
VI.2 Elements for a public summary 

[Duloxetine] 30/ 60 mg strength products are used to treat adults with the following diseases: 

• major depression; 

• pain due to diabetic peripheral neuropathy (damage to the nerves in the extremities that can 
occur in patients with diabetes); 

• generalised anxiety disorder (long-term anxiety or nervousness about everyday matters) 

[Duloxetine] 20/ 40 mg strength products are used to treat moderate to severe stress urinary 
incontinence (SUI) in women. SUI is accidental leaks of urine during physical exertion or when 
coughing, laughing, sneezing, lifting or exercising.  

VI.2.1 Overview of disease epidemiology 

Duloxetine] 30/ 60 mg strength products 

Major depressive disorder is a condition in which patients have mood disturbances that interfere 
with their everyday life. Symptoms often include deep sadness, feelings of worthlessness, loss of 
interest in favourite activities, sleep disturbances, a feeling of being slowed down, feelings of anxiety 
and changes in weight. Recent analysis estimates that the proportion of a population that at some 
point in their life will experience major depressive disorder is about 6.7 %. 

Diabetic neuropathic pain is often described as burning, stabbing, stinging, shooting or aching or 
like an electric shock. There may be loss of feeling in the affected area, or sensations such as touch, 
heat, cold or pressure may cause pain. Overall, 20–40% of people with diabetes are estimated to have 
pain due to nerve damage. For the year 2013, 382 million people worldwide, or 8.3% of adults, were 
estimated to have diabetes. About 80% live in low- and middle-income countries. The primary risk 
factor for diabetic neuropathy is hyperglycaemia. Loss of feeling is particularly dangerous because it 
can allow injuries to go unnoticed, leading to serious infections and ulceration, diabetic foot disease, 
and major amputations.  

Generalized anxiety disorder is characterized by excessive and persistent worrying that is hard to 
control, causes significant distress or impairment, and occurs on more days than not for at least six 
months. Other features include psychological symptoms of anxiety, such as apprehensiveness and 
irritability, and physical (or somatic) symptoms of anxiety, such as increased fatigue and muscular 
tension. The cause is believed to be related to both genetic and environmental factors. The number of 
people affected by this condition varies between different counties and cultures. In Europe, estimated 
12-month prevalence is 1.7 % to 3.4 % and lifetime prevalence is 4.3 % to 5.9 %. 

[Duloxetine] 20/ 40 mg strength products 

Stress urinary incontinence is a common and chronic condition in women. While not life-
threatening, it can have a significant negative impact on the psychological well-being, social 
functioning and overall quality of life of those affected. Physical changes resulting from pregnancy, 
childbirth, and menopause often contribute to stress incontinence. In young women, the occurrence of 
incontinence is usually low, but prevalence peaks around menopause, with a steady rise thereafter into 
later life. 3% to 17% of women experience moderate to severe incontinence.  
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VI.2.2 Summary of treatment benefits 

Duloxetine] 30/ 60 mg strength products 

The active substance duloxetine, is a serotonin-noradrenaline re-uptake inhibitor. It works by 
preventing the neurotransmitters 5-hydroxytryptamine (also called serotonin) and noradrenaline from 
being taken back up into nerve cells in the brain and spinal cord. 

Neurotransmitters are chemicals that allow nerve cells to communicate with one another. By blocking 
their re-uptake, duloxetine increases the amount of these neurotransmitters in the spaces between 
these nerve cells, increasing the level of communication between the cells.  

Since these neurotransmitters are involved in maintaining high mood and reducing the sensation of 
pain, blocking their re-uptake into nerve cells can improve the symptoms of depression, anxiety and 
neuropathic pain. 

Based on the available data from clinical studies and postmarketing experience of several years, 
duloxetine represents an effective drug in the approved indications. 

