient campaign groups, experts and 

organisations, and these are discussed in more detail throughout this chapter: 

I 114 

• Doctors were unaware of the risks and were unable to advise 

women appropriately. 

• The severity of the risk was minimised, or ability to manage the 

consequences overestimated. 

• In balancing the risks and benefits, doctors prioritised the medical treatment 

of epilepsy. 
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the rate of spina bifida in the children of women taking Epilim with the general 

population, it was unclear that the risk was higher in this group. 

4.47 The patient leaflets stressed that it was essential that women discussed these 

risks with their doctor, gave clear warnings that women should not stop taking 

their medication suddenly, and from 2005 advised women that they should use 

effective contraception and consult their doctor before planning their pregnancy. 

Stronger warnings on pregnancy were included from 2011, and further information 

introduced following the outcomes of the PRAC. 

4.48 Annex F shows a side-by-side comparison of the information communicated to 

doctors (via the datasheet and later SmPC) and patients (via the patient information 

leaflet) for Epilim. The language used, detail and emphasis of the information 

differed according to the audience. Some women have commented that the 

difference in how the information was communicated made the risk seem less 

severe, and we agree. In the 1990s, there was a shift in information for healthcare 

professionals towards advising women that screening could identify any major 

issues, suggesting that decisions - including presumably the decision to abort the 

foetus with all the distress that would entail - could be made during the pregnancy, 

rather than prior to it.314 In the Sm PCs in 2005 there was information on effects on 

verbal IQ; in contrast, the patient information leaflet warned women that some 

children might require additional educational support. An acknowledgement of this 

difference was made by the MHRA: 

'The women's experience of what that risk is like every day with a child who's been 
affected is in no way mirrored by points on an IQ scale or cohort studies or whatever our 

databases are showing us'.315 

MHRA, written evidence to the Review 

4.49 Patient groups also believe that further work by the healthcare system and charities 

should have been done to ensure that patients received this information, such as 
outreach via media and social media. We acknowledge that relevant organisations 

have recently increased efforts to reach patients and healthcare practitioners such 

as via the PPP, and guideline documents put out by professional bodies. However, 
we agree that the healthcare system could and should have done more earlier. 

314 'Sodium valproate and spina bifida' Drug and Therapeutics Bulletin 1990: 28, 59 https·//dtb bmj com/ 
content/28/15/59· 'Neural tube defects associated with sodium valproate and carbamazepine - need for 
counselling and screening' Current Problems 1993. 
315 OH MHRA 27th February 2019. 

