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Treatment Speed | PSS Qmax PVol | Progression
++ ++
+++
a-blockers Days | (-31%to (+1.4 to -- (symptoms)
48%) | +3.2 mi/s) ymp
+ ++ + to ++ +++
5aRIs Months| (-13.3% to| (+1.4to (-15to (AUR-
-38.6) +2.2ml/s)| -28%) surgery)
++SS
Antimuscarinics | Weeks | (-35.3% to - -- ?
-54%)
++
PDES (tadalafil) | Days | (-17%to -[+ -[? ?
-37%)
++ ++ + to ++ +++
oB+5aRIs Days | (-38%to (+2.3to | (-11.9to | (symptoms,
-49.7%) | 3.8ml/s) | -27.3%) | AUR, surgery)
++
aoB+antiM Days | (-31.8% to St -- ?

-66.4%)




‘Eppecec xat aueceg cvykpicelc — Iopopoto amoteAeGUATIKOTNTO

OpbBootatuc vroTaom
(zepalooivn, dolaloaivy,
aipovlooivy koi Toucovioaivy)
[TaAivopoun exomepUATIon
(o1odoaivy, taucovioaivy)

Aoon mpocopuoyng (titration):
(zepaloaivy kou doaloaivn)

Rank Order of Receptor

Selectivity
Prazosin 01a = O = O4p
Doxazosin 1A = 4B = U1D
Terazosin 1B = %1p > A
Alfuzosin 01a = Og = dip
Tamsulosin 1A = O4p > 1B
Silodosin 01a > Op >> Oig




SARISs

Finasteride Dutasteride

Nt

Parameters DUT FIN
SARI target Typel-2 Type?2
Metabolized in liver liver
Daily dosage (mg) 1x0,5 1 x 5,(
Tmax (h) 1-3 2
T1/2 5w 6-8h
Bound to plasma 99.5 90
proteins (%)

Serum DHT 94.7 70.8

suppression (%)




Fina
817
-26.7%
-5.5

Duta
813
-26.3%
-5.8

Variables
Patients
| PV

. AUA-SI

Adjusted mean change from

T Qmax 2.0ml/s 1.7ml/s
£
Limitations: FU 12months £E
No evaluation of progression::
Nickel K et al BJUI 2011 )
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Adherence

- Compliance

Discontinuation/persistence
- Execution of the drug regimen /pe

(continuous; rates) (dichotomous; yes or no)

Medication Possession Rate (MPR).
Percentage of Days Covered (PCD)
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European Urology 44 (2003) 539-545

European
Urology

Treatment Strategies, Patterns of Drug Use and Treatment
Discontinuation in Men with LUTS Suggestive of Benign
Prostatic Hyperplasia: TheTriumph Project

K.M.C. Verhamme®™®, J.P. Dieleman®®, G.S. Blcuminkb. J.L.H.R. Bosch®,
B.H.Ch. Stricker®, M.C.J.M. Sturkenboom™®"""

e O1 mep1ocoOTEPOL 0GOEVEIC TPOGEPYOVTOL LUE UETPLOS - CTILOVTIKNG
BapLtNnTog CLUTTOUOTA KOt CEKIVOUV QOPUOKELTIKT Ogpameia otov 1°
YPOVO OO TN OLdYVOON

e 25% 10V acBevav Ba otakOyouv ™ Bepaneio auEc®C LETA TNV EVAPEN
LE pecoia TIUn 3 UNVES OVEEOPTNTMG TOV EL00VE TNG POPLOKEVTIKNC
Oepaneiog

e N€o1 AvOpeg HE Eva TUTTO GLUTTOUATOV, «<PUGIOA0YIKO» PSAKal
UIKPOTEPT CLV-VOGTPOTNTA €lval 01 7o Thavol va dlKOWouV 1
Oepaneia



Evaluating Use Patterns of and Adherence to Medications for
Benign Prostatic Hyperplasia

J Urol 2009 Michael B. Nichol,* Tara K. Knight, Joanne Wu, Richard Barront and
David F. Penson#

From the Departments of Clinical Pharmacy and Pharmaceutical Economics and Policy (IMBN, TKK, JW), and Umlogy (DFP), University of
Southem Califorma, Los Angeles and Allergan Comp. (RB), livine, Calkfornia

Soupuopemon pe to eapuoko ociktn (iIndex medication)
uévo oto 1/3 (MPR>0.8)

Mébvo 40%¢eiye coUUOPPMOT LLE OTTOLOONTTOTE PAPLLOKO
vy tnv KYII (PDC>0.8)



Evaluating Use Patterns of and Adherence to Medications for
Benign Prostatic Hyperplasia