[Duloxetine] 20/ 40 mg strength products 

The active substance duloxetine, is a serotonin-noradrenaline re-uptake inhibitor. It works by 
preventing the neurotransmitters 5-hydroxytryptamine (also called serotonin) and noradrenaline from 
being taken back up into nerve cells in the brain and spinal cord. 

Neurotransmitters are chemicals that allow nerve cells to communicate with one another. By blocking 
their re-uptake, duloxetine increases the amount of these neurotransmitters in the spaces between 
these nerve cells, increasing the level of communication between the cells.  

How duloxetine works in SUI is not clear but it is thought that, by increasing the levels of 5-
hydroxytryptamine and noradrenaline at the level of the nerves that control the muscle of the urethra 
(the tube that leads from the bladder to outside), duloxetine causes a stronger closure of the urethra 
during urine storage. By closing the urethra more powerfully, duloxetine prevents the unwanted loss of 
urine during physical stress such as coughing or laughing. 

Based on the available data from clinical studies and postmarketing experience of several years, 
duloxetine represents an effective drug in the approved indication. 

VI.2.3 Unknowns relating to treatment benefits 

Duloxetine has not been studied in subjects under 18 years old in indications of diabetic peripheral 
neuropathic pain, , or stress urinary incontinence. 

VI.2.4 Summary of safety concerns 

Important identified risks 

Applicable for [Duloxetine] 30/ 60 mg strength products and [Duloxetine] 20/ 40 mg 
strength products 

Risk What is known Preventability 

Liver injury Inflammation of the liver (that may 
cause abdominal pain and yellowing 
of the skin or whites of the eyes), 

Patients with liver disease should 
not use this product. 
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Risk What is known Preventability 

increases in liver enzymes, liver 
failure, and yellowing of the skin or 
whites of the eyes (jaundice) have 
been reported with duloxetine.  
 

Patients should talk to their 
doctor or pharmacist before 
taking duloxetine if they are 
currently being treated with 
another medicine which may 
cause liver damage 
 

Suicidality Suicidal thoughts and suicidal 
behaviours have been reported 
during duloxetine therapy or early 
after treatment discontinuation. 
 
Patients are more likely to think like 
this if:  
• They previously had thoughts 

about killing or harming 
themselves; 

• are a young adults. Information 
from clinical trials has shown an 
increased risk of suicidal 
behaviour in adults aged less 
than 25 years with psychiatric 
conditions who were treated with 
an antidepressant. 

 
Depression is associated with 
thoughts of harming or killing oneself. 
These may be increased when first 
starting treatment, since these 
medicines all take time to work, 
usually about two weeks but 
sometimes longer. These thoughts 
may also be increased if medications 
are suddenly stopped. 
 

Close supervision of patients and 
in particular, those at high risk 
should accompany drug therapy 
especially in early treatment. 
If having thoughts of harming or 
committing suicide at any time, 
patients should contact doctor or 
go to a hospital straight away. 
 

Hyperglycaemia 
(Increased levels of sugar 
in the blood) 

Hyperglycaemia has been reported 
with duloxetine, especially in diabetic 
patients. 
 

Patients should talk to their 
doctor or pharmacist before 
taking duloxetine if they have 
diabetes or have a risk of getting 
diabetes.  
 
Patients should talk to their 
doctor or pharmacist if they 
experience symptoms of 
increased levels of sugar in the 
blood, (such as excessive thirst, 
excessive secretion of urine, 
increased appetite and 
weakness) while using 
duloxetine. 
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Risk What is known Preventability 

Stevens-Johnson 
Syndrome (Serious 
illness with blistering of 
the skin, mouth, eyes and 
genitals) 

Stevens-Johnson Syndrome has been 
reported rarely in patients who have 
been treated with duloxetine. 

Patients should inform their 
doctors immediately if they 
experience severe rash, blisters, 
or red patches on the skin while 
using quetiapine. 
Immediate medical treatment 
may be needed. 

Gastrointestinal 
bleeding (vomiting blood, 
or black tarry stools 
(faeces)), 

Gastrointestinal bleeding (vomiting 
blood, or black tarry stools (faeces)), 
has been reported uncommonly with 
duloxetine.  