I 11s 
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'()�'*)+',)-'�./�+00*.0*1+')�'20)3�./�)014)032�1-�2.5-6�61*43�+-7�8.,)-�1-�'()1*�*)0*.759'1:)�2)+*3;<=>?�@AABCBDEFGGHI�CJK�LMN�FAOBPKA�CJFC�QDRKE�PJDSGA�EDC�TK�ABPUDSVFWKA�XVDR�JFOBEW�F�UJBGAI�PFCBPXFUCDVH�CVKFCRKEC�VKWBRKEP�PJDSGA�EDC�TK�UJFEWKA�BX�CJK�KYBGKYPH�BP�QKGG�UDECVDGGKAI�FEA�Z[.9'.*3�3(.547�)\04+1-�'.�0+*)-'3�'(+'�'()�1-9*)+3)7�*13]�13�3,+44�+-7�'(+'�,+-2�./�'()�9.,0419+'1.-3�+*)�,1-.*�.*�*),)71+̂4);<=>>_<̀_� aE�bcdeI�CJK�fgM;P�ZfSVVKEC�hVDTGKRP;�ABPUSPPKA�KYBAKRBDGDWBUFG�PSVOKHP�VKYDVCBEW�FE�BEUVKFPK�BE�CJK�BEUBAKEUK�DX�UDEWKEBCFG�RFGXDVRFCBDEP�BE�UJBGAVKE�TDVE�CD�QDRKE�QBCJ�KYBGKYPHI�FEA�CJK�ABXXBUSGCH�DX�AKCKVRBEBEW�QJKCJKV�CJBP�BEUVKFPKA�BEUBAKEUK�QFP�GBEiKA�CD�KYBGKYPH�BCPKGX�DV�CJK�CVKFCRKEC<�jJK�FVCBUGK�BEUGSAKA�PYKUBXBU�VBPiP�CJFC�JFA�TKKE�VKYDVCKA�VKGFCKA�CD�OFGYVDFCKI�FEA�EDCKP�CJFC�EKQKV�AVSWP�RFH�DEGH�FYYKFV�GKPP�JFkFVADSP�TKUFSPK�KOBAKEUK�DX�JFkFVA�JFP�EDC�FUUSRSGFCKA<elemnopqrqp�stuvqvwx�tvy�qvrzu{t|qzv�t}z~|�xzyq~{��t�nuzt|o�tvy�nuowvtvp�_<̀̀ � aEXDVRFCBDE�UDRRSEBUFCKA�OBF�CJK�AFCFPJKKC�CD�ADUCDVP�UDECBESKA�CD�VKXGKUC�UDEUKVEP�FTDSC�FECBKYBGKYCBU�AVSWP��PKK�@EEK����<�aE�bcd_I�CJK�BEXDVRFCBDE�QFP�SYAFCKA�CD�BEUGSAK�FAOBUK�DE�RDEBCDVBEW�FEA�TVKFPCXKKABEW<�aEXDVRFCBDE�FTDSC�CJK�PYKUBXBU�VBPi�DX�EKSVFG�CSTK�AKXKUCP�QFP�EDC�BEUGSAKA�BE�CJK�PDABSR�OFGYVDFCK�AFCFPJKKC�SECBG�bcc�I�QBCJ�FAOBUK�DE�PUVKKEBEW�FEA�UDSEPKGGBEW�DX�YFCBKECP<�@AABCBDEFG�BEXDVRFCBDE�QFP�FAAKA�CD�CJK�AFCFPJKKCI�FEA�XVDR�l��bI�CJK�gRhf�DOKV�CBRK��PKK�@EEK����<�aE�l��eI�CJK�WSBAFEUK�QFVEKA�CJFC�CJK�DOKVFGG�VFCK�DX�RFGXDVRFCBDEP�QFP�l�e�CBRKP�JBWJKV�CJFE�CJK�VFCK�BE�CJK�WKEKVFG�YDYSGFCBDEI�FEA�CJFC�FE�FPPDUBFCBDE�QBCJ�AKOKGDYRKECFG�AKGFH�JFA�TKKE�DTPKVOKA<�jJBP�QFP�SYAFCKA�CD�BEUGSAK�BRYFUCP�DE�OKVTFG�a��BE�l��̀<_<̀�� jJK�M��@�QKVK�YVKPKEC�FC�F�RKKCBEW�DX�CJK��M@�hJFVRFUDOBWBGFEUK��DViBEW�hFVCH��hJ��h��BE�NSGH�l��̀I�FC�QJBUJ�CJK��VKEUJ�@A��DU�hVKWEFEUH���YKVC��DViBEW�WVDSY�YVKPKECKA�CJKBV�UDEUGSPBDEP�CJFC�F�QFVEBEW�PJDSGA�TK�FAAKA�CD�CJK�gRhf�XDV�PDABSR�OFGYVDFCK�FEA�UFVTFRFkKYBEK�VKWFVABEW�CJK�VBPi�DX�AKOKGDYRKECFG�AKGFH�FEA�FSCBPR<�jJBP�QFVEBEW�QFP�EDC�BEUGSAKA�BE�CJK�hJ��h�iKH�YVBEUBYGKP�XDV�OFGYVDFCK�gRhfPI�FEA�FP�PSUJ�EKBCJKV�CJK�M��@�EDV�CJK�MFViKCBEW�@SCJDVBPFCBDE��DGAKV�QKVK�GKWFGGH�DTGBWKA�CD�RFiK�CJBP�UJFEWK�BE�CJK���<el_
elb�ZjKVFCDWKEBU�VBPiP�DX�FECBKYBGKYCBU�AVSWP;�LVBCBPJ�MKABUFG�NDSVEFG��fGBEBUFG�VKPKFVUJ�KA<��bcdb�����I�̀b̀�JCCYP���A�<ADB<DVW�b�<bbe��l�TR�<lde<�lc�<̀b̀ell�1̂17<ele�fgM�fSVVKEC�hVDTGKRP�ZgDABSR��FGYVDFCK���YBGBR��FEA�UDEWKEBCFG�FTEDVRFGBCBKP;�bcde<��SRTKV�c<el_�M��@�QVBCCKE�KOBAKEUK�CD�CJK��KOBKQ<
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'()*� +,-�./00/1234�23./56782/3�/3�7982:6�17:�23;09<-<�23�8,-�=5-3;,�>6?@�23�ABBC�78�8,-�5-D9-:8�/.�8,-�=5-3;,�5-49078/5E�74-3;E�8,-�F=>>F?>GA)H�IJKLMNOLPQLOR�S�TOU�VWQXSMOY�ZSWOW�QT�SKMVWP�S[Y�LOXSMOY�YVWQLYOLW�NS\O�]OO[�LÔQLMOY�V[�ZNVXYLO[�O_̂QWOY�MQ�WQYVKP�\SX̂LQSMO�V[�KMOLQ̀�aYYVMVQ[SX�WMKYVOW�SLO�[OZOWWSLb�V[�QLYOL�MQ�ZQ[TVLP�QL�YVŴLQ\O�SXX�QT�MNOWO�LOWKXMWc(GAC�+,-:-�;,734-:�1-5-�3/8�67<-�23�8,-�de�93820�ABfBg�1,-3�8,-�>6?@�23;09<-<�7�I:h-;270�1753234c�./5�1/6-3�/.�;,20<i-75234�h/8-38270g�73<�3/8-<�8,78�7982:6�:h-;8596�<2:/5<-5:�,7j-�i--3�5-h/58-<�23�;,20<5-3�-kh/:-<�8/�j70h5/78-�23�98-5/(�l3�/95�j2-1�23�ABB)�8,-5-�17:�73�/hh/589328E�./5�8,-�de�8/�7</h8�8,-:-�1753234:�5-475<234�7982:6g�708,/94,�1-�7;m3/10-<4-�8,-5-�17:�3/�0-470�/i024782/3�8/�</�:/('()n� ?782-38:�73<�h782-38�45/9h:�,7j-�70:/�572:-<�7�;/3;-53�128,�9:�8,78�8,2:�;,734-�8/�8,-�de�>6?@�<2<�3/8�87m-�h07;-�93820�7.8-5�8,-�;/007h:-�/.�8,-�0-470�;7:-(�+,-�o-j2-1�</-:�3/8�,7j-�23./56782/3�7i/98�1,78�,7hh-3-<�<95234�8,-�;7:-(�p/1-j-5g�42j-3�8,78�8,-�7hh02;782/3�8/�9h<78-�8,-�>6?@�23�8,-�de�8/�23;09<-�7�1753234�7i/98�7982:6�:h-;8596�<2:/5<-5:�,7<�i--3�:9i6288-<�23�Fh520�ABBqg�28�2:�93./589378-�8,78�8,-�9h<78-�17:�3/8�7hh5/j-<�93820�r;8/i-5�ABfB�s:--�F33-k�@t(�+,2:�2:�70:/�73�-k76h0-�/.�8,-�0/34�826-�h-52/<:�i-81--3�73�7hh02;782/3�8/�;,734-�8,-�23./56782/3�7i/98�7�h5/<9;8�73<�28:�7hh5/j70�iE�8,-�upoF(�v,20-�1-�5-;/432:-�8,-�3--<�8/�-3:95-�23./56782/3�h5-:-38-<�23�8,-�>6?@:�73<�h782-38�23./56782/3�0-7.0-8:�75-�7;;9578-�73<�9hw8/w<78-g�8,-:-�<-07E:�75-�62::-<�/hh/5893282-:�8/�-3:95-�1/6-3�73<�8,-25�</;8/5:�75-�42j-3�700�8,-�23./56782/3�3-;-::75E�8/�67m-�<-;2:2/3:('()q� +,-�52:m�/.�;/34-32870�670./56782/3:�17:�9h<78-<�74723�23�ABfAg�8/�:878-�8,78�23;2<-3;-�17:�7hh5/k2678-0E�fBx(�>9i:-D9-38�;,734-:�1-5-�23�023-�128,�8,-�.25:8�73<�:-;/3<�5-j2-1�;/3<9;8-<�iE�8,-�?oF@g�73<�23;09<-<�8,-�:h-;270�1753234:�73<�h5-;7982/3:�23�ABf)g�73<�23./56782/3�/3�8,-�???�23�ABfn('(CB� F<j2;-�/3�</:74-�73<�h/0E8,-57hE�:23;-�fq**�,7:�5-;/66-3<-<�8,78�h5-:;52i-5:�:,/90<�726�./5�/h82696�;/385/0�78�8,-�0/1-:8�h/::2i0-�;/6i23-<w</:74-�0-j-0g�128,�7�67k2696�</:-�/.�Ag)BB64�<720E�s:--�F33-k�=t(�>h-;2.2;�23./56782/3�/3�</:74-�23�h5-4373;E�17:�3/8�23;09<-<�23�8,-�<787:,--8�93820�fqq'(�+,2:�5-;/66-3<-<�8,78�6/3/8,-57hE�17:�h5-.-55-<g�</:74-�:,/90<�i-�5-j2-1-<�i-./5-�;/3;-h82/3g�73<�8,-�0/1-:8�-..-;82j-�</:-�:,/90<�i-�h5-:;52i-<(�l3./56782/3�/3�<2j2<-<�</:-:�17:�7<<-<�23�fqqng�73<�8,-�</:-w<-h-3<-38�52:m�/.�3-9570�89i-�<-.-;8:�17:�7<<-<�23�ABBGg�h7582;90750E�7i/j-�fBBB64�<720E(�+,2:�7<j2:-<�8,78�<2j2<-<�</:-:�73<�h5/0/34-<�5-0-7:-�./56907:�:,/90<�i-�9:-<�8/�7j/2<�h-7m�h07:67�0-j-0:(�+,2:�17:�9h<78-<�23�ABf)�8/�:878-�8,78�7�8,5-:,/0<�</:-�i-0/1�1,2;,�3/�52:m�-k2:8:g�GA)�F4-3;-�=573y72:-�<-�>z;9528z�>7328725-�<-:�?5/<928:�<-�>738z(�l3�ABfA�F==>F?>�i-;76-�8,-�F4-3;-�{782/370-�<-�>z;9528z�<9�uz<2;76-38�-8�<-:�?5/<928:�<-�>738z�sF{>ut�|�{782/370�F4-3;E�./5�>7.-8E�/.�u-<2;23-:�73<�p-708,�?5/<9;8:(GAC�>73/.2�15288-3�-j2<-3;-�8/�8,-�o-j2-1(
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()*+,�-).�/0�01.2/+3140,5�6)++)73-8�.40�+2*-(4�)9�.40�:::;�.431�2,<3(0�)-�,)10�421�=0>23-0,�.40�12>05?5@A� B40�8*3,0+3-01�70=0�*C,2.0,�3-�DEAD;FDG�743(4�3-(+*,0,�1C0(393(�2,<3(0�.42.�HIJKL�MNKOPNQRQLS�OTUQVW�XYZMNTY[K�[T�\TWKL�YLU�SQNZO�T]�MNKOKL[�YLU�]V[VNK�PJQZURKYNQLS�MT[KL[QYẐ�UQOPVOO�[JK�MTOOQRZK�NQO_�T]�WYZ]TNWY[QTL�YLU�LKVNTUKXKZTMWKL[YZ�QWMYQNWKL[O�QL�YL�VLRTNL�PJQZÛ�MYN[QPVZYNZ̀�\Q[J�JQSJ�UTOKO�T]�[JQO�YL[QKMQZKM[QP�UNVS�abcde�TN�\JKL�VOQLS�YO�MYN[�T]�MTZ̀[JKNYM̀�afghgfgfiej5�kC,2.01�13-(0�.40-�42<0�=09+0(.0,�.40�2(.3)-1�)9�.40�lmno�2-,�2<23+2/+0�3-9)=>2.3)-;FDp�2-,�2�1*>>2=q�)9�.40�rstu�8*3,2-(0�2-,�1290.q�2,<3(0�721�C*/+3140,�3-�l2=(4�DEAv5FDv?5@D� s-�2,,3.3)-�.)�.40�3-9)=>2.3)-�3-(+*,0,�3-�.40�,2.21400.1;�.40�w=3.314�r2.3)-2+�6)=>*+2=q�xwr6y�2-,�rstu�8*3,2-(0;�.40�lmno�2-,�3.1�C=0(*=1)=1�>2,0�2�-*>/0=�)9�099)=.1�.)�,3=0(.+q�()>>*-3(2.0�.40�=31z�73.4�(+3-3(32-1;�3-(+*,3-8�<32�/*++0.3-1;�2+0=.1�2-,�=0>3-,0=1�x100�o--0{�6y5�s-9)=>2.3)-�721�2+1)�()>>*-3(2.0,�,3=0(.+q�.)�,)(.)=1�/q�.40�>2-*92(.*=0=�x9)=�0{2>C+0�3-�Avpv�|2-)93�10-.�()C301�)9�.40�*C,2.0,�,2.21400.�.)�}:1y;�2-,�/q�(42=3.301�2-,�C2.30-.�8=)*C15�s-�2,,3.3)-;�2�-*>/0=�)9�C*/+3140,�=0102=(4�2-,�=0<3071�42<0�,=27-�2..0-.3)-�.)�.40�=31z1;�3-(+*,3-8�.40�~=*8�2-,�B40=2C0*.3(1�w*++0.3-1�C*/+3140,�/q�.40�wl��x100�o--0{�6y;�2-,�()-10-1*1�8*3,0+3-01�)-�>2-280>0-.�)9�7)>0-�73.4�0C3+0C1q5FFE��0�21z0,�2++�.4)10�3-<3.0,�.)�83<0�0<3,0-(0�.)�C=)<3,0�2�.3>0+3-0�3-(+*,3-8�()>>*-3(2.3)-�)9�=08*+2.)=q�2-,�C=)90113)-2+�8*3,2-(0�.)�(+3-3(32-1�2-,�C2.30-.1;�4)70<0=�70�42<0�-).�=0(03<0,�9*=.40=�0{2>C+01�)9�2(.3)-1�.2z0-�/q�C=)90113)-2+�/),301�2-,�=08*+2.)=1�.)�>3-3>310�=31z�C=3)=�.)�.40�:not�=090==2+�3-�DEAF5?5@F� |3>3+2=�3-9)=>2.3)-�721�2+1)�2<23+2/+0�.)�,)(.)=1�3-�.431�C0=3),�<32�C=)90113)-2+�8*3,2-(0�C*/+3(2.3)-1�3-(+*,3-8�.40�wr6�x100�o--0{�6y�2-,�rstu5�rstu�C*/+3140,�B0(4-)+)8q�oCC=2312+1�3-�DEE?�)-�.40�*10�)9�-070=�2-.30C3+0C.3(�,=*81�9)=�0C3+0C1q�3-�2,*+.1�2-,�(43+,=0-5FFA�B4010�,31(*110,�.40�C)113/+0�3-.0=2(.3)-�)9�1)>0�ou~1�73.4�)=2+�()-.=2(0C.3<01;�2-,�.40�=31z1�3-�C=08-2-(q;�2-,�2,<310,�(+3-3(32-1�.42.�.4010�=31z1�2-,�/0-093.1�14)*+,�/0�,31(*110,�73.4�.40�C2.30-.5�rstu�2+1)�,=07�2..0-.3)-�.)�.40�*-z-)7-�=31z�)9�-07�,=*81;�2-,�.40�z-)7-�=31z�)9�42=>�)9�1),3*>�<2+C=)2.0�*10�,*=3-8�C=08-2-(q5�B40�<307�)9�()-.=3/*.3-8�0{C0=.1�721�.42.�,01C3.0�.40�()-(0=-1�3-�.40�|>:t;�1),3*>�<2+C=)2.0�>2q�/0�2-�2CC=)C=32.0�(4)3(0�9)=�FDG�rstu5�t}�AFG�B40�0C3+0C1301��.40�,328-)131�2-,�>2-280>0-.�)9�.40�0C3+0C1301�3-�2,*+.1�2-,�(43+,=0-�3-�C=3>2=q�2-,�10()-,2=q�(2=05�DEAD5FDp�rstu5�t}�AFG�B40�0C3+0C1301��.40�,328-)131�2-,�>2-280>0-.�)9�.40�0C3+0C1301�3-�2,*+.1�2-,�(43+,=0-�3-�C=3>2=q�2-,�10()-,2=q�(2=05�DEAD5��kC,2.0,�3-�DEAp5FDv�rstu5��2+C=)2.0�3-�(43+,=0-;�q)*-8�C0)C+0�2-,�2,*+.1��1*>>2=q�)9�rstu�8*3,2-(0�2-,�1290.q�2,<3(05�DEAv5FFE�~0+82,)�u1(*0.2�o��2-,��2-��~�Ht)-10-1*1�8*3,0+3-01��C=0()-(0C.3)-�()*-10+3-8;�>2-280>0-.;�2-,�(2=0�)9�.40�C=08-2-.�7)>2-�73.4�0C3+0C1qj�r0*=)+)8q�AvvD����;�A?v�A@E5FFA�rstu5�B0(4-)+)8q�oCC=2312+�G@�r070=�,=*81�9)=�0C3+0C1q�3-�2,*+.15�l2=(4�DEE?5��rstu5�B0(4-)+)8q�oCC=2312+�Gv�r070=�,=*81�9)=�0C3+0C1q�3-�(43+,=0-5�oC=3+�DEE?5
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'()*+�',-.�/()*�-01*/�(2�/*,345*/6�15(7,8*8�-.9-�'()*+�.98�)98*�9+�,+2(5)*8�:.(,:*;�<=,+,:9=�>4,8*=,+*/�'*5*�5*=*9/*8�-.*�/9)*�0*95�'.,:.�:=*95=0�/*-�(4-�-.*�5*/1(+/,?,=,-0�(2�-.*�:=,+,:,9+�-(�@,7*�9::459-*�,+2(5)9-,(+�9+8�:(4+/*==,+@6�-9,=(5*8�-(�,+8,7,849=�+**86�-(�@,5=/�9+8�'()*+�',-.�*1,=*1/0�(+�:(+-59:*1-,(+6�:(+:*1-,(+6�15*@+9+:06�:95,+@�2(5�:.,=85*+6�?5*9/-2**8,+@�9+8�-.*�)*+(194/*6�ABC�DEFGE�HD�GCIJKG�BCLDEMGF�FGNBOBDCO�ICF�NPDBNGQ�ICF�HD�EGFRNG�MBORCFGEOHICFBCSOT��U/**�V++*W�XY;ZZ[\]̂_�̀ ]a]̀ ]̂bc]dae�fgh�ijbk]cl�bam�njcod̀ ĥ�pqb̀ hrdq_�]am]obcdqs;ts� V�u49=,-0�9+8�v4-:()*/�X59)*'(5w�UuvXY�,+8,:9-(5�2(5�15*x:(+:*1-,(+�:(4+/*==,+@�2(5�'()*+�?*-'**+�-.*�9@*/�(2�yzx{{�(+�V|}/�'9/�,+-5(84:*8�,+�[~yy6�?4-�5*-,5*8�-.5**�0*95/�=9-*56�9@9,+/-�-.*�987,:*�(2�-.*���<|�987,/(50�:()),--**;�|1,=*1/0�V:-,(+�/457*0/�/.('�-.9-�'.,=*�-.*�,+8,:9-(5�'9/�,+�1=9:*6�9?(4-�9�-.,58�(2�'()*+�.98�+(-�5*:*,7*8�,+2(5)9-,(+�9?(4-�/(8,4)�79=15(9-*�9+8�15*@+9+:0;��.,/�2,@45*�5(/*�-(�9=)(/-�.9=2�2(==(',+@�-.*�5*-,5*)*+-�(2�-.*�,+8,:9-(56�/4@@*/-,+@�-.9-�,-�.98�/()*�,)19:-�,+�,)15(7,+@�9'95*+*//;ZZZ��+�988,-,(+6�-.*�,+8,:9-(5�.98�15(7,8*8�/()*�(7*57,*'�(2�-.*�8*@5**�-(�'.,:.�)*//9@,+@�'9/�?*,+@�19//*8�(+�-(�19-,*+-/��',-.(4-�-.,/�-.*5*�'9/�+(�2(5)9=�)(+,-(5,+@;�V�+*'�u49=,-0��)15(7*)*+-��(84=*�(+�15*/:5,?,+@�/92*-0�'9/�,+:=48*8�,+�-.*�uvX�2(5�[~y��[~6ZZs�'.,:.�,+:=48*/�79=15(9-*�9+8�-.*����;��('*7*56�-.,/�,/�2(5�9�/,+@=*�0*95���������������������������������������������������������������������������������������������������������������������� \]̂_�̀ ]a]̀ ]̂bc]dae�fgh�¡bk¢qdbch�fddk_]c�bam�£qh¤abaol�£qh¥hac]da�£qd¤qb̀ `hs;t{� �.*/*�5,/w�),+,),/9-,(+�15(@59))*/�*)*5@*8�25()�-'(�5*7,*'/�(2�/(8,4)�79=15(9-*�?0�-.*��¦V<�(2�-.*�|�V;��.*�2,5/-�'9/�-5,@@*5*8�?0�9�5*2*559=�25()�-.*���¦V�,+�[~yZ6�'.,:.�5*§4*/-*8�-.9-�-.*��¦V<�@97*�,-/�5*:())*+89-,(+�(+�'.*-.*5�+*'�89-9�(+�-*59-(@*+,:�*22*:-�,)19:-/�-.*�?9=9+:*�(2�?*+*2,-/�9+8�5,/w/�(2�79=15(9-*�,+�9==�(2�,-/�94-.(5,/*8�,+8,:9-,(+/�9+8�'.*-.*5�)95w*-,+@�94-.(5,/9-,(+/�/.(4=8�?*�)9,+-9,+*86�795,*86�/4/1*+8*8�(5�',-.859'+;ZZ[���<|;�<>[~��.*�*1,=*1/,*/̈��.*�8,9@+(/,/�9+8�)9+9@*)*+-�(2�-.*�*1,=*1/,*/�,+�984=-/�9+8�:.,=85*+�,+�15,)950�9+8�/*:(+8950�:95*;�[~~s;ZZZ�|1,=*1/0�V:-,(+�'5,--*+�*7,8*+:*�-(�-.*�¦*7,*';ZZs�.--1/̈��''';*+@=9+8;+./;4w�'1x:(+-*+-�41=(98/�[~y��~y�@1x:(+-59:-x[~y�;182
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referral to the PRAC, these groups organised themselves, lobbied Parliament, and 
started a major legal case. 

