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Benign prostatic hyperplasia is a non-malignant proliferation of both the stromal and epithelial cells of the
prostate in the transitional zone surrounding the urethra.

This is one of the most common diseases in men with an incidence that increases with age. The prevalence of
BPH is 20% for men in their 40s, reaches 50% to 60% for men in their 60s & increasing to 80% to 90% of those
older than 70 years of age.2

The etiology of BPH is influenced by a wide variety of risk factors, in addition to the direct hormonal effects of
testosterone on prostate tissue.

Testosterones are converted to dihydrotestosterone (DHT) by the catalysis of 5a-reductase (5AR). Excessive
expression of DHT triggers the proliferation of prostate epithelial and stromal cells that leads to the develop-
ment of BPH. This may eventually lead to bladder outlet obstruction and subsequent lower urinary tract
symptoms (LUTS) affecting patient’s quality of life (QOL)."3

Hence, the goal of treatment of patient’s with BPH is to relieve LUTS and slow the clinical progression of BPH
while improving patient QOL.#

Tamsulosin-dutasteride is a combination of two drugs, acts synergistically with dual mechanisms of action to
improve symptoms in patients with BPH.>

Tamsulosin is a selective antagonist at a1A and a1B adrenoceptors in the prostate and bladder neck. Blockage
of these receptors causes relaxation of smooth muscles in the bladder neck and prostate, and thus decreases
urinary outflow resistance.®

Dutasteride is a selective 5a -reductase inhibitor (5-ARI) that inhibits conversion of testosterone to dihydrotes-
tosterone (DHT) - the androgen primarily responsible for hyperplasia of prostatic tissue.é

Tamsulosin Dutasteride
L 8 1
Selectively blocks aT-adrenergic receptor in the prostate Inhibits 5a -reductase enzyme

Relax the smooth muscles of the prostate Prevents the conversion of testosterone to
Expands the prostatic part of the urethra dihydrotestosterone (DHT)

Improve LUTS & Reduces the chances Prevents hyperplasia of prostate cells
of acute urinary retention (AUR)

Tamsulosin-dutasteride combination is used for prevention of the progression of BPH, to reduce prostate
size, alleviate symptoms, improve urinary flow and reduce the risk of acute urinary retention and the need
for BPH-related surgery.

Combination therapy with dutasteride and tamsulosin is a highly efficacious medical treatment in patients
with BPH which could be safely tolerated and administrated for + 4 years.

In the CombAT trial in men with BPH, moderate to severe LUTS & an increased risk of disease progression,
the total International Prostate Symptom Score (IPSS) score improved to a significantly greater extent with
dutasteride plus tamsulosin than with dutasteride or tamsulosin alone after 2 and 4 years therapy.



(9 After 4 years therapy, the time to first acute urinary retention or BPH-related surgery significantly (p < 0.001) favored men receiving dutasteride
plus tamsulosin versus those receiving tamsulosin alone.

19 Mean or median serum PSA levels were reduced from baseline by >55% in men with BPH who received dutasteride plus tamsulosin.

9 Mean prostate volume was reduced from baseline by 26-28% in men with BPH who received dutasteride in combination with tamsulosin once
daily for 4 years.

19 Health-related quality of life and treatment satisfaction were improved to a significantly greater extent with dutasteride plus tamsulosin than with
dutasteride or tamsulosin alone.

Superior to monotherapies with either tamsulosin or dutasteride

Tamsulosin & dutasteride significantly reduces BPH Tamsulosin & dutasteride is statistically superior
progression, chance of AUR & BPH related surgery® to monotherapies in increasing urine flow®
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Combination treatment with an a1-blocker (Tamsulosin) & a 5a-reductase Inhibitor (Dutasteride) is recommended
in men with moderate to severe BPH with an increased risk of disease progression (prostate volume > 30 cc; PSA >1.5 ng/ml)."
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