Patients should talk to their 
doctor or pharmacist before 
taking duloxetine if they have a 
history of bleeding disorders 
(tendency to develop bruises).  
 
Patients should talk to their 
doctor or pharmacist before 
taking duloxetine if they are 
taking other medicines which thin 
the blood or prevent the blood 
from clotting. These medicines 
might increase the risk of 
bleeding. 

Serotonin syndrome (a 
rare reaction which may 
cause feelings of great 
happiness, drowsiness, 
clumsiness, restlessness, 
feeling of being drunk, 
fever, sweating or rigid 
muscles) 

Serotonin syndrome has been 
reported rarely with duloxetine.  
 
Concomitant treatment with 
duloxetine and other medicines that 
increase the level of serotonin may 
increase the risk for Serotonin 
syndrome occurrence.  
 

Patients should not use 
duloxetine concomitantly with 
another medicine known as a 
monoamine oxidase inhibitor 
(MAOI).  
 
Patients must wait at least 14 
days after stoping treatment with 
an MAOI before taking 
duloxetine. 
 
Also, patients must wait at least 
5 days after stoping treatment 
with duloxetine before taking a 
MAOI. 
 
Patients should talk to their 
doctor or pharmacist before 
taking duloxetine if they are 
taking other medicines like 
triptans, tramadol, tryptophan, 
SSRIs (such as paroxetine and 
fluoxetine), tricyclics (such as 
clomipramine, amitriptyline), 
pethidine, St John’s Wort and 
venlafaxine may increase the risk 
of side effects.  
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IMPORTANT POTENTIAL RISKS 

Applicable for [Duloxetine] 30/ 60 mg strength products and [Duloxetine] 20/ 40 mg 
strength products 

Risk What is known (Including reason why it is considered a 
potential risk) 

Cardiovascular events Increased blood pressure has been reported for duloxetine 
including cases of hypertensive crisis (severe increase in blood 
pressure that can lead to a stroke). This was especially seen in 
patients with pre-existing hypertension.  
 
Feeling the heart pumping in the chest (Palpitations) and fast 
and/or irregular heartbeat have been also reported with duloxetine. 
 
Patients should not use duloxetine if they have uncontrolled blood 
pressure or are treated with fluvoxamine which is usually used to 
treat depression, ciprofloxacin or enoxacin which are used to treat 
some infections. Blood pressure should be monitored especially 
during the first month of treatment. Dose reduction or gradual 
discontinuation of duloxetine should be considered for patients who 
experience a sustained increase in blood pressure while using 
duloxetine.  

Upper gastrointestinal tract 
(the esophagus, stomach, and 
duodenum) bleeding events 
with concomitant use of 
NSAIDs (pain medications such 
as ibuprofen or naproxen) 

Gastrointestinal bleeding (vomiting blood, or black tarry stools 
(faeces)) has been reported uncommonly with duloxetine. 
Concomitant use of NSAIDs medications might increase the risk of 
bleeding. 
 

Kidney failure  Patients with severe kidney disease should not use this product. 
Patients should talk to their doctor before taking duloxetine if they 
have a kidney disease. 

MISSING INFORMATION 

[Duloxetine] 30/ 60 mg strength products 

Risk What is known 

Use in children and 
adolescents under 18 years 
of age 

Duloxetine should NOT be used for children and adolescents under 
18 years. Patients under 18 have an increased risk of side-effects 
such as suicide attempt, suicidal thoughts and hostility 
(predominantly aggression, oppositional behaviour and anger) 
when they take this class of medicines. Also, the long-term safety 
effects concerning growth, maturation, and cognitive and 
behavioural development of duloxetine in this age group have not 
yet been demonstrated. 

Use during pregnancy  The safety and efficacy of duloxetine during human pregnancy has 
not yet been established. Duloxetine should only be used during 
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Risk What is known 

pregnancy if the benefits justify the potential risks to the baby. 
 