J Urol 2009

a-blockers
[ToAveapuakio

[Ieoio Epevvog

Michael B. Nichol,* Tara K. Knight, Joanne Wu, Richard Barront and

David F. Penson#

From the Departments of Clinical Pharmacy and Pharmaceutical Economics and Policy (MBN, TKK, JW), and Urlogy (DFP), University of
Southem Calfornia, Los Angeles and Allergan Com. (RB), Invine, California

Variables OR (95% CI) p Value

BPH index medication:

Finasteride Referent

Doxazosin 1.63 (1.14, 2.35) 0.008

Terazosin 1.45 (1.01, 2.09) 0.04

Tamsulosin 152 (1.04,2.23) 0.03

MM 0.53 (0.29,0.97) 0.04
Medi-Cal single coverage 1.38 (1.10, 1.74) 0.007

(vs Medicare/Medicaid eligible)

No augmentation 1.92 (1.58, 2.34) <0.0001
Ever BPH related procedure® 425 (2.61,6.93) <0.0001
Total No. medications 0.98 (0.97, 0.997) 0.02



Evaluating Use Patterns of and Adherence to Medications for
J Urol 2009

Benign Prostatic Hyperplasia

Michael B. Nichol,* Tara K. Knight, Joanne Wu, Richard Barront and

David F. Penson#

From the Departments of Clinical Pharmacy and Pharmaceutical Economics and Policy (MBN, TKK, JW), and Urology (DFP), University of

Survival Probability

0.8 1

0.6

0.4 1

0.2

Southem Calformia, Los Angeles and Allergan Com. (RB), Inine, Califormia

_| | Logrank p=0.0003
T
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Fr Gm It Po Sp UK Ofera|l
No. of patients 904 477 789 1494 871 435 79 \
No. of patients reporting comorbidities 664 330 532 703 588 313 3130
Not reporting comorbidity (%) 26.5% 30.8% 33.7% 52.9% 32.5% 28.0% 37.2%
Any comorbidity (%). 69.9% 67.5% 65.9% 46.7% 67.4% 69.4% 61.6%
Multiple comorbidities (%) 34.8% 29.4% 26.4% 17.7% 26.9% 37.0% 26.6%
Hypertension 43.7% 41.7% 41.7% 29.5% 31.5% 40.2% 36.5%
Coronary heart disease 12.9% 15.7% 7.7% 13.7% 8.3% 20.7% 12.5%
Heart failure 6.2% 7.1% 2.7% 2.2% 3.0% 46% 3.8%
Cerebrovascular accident/transient ischemic attack 7.0% 4.4% 46% 18% 2.6% 6.9% 4.0%
Neurological disease 5.5% 5.5% 35% 1.7% 2.5% 7.4% 3.7%
Renal failure 3.9% 2.7% 1.0% 0.5% 0.9% 3.9% 1.8%
Hepatic failure 4.1% 2.3% 2.7% 0.7% 1.0% 2.5% 2.0%
Chronic gastrointestinal disease 9.6% 5.0% 9.4% 47% 8.2% 10.1% 7.4%
Chronic respiratory failure 9.0% 7.1% 10.9% 3.0% 9.5% 12.6% 7.7%
Diabetes mellitus 11.1% 13.4% 12.9% 78% 10.1% 9.9% 10.3%
Chronic genitourinary disease (other than BPH) 4.4% 2.5% 16% 23% 2.3% 3.0% 2.7
Malignancy 4.9% 3.4% 2.8% 1.2% 1.7% 4.1% 2.7
Other 40.6% 22.0% 12.0% 5.2% 21.9% 31.5% 19.6

\V//
Hutchinson et al Eur Urol 2006

2vvnowg ‘kopfovv”’ tov mpootatn (BeAtioon LUTS)




Treatment Patterns in Alpha-Blocker
Therapy for Benign Prostatic Hyperplasia

Michael J. Schoenfeld, MA', Emily F. Shortridge, PhD',
Steven C. Gelwicks, MS', Zhanglin Cui, PhD',

and David G. Wong, MD'

50%

30%

20%

0%

38.8%
n=5146

6 Months

uTotal

12 Months

42.3%
n=727

38.1%
n=4419

34.4%
n=573

30.5%
n=3535

6 Months
p <.001

Alpha 1 Type Selective

12 Months
p=.001

m Alpha 1 Subtype Selectve

American Journal of Men's Health
2014, Vol. 8(3) 267-272

© The Author(s) 2013

Reprints and permissions:
sagepub.com/journalsPermissions.nav
DOI: 10.1177/1557988313510732

jmh.sagepub.com

®SAGE

* H eniopaon g
EKAEKTIKOTNTOG
tov a-blockers
GTN GLUUOPPOGCT

* The 2009
Thomson Reuters
MarketScan®
Database

e 134740060¢veic



Treatment Patterns in Alpha-Blocker
Therapy for Benign Prostatic Hyperplasia

American Journal of Men's Health
2014, Vol. 8(3) 267-272

© The Author(s) 2013

Reprints and permissions:
sagepub.com/journalsPermissions.nav
DOI: 10.1177/1557988313510732
jmh.sagepub.com