Parliament 

4.85 The needs of those with epilepsy has been raised frequently in Parliament. These 

have covered issues such as: provision of epilepsy services; availability of specialist 

staff, particularly epilepsy nurses; challenging stigma; research for epilepsy 

treatments; and the risks of antiepileptic drugs during pregnancy. In addition, 

a number of significant reviews took place (see Annex F), which focussed on 

improvement of services for people with epilepsy. The risks of valproate use during 

pregnancy was first raised in Parliament in 1983, and multiple times since (see 

Annex F). In particular, an announcement was made in the House of Commons in 

1995, on a programme of co-ordinated initiatives on epilepsy.372 The Department 

of Health stated that it would be seeking to raise awareness of foetal valproate 

syndrome among general practitioners and primary care teams. In our Call for 

Evidence we asked for any historic actions, however the Department of Health and 

Social Care did not provide any information on these actions as part of its written 

evidence to the Review. 

Litigation 

'We have lost our battle today and the Government is telling us that it wasn't the drugs 
company's fault. One day my daughter will grow up and ask me what happened - and 

I will have to tell her that it wasn't the fault of the drugs company, it wasn't the fault of 

the Government, it wasn't the fault of the doctor ... it wasn't my fault. The only person 
left is her..: 

Parent involved in the legal action373 

4.86 One route by which affected families have attempted to gain recognition 

and support from the system is through litigation. Initial claims were brought 

against NHS Resolution (then known as NHS Litigation Authority) in the 1990s 

by women and children alleging that exposure to sodium valproate in utero had 

caused damage. The women claimed that they had not been warned of the 

teratogenic effects of sodium valproate or given information regarding alternative 

372 Hansard 24th October 1995. Volume 264 Column 563. Epilepsy http·//bit ly/2urp9NI 
373 Leigh Day written evidence to the Review on behalf of OACS Charity and FACSaware. 
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ABC��pq[RQRZW�QZKNNWI�WVKTWI\W�NO�NMW�oWVKWQEABz�MNN̂S���QQQELOVEYs�LOVWZI]WIN�IWQS�]MZRuRITuNMWuUKJJu]WJKITRuLRNWSuPOYITRNKOIuNOuJOOsuRNuNMWuSRPWZuWPPW\NKVWuYSWuOPu]WTK\KIWSuTYZKILûZWLIRI\rAB��mOZW�KIPOZ]RNKOI�\RI�UW�POYIT�OI�NMWKZ�QWUSKNW��MNN̂S���QQQEK]Ku\OI\ŴNKOIEWY�
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First Do No Harm - The report of the Independent Medicines and Medical Devices Safety Review 

5 Pelvic Mesh 

'This device took everything from me my health my life my job my dignity my marriage 

my freedom. There are a lot of us suffering.' 