When taken during pregnancy, similar drugs (SSRIs) may increase 
the risk of a serious condition in babies, called persistent 
pulmonary hypertension of the newborn, making the baby breathe 
faster and appear bluish. These symptoms usually begin during the 
first 24 hours after the baby is born. This potential risk cannot be 
ruled out with duloxetine taking into account the related 
mechanism of action. 

Use in unapproved conditions  Duloxetine is used in adults to treat: depression, generalised 
anxiety disorder (chronic feeling of anxiety or nervousness), and 
diabetic neuropathic pain (often described as burning, stabbing, 
stinging, shooting or aching or like an electric shock).  
Duloxetine should NOT be used for children and adolescents under 
18 years, patients with severe hepatic or kidney impairment. 
Physicians can decide to use duloxetine for the treatment of 
conditions for which the use of duloxetine is not approved. Possible 
adverse effects related to its use in these conditions are not well 
known. 

Concomitant use with 
NSAIDs in elderly patients 
(≥75 years)  

Duloxetine should be used with caution in elderly patients. 
Gastrointestinal bleeding (vomiting blood, or black tarry stools 
(faeces)) has been reported uncommonly with duloxetine. 
Concomitant use of NSAIDs medications might increase the risk of 
bleeding. 
Data on elderly patients exposed to the maximum dose (120 mg 
per day) for major depressive disorder or generalised anxiety 
disorder are limited.  

Long-term safety data in 
chronic pain patients 
 

Long-term safety data in patients with diabetic neuropathic pain is 
missing.  
In these patients, therapeutic benefit should be reassessed 
regularly (at least every three months).  

 

[Duloxetine] 20/ 40 mg strength products 

Risk What is known 

Use in children and 
adolescents under 18 years 
of age 

Duloxetine should NOT be used for children and adolescents under 
18 years. Patients under 18 have an increased risk of side-effects 
such as suicide attempt, suicidal thoughts and hostility 
(predominantly aggression, oppositional behaviour and anger) 
when they take this class of medicines. Also, the long-term safety 
effects concerning growth, maturation, and cognitive and 
behavioural development of duloxetine in this age group have not 
yet been demonstrated. 

Use during pregnancy  The safety and efficacy of duloxetine during human pregnancy has 
not yet been established. Duloxetine should only be used during 
pregnancy if the benefits justify the potential risks to the baby. 
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Risk What is known 

When taken during pregnancy, similar drugs (SSRIs) may increase 
the risk of a serious condition in babies, called persistent 
pulmonary hypertension of the newborn, making the baby breathe 
faster and appear bluish. These symptoms usually begin during the 
first 24 hours after the baby is born. This potential risk cannot be 
ruled out with duloxetine taking into account the related 
mechanism of action. 

Use in unapproved conditions  Duloxetine is used in adults to treat Stress Urinary Incontinence 
(SUI) in women. 
Duloxetine should NOT be used for children and adolescents under 
18 years, patients with severe hepatic or kidney impairment. 
Physicians can decide to use duloxetine for the treatment of 
conditions for which the use of duloxetine is not approved. Possible 
adverse effects related to its use in these conditions are not well 
known. 

Concomitant use with 
NSAIDs in elderly patients 
(≥75 years)  

Caution should be exercised when treating the older people. 
Gastrointestinal bleeding (vomiting blood, or black tarry stools 
(faeces)) has been reported uncommonly with duloxetine. 
Concomitant use of NSAIDs medications might increase the risk of 
bleeding. 

 

VI.2.5 Summary of risk minimisation measures by safety concern 

This medicine has no additional risk minimisation measures. 

VI.2.6 Planned post authorisation development plan 

Not applicable. 

VI.2.7 Summary of changes to the risk management plan over time 

Table 3.  Major changes to the Risk Management Plan over time 

Version Date Safety Concerns Comment 

Not applicable Not applicable Not applicable Not applicable.  
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