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Scope of presentation

• Public health impact of ADRs in Elderly

• Current status of regulatory activities and 
drugs of interest

• Points to Consider

• Way forward



3

“Evidence base” for iPhVWP discussion

• Published literature on healthcare impact of adverse 
drug reactions

• Strengthening pharmacovigilance – patient 
reporting, signal detection

• Regulatory perspective and data from ES surveys 
(Dolores Montero)



4

Healthcare impact of ADRs

• Overall incidence of serious ADRs - 6.7% hospital admissions

• 4th – 6th leading cause of death in USA after heart disease, 
cancer and stroke

Lazarou J. JAMA 1998; 279((15):):1200-1205
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Healthcare impact of ADRs

Pirmohamed et al 2004 BMJ 329; 15-19

6.5% hospital admissions in UK

ADRs were responsible for death of 0.15% 
and 72% were classified as avoidable

Patients admitted with ADRs were 
significantly older (median 76 years, 
interquartile range 65-83) than patients 
without ADRs (66 years, 46-79) 

http://www.bmj.com/content/vol329/issue7456/
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Hospitalisation due to NSAIDs complications
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Direct costs of ADRs in Germany

• Incidence of hospitalization due to at least 
‘possible’ serious outpatient ADRs - 3.25%

• Average treatment costs of a single ADR  €2250 

• Total costs - €434 million per year for Germany 

• Preventable cases 20.1% - potential saving of 
€87m per year

• Mean age of 1834 patients - 71.0 years (SD14.7)

Rottenkolber 2011, Pharmacoepi & Drug Safety; 20: 626–634



8

Opportunities to improve PhVig for 
elderly in New European legislation

Direct patient reporting

Additional monitoring of 
certain medicines 

Signal detection using 
Eudravigilance

Risk management plans

Information in patient 
leaflets
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Special aspects of elderly population

Co-morbidities leading to polypharmacy and 
relevant drug interactions
• 35% of patients above 65 with 3 or more concomitant 

illnesses
• Integrated review often lacking, dealing to duplication and 

“cascade” of drugs

Functional status eg calcium antagonists in patients 
with chronic constipation

Cognitive status especially relevant in frail patients
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Special aspects of drugs in the elderly

Pharmacokinetics
• Higher distribution of lipid soluble drugs
• Decreased hepatic metabolism capacity
• Progressive deterioration of renal function not 

reflected by serum creatinine

Pharmacodynamics 
• Decreased circulatory response (postural control, 

thermoregulation, cognitive function)
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Atypical ADRs in the elderly

Examples – risperidone 
and mild subclinical 
extrapyramidal effects eg 
aspiration pneumonia (not 
overt EPS)

ADRs which resemble 
disease under treatment – 
eg acyclovir and lethargy, 
convulsions 
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Current regulatory situation

• Are the elderly accurately represented in 
clinical trials?

• Does the marketing authorisation / SPC 
provide helpful information for prescribing in 
the elderly? 

• What about risk management plans?
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Clinical Trials authorised by AEMPS 
1993- 2009

Elderly population included in 30% of clinical trials

The percentage has increased over time 

14% of trials in 1993

50% of trials in 2009)
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Current regulatory status – ES review

Specific information in marketing authorisation 
on the 100 drugs most consumed by the elderly:

• 52% specific PK information
• 6% specific PD information
• 81% specific posology
• 46% specific warnings
• 16% specific interactions
• 15% specific information on ADRs
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Some current drugs of interest in elderly

Cilostazol – CVS ADRs, interactions

Citalopram/escitalopram – QT prolongation

Tramadol – CNS ADRs

Dronedarone – hepatic, pulmonary ADRs

Dabigatran - haemorrage

Antipsychotics – increased mortality
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Atypical antipsychotics

Clinical trial data on 
risperidone and 
cerebrovascular adverse 
events

- Meta-analysis

in 2004
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Conventional antipsychotics
Epidemiological 
studies 2007

- Schneeweiss et al

- Gill et al
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Pharmacovigilance in elderly 
- Points to consider (1)
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Pharmacovigilance in elderly 
- Points to consider (2)
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Pharmacovigilance in elderly 
- Points to consider (3)
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Conclusion
• Some regulatory progress in addressing the special 

issues for drug safety in elderly – probably not 
enough

• Mismatch between CT population and real life use in 
elderly means significant knowledge gap

• Special issues of elderly need to be considered in all 
phases of drug regulation 

• Potential to minimise harms in elderly from 
effective pharmacovigilance
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Way forward

• Maximise opportunity of new 
pharmacovigilance legislation

• Proposals for FP7 funding in key  
therapeutic areas

• Engage ENCePP network in 
strategy to strengthen 
pharmacovigilance in elderly
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