Inturia-D

Tamsulosin Hydrochloride & Dutasteride

Composition

Inturia-D Capsule: Each capsule contains Tamsulosin Hydrochloride Ph. Eur.
0.4 mg & Dutasteride USP 0.5 mg.

Pharmacology

Tamsulosin & Dutasteride is a combination of two drugs with complementary
mechanisms of action to improve symptoms in patients with Benign Prostatic
Hyperplasia  (BPH). Tamsulosin  Hydrochloride, an antagonist of
alpha1A-adrenoreceptors and Dutasteride, a dual 5 alpha reductase inhibitor
(5ARI).

Treatment of BPH with alpha1-adrenoreceptor blocking agents and 5ARIs
results in an improvement in urine flow rate and a reduction in symptoms of
BPH.

Tamsulosin: An alpha1-adrenoreceptor blocking agent that affects the dynamic
component of BPH by inhibiting alpha1-adrenoreceptors in the stromal prostatic
smooth muscle and bladder neck. Blockade of these adrenoreceptors can cause
smooth muscles in the bladder neck and prostate to relax. Specifically,
Tamsulosin exhibits selectivity for both alpha1A and alpha1D-receptors over the
alpha1B adrenoreceptor subtype. These three adrenoreceptor subtypes have a
distinct distribution pattern in human tissue. Whereas approximately 70% of the
alphai-receptors in human prostate are of the alpha1A subtype, the human
bladder contains predominantly the alphalD subtype while blood vessels
express predominantly alpha1B subtype. It is further believed that blockade of
the alpha1D subtypes in the human obstructed bladder may be responsible for
reducing detrusor overactivity and subsequent relief of storage symptoms.
Dutasteride: A synthetic 4-azasteriod compound is a competitive and specific
inhibitor of both Type | and Type Il 5 alpha-reductase isoenzymes that affects the
static component of BPH by inhibiting the conversion of Testosterone to
Dihydrotestosterone  (DHT) by the enzyme 5 alpha-reductase. 5
alpha-reductase exists as 2 isoforms, Type | and Type I, both of which are
present in the prostate. It has been observed that compared to normal tissue,
the expression of both isoenzymes are increased in BPH tissue. Dissociation
from this complex has been evaluated under in vitro and in vivo conditions and
is extremely slow. Dutasteride lowers DHT levels and leads to a reduction in
prostatic volume, thereby treating an underlying cause of BPH. Dutasteride does
not bind to the human androgen receptor.

Indication

Combination of Tamsulosin Hydrochloride & Dutasteride capsules are indicated
for the treatment of moderate to severe symptomatic Benign Prostatic
Hyperplasia (BPH) in men with enlarged prostates. Tamsulosin in combination
with Dutasteride has been shown to reduce symptoms of BPH, improve urinary
flow and reduce prostate size and was statistically significant to Tamsulosin
monotherapy. Tamsulosin in combination with Dutasteride was statistically
significant to Tamsulosin monotherapy but not Dutasteride monotherapy at
reducing the relative risk of Acute Urinary Retention (AUR) or BPH-related
surgery.

Dosage & Administration

Recommended Dose and Dosage Adjustment

Adult males (including geriatric patients): The recommended dose of
combination is one capsule daily taken orally approximately 30 minutes after the
same meal.

Although an improvement in symptoms may be observed after 3 months in some
patients, it can take up to 6 months before a response to the treatment can be
achieved.

Missed Dose: If a dose is missed, it can be taken later in the same day. Extra
capsules taken for missed doses are not necessary. Do not take two doses in
the same day.

Renal impairment: The effect of renal impairment on Tamsulosin-Dutasteride
pharmacokinetics has not been studied. No adjustment in dosage is anticipated
for patients with renal impairment.

Hepatic ~impairment: The effect of hepatic impairment on
Tamsulosin-Dutasteride pharmacokinetics has not been studied so caution
should be used in patients with mild to moderate hepatic impairment. In patients
with severe hepatic impairment, the use of this capsule is contra-indicated.
Contraindications

Dutasteride-Tamsulosin combination capsules are contraindicated in-

* Pregnancy and women of childbearing potential.

* Pediatric patients.

+ Patients with previously demonstrated, clinically significant hypersensitivity to
Dutasteride or Tamsulosin, or any component of the capsule.

Precautions

Combination of Tamsulosin & Dutasteride is for use in men only. Women who
are pregnant, or who may become pregnant, should not handle combination as
it may pass through the skin. Combination may affect the normal development
of the external genital organs in a male baby. As with all alpha1-adrenoceptor
antagonists, a reduction in blood pressure can occur in individual cases during
treatment with Tamsulosin, as a result of which, there is a potential risk of
syncope. At the first signs of orthostatic hypotension (dizziness, weakness), the
patient should sit or lie down until the symptoms have disappeared. Do not use

combination with other alpha-adrenergic antagonists, as this may increase the
risk of hypotension.