A mesh-affected patient 

Introduction and Summary 

5.1 Pelvic mesh has been inserted during surgery to support pelvic organ prolapse 

{POP) and to treat stress urinary incontinence {SUI). For many women mesh surgery 

is trouble-free and leads to improvements in their condition. However, this is not 

the case for all. There is no reliable information on the true number of women 

who have suffered complications. While they may be in the minority, that does not 

diminish the catastrophic nature of their suffering or the importance of providing 

support to them and learning from what has happened to them. 

Pelvic Mesh can be used for Pelvic Organ Prolapse and Stress Urinary 
Incontinence. 

Pelvic Organ Prolapse (POP) describes a variety of conditions that occur when one or 

more pelvic organs drop out of their normal position, often pushing into the vagina, 

causing a bulge. The bladder can push into the front, or anterior, wall of the vagina 

causing a prolapse (a cystocele). The rectum can push into the back, or posterior, wall 

of the vagina causing a prolapse (a rectocele). The uterus, or if the woman has had 

a hysterectomy the vaginal vault, can prolapse downwards into the vagina. In more 

severe cases prolapses can protrude out of the vaginal opening. 

Stress Urinary Incontinence (SUI) is the involuntary leaking of urine when the bladder 

is under pressure. SUI can be caused when the pelvic tissues, ligaments and muscles, 

which support the bladder and urethra, are weakened or damaged so that the sphincter 

that closes the urethra fails when under pressure, and urine leaks out. 

During surgery mesh can either be inserted through an incision in the vagina 

(transvaginal insertion) or through an incision in the abdomen (abdominal insertion). 

I 13s 
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5.30 The properties of pelvic mesh may change once it is implanted in the body.422 Using 

mesh to support pelvic organs puts the mesh under tension or 'loading force'. Even 

a mild loading force can reduce pore size, increasing the risk of adverse effects.423 

5.31 The experts we consulted agreed that mesh will degrade, or oxidise, if it is exposed 

to the air and so mesh exposure requires treatment.424 They agreed that the outer 

edges of mesh fibres can degrade when it is inside the body. However, there was 

no agreement on the implications of degradation when mesh is in the pelvis; 

some experts we consulted were of the view this was clinically significant, others 

were not. 

5.32 A highly contentious issue is leaching of chemicals from the mesh and potential 

systemic reactions to this, including immune and autoimmune disorders. Views 

appear to be polarised on this, and we cannot find a consensus from the available 

scientific literature on possible leaching, and any clinical implications. 

5.33 Further research is urgently needed in all these areas so that a clearer view can 

be reached on the inherent properties and safety of pelvic mesh. Other materials 

and manufacturing techniques are being researched in an attempt to improve the 

efficacy and safety of synthetic materials used in this area.425 

What are the adverse effects of mesh? - 'This is not a life. 
It is an existence'. 

'This is not a life. It is an existence. With potentially another 40 years ahead ... this is a 

depressing prospect.' 

Mesh-affected woman 

5.34 Some adverse effects of mesh are immediately obvious, and as soon as they recover 

from the anaesthetic women have realised something has gone wrong. Other issues 

422 Mancuso, E, Downey, C, Doxford-Hook, E, Bryant, MG, Culmer, P. The use of polymeric meshes for pelvic 
organ prolapse: Current concepts, challenges, and future perspectives. J Biomed Mater Res. 2019; 1- 19. 
https·//doi org/10 1002/jbm b 34432 and Taylor, D & Barton, E. In vitro characterisation of the erosion 
of soft tissues by surgical mesh, J Mech Behav Biomed, 101 (2020) 103420 https·//doi org/10 1016/j 
jmbbm 2019 103420 
423 Paragraph 484 of Gill v Ethicon Sari (No 5) [2019] FCA 1905 'For mesh strips, even a mild loading of lN [one 
newton] has a dramatic impact on the resulting pores size as far as soft meshes like Ultrapro are concerned. 
Under this loading the initial pore size of between 3-4 mm decreases to values down to 0.3mm.' available at 
https·//www judgments fed court gov au/judgments/Judgments/fca/single/2019/2019fca190S 
424 Properties of mesh teleconference. 
425 For example, see Mancuso E et al. (as above); evidence from FEG Textiltechnik to the Review. 
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only become apparent much later; some women experience no complications 

until years after the procedure. However, not all women suffer adverse effects 

following mesh implantation. For some women mesh surgery appears to be 

complication free. 

5.35 In the recent Australian class action case,426 Ethicon's expert witness Dr Hinoul 

conceded that, from the time of first supply Ethicon was aware,427 

' ... that a foreign body reaction to surrounding tissue would create a scar, that 

the mesh could be subjected to a contracting force applied by surrounding 

scar tissue, that the response of the host tissue was variable, and that any 
significant degree of contraction could lead to pain as could the scarring itself' 

' ... there was a risk of mesh exposure into the vaginal canal or another organ, 
that mesh exposure could be difficult to treat, and that it could cause pain or 

discomfort.' 

' ... that both mesh erosion and pain could occur many years after devices had 
been implanted.' 

' ... that implantation carried a lifelong risk of erosion and pain, as well as risks 
of: dyspareunia and, as a consequence, apareunia; difficulty voiding; difficulty 

defecating; offensive discharge; leg weakness; and damage to surrounding 

organs, ligaments, tissues, and blood vessels.' 

5.36 Non-mesh surgery can also result in these same adverse events, with the exception 

of erosion. The issue at the heart of the Australian litigation was the magnitude and 

gravity of the risks of mesh surgery and the extent to which a manufacturer was 

obliged to disclose them. It was conceded by Ethicon that at the point of first supply 

they knew 'both acute and chronic pain could be caused by each of the devices, that 

chronic pain could be very damaging and debilitating, indeed "life-altering'; and 
that multiple operations might be necessary to attempt to alleviate the pain.'428 

5.37 Mesh inserts are intended to become permanently embedded into the surrounding 

tissue, making removal complex.429 Common sense dictates that if an implantable 

device is known to be difficult, perhaps impossible, to remove, then it should 

only be used where there is a pressing medical need that could not be met by 

426 Note that Ethicon have stated that they intend to appeal against the judgment in this case. 
427 Paragraphs 189 - 191 Gill v Ethicon Sari (No 5) [2019] FCA 1905 available at bttps· //www judements 
fedcourt eov au[judements/Judements/fca/sioele/2019/2019fca190S were 
428 Paragraph 190 of Gill v Ethicon Sari (No 5) [2019] FCA 1905 available at https·//www judements fedcourt 
eov au/ju dements/J u dements/fca /sin ele/2019/2019fca 1905 
429 Some biological meshes are intended to dissolve, so will disappear over time. 
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conservative treatment. Sadly, this approach has not always been applied to 

pelvic mesh surgery. 

5.38 From the point that mesh was first marketed it was acknowledged that serious 

adverse events could occur, see paragraph 5.35. It took until 2015 for Ethicon to 

include information on their SUI mesh products that removal of implanted mesh 
might be difficult. Even then no information was given as to how removal might 

be undertaken.430 In our view if a manufacturer recognises that their product may 

cause severe complications, they and others, such as the regulators, must develop 

a remedial strategy for dealing with these complications and set this out in the 

Instructions for Use (IFUs) and guidance. 

Recognition of adverse outcomes, including 
patient-reported outcomes 

'So I went back to the consultant to discuss things, Unfortunately he is very pro mesh 
and when I asked if he thought my issues were linked to my TVT-O he actually screamed 

at me "you need to stop listening to the media and those bloody women, I fit hundreds 

of these every year and you're only person I've seen who is complaining and thinking 

you have problems.' 

Mesh-affected woman 

5.39 The lack of listening to mesh-injured women has been recognised. In 2017 in his 

foreword to NHS England's Mesh Oversight Group's Final Report431 Professor Keith 

Willett recognised, 'These women felt their concerns had been ignored.' Time and 

time again women told us that those conducting follow-up research only asked 

about selected outcomes, often only surgical outcomes. For example, in following 

up SUI surgery, they asked about continence. Objective surgical outcomes are vital, 

but so are patient-reported outcomes. The women tell us that questions were 

not asked about other important outcomes, such as pain or sexual functioning. 

Information on risks and complications is incomplete and not representative. 

5.40 The published literature on mesh tends to focus on short-term surgical outcomes 

and robust PROMs have generally not been sought. The conventional sources of 

information for doctors - published articles, regulatory information, professional 

society communications - did not accurately reflect the outcomes women were 

430 Paragraphs 2900- 2901 Gill v Ethicon Sari (No 5) [2019] FCA 1905 available at https·//www jydgments 
fedcou ct gov a u{iudgments/Jydgments/fca lsiogle/201912019fca19os 
431 Mesh Oversight Group Report, July 2017, available at: bttps·//www england obs uk/pyblication/mesh­
oyersjght-groyp-report/ 
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experiencing. The published evidence available gave the medical profession 

little cause for concern about mesh or information about the full range of mesh 

complication. Doctors who are unaware of the risks of mesh are less likely to 

recognise women presenting with mesh complications. This is a cycle: while doctors 

do not recognise complications and/or attribute them to mesh then professional 

awareness remains low and as a result doctors are more likely to fail to correctly 

identify mesh complications. 

'How can the benefits outweigh the risks? I understand that SUI is sometimes 

debilitating and distressing, but I can assure these injuries are negatively life changing 

beyond words.' 

