
PVI.Table 4 (cont'd) Summary of risk minimisation measures 

Safety concern Routine risk minimisation measures Additional risk 
minimisation measures

Missing information

Treatment of pregnant and 
breastfeeding women

Routine pharmacovigilance; packaging, labelling and 
instructional information. SPIRIVA is a prescription-
only medicine.

None.

Treatment of paediatric 
patients

Routine pharmacovigilance; packaging, labelling and 
instructional information. SPIRIVA is a prescription-
only medicine.
For asthma, a total of 7 studies were discussed and 
agreed with the Paediatric Committee in the context 
of a Paediatric Investigational Plan procedure 
(EMEA-000035-PIP02-09) in January 2013.

None.

Long term safety for 
indication asthma

Routine pharmacovigilance; packaging, labelling and 
instructional information. SPIRIVA is a prescription-
only medicine.

None.

Patients with a recent 
history of myocardial 
infarction, unstable or life-
threatening cardiac 
arrhythmia, paroxysmal 
tachycardia, and 
decompensated heart 
failure

Routine pharmacovigilance; packaging, labelling and 
instructional information. SPIRIVA is a prescription-
only medicine.

None.

PART VI.2 ELEMENTS FOR A PUBLIC SUMMARY

Part VI.2.1 Overview of disease epidemiology

Chronic obstructive pulmonary disease

COPD constricts a patient’s airways, and leads to difficulty breathing. Smoking, outdoor air 
pollution, occupational exposures and a history of asthma are the main risk factors for COPD 
[R13-0339, R13-0333]. Genetic factors may also be important [R13-0348].

COPD ranked fourth in 2004 as a leading cause of death, attributable for 5.1% of all deaths
worldwide, and is projected to become the third leading cause of death in the world by 2030 
(with 8.6% of all deaths worldwide; [R09-4326]). The World Health Organisation estimates 
that about 64 million people currently have COPD [R12-1073]. About 200 000 to 300 000 
people die in Europe from COPD each year [R10-2310]. 

People who have COPD also frequently have other common illnesses such as hypertension, 
diabetes mellitus, heart failure, or psychiatric illness. Patients with COPD are at significantly 
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higher risk of having depressive symptoms [R10-2327] that are strongly associated with a 
lower quality of life. 

Asthma

Asthma is a chronic inflammatory disease of the airways characterised by recurring episodes 
of wheezing, breathlessness, chest tightness, and coughing [P11-11151]. Asthma is one of the 
most common chronic diseases, with up to 300 million people of all ages affected worldwide. 
By 2025, it is expected that this number will rise to 400 million worldwide [P10-03196, P10-
04640]. 

Each year, about 1 in 250 adults will develop asthma in Europe and North America. Overall,
about 1 in 12 adults suffers from asthma in Europe. Deaths from asthma account for about 1 
in every 250 deaths worldwide. Women and elderly people have a greater risk of death from 
asthma.

Common risk factors for asthma include exposure to allergens (e.g. those from house dust 
mites, pets, cockroaches, pollen, certain plants, and moulds) [P11-03536], occupational 
irritants [R13-2630], tobacco smoke, respiratory (viral) infections [R13-2824], chemical 
irritants, and certain medications (e.g. aspirin and beta blockers) [P05-05858].

Part VI.2.2 Summary of treatment benefits

For COPD, clinical trials showed that:
 SPIRIVA® is efficacious for 24 hours after inhalation.
 Treatment with SPIRIVA® can reduce the risk of COPD exacerbations (flare-ups), 

reduce dyspnoea (shortness of breath), and improve quality of life.
 SPIRIVA® improves lung function in both COPD and asthma.
 Patients using SPIRIVA® use their rescue inhalers less often than patients on 

placebo.

For asthma, clinical trials showed that: 
 SPIRIVA® is efficacious for 24 hours after inhalation.
 Patients on SPIRIVA® had improved breathing function compared with patients on 

placebo (measured in terms of forced expiratory volume in 1 second (FEV1) peak0−3h, 
trough FEV1, and peak expiratory volume in the morning and afternoon).

 Patients on SPIRIVA® had longer times between asthma exacerbations, and better 
control of their asthma (higher ACQ responder rate) than patients on placebo.

Part VI.2.3 Unknowns relating to treatment benefits

Clinical experience with SPIRIVA® in pregnant or breast-feeding women is very limited. 
There are no data available to state that efficacy is either enhanced or reduced in specific 
populations. Information on the potential long-term effects of SPIRIVA® in children is not 
yet available. 
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Part VI.2.4 Summary of safety concerns

Part VI.2.4.1 Important identified risks

There are no important identified risks for SPIRIVA®.

PVI.Table 5 Important potential risks

Risk What is known, and why this is considered a potential risk

Cardiac mortality This is a potential risk for any patient with COPD. Boehringer 
Ingelheim carefully evaluates all reports of cardiac mortality for 
patients on SPIRIVA® as part of an enhanced pharmacovigilance 
program.

Blood and lymphatic system 
disorders

Certain co-morbidities and concomitant medications prevalent in the 
elderly COPD patient population may account for a considerable 
number of blood dyscrasias. None of the cases analysed to date have 
been found to contain compelling evidence of a causal relationship to 
treatment with SPIRIVA®.

Blood glucose increased COPD is frequently associated with type 2 diabetes mellitus, and this 
risk is monitored for that reason. There is no evidence that patients 
using SPIRIVA® are at greater risk of increased blood glucose than 
other patients.

Psychiatric disorders Depression, anxiety, panic attacks, and other psychiatric disorders are 
common in patients with COPD and/or asthma, and this risk is 
monitored for that reason. However, there is no evidence that patients 
using SPIRIVA® are at greater risk of psychiatric disorders than other 
patients. 

