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What is PV? 

“Pharmacovigilance is defined as the science and 
activities relating to the detection, assessment, 

understanding and prevention of adverse effects or 
any other drug-related problem” 

 



Why do we need PV? 

Clinical trials Real world use 



Why do we need PV? 

• Thalidomide: 

 

• Late 1950s -1961 prescribed to 
pregnant women as a cure for 
morning sickness 

 

• >10 000 babies born with birth 
defects worldwide 

 

• Tests on pregnant animals were not 
a legal requirement 

 



A look back 

Late 1950s/early 
1960s 1963 

1975 
1990 

1995 
? 

<1950s 

EMA Committees: 
• CHMP – centralised drugs 
• CMDh – MR/DC drugs 
• PRAC - PV 
• COMP - Orphan 
• HMPC - herbals 
• CAT – Advanced therapies 
• PDCO - Paediatric 
 

1978 



Signal management 

 

Signal Detection 
Drug-ADR combination that is a possible drug 

safety issue 



Signal Detection- NCA 

SCOPE Signal Management – Best Practice Guide: http://www.scopejointaction.eu/_assets/files/WP5-Signal-Management-Best-Practice-
Guide(5).pdf  

 • UK MHRA case study 

– Weekly review 

– Algorithm applied to prioritise reports 

– Established vs Black Triangle/Additional monitoring 

– Discussed at multi-disciplinary meeting 

– Further review discussed at a management meeting 
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Signal management 

 



Regulatory action options 

• Update product information 

– Listed side effects 

– Restrict use – Contraindications, reduce dose 

– Risk management 

• Drug withdrawal, rarely 

CAP product information: http://ec.europa.eu/health/documents/community-register/html/brand_full.htm  
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How we can communicate 
Bulletins 

 

SCOPE Methods of communication: http://www.scopejointaction.eu/_assets/files/SCOPE-WP-6-Topic-1--FINAL-report.pdf  

Bulletins, DHCPs, emails, website, medical journals, press release, 
twitter? Pil/spc update 

 

Social Media 

 

Websites 

 

Press releases 

 

Others: 

• Direct Healthcare 
Professional 
Communication 

• Product information 

 

Medical 
Journals 
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Diclofenac and 
cardiovascular risk 

• Review of diclofenac and cardiovascular risk 
identified serious cardiac events, in 
particular for high and long doses 

• Led to SmPC contraindications, warnings 
and precautions   

• Reclassified from pharmacy to prescription 

• Communicated in PI, press, publication etc 



Risk Management Plans 

 
 



Risk Management Plans 



PASS/PAES studies 

• Can be voluntary or imposed as a condition of MA approval 
• Can be clinical trials or a non-interventional study 

 
Post-Authorisation Safety Study (PASS) 

– Enhance safety knowledge 
– E.g. real world data in special populations 

 
Post-Authorisation Efficacy Studies (PAESs) 

– Every day use efficacy 
– Few to date 

 
 
Non-interventional study details published on the European Network of Centres for 
Pharmacoepidemiology and Pharmacovigilance (ENCePP) website: 
http://www.encepp.eu/encepp_studies/indexRegister.shtml   
 
Clinical trials: https://www.clinicaltrialsregister.eu/  
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Risk Management Plans 



Risk Management Plans 

• Applications for all new MA (including 
generics) 

– New active substance 
– Biologics/Biosimilars 
– New indications – including  extension to a 

different population 
– New route of administration/formulation 

 
• Significant change to an existing 

marketing authorisation 
 

• Reclassification application (e.g. POM to 
Pharmacy-only) 
 

• Emerging safety issues, affecting the risk-
benefit balance  
 
 

 

RMP guidance: http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000360.jsp  
 
Search RMP or EPAR: http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/landing/epar_search.jsp&mid=WC0b01ac058001d124  
 
Orphan drugs: http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/landing/orphan_search.jsp&mid=WC0b01ac058001d12b  
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Thalidomide – Multiple 
Myeloma 

• Reintroduction of a withdrawn drug 

• Pregnancy Prevention Plan 

• Restricted population 

• Controlled distribution 

• Package of educational & training tools 

 



Thalidomide – Leprosy 
(Brazil) 

http://www.bbc.co.uk/news/magazine-23418102   

• Second highest prevalence 
of Leprosy in the world 
(after India) 
 

• 100 cases of birth defects in 
last 6 years 
 

• Government and clinicians 
keen to continue use 
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Sodium valproate & 
neurodevelopmental 

disorders 
 

• Indicated for epilepsy and bipolar 
disorder 

• Risk of congenital malformations 

• Management 

– Communication materials  

– Label warning on packs regarding 
risks in pregnancy 

– Cards and checklists  

 

 



Valproate Dashboard to 
monitor impact in UK 

 



UK prevalence of prescribing 
sodium valproate - CPRD 

 

• Rate of prescribing in 
younger females 
relatively consistent 
 

• Suggestion of 
flattening of expected 
increase in prescribing 
in women 18-45yrs Jul-
Dec 2015 



Early Access to Medicines: 
MHRA 

 

 
EAMS further information: https://www.gov.uk/government/statistics/early-access-to-medicines-scheme-applications-pending-refused-
granted  
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Early Access to Medicines: 
MHRA 
• Dupilumab is a 

monoclonal antibody 
 

• Approved for severe 
atopic dermatitis 
 

• Benefits: Led to reduced 
severity and extent of 
eczema lesions 
 

• Risks: Allergic reactions, 
cold sore, eye 
inflammations and 
worsening asthma 
 

• Public Assessment Report 
published 

EAMS Scientific opinion: https://www.gov.uk/government/publications/early-access-to-medicines-scheme-eams-scientific-opinion-dupilumab-
for-treatment-of-dermatitis  
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PRIME (PRIority MEdicines): 
EMA 
 

• Launched in 2016 

• Mostly oncology 

• 19 approved 

• EMA committees assess 
these 

 

PRIME further information: 
http://www.ema.europa.eu/ema/index.jsp%3Fcurl%3Dpages/regulation/general/general_content_000660.jsp%26mid%3DWC0b01ac0
58096f643  
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Global response 
• Collaboration between academia, 

industry and government 

• Clinical trials fast tracked in the UK 
(<4 days) 

• Multiple Ebola vaccines in 
development 
• One has been approved through 

PRIME (Zaire strain) 

 

 

 

 

 



A look ahead 

• Fast paced 

 

• Personalised medicines 

 

• Social media 

 

• Mobile apps 

 



Questions? 

Contact: 

Kendal.harrison@mhra.gsi.gov.uk 
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