Do not use this combination with strong inhibitors of cytochrome P450 (CYP)
3A4 (e.g., Ketoconazole). Use caution in combination with moderate CYP3A4
inhibitors (e.g., Erythromycin) or strong (e.g., Paroxetine) or moderate CYP2D6
inhibitors, or known poor metabolizers of CYP2DG6.

Men should not donate blood until at least 6 months have passed following their
last dose of combination. The purpose of this deferred period is to prevent
administration of Dutasteride to a pregnant female transfusion recipient.
Intraoperative Floppy Iris Syndrome: Intraoperative Floppy Iris Syndrome
(IFIS, a variant of small pupil syndrome) has been observed during cataract
surgery in some patients treated with alpha1- adrenoreceptor blockers, including
Tamsulosin.

Priapism: Priapism (persistent painful penile erection unrelated to sexual
activity) has been associated (probably less than 1 in 50,000) with the use of
alpha-adrenergic antagonists. This condition can lead to permanent impotence
if not properly treated; patients must be advised about the seriousness of the
condition. Dutasteride is absorbed through the skin and therefore contact with
leaking capsules must be avoided. If contact is made with leaking capsules, the
contact area should be washed immediately with soap and water.

Side effects

The most common side effects reported in subjects receiving combination
therapy were impotence, decreased libido, breast disorders (including breast
enlargement and tenderness), ejaculation disorders and dizziness. The
percentages of subjects with ejaculation disorders, decreased libido and
impotence were higher in the combination therapy group compared with either
monotherapy groups.

Drug Interactions

Strong Inhibitors of CYP3A4: Tamsulosin-containing products, including
combination, should not be co-administered with strong CYP3A4 inhibitors (e.g.,
Ketoconazole) as this can significantly increase Tamsulosin exposure.
Inhibitors of CYP2D6 and Moderate Inhibitors of CYP3A4:
Tamsulosin-containing products, including combination should be used with
caution when co-administered with moderate inhibitors of CYP3A4 (e.g.,
Erythromycin), strong (e.g., Paroxetine) or moderate (e.g., Terbinafine) inhibitors
of CYP2DS, or in patients known to be poor metabolizers of CYP2D6 as there is
a potential for significant increase in Tamsulosin exposure.

Cimetidine: Caution is advised when Tamsulosin-containing products, including
combination are co-administered with Cimetidine.

Other Alpha-adrenergic Antagonists: Tamsulosin-containing products,
including combination should not be co-administered with other
alpha-adrenergic antagonists because of the increased risk of symptomatic
hypotension.

Phosphodiesterase-5 Inhibitors (PDE-5 Inhibitors): Caution is advised when
alpha adrenergic antagonist-containing products, including combination, are
co-administered with PDE-5 inhibitors. Alpha-adrenergic antagonists and PDE-5
inhibitors are both vasodilators that can lower blood pressure. Concomitant use
of these 2 drug classes can potentially cause symptomatic hypotension.
Warfarin: Caution should be exercised with concomitant administration of
Warfarin and Tamsulosin-containing products, including combination.
Pregnancy and Lactation

Pregnancy: Combination of Tamsulosin & Dutasteride is contraindicated for use
in women. There are no adequate and well-controlled studies in pregnant
women of this combination or its individual components. Dutasteride has not
been studied in women because pre-clinical data suggests that the suppression
of circulating levels of Dihydrotestosterone may inhibit the development of the
external genital organs in a male fetus carried by a woman exposed to
Dutasteride.

Lactating Mother: This combination is contraindicated for use in women. It is
not known whether Tamsulosin or Dutasteride are excreted in breast milk.
Pediatric Use

This combination is contraindicated for use in children. BPH is not a disease of
childhood. Safety and effectiveness of Tamsulosin or Dutasteride in children
have not been established.

Overdose

No data are available with regard to overdosage.

Storage

Store in a dry place below 25°C, protect from light. Keep out of the reach of
children.

How Supplied

Inturia -D Capsule (20s): Each box contains 20 (2x10’s) capsules in blister
pack.