Mesh-injured woman 

5.41 The MHRA has maintained that the benefits of SUI mesh and abdominally 

inserted POP mesh outweigh the risks, as set out in their 2014 report produced 
at the request of the Chief Medical Officer (CMO).432 In their guidance NICE 

have consistently stated that pelvic mesh should remain available, that the 

benefits outweigh the risks.433 In our view such a stance does not fully reflect an 

understanding of all the risks. As we have outlined above, adverse outcomes are 

not always reported in the medical literature. As Michelle Moffatt from Sling the 

Mesh told us: 

'There is no evidence to inform long-term safety and the real-world evidence 

and patient stories of harms have been overlooked.'434 

5.42 Some mesh-injured women have described their surgeon in positive terms, even 

when the surgeon cannot resolve their mesh-related complications. We know 

there are some excellent surgeons doing their best to care for mesh-injured 

women, but one mesh-injured woman emailed 'my journey to find a surgeon who 
believed that my current health situation is down to mesh complications has been 

like traipsing through treacle.' We have also heard from women whose doctors, 

432 MHRA, A summary of the evidence on the benefits and risks of vaginal mesh implants, 28 October 2014, 
available at: bttps· //www eov uk{eovernment/publications/vaeioal-mesb-iroplants-summary-of-benefits-and­
ri.sk.s.. 
433 NICE has classified all pelvic mesh procedures as 'standard arrangements', 'special arrangements' or 
' research only'. These place various restrictions on the use of the product/procedure, but do not stay it must 
not be used. A "Special Arrangements" recommendation does not imply the procedure should be restricted or 
should not be used . The most restrictive category, Research only, places strict conditions on when a product/ 
procedure can be used, but is not a ban on use. Annex G Pelvic Mesh Supporting Information describes the 
NICE guidance at the time of publication . 
434 OH Sling the Mesh 21 May 2019. 
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audit437 done by NHS Digital, we know that this data is incomplete. It also only 

covers NHS operations not private procedures. The data relies on HES codes, the 

creation of a HES code lags behind the operations, often by several years, and 

may contain errors. The denominator (the number of women who have had mesh 

inserted) is therefore unclear. 

5.48 We also have limited information on the proportion of women who will suffer 

complications related to the mesh insert. We do not believe that current published 

data reflects either the full range of, or rates of, mesh complications. 

5.49 The history- and current status- of mesh is such that no one knows this basic 

and essential information. Among the experts we have spoken to there seems 

to be little consensus on risk factors for mesh surgery. Some argue that certain 

factors such as pre-existing autoimmune conditions increase the likelihood of 

adverse outcomes.438 

5.50 There are limitations in the safety and outcomes data collected on mesh. The initial 

safety data used when launching the products onto the market relied on short­

term studies with limited, or no, long-term follow-up. Given what we now know, 

that mesh complications can arise many years after insertion, this was seriously 

remiss. With the benefit of hindsight, it seems foolhardy to implant a product that 

is meant to be a permanent implant into so many women with such paucity of 

long-term data. New permanent implants should be introduced far more cautiously, 

potentially using cohort studies with extensive long-term follow up {Chapter 1, 

Recommendation 6) and with a comprehensive database to allow tracing of each 

individual with that implant {Chapter 1, Recommendation 7). 

Why were so many SUI meshes inserted? The 'gold 
standard' operation 

'She suggested that it was such an easy fix, that it was almost unthinkable that I would 

have any other options.' 

Mesh-injured woman 

5.51 The perception that mesh was a quick easy fix for SUI meant surgeons carried out 

mesh operations on women who would not previously have been considered for 

437 This audit is experimental because HES data is designed to record how many treatments took place, not how 
many patients were treated. This is the first time any data set has been analysed using a pseudo-anonymised 
patient identifier to try to determine how many people were treated. 
438 Paragraphs 278 - 298 Gill v Ethicon Sari (No 5) [2019] FCA 1905 available at bttps· //www judgments 
fedcoyrt gov au /judgments/Judgments/fca/si ogle/201912019fca 19os 
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The development of mesh for SUI 
5.55 The lVT Instructions for Use (IFU) indicate that the lVT should be inserted through 

a small incision. The smaller cut means healing time is reduced. However, surgeons 

have limited visibility when inserting a lVT, so much so that it has been described 

to us as operating 'blind'. In their evidence to us, Ethicon indicated that the lVT-0 

was developed as a means of avoiding bladder injuries that had been occurring 

during TVT insertion. The TVT-0 was associated with serious adverse events such 

as nerve damage, leg pain and mobility issues. In addition, a TVT-O is much harder 

to remove in its entirety than a TVT. NICE's most recent guidance states that the 

TVT-O should not be offered routinely.444 In the future, we feel the TVT-O should 

only be used in exceptional circumstances, if at all. 

5.56 The development and use of lVT-Os raises a question mark over whether the 

modification of a device so that it required less skill to insert should have been 

the preferred option rather than improving the surgical skill base. Outcomes 

for patients should be paramount. We have grave concerns over devices being 

marketed to, and inserted by, less skilled surgeons. Professional bodies should 

lead on ensuring surgeons only operate within their capabilities. They must 

provide guidance for their members and ensure that surgeons are appropriately 

trained. This training should be assured through the appraisal process. We 

wish to see specialist centres which will be hubs of expertise and training 

(see paragraph 5.100). 

Unnecessary operations 

'I was fitted with a TVT-O for stress urinary incontinence. I was a super fit, 42 year old 
Mum of two, who worked out and swam daily, ran my own business, was chair of a local 

children's charity, who suffered the occasional mild leak when jumping. My surgeon told 

me that he could fix this issue with a quick and easy 20 minute operation that would see 
me back at work and the gym within a week.' 

'I was never offered any alternative conservative treatment and I was certainly never 
fully informed of the potential risks.' 

Women suffering with mesh complications 

444 NICE, 2019, Urinary incontinence and pelvic organ prolapse in women: management, available at: https·// 
www oice org uk/guidance/ng123 
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5.57 We have heard from women who had mesh surgery to alleviate severe SUI, which 

was having a significant impact on their quality of life. However, we have also heard 

from a number of women who underwent mesh surgery for relatively minor SUI, 

without having first had, or having been offered, conservative treatment, and who 
are now living with devastating mesh-related complications (see graph 5.1 which 

clearly shows the upsurge in mesh surgery). 

5.58 We have heard how Multi-Disciplinary Team (MDT) working is helpful in ensuring 

balanced, considered decisions. We agree with NICE that any mesh implantation 

decisions must involve an MDT.445 A culture must exist where all MDT members 

feel able to speak up and that their input will be listened to. MDTs where 

decisions are dominated by one individual do not serve anyone well. Trusts must 

work to create a culture that facilitates effective MDTs. 

5.59 Conservative measures must be offered to women before surgery. We are 

concerned that specialist pelvic floor physiotherapy cannot match the demand; 

further resource is needed. In our view it is for the service commissioner to 

identify gaps in the workforce and to notify specialist clinicians, professional 

organisations and Royal Colleges. A co-ordinated strategy can then be developed 

to remedy the gap. In her oral evidence to us Natalie Beswetherick, the Director 

of Practice and Development of the Chartered Society of Physiotherapy, said 'We 

know that the size of the workforce, the specialist workforce, is insufficient to 

provide pelvic floor muscle training in all those who require it, so current service 
provision is limited. We're aware of that - and variable across the NHS in the UK.' 

What risks were women told about? Informed consent 

'I honestly do not think that any of these guys [surgeons] realise how bad this stuff is. 

There is no way anyone would consent to that, would they? Or the fact that you lose 

your sex life or the fact that you can't be a mum anymore or that you're going to need 
carers. Who would consent to that?' 

Candia McCullough, Mesh UK Charitable Trust446 

5.60 Patients must have sufficient understanding of their treatment, 447 including 

the potential risks it presents, and the alternative treatment options, in order 

to decide whether they are willing to have that treatment. Mesh surgery was 

445 NICE Guidance [NG123] 'Urinary incontinence and pelvic organ prolapse in women: management' (April 
2019) available at bttps·//www nice ore uk{euidancelne123 
446 OH Mesh UK Charitable Trust 21 November 2018. 
447 There are some exceptions, usually where a patient is unable to make a decision for themselves, ome 
examples are' with 'for example children and people who are unconscious. 
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First Do No Harm - The report of the Independent Medicines and Medical Devices Safety Review 

Surgical skills gap - non-mesh surgery for SUI 

'2019 NICE Guidelines suggests that TVT/TOT Mesh should only be used as a last resort, 

but every gynaecologist in the UK is deskilled in performing alternative procedures, so 

how can TVT/TOT Mesh be used as a last resort?' 

Email from Susan Morgan and Vasanta Suddock, Action for Mesh 
injured patients 

5.88 The first NICE Health Technology Assessment (HTA) in 2003 states that an 

experienced surgeon can do three TVTs per day compared to two colposuspensions, 

and that surgical training is necessary. It also states that expertise is needed in 

selecting appropriate patients to operate on. Unfortunately, in the use of mesh in 

SUI neither of these conditions seems to have been met in all cases. 

5.89 The pause forced surgeons to take stock. SUI mesh underwent a rapid rise in uptake 

where it became the first-line option. This was driven by a lack of recognition 

of complications, exacerbated by the long latency of some complications, and 

reviewsm stating that slings were usually preferable to colposuspension. This 

caused a skills gap; there is a generation of surgeons who have not done non-

mesh procedures and need training to perform them. This was acknowledged by 

Ms Swati Jha of BSUG478 'One of the things that we recognised when the pause 
came into place is how well-equipped we were, or how poorly equipped we were, to 

deal with or offer a service to women with incontinence when the mesh was taken 

away as an option. That made us stop, pause and think about how we were going 
to address that.' 

5.90 Surgeons should not carry on with operations that have been superseded just 

to 'keep their hand in'. Within clinical networks some operations that are less 

commonly carried out should continue to be undertaken, where appropriate, by 

specialist teams, this will ensure that necessary skills are not lost. 

Mesh removals 

5.91 These implants were meant to be permanent; removal surgery is specialist and 

novel. The removal of transobturator tape is technical and complex surgery and 

4n N. M . Dean, G. Ellis, P. D. Wilson, G. P. Herbison, Laparoscopic colposuspension for urinary incontinence 
in women. The Cochrane database of systematic reviews, Cd002239 (2006, updated in 2009). https· //doi 
or:e/10 1002/14651858 cpoo2239 pub2 
478 OH BAUS, BSUG, PFS, 7 February 2019. 
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First Do No Harm - The report of the Independent Medicines and Medical Devices Safety Review 

• The operating surgeon must possess the necessary skills and competencies 

to carry out the procedure; 

• The patient must be fully informed with the support of a patient decision 

aid; 

• Consent must be recorded and be based on clear, unambiguous language; 

• All explanted mesh should be measured, and images taken of it; 

• All removal procedures should be appropriately coded and entered onto 

a database; 

• Outcomes must be monitored and recorded over an appropriate timeframe, 

including patient-reported outcomes. 