Syncope Syncope (fainting) is common in the elderly, including those with 
COPD, and this risk is monitored for that reason. However, there is no 
evidence that patients using SPIRIVA® are at greater risk of syncope 
than other patients. 

Cardiac disorders (ischaemic 
heart disease, myocardial 
infarction, cardiac arrhythmia, 
cardiac failure, angina pectoris)

Cardiac disorders are common in older people, including those with 
COPD. There is no evidence that patients using SPIRIVA® are at 
greater risk of cardiac disorders in general than other patients. 

Vascular disorders (aneurysm, 
hypertension)

Aneurysm and hypertension are common in patients with COPD, and 
the risk increases with age. Boehringer Ingelheim monitors this risk for 
that reason. However, there is no evidence to suggest that patients using 
SPIRIVA® are at greater risk of aneurysm or hypertension than other 
patients.

Renal failure Renal failure is a potential risk for older people, including those with 
COPD, and this risk is monitored for that reason. However, there is no 
evidence that patients using SPIRIVA® are at greater risk of renal 
failure than other patients.
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PVI.Table 5 (cont'd) Important potential risks

Risk What is known, and why this is considered a potential risk

Overdose Overdose of any drug is an issue of concern. Cases of overdose of 
SPIRIVA® occur very rarely and do not have serious clinical 
consequences. The highest exposure of SPIRIVA® tested in clinical 
studies was a single dose of 282 mcg in healthy volunteers, 
corresponding to inhaling the contents from about 15 capsules or 
swallowing about 90 capsules. No adverse signs or symptoms were 
observed at this dose.

Part VI.2.5 Missing information

PVI.Table 6 Missing information

Risk What is known

Treatment of pregnant and/or 
breastfeeding women

Pregnant and breastfeeding women were not allowed to take part in 
COPD and asthma clinical trials for their own safety. Therefore, there is 
no clinical experience using SPIRIVA® in these women. 

Treatment of children (aged 18 
years or younger)

As COPD is a disease of adulthood, children aged under 18 years were 
not included in any of the trials with SPIRIVA® in COPD. For asthma, 
a total of 7 clinical trials have been carried out studying SPIRIVA® 
treatment in children, but a full assessment of the results is not yet 
available.

Long term safety for indication 
asthma

There is extensive market experience and clinical trial experience for 
SPIRIVA®. Patients in asthma trials have been exposed to SPIRIVA® 
for up to 12 months. Therefore, there is no experience with adverse drug 
reactions occurring in patients in asthma trials after 1 year.

Patients with a recent history of 
myocardial infarction, unstable or 
life-threatening cardiac 
arrhythmia, paroxysmal 
tachycardia, and decompensated 
heart failure

Patients with serious, unstable cardiac conditions were excluded from 
COPD and asthma clinical trials. Although very few patients who 
enrolled in these clinical trials had a history of, or experienced a cardiac 
disorder during the trials, the data are too limited to draw any 
conclusion.

Part VI.2.6 Summary of risk minimisation measures by safety concern

All medicines have a summary of product characteristics (SmPC) that provides physicians, 
pharmacists and other healthcare professionals with details on how to use the medicine, the 
risks, and recommendations for minimising them. An abbreviated version of this in lay 
language is provided in the form of the package leaflet. The measures in these documents are 
known as routine risk minimisation measures. 

SPIRIVA® is not subject to any additional risk minimisation measures. 
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Part VI.2.7 Planned post-authorisation development plan

The development plan for SPIRIVA® currently does not include any post-authorisation 
studies.

Part VI.2.8 Summary of changes to the RMP over time

PVI.Table 7 Major changes to the RMP over time

Version Date Safety concerns Comment

7.0 09 Mar 2015 The important potential risk cardiac 
mortality was re-added to the RMP.
“Patients with a recent history of 
myocardial infarction, unstable or life-
threatening cardiac arrhythmia, 
paroxysmal tachycardia, and 
decompensated heart failure” added as 
missing information.

Changes were requested in the 
reference member state RMP 
assessment report dated 
09 Feb 2015

6.0 22 Oct 2014 Removal of all-cause mortality, cardiac 
mortality (a risk for RESPIMAT® only), 
and sudden death/unspecified death as 
important potential risks, following 
refutation by TIOSPIR® trial.
Treatment of children (aged 18 years or 
younger) and long term safety for 
indication asthma added as missing 
information.

For more information, and a 
discussion of the current status 
of the removed safety concerns, 
refer to Appendix 12.

5.1 07 May 2014 No changes made to the safety concerns. FAVYND INPRESGO 18 mcg, 
inhalation powder, hard capsule 
and TIOTROPIUM BROMIDE 
INPRESGO 18 mcg, inhalation 
powder, hard capsule added as 
new formulations. No other 
content changes. Submitted for 
Favynd Inpresgo and 
Tiotropium Bromide Inpresgo
only.

5.0 30 July 2013 All important identified and potential 
risks for COPD also adopted for the 
asthma indication. No new risks specific 
for asthma.
Respiratory mortality and 
lymphoadenopathy removed as 
important potential risks.

Information on the asthma 
indication was added to the 
RMP.
Information on COPD was
adapted to comply with the 
requirements of the updated 
RMP guidance.

4.0 27 Oct 2011 Stroke, arthralgia, myalgia, and muscle 
weakness removed as important potential 
risks.
Angina pectoris added as important 
potential risk, as part of cardiac 
disorders.

The Marketing Authorisation 
Holder had proposed to remove 
these risks in Version 3.0 of the 
RMP, based on case review and 
data analysis.
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