Manufactured by:
b DBL Pharmaceuticals Limited
~7= 4 Surabari, Kashimpur, Gazipur, Bangladesh

C:10400402
www.dbl-pharma.com




BoUrngu-iW

IR QRGP + GOICEIRE

T

STRRRI-FE FreRgE: &b Fporpe Site S QG ERIRT FT Tt
0.8 .21, 932 THIEBAIRT 28GA 0,¢ .4,

FrfiteEfe

ST @ QO ' vt W@ W q REiEw @wbhe
ZRAetEt  (RPIa3p)-a3  @fom e o Sregente
TREFRITT 2, G35 AT, AGIATTEEI T GHIANRS 432 GHIEs13e
A G35 17 ¢ ATF-RURFEE TR (¢-aoNFeNz) |

€-99HE G W - G FR GTers |l ieeoTs w0 T@ @qd
A Tgfe Afxe 77 32 [WIET (@esHT ZRARPRE Sopefera gmare 27 |
Bt @I e, - Qe g aters T [ g Afew
ST~ QTGS (T, -A) 4T S T (ATFEHF (17 8 e
FF (PTIZE T K | T T (05 ¢ JTR G «@F (FPE AgHe
TIF! (AF P TR T AR | S [riwe, e {9 o
S, ¢ S, & @7 @ffs et e 07 | 92 foqfs qmEmTHE
TarcRR fog ey Bopte feqrm fmda qwte | @RI (@055 wiEe,
GEEGISEE 0% T WFT@l, @ AR R JqafFe e & ARG ¢
FEAEATS e 7 OAGRY $AfEe | gRe e 9 7w, yarfe
afsasre! SeTl; & RTrPhats Il e SR NGTT 77 S0 AT | T (CHFH
(F@fera TR (R SfeRrEIfel @ Y@ (R SrEel AG® St va

el
TOICBARE: ¢ e 8-qwsare TAmMEG ¢ SEw-Rene SRe
TSR BIRA-3 ¢ 51272 7 @3 aferarlt ¢ Affie Eafzfita- af Growsa
AR ¢ SETHl-TlE Z30WT GrEBrsa (f6ussh) Foed e ades a5
99 T (935 @ B SAmE efeife 0 | (@Iehs €9 T ¢
FETF-HOFEA B1ZA-3 ¢ BZo-3 ToF NI [y A | AR o
AT Gl 0 22 At 27 @, [fHa3s Bopre Son wRrnaTeiaT 3 tafiEy
e =it 1 3 TocGT @ ferel srgr onal A (7, ZRie 21e it wrone &g efgfon |
TOIEA12T CUBHH (PSS A (77 €3 O (ATFO007 SToT IR AT
3 | ofR R4 7 ety ot Ige 27 | TR @I RErbeER A
QOITHAIZT IHRE 7 |

ot

AT @5HE 2RAebrE TR (A S M@ ot TS (@ehs afyd
Jrace FOAfe | IR 0 THIEEAIRT GF0a (RATTE ¥ [P19%5 @7
Topref efire =7, Y@ eRIRA TEF Sgfe 7, (ATF60 U7 W[ ZHee - 3l
WY@ BIICEIT 2RI (0 789 31 | GRISTS @ Sjfeo el ¢ 192y
@7 o BT 2 IR IPE R T AR S - A
T BIPICE S (TR0 8 7% |

W@ 8 ARRR:

e @ e @ AT

AT 4T (ITF @INR): SIS Ty 2057 A1 F1oF7e eifefire @z g
AT Q=R wo T o7 |

e fg fog @ cFa o w7 #72 Egf ~ifiafirs 20, o3 b W =K T
T #Ite S GTaT ORI CFCE |

T (T TG AW I, O ©F AT @63 T (731 AT | A9 G TGl & Toly
SR I AR LG (2 | GFE e 7o Tl (71 A T |

TR SRS SIPIAGT- THHHIRE FHIAIRADT-97 47 8
IO Qo o el T4 QA | R SR @ @M (g
TS @l ATGTT (I FEHS! (72 |

TJ© SREFIE: HIAIH-GoARe FREERADT 47 T g
SR eer oy A w9 2l | el gg @ Wi e e
@NCR (FE T2 ARG S IO QA | AT IO TFRF
QTR 0, BITETTA-So 04128 7 JRER i ¥re 74 |

afefammt

BIPEAITA- THIehaee e efsfimfe:

« TOIBIT ¢ AR TG MW (0 |

o R (T |

o (@9 @A THIEGAIRT T BIPICEAIRT AT FHRFDE Oy (T FACATS @7
4fs 77 (7T A AL |

RISRIEN]

BIPIEIRA Q3 THITOAIZICR ST 2P0 Gy oo |

T SETER,, AUGLAREIHT GBANEDT TS GIPEINT FEbHIAE SR (Felre
M | (TG FCIor-«7 (7 TEDIToe SR ANRE @R 9<gl) e
R | BT T aebAR et e (e R i w4, videren) o
ST TG G S I I0T APS A, T | 4@ Somref Wfereg a7 | Sy
ST QTGRSR GBIAEET AL 9 FHTT GIZE 91 Sfowad | @
qre 7 FSHR I Ja 21 2 | @ARg FAETHAD §T Ao F0e ATE 93