Specialist mesh centres 

' ... the patient has to feel like they're able to heal. The patient has to be looked after, 

given the medical services and allowed to walk out of this mesh world and not have 
their life defined by mesh. Some women will have their scars, their emotional scars and 

their health scars, for their lifetime.'482 

Mary McLaughlin, Mesh Ireland 

5.100 We have met mesh-affected women with serious healthcare needs who have lost 

faith in, and feel abandoned by, the medical professional and the wider healthcare 

system. This urgently needs resolving. Our recommendations, which are intended 

to begin the process of restoring trust in the system, include specialist centres for 

treating mesh complications (see Chapter 1, Recommendation 5). We envisage 

these as taking a multidisciplinary, holistic approach to meet mesh-injured women's 

needs. We have been in discussion with NHS England to ensure that the service 

specification for these centres includes core health services, such as expert mesh 

removal surgery, appropriate imaging, pain clinics and pelvic physiotherapy, and 

also other ancillary services, including psycho-sexual counselling. In addition, 

we would like to see help signposting the benefits systems co-located within the 

centres. We hope that these specialist centres will provide mesh-injured women 

with first-rate care and will reassure them that their needs are being taken 

seriously. A hub and spoke model with an emphasis on MDT working is envisaged; 

482 OH Mesh Ireland, 20 May 2019. 

1s9 I 
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First Do No Harm - The report of the Independent Medicines and Medical Devices Safety Review 

6 Public Inquiries 

' ... and fourthly, whether we need an independent system to decide what further action 

maybe required either in these three cases or in the future. This is because one of the 
judgements to be made is whether, when there has been widespread harm, there 

needs to be a fuller or even statutory, public inquiry. Baroness Cumberlege will make 

recommendations on the right process to make sure that justice is done and to maintain 
public confidence that such decisions have been taken fairly.'495 

Rt Hon Jeremy Hunt MP, former Secretary of State for Health and Social Care 

6.1 The call for a 'public inquiry' into an event of major public concern resulting for 

example from large scale loss of life, serious health and safety issues or failure 

in regulation has been a common occurrence in recent years. They can be set up 

to consider the events of a one off incident or multiple incidents occurring over 

decades. They are nearly always complex and multifaceted, most often established 

in the context of political controversy accompanied by a considerable amount of 

publicity, Parliamentary lobbying and pressure group campaigning. 

6.2 Although differing in their nature, size and subject matter public inquiries will 

invariably seek to answer the following questions: 

• what happened? 

• what can be learnt to prevent this happening again? 

6.3 If run with those most affected by the events under consideration at the heart 

of the process, public inquiries can achieve some therapeutic resolution as 

tragic stories are told and differing perspectives are listened to. They provide an 

important stepping stone in trying to restore public confidence in a system that has 

allegedly failed, and an acknowledgement that 'something is being done'. Although 

a public inquiry is not permitted to make findings of criminal or civil liability, it will 

search for the truth and make findings of fact accordingly. Where appropriate this 

may include identifying those who are at fault. 

495 Secretary of State for Health's statement to the House of Commons, 21st February 2018. https· //hansard 
pacliaroeot uk/commons/201s-02-21/debates 
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First Do No Harm - The report of the Independent Medicines and Medical Devices Safety Review 

forensically and transparently all the available evidence and potential 

regulatory failures; 

• in the case of Sodium valproate, the first such call came in 1983 and again in 

2013 and 2017 seeking to understand how Epilim and other teratogenic anti 

convulsants had been allowed to cause so much damage for so long; 

• and in the case of pelvic mesh, the first such call came in 2017 seeking a 
mandatory audit of all women implanted with mesh followed by a full public 

inquiry to learn the lessons and establish the full facts regarding the risks 

associated with the use of pelvic mesh implants. 

6.8 What the Parliamentarians want, however, is not uniformly what patients and their 

families want. The patient groups we have worked with consistently throughout this 

Review have been united in their fervent endeavours to bring their concerns to the 

public, media and Government's attention. They are rightly seeking answers to their 

questions, they have brought pressure to bear on the government to investigate 

what has happened to them and the affected families they support and to ensure 

lessons will be learned. They are not, however, united in their desire for a statutory 

public inquiry. And in some cases views have shifted during the course of our work. 

As one patient group representative told us: 

'I found as time has passed and more evidence has come to the fore my views have 

changed. After watching our oral evidence [to the Review] in which we pursued a public 
inquiry ...... this may not be what families want: 

• a Pl [public inquiry] is a leap into the unknown and I feel we would have little power 

over how the process would be run; 

• a Pl would involve more work for patient groups 

• a Pl would involve emotional pressure on families (revisited and shared private 
experiences can be a traumatic process) 

My conclusion is that outcomes are more important than how we get there, and 

that focusing on what we need now, rather than whose fault it was, would benefit 
us more.'498 

498 Susan Cole, Valproate Victims from an email to the Review. 

I 1s2 
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PSC-00007      193

I 



���������	��
����
������������������������������������������������������� �����!����"�#� ��$

%&'

()*�+,�(+-,�./�(01�/2�3.�0456�74,0.3/)0�(0�89/:;<=�8>6,)�;<�()*�8�>6?�)/.;<�@.�:3--�(-0/�,)04A,�.6(.�:6(.�,B,AC,0�2A/B�.6,�3BD-,B,).(.3/)�D6(0,�30�(�0?0.,B�.6(.�30�CA/4)*,*�3)�.6,�D(.3,).�,ED,A3,)5,F�G6,�D(.3,).�CA/4D0�:3--�.6,B0,-H,0�6(H,�H3,:0�(+/4.�6/:�.630�A,2,A,)5,�CA/4D�06/4-*�+,�5/)0.3.4.,*�()*�:/A1FIFJ� K)�+,6(-2�/2�.6/0,�(22,5.,*�:,�5())/.�0.()*�+?�()*�-,.�/4A�A,5/BB,)*(.3/)0�C(.6,A�*40.F�>,�,ED,5.�.6,�L/H,A)B,).�./�.(1,�/4A�.6/4C6.0�/)�3BD-,B,).(.3/)0�(0�0,A3/40-?�(0�.6,?�06/4-*�/4A�M,5/BB,)*(.3/)0F�@2�3.�*/,0�:,�+,-3,H,�:,�:3--�(563,H,�:6(.�30�),5,00(A?�3)�/A*,A�./�6,-D�+43-*�(�8NONPQR�PSTP�UVNPQWNX�SQTYN�TWZ�T[PN�\VPS�N]QQZX�[̂R]TNNV̂W�TWZ�]Ŷ]̂YPV̂WTUVPO_<
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()� *+�,-./0�12�.3/�45�6/7819�:/;3�3-;�2+.�3-,�-�<=+>6�71.1<-.1+2�;>99//,�+2�.3/�?-;1;�+@�6=+,>9.�71-?171.AB�.31;�9+2.=-;.;�C1.3�9+>2.=1/;�;>93�-;�D>;.=-71-�-2,�.3/�4ED)(FG�H+32;+2�I�H+32;+2�=/9/2.7A�=/-93/,�-�C1.3+>.�71-?171.A�;/..7/:/2.�+@�J(K�:1771+2�@+=�6/7819�:/;3�12�E9+.7-2,)�L/�3-8/�3/-=,�@=+:�12,181,>-7;�9+:6/2;-./,�@+=�-2�MNE�,+9.+=O;�2/<71</29/�12�12;/=.12<�6/7819�:/;30�?>.�.3/�+8/=-77�2>:?/=;�+@�97-1:;�=/6+=./,�?A�MNE�P/;+7>.1+2�-=/�8/=A�7+C�12�9+:6-=1;+2�.+�.3/�2>:?/=�+@�+6/=-.1+2;�-2,�9+:6-=/,�.+�.3/�2>:?/=�+@�C+:/2�C/�3-8/�;6+Q/2�.+)(FRSTUVTWW�XYV�TZ[W\[]̂ �_̀ VaW�VTb̀\TU�\Y�cdeWf�gTbh[i�aTW_�]̀U�h̀bgVỲ \Tj)� L/�=/9+::/2,�.3-.�.3=//�;93/:/;�-=/�;/.�>6�.+�6=+81,/�-,,1.1+2-7�;>66+=.�.+�.3+;/�C3+�3-8/�?//2�-8+1,-?7A�3-=:/,�?A�3+=:+2/�6=/<2-29A�./;.;�kNl*;m0�6/7819�:/;3�-2,�8-76=+-./0�kn3-6./=�o0�pqrsttquvwxysu�z{|}~���������)� *+�,-./0�71.1<-.1+2�3-;�2+.�;/=8/,�.3/�6-.1/2.�<=+>6;�C/�3-8/�:/.�C/77)��2�.3/�@>.>=/�-�:+=/�/�>1.-?7/�C-A�.+�,/718/=�=/,=/;;�.3-.�.=>7A�C+=Q;�@+=�6-.1/2.;�:>;.�?/�,/8/7+6/,)��8/2�.3/�?/;.�6=/�:-=Q/.�./;.12<�C177�2+.�9-6.>=/�-77�-,8/=;/�/8/2.;�.3-.�:-A�+99>=�12�=/-7�C+=7,�.=/-.:/2.�C1.3�63-=:-9/>.19-7;�-2,�:/,19-7�,/819/;)��2,181,>-7;�:-A�?/�3-=:/,�?A�2/C�6=+,>9.;�12�C-A;�.3-.�C/=/�2+.�@+=/;//2�,>=12<�,/8/7+6:/2.�-2,�./;.12<)�L/�:>;.�/;.-?71;3�-2�/@@/9.18/�=/,=/;;�:/93-21;:�@+=�.3+;/�C3+�;>@@/=�-8+1,-?7/�3-=:�+=�>2@+=/;//2�,=><�+=�,/819/�12�>=A)����������������������������������������������G)� L/�3-8/�9+2;1,/=/,�/�1;.12<�/�-:67/;�+@�����������6-A:/2.;�@+=�1-.=+</219�12�>=1/;0�;>93�-;�.3/�*3-71,+:1,/�*=>;.0�.3/�8nH��*=>;.0�.3/�12@/9./,�?7++,�6-A:/2.;0�8-9912/�,-:-</�6-A:/2.;)�*3/�12@/9./,�?7++,�6-A:/2.;�12��2<7-2,�C/=/�:-,/�@=+:�@18/�;/6-=-./�/2.1.1/;0�.C+�2+.�@+=�6=+@1.�9+:6-21/;�-2,�.3=//�93-=1.1/;)��-93�/2.1.A�3-,�,1@@/=/2.�/71<1?171.A�9=1./=1-�@+=�6-A:/2.;�?-;/,�+2�C3/.3/=�.3/�97-1:-2.�(FG��2��� x¡w¢yw�.3/�97-;;�-9.1+2�9-;/�£177�8��.319+2�E¤=7�kM+�(m�¥FKoR¦�§nD�oRK()��2�.3/�̈©�.3/=/�C/=/�ª>7.1��1;.=19.�«1.1<-.1+2;�kª�«;m�-2,�ª>7.1�n+>2.A�«1.1<-.1+2;�kªn«;m)�¬­® �1297>,/,0�ª�«�FoG���2�=/)�nP�̄-=,0��29)�l/7819�P/6-1=�EA;./:�l=+,>9.;�«1-?171.A�«1.1<-.1+2B�ª�«�F°F(��2�=/�D:/=19-2�ª/,19-7�EA;./:;0��29)�l/7819�P/6-1=�EA;./:�l=+,>9.;�«1-?171.A�«1.1<-.1+2B�ª�«�F°Fj��2�=/�̄+;.+2�E91/2.1@19�n+=6�l/7819�P/6-1=�EA;./:�l=+,>9.;�«1-?171.A�«1.1<-.1+2B�ª�«�F°F���2�=/��.319+2��290�l/7819�P/6-1=�EA;./:�l=+,>9.�«1-?171.A�«1.1<-.1+2B�ª�«�F°G���2�=/�n+7+67-;.�n+=6�l/7819�E>66+=.�EA;./:;�l=+,>9.;�«1-?171.A�«1.1<-.1+2B�ª�«�FF±K��2�=/�n++Q�ª/,19-7��290�l/7819�P/6-1=�EA;./:�l=+,>9.;�«1-?171.A�«1.1<-.1+2�¬²® �1297>,/,�̄-=,�I�£A2/9-=/�ªn«�12�̄/=</2)(FR�MNE�P/;+7>.1+2�C=1../2�/81,/29/)

