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	4.4
Special warnings and precautions for use
	Cardiac failure
…

In these two trials, the incidence of cardiac failure was low (≤1%) and variable between the studies. No imbalance was observed in the incidence of cardiovascular adverse events overall in either trial. No causal relationship between dutasteride (alone or in combination with an alpha blocker) and cardiac failure has been established (see section 5.1).
Effects on prostate specific antigen (PSA) and prostate cancer detection
…

In the interpretation of a PSA value for a patient taking Duodart, previous PSA values while on dutasteride treatment should be sought for comparison.
Prostate cancer and high grade tumours

In a 4-year study of 8231 men aged 50 to 75, with a prior negative biopsy for prostate cancer and baseline PSA between 2.5 ng/mL and 10.0 ng/mL (the REDUCE study), 1,517 men were diagnosed with prostate cancer.  There was a higher incidence of Gleason 8-10 prostate cancers in the dutasteride group (n=29, 0.9%) compared to the placebo group (n=19, 0.6%).  There was no increased incidence in Gleason 5-6 or 7-10 prostate cancers.  No causal relationship between dutasteride and high grade prostate cancer has been established.  The clinical significance of the numerical imbalance is unknown. Men taking Duodart should be regularly evaluated for prostate cancer risk including PSA testing (see section 5.1).  


	Cardiac failure
…

In these two trials, the incidence of cardiac failure was low (≤1%) and variable between the studies (see section 5.1).

Effects on prostate specific antigen (PSA) and prostate cancer detection
…

In the interpretation of a PSA value for a patient taking dutasteride, previous PSA values should be sought for comparison.
Prostate cancer and high grade tumours

Results of one clinical study (the REDUCE study) in men at increase risk of prostate cancer revealed a higher incidence of Gleason 8 – 10 prostate cancers in dutasteride treated men compared to placebo. The relationship between dutasteride and high grade prostate cancer is not clear. Men taking Duodart should be regularly evaluated for prostate cancer risk including PSA testing (see section 5.1).


	4.6
Fertility, pregnancy and lactation


	Pregnancy 
…

Based on studies in animals, it is unlikely that a male foetus will be adversely affected if his mother is exposed to the semen of a patient being treated with dutasteride (the risk of which is greatest during the first 16 weeks of pregnancy). However, as with all 5 alpha reductase inhibitors, when the patient's partner is or may potentially be pregnant it is recommended that the patient avoids exposure of his partner to semen by use of a condom

	Pregnancy 
…

It is not known whether a male foetus will be adversely affected if his mother is exposed to the semen of a patient being treated with dutasteride (the risk of which is greatest during the first 16 weeks of pregnancy). 
As with all 5 alpha reductase inhibitors, when the patient's partner is or may potentially be pregnant it is recommended that the patient avoids exposure of his partner to semen by use of a condom


	4.8 Undesirable effects


	DUTASTERIDE AND TAMSULOSIN CO-ADMINISTRATION

Clinical Trial Data

Year 2 data from the CombAT study have shown that the incidence of any investigator-judged drug-related adverse event during the first and second years of treatment respectively was 22% and 5% for dutasteride + tamsulosin co-administration therapy,14% and 5% for dutasteride monotherapy and 13% and 4% for tamsulosin monotherapy. The higher incidence of adverse events in the co-administration therapy group in the first year of treatment was due to a higher incidence of reproductive disorders, specifically ejaculation disorders, observed in this group.

The following investigator-judged drug-related adverse events have been reported with an incidence of greater than or equal to 1% during the first year of treatment in the Year 2 analysis of the CombAT Study; the incidence of these events during the first and second year of treatment is shown in the table below:


	DUTASTERIDE AND TAMSULOSIN CO-ADMINISTRATION

Clinical Trial Data

Data from the 4 year CombAT study have shown that the incidence of any investigator-judged drug-related adverse event during the first, second, third and fourth years of treatment respectively was 22%, 6%, 4% and 2% for dutasteride + tamsulosin co-administration therapy, 15%, 6%, 3% and 2% for dutasteride monotherapy and 13%, 5%, 2% and 2% for tamsulosin monotherapy. The higher incidence of adverse events in the co-administration therapy group in the first year of treatment was due to a higher incidence of reproductive disorders, specifically ejaculation disorders, observed in this group.

The following investigator-judged drug-related adverse events have been reported with an incidence of greater than or equal to 1% during the first year of treatment in the CombAT Study; the incidence of these events during the four years of treatment is shown in the table below:

See attached new table
OTHER DATA

The REDUCE study revealed a higher incidence of Gleason 8-10 prostate cancers in dutasteride treated men compared to placebo (see sections 4.4 and 5.1). Whether the effect of dutasteride to reduce prostate volume, or study related factors, impacted the results of this study has not been established.




	System Organ Class
	Adverse Reaction
	Incidence during treatment period

	
	
	Year 1
	Year 2
	Year 3
	Year 4

	
	
Combinationa (n)
	(n=1610)
	(n=1428)
	(n=1283)
	(n=1200)

	
	
Dutasteride 
	(n=1623)
	(n=1464)
	(n=1325)
	(n=1200)

	
	
Tamsulosin 
	(n=1611)
	(n=1468)
	(n=1281)
	(n=1112)

	Nervous system disorders
	Dizziness


Combinationa

Dutasteride


Tamsulosin
	
	
	
	

	
	
	1.4%

0.7%

1.3%
	0.1%

0.1%

0.4%
	<0.1%

<0.1%

<0.1%
	0.2%

<0.1%

0% 

	Cardiac disorders
	Cardiac failure (composite termb)
	
	
	
	

	
	
Combinationa
	0.2%
	0.4%
	0.2%
	0.2%

	
	
Dutasteride
	<0.1%
	0.1%
	<0.1%
	0%

	
	
Tamsulosin
	0.1%
	<0.1%
	0.4%
	0.2%

	Reproductive system and breast disorders, Psychiatric disorders, Investigations


	Impotence
	
	
	
	

	
	
Combinationa
	6.3%
	1.8% 
	0.9%
	0.4%

	
	
Dutasteride
	5.1%
	1.6% 
	0.6%
	0.3%

	
	
Tamsulosin
	3.3%
	1.0% 
	0.6%
	1.1% 

	
	Altered (decreased) libido
	
	
	
	

	
	
Combinationa
	5.3%
	0.8%
	0.2%
	0%

	
	
Dutasteride
	3.8%
	1.0%
	0.2%
	0%

	
	
Tamsulosin
	2.5%
	0.7%
	0.2%
	<0.1% 

	
	Ejaculation disorders
	
	
	
	

	
	
Combinationa
	9.0%
	1.0%
	0.5%
	<0.1%

	
	
Dutasteride
	1.5%
	0.5%
	0.2%
	0.3%

	
	
Tamsulosin
	2.7%
	0.5%
	0.2%
	0.3% 

	
	Breast disordersc
	
	
	
	

	
	
Combinationa
	2.1%
	0.8%
	0.9%
	0.6%

	
	
Dutasteride
	1.7%
	1.2%
	0.5%
	0.7%

	
	
Tamsulosin
	0.8%
	0.4%
	0.2%
	0% 


a
Combination = dutasteride 0.5 mg once daily plus tamsulosin 0.4 mg once daily.
b
Cardiac failure composite term comprised of Cardiac failure congestive, cardiac failure, left ventricular failure, cardiac failure acute, cardiogenic shock, left ventricular failure acute, right ventricular failure, right ventricular failure acute, ventricular failure, cardiopulmonary failure, congestive cardiomyopathy.

c
Includes breast tenderness and breast enlargement.
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