[ QUIF IRGETT A 2O FACO AT, (RGNl oTSqer T ASqret
TS JNRA SIE 93 SRR = 41 1203 e 4 o

ARUIET P450 (CYP) 3A4 7 e Eafefba (RFoTamiTe) aa e ¥
IR RRIT S0 TMR | CYP3AS €T Tw 30 (FMBQmalim) =
(CYP) 2D6 @7 ifesieft RGBT (AT a1 TN IAREGT Wt get
(OICIETIREICES Y IR CFq N\Nf\‘ﬂ IETH 0O RS |

@3 FRCEAD IR 2R B DT T 41 (A [0 AFCS A | @3
I QU T7F Fhod O AT (T |

THAEe Ff SRR BEm: SITEtE TR S e e
GBS i ofeTige @it =i Setiaea ot g @it 251 et
TP et BRTe (IFIS, AT 0 SRe P o T |
frifem: @ e @I e, IS @IS AT IR I feed
(TS &S 0,000 T GITS W) TP (@ THF o TAE
foTera I (T Tt | A fofeee a1 et @3 o FR (e o et
A0S =/ | 3 7] TP CFIG @Y 7 @INE SAw! frre et 2052 |
QIEHAITT P (AF (<IifTe =7 | ok FPER SRI%© oy ot @9 76
QHITBAICE A (A SR ST 5e10e 209 | T SRy fog zear e
e ST GG AL B AT ¢ AR e oifis e 0 (@10e 204 |
sir-effeferr

FIRCTIT (I azerpaT el Ty oot s e Ara@e Ardefslemmet
T oFEgRITel, (T 30, B I (37 3w 9k @Sl 7R), fHired
I @2 AT T | AR (1 @eTor TR Qo e eied ify,
forfRTeT ST A 4R AFTPRITOR *IT *oieet @ feeT |

S ST AT el

CYP 3A4 47 “fE1& TG @y CYP 3A4 «F *feialr 3G (@we-
FRCTTTR BT TTafere 89 @2 AN LT T4 A 1 |

CYP 2D6 7 3BT @k CYP 3A4 7 TN ZHREGT: SIratre «ae
NRE 8 IV OGS 6T TR ARKITOR A JER 41 8w | fpere
4T QT CYP3A4 €F T4 SR04 (- ZARWIZHM), *ifemiet 2afzfba
(- “AIECHD) 932 T4 2R (- BRA@IET) @7 e I (1T
1 T SN QI @AW (R0 I CYP2D6 AT ol 1o e il 0 |
I TS B G 1l STErCrely ©ICd g AT QI TR |

S ST GGAIEF GBI SR ST 7o 894 iy
ST QTGS GG AT TR F1 A 1 | (F1 4TS Goppofag o
TEHIAR Y AT |

TARICIR OBIHE-¢ IRRGT (PIfER-¢ ZRRRB%): weme wrgfee «branfes
e 8¢, fifS3-¢ ITRROEET MY IR TH@ ToF©! TTH] FCO &
TR | S QA BNt «3e #ifte-¢ 2Rt Soae aearee et
XOIR T TSHIAZI AW | 7R A S 0 IR G o wweniol oyfe
TS A |

STRACHE: ST TAfeTe Sy 8¢ ((T-SHTT) ST AL
I (0T O] TR 4] GO |

TERZR 8 TR

NETZT: ST Q32 GHIEEAIZT SHCTT TAWE Ty 7% | ST AT
Tod O3 SR A G SAMI o1 6 FfAHE ToATe (72 | QBIrBART TRIm
Tl el T T (e ol T (At N A (@ orSaet TR
A GHITHAIRT W@ RIRS TIRFRW BTG 47 TSI FF 47T Q7
R GTTTT SR Tafa WG A |

BRI I3 IR0 TR Ty ST | SIPIefm @3 GBIEsaze
Trgveeh ere 2 et ot wre Ay |

frm v I_T

@3 R e oy efsffie | [ifas triea @it 77 | feme Teg
BIPTIR < BIEbAIRT e ¢ FRe! afsfye 77 |

@y

TR 78§20 12 |

TS

ST (0F A 2¢° Tl CAPTRITR s @% B et e | et el
AT YA |

BECEIR

BAEf-fE g (R0f5): @felb ama Witz 20/ (2x0) FF F5H =T |

SO
fefua TrfiFElerm Fce
SRS, FIFTF, MRS, AT |