PSC-00007      221



���������	��
����
������������������������������������������������������� �����!����"�#� ��$

%&'

()*�)�+),-./+010)2�.3�4.5�)46�(+,5+,3�+,�.3�*+,�+)6�7,,4�048,25,6�(05+�9:;�.3�+,/)5050*�<=�>+0*�()*�.?,31@�2.-/102)5,6�)46�608802A15�8.3�21)0-)45*�5.�4)?0B)5,=C=� >.�6)5,D�)11�*A2+�4)50.4)1�*2+,-,*�+)?,�6,?,1./,6�04�)�/0,2,-,)1�-)44,3�)46�+)?,�7,,4�0**A,�*/,20802=�E*�)�F,?0,(�5+)5�*/)4*�5+3,,�045,3?,450.4*�(,�+)?,�.22A/0,6�)�A40GA,�/.*050.4D�(05+�*A88020,45�.?,3*0B+5�5.�5)H,�)�-.3,�*53)5,B02�?0,(=IJ=� K,�+)?,�,L)-04,6�?)30.A*�045,34)50.4)1�-.6,1*�8.3�3,63,**�/3.?0*0.4DMNJ�0421A604B�5+,�/+)3-)2,A502)1�)46�/)50,45�04OA3@�*2+,-,*�04�5+,�P2)4604)?0)4�2.A4530,*D�5+,�E2206,45�<.-/,4*)50.4�<.3/.3)50.4�QE<<R�04�S,(�T,)1)46D�U8802,�S)50.4)1�6V:46,-40*)50.4�6,*�E2206,45*�WX602)AL�QUS:EWRMNI�5+,�Y3,42+�0)53.B,402�-,602)1�2.-/,4*)50.4�*2+,-,D�)46�3,63,**�/3.?06,6�7@�5+,�Z+)3-)2,A502)1�)46�W,602)1�[,?02,*�EB,42@�QZW[ER�04�\)/)4=II=� U8�/)3502A1)3�045,3,*5�5.�A*�()*�US:EW�04�Y3)42,=MN]�US:EW�)6-040*5,3*�5+,�?)1/3.)5,�*2+,-,=�9.(,?,3D�05�0*�)�*5)4604B�*53A25A3,�5+)5�6,5,3-04,*�10)70105@�5.�/)@D�)46�04�*.-,�2)*,*�)6-040*5,3*D�2.-/,4*)50.4�8.3�-,602)1�)2206,45*D�6)-)B,�83.-�-)46)5.3@�?)2204)50.4*D�/)46,-02�9ISI�0481A,4̂)�?)2204)50.4*D�71..6�/3.6A25*�2.45)-04)5,6�(05+�9:;D�71..6�/3.6A25*�2.45)-04)5,6�(05+�+,/)5050*�<D�B3.(5+�+.3-.4,�2.45)-04)5,6�(05+�?<\[D�7,481A.3,L�6)-)B,�)46�?)1/3.)5,�6)-)B,=I]=� P0-01)31@D�ZW[E�./,3)5,*�80?,�)6?,3*,�+,)15+�,88,25*�3,10,8�*2+,-,*D�5(.�8.3�048,25,6�71..6�2.-/,4*)50.4D�)�/+)3-)2,A502)1�)6?,3*,�63AB�3,)250.4*�*2+,-,D�)�70.1.B02*�)6?,3*,�63AB�3,)250.4*�*2+,-,D�)46�)�*2+,-,�8.3�PWUS�2.-/,4*)50.4MNN�*,,�5)71,�EN=I=_̀abcb defgfhfefij kblmbnn�opjcbqin�nrsm̀b9:;tE:[P :48,250.4�6A,�5.�2.45)-04)5,6�71..6 u.?,34-,45�8A4604B9,/)5050*�< :48,250.4�6A,�5.�2.45)-04)5,6�71..6 u.?,34-,45�8A4604B[3AB*�E[F* E6?,3*,�,88,25*�.8�/+)3-)2,A502)1* 9@7306�8A4604B�Q]Mv�/+)3-)2,A502)1�-)4A8)25A3,3D�wMv�*5)5,�8A4604BRx0.1.B02*�E[F* E6?,3*,�,88,25*�.8�70.1.B02* 9@7306�8A4604B�Q]Mv�70.1.B02*�-)4A8)25A3,3D�wMv�*5)5,�8A4604BRMNJ�P,,�P�W)21,.6�)46�<�9.6B,*�yz{|z}}�~��z�z}���|��z|}���������|��Q9)35�ZA710*+04BD�]JIwR�8.3�*A--)30,*=MNI��8802,�q)50.4)1�6Vf46,-40*)50.4�6,*�p2206,45�cX602)AL=MN]�<�x30B+5�)46�<�9.6B,*�<+)/5,3�I��Y3)42,��>+,�US:EW�P2+,-,�04�P�W)21,.6�)46�<�9.6B,*�yz{|z}}�~��z�z}���|��z|}���������|��Q9)35�ZA710*+04BD�]JIwR=MNN�PWUS�0*�*A7)2A5,�-@,1.�./502�4,A3./)5+@D�)4�0)53.B,402�2.46050.4�*@-/5.-*�.8�(+02+�0421A6,6�/)3)1@*0*D�710464,**D�)46�,?,4�6,)5+=�E�>.H@.�[0*53025�<.A35�3A1,6�5+)5�PWUS�+)6�7,,4�2)A*,6�7@�5+,�63AB�210.GA04.1=

PSC-00007      222



���������	��
����
������������������������������������������������������� �����!����"�#� ��$

%&'

()*+ ()*+�,-./.�01/�23�,453615734 85259-2537�./224/:/72�;<3:�=>-<:-,/125,-4�,3:=-75/.�-70�,-</�=<3?50/0�@A�2>/�.2-2/B-@4/�CDEFE�(,>/:/.�3=/<-2/0�@A�G)HC�57�I-=-7�57,410579�2>/5<�;170579�.31<,/EJ�KLMNLOO�JPLQRSFDE� T/�</,3::/70�>-?579�-�.5794/�U/0</..�C9/7,A�2>-2�-0:575.2/<.�:1425=4/�.,>/:/.E�B>5.�>-.�./?/<-4�-0?-72-9/.E�V2�5.�.5:=4/�;3<�=-25/72.�23�-,,/..�-.�2>/</�5.�37/�;5W/0�=3572�3;�,372-,2E�B>5.�.2<1,21</�/7-@4/.�;4/W5@5452A�23�-0-=2�-70�</.=370�23�.521-2537.�-.�2>/A�-<5./E�U-2>/<�2>-7�.2-<2579�;<3:�.,<-2,>�;3<�/-,>�572/<?/72537�2>/</�5.�-�=</X/.2-@45.>/0�-0:575.2<-25?/�.2<1,21</Y�23�Z>5,>�7/Z�.,>/:/.�,-7�@/�-00/0EF[E� B>/</�-</�?-<531.�3=2537.�;3<�;170579�2>/�U/0</..�C9/7,A\�,-./�;//.Y�=-A:/72.�;<3:�2>3./�Z>3�,372<5@12/�23�2>/�.,>/:/.�3<�.2-2/X;170579EF]E� B>/�U/0</..�C9/7,A�.>3140�;17,2537�-.�-�.2-70X-437/�</0</..�:/,>-75.:E�T/�-</�732�-0?3,-2579�2>-2�52�.>3140�</=4-,/�45259-2537E�V2.�0/.597Y�=<3,/../.�-70�;17,2537�.>3140�</;4/,2�,31<2�/W=/,2-2537.�3;�Z>-2�,37.25212/.�-7�-,,/=2-@4/�-42/<7-25?/�05.=12/�:/,>-75.:E�V7�2>/�;121</Y�5;�52�Z-.�-,,/=2/0�@A�2>/�,31<2.Y�52�,3140�-4.3�@/�1./0�-.�-7�-42/<7-25?/�05.=12/�:/,>-75.:�57�-0?-7,/�3;�45259-2537EJ�ÔN_̀PâbcNd_NM�eNcRLOOFfE� T/�@/45/?/�Z/�>-?/�-�012A�-.�-�</-.37-@4/�-70�;-5<�.3,5/2A�23�:-g/�2>/�</0</..�=<3,/..�.2<-59>2;3<Z-<0Y�/-.A�23�1./�-70�;-5<E�G-25/72.�,4-5:�@/,-1./�2>/A�>-?/�@//7�>-<:/0�-70�>-?/�.1;;/</0E�*@2-57579�2>/�</0</..�2>-2�2>/A�-</�/72524/0�23�.>3140�732�;//4�45g/�-�@-224/�-70�.>3140�732�,-1./�;1<2>/<�.1;;/<579E�85259-2537�5.�-0?/<.-<5-4Y�@12�3@2-57579�</0</..�03/.�732�>-?/�23�@/E�B>/�U/0</..�C9/7,A�.>3140�3=/<-2/�37�2>/�3:@10.:-7�:30/4E�V2�Z544�45.2/7�23�@32>�.50/.Y�57?/.259-2/�5:=-<25-44AY�-70�</-,>�-�0/,5.537E�B>/�371.�5.�732�37�2>/�57h1</0�=-<2A�23�=<3?/�2>/5<�,-./Eijk�lmmnolpj�qo�rkqknstutuv�nkwmouwtxtytqz�{on�jlns�|�}zwqks~�trk�on�turt�tr�ly�p�ymlxtytqzF�E� V7�-0052537�23�Z3<g579�;3<�5705?501-4�57h1</0�=-25/72.Y�2>/�7/Z�</0</..�.A.2/:�:1.2�-,>5/?/�.3:/2>579�;3<�2>/�Z50/<�>/-42>,-</�.A.2/:E�C7A�>/-42>,-</�.A.2/:�.>3140�-5:�23�/45:57-2/�-?350-@4/�>-<:E�V7�31<�?5/Z�-7�3=/7Y�>37/.2�,1421</�57�Z>5,>�:5.2-g/.�-</�4/-<7/0�-70�@-<<5/<.�23�05.,43.1</�-</�</:3?/0�5.�3?/<01/�-70�/../725-4E��4575,-4�7/9459/7,/�45259-2537Y�Z>5,>�5.�@4-:/X@-./0�-70�2/70.�23�;3,1.�
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PSC-00007      241



���������	��
����
������������������������������������������������������� �����!����"�#� ��$

%&'

()*)+,)(-�./�01)�*23*45,0+/*),6�/787(9�+0�:+9)3�2,�+8;)�07�,<)+=�=/7>;)(?+8;9�+8740�01)�2,,4),�974�1+@)�3+2,)(�+/(6�01)3)A73)6�01)�A+*)B07BA+*)�(2,*4,,27/,�974�,))=�*74;(�/70�5+=)�+/9�4,)A4;�*7/03284027/�07�9743�)C+52/+027/�7A�01)�12,0739�7A�012,�5+00)3D-EFG� HI�JKLMNIL�IOPQRSTIU�MNRM�VW01)�)/023)�3)?4;+0739�,9,0)5�3);+02/?�07�3),)+3*1�+/(�5+3=)02/?�7A�5)(2*2/+;�<37(4*0,�1+,�,48,0+/02+;;9�*1+/?)(�+/(�<48;2*�1)+;01�+/(�<+02)/0�2/0)3),0,�1+@)�8))/�*)/03+;�07�017,)�*1+/?),-�:+9)36�01)3)A73)6�(7),�/70�8);2)@)�01+0�+/9�*75<+32,7/�8)0>))/�01)�,9,0)5�2/�01)�XYZ[B\[,�+/(�01+0�>12*1�<3)@+2;,�07(+9�>74;(�8)�4,)A4;�+/(6�2/�+/9�)@)/06�:+9)3�2,�2/�/7�8)00)3�<7,2027/�07�+((3),,�017,)�*1+/?),�01+/�+/9�701)3�<1+35+*)402*+;�*75<+/9GE]G� HI�̂_T̂QKUIU�̀a�bRaSTc�MNRM�NI�V8);2)@)(�01+0�01)3)�>74;(�8)�/7�8)/)A20�07�8)�()32@)(�A73�9743�d)@2)>�A375�+�:+9)3�)5<;79))�<+302*2<+02/?�2/�+/�73+;�1)+32/?�07�(2,*4,,�5+00)3,�>201�>12*1�1)�73�,1)�1+(�/7�2/@7;@)5)/0�+/(�1+,�/7�<)3,7/+;�=/7>;)(?)eG�fT�MNSb�IgRSQh�iRaIL�bMRMIU�MNRM�MNIa�USU�MNISL�̀IbM�M_�RTbjIL�JR̂MKRQ�kKIbMS_Tb�̂_T̂ILTSTc�lLSg_U_b�mjNILI�STJ_LgRMS_T�jRb�RnRSQR̀QI�M_�MNIg�JL_g�NSbM_LŜRQ�PRPILbo�RTU�MNIa�RQb_�̂_TbSUILIU�MNRM�MNIa�̂_p_PILRMIU�JKQQa�jSMN�MNI�qInSIjG�fM�Sb�_KL�nSIjh�TInILMNIQIbbh�MNRM�SM�j_KQU�NRnI�̀IIT�NIQPJKQ�SJ�MNIa�NRU�RMMITUIU�MNI�_LRQ�NIRLSTcGErG� sKLSTc�MNI�̂_KLbI�_J�_KL�j_Lth�SM�jRb�RQb_�TÎIbbRLa�J_L�Kb�M_�bIIt�MNI�RPPL_PLSRMI�PILgSbbS_T�JL_g�iRaIL�ST�_LUIL�M_�LIQa�_T�̂ILMRST�U_̂KgITMbG�uI�jILI�R̀QI�M_�PRLMQa�LIb_QnI�MNSb�SbbKI�RTU�jI�ULRj�RMMITMS_T�M_�MNI�bMRMIgITMb�jNŜN�̀_MN�iRaIL�RTU�MNI�qInSIj�NRnI�gRUI�ST�MNSb�LIbPÎMG
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&(� )*+,�-.+*/012345647589:;<=�>?@ABC�:D�EB<CF>G�H<IJ�EB=H�DC:@�K:LB@ABC�MNOP�;:�Q<I�MNOR MS9:;<=�>?@ABC�:D�JBJJF:>J�EB=H�<TC:JJ�;E:JB�EB<CF>G�H<IJ UPVWXYZ[�\]�̂__Z̀â b̀Zc�def�fgh�fi�jfih�khkklfgm�Yn�b̂_Zo\[np<;FB>;�GC:?qJ Ors==tp<C;I�p<C=F<@B>;<CI�uC:?qJ SpC:DBJJF:><=�<JJ:TF<;F:>Jv�T:==BGBJ�<>H�J:TFB;FBJ OOpC:LFHBC�:CG<>FJ<;F:>J�w�Kxy�<>H�qCFL<;B Rz>HBqB>HB>;�EB<=;ET<CB�qC:DBJJF:><=J{�T=F>FTF<>J�<>H�<==FBH�EB<=;E ON|:>;B>;�B}qBC;J�<>H�HFJT?JJ<>;J ~|E<CF;FBJ U�BGFJ;BCJ�CBGFJ;CFBJ SpE<C@<TB?;FT<=�T:@q<>FBJ MpC:DBJJF:><=�CBG?=<;:CI�A:HFBJ Sz>H?J;CI�;C<HB�A:HFBJ O�Bq<C;@B>;�:D�xB<=;E�<>H�y:TF<=�|<CB�<>H�F;J�<GB>TFBJ�:C�q<C;>BC�:CG<>FJ<;F:>J P

PSC-00007      259



���������	��
����
������������������������������������������������������� �����!����"�#� ��$

%&%

'()*�+,�-**./0..)�-*�*1.�+2-3�1.-2(/4)
56789:7�;<=>?@

AB�CDEF6G6<9HB�I6@J9K�>?�LM�I9@JNB�I9@J�OP�EJ6<876LQ9�R<>@7SB�I9@J89@�O:879K�;<=>?�OPTB�I9@J�U<9Q6:KVB�W9Q@J�I9@J�F><X8X=<@�F>??=<7�;<=>?YB�FZ=778@J�I9@J�F><X8X=<@[B�D@@=Z8678=:�\=<�EJ8QK<9:�]6̂ 6_9K�LM�̀=<̂=:9�5<9_:6:ZM�R9@7@aB�U:K9?9:K9:7�C976Q�D:78bE=:X>Q@6:7�R<>@7cC976Q�D:78bE=:X>Q@6:7�FM:K<=̂ 9�D@@=Z8678=:AdB�FQ8:_�7J9�I9@JAAB�e6Q?<=679�e8Z78̂@AHB�f<_6:8@678=:�\=<�D:78bE=:X>Q@6:7�FM:K<=̂ 9ANB�f<_6:8@678=:�\=<�D:78bE=:X>Q@6:7�FM:K<=̂ 9�g�U<9Q6:KASB�h=>:_�59=?Q9�D\\9Z79K�LM�e6Q?<=679
AS

D55;@ AB�̀ =<̂=:9�5<9_:6:ZM�R9@7@�DQQ�56<7Mb56<Q86̂ 9:76<M�;<=>?HB�e6Q?<=679�6:K�f7J9<�D:78bi?8Q9?78Z�]<>_@�8:�5<9_:6:ZM�DQQb56<7M�56<Q86̂ 9:76<M�;<=>?NB�DQQb56<7M�56<Q86̂ 9:76<M�;<=>?�=:�F><_8Z6Q�I9@J�Û?Q6:7@ N
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