®SAGE

Michael ). Schoenfeld, MA', Emily F. Shortridge, PhD',

Steven C. Gelwicks, MS', Zhanglin Cui, PhD',
and David G. Wong, MD'

10.3%

Discontinued® 87% | oDixcontnued - Resterted*
Continued* ”s.s; ;‘78 @Discontnued - Switched?
N?:;’:? @ Discontnued - Termngted®
Alpha | type  Alpha | subtype
selective, n (%)  selective, n (%) p value
Continueda 608 (36.2) 3,889 (33.5) 032
Discontinuedb 1,072 (63.8) 7,706 (66.5)
Treatment pattern
Restartedc 181 (10.8) 1,185 (10.2) 036
Switchedd 162 (9.6) 995 (8.6)
Terminatede 729 (43.4) 5,526 (47.7)

Amd tovg acbeveic mov
olEkoyav 11 Bepaneias

e 10.3%CEavapyrcav pe
tov 1010 a-blocker

e 8.7%dA oo Bepameia
vieo BPHLUTS

e 47.1%0d1EK0p 0V EVTEADC
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UI‘OIO a Urol Int 2012;88:177-182 Received: June 7,201

Internationalis ; Accepted after revision: October 17, 2011
DOI: 10.1159/000334416 Published orfine: Dec 15, 201

Finasteride Adherence-Associated
Factors in Chinese Benign Prostatic
Hyperplasia Patients

Yun-Hualin Yong-Guang Jiang Jun-Sheng Wang Yong Luo

e AVOOpOUIKT] LEAETT OO PAon 0€00UEVDV
e 682000¢eveic

e Oivactepion — 1ounvec

2oupopemon ue Bepamneio KYII: 29,3%
Awoxonn Oepomeioc (MPR <0.8): 60,6%
AM\ayn Oepametiog: 10,1%



n Compliance Discontinuation Switching
%! aORs p %2 aORs P %*  aORs p
<0.001 —5-04= 0.034
167 156 1.0 (reference) 69.5 1.0 (reference) 134 1.0 (refer
219 31.5 2.43(1.45-4.05) 0.001 594 0.65(0.42-0.99)  0.047 10.7 0.49 (0.26-0.95)
214 336 2.55(1.53-4.26) <0.001 579 0.62 (0.41-0.96) 0.032 0.39 (0.19-0.81)
82 40.2 3.49(1.88-6.47) <0.001 524 0.48 (0.28-0.83)  0.009 0.020
Place of birth 025 0.52 0.572
Beijing 463 305 59.8 9.7
Other 219 27.0 62.1 11.0
IPSS 0.55 0.77 0.071
8-19 657 29.1 61.0 10.4
220 25 36.0 48.0 4.0
Prostate volume 0.21 0.67 0.239
<29 ml 241 25.7 61.0 7.89
30-39 ml 251 27.1 66.5 11.2
40-49 ml 102 43.1 48.0 7.8
>50 ml 88 29.5 56.8 15.9
Treatment pattern 0.539
Tapy 393 26.2 1.0 (reference) 57.6 1.0 (reference) 10.2
mthempy 289 33.6 1.46 (1.04-2.07) 0.030 424 0.64 (0.47-0.88) 0.006 10.0 >
Medical insurance 0.711
Yes 167 22.2 1.0 (reference) 67.7 1.0 (reference) 9.0
No 515 31.7 1.64 (1.07-2.51) 0.024 58.1 0.65 (0.44-0.94) 0.023 10.5
Chronic comorbidities 0.119 0.17
Yes 412 248 1.0 (reference) 63.6 8.3
No 270 36.3 1.59 (1.13-2.25) 0.008 55.9 13.0

aORs were adjusted for all covariates. Figures in parentheses are 95% confidence intervals. p < 0.05 is regarded as statistically significant.
! Percentages of patients with good drug compliance, defined as a MPR 20.8. 2 Proportions of patients who discontinued their prescriptions within

90 days. * Proportions of patients who switched their prescriptions within 90 days.

Lin et al Urol Int 2012



% of Patients with AUR - % of Patients with AUR > % of Patients with AUR

(g

70% MPR

25.0% | commmm MPR <70% 21.61%
20.0% | == == MPR=270%
15.0% -
10.0% -
5.0% - - 9.21%"
0.0% n — T -l T T T T T ! T T T 1
90 110 130 150 170 190 210 230 250 270 290 310 330 350 370
Time to AUR (days)
75% MPR
200% 1 = = NPR275% 16.24%
15.0% -
10.0% - -
- - - 11.07%"
5.0% - - =
0-0% ' - — L 1 1 L] ] L 1 1 1] L 1 1 § |
90 110 130 150 170 190 210 230 250 270 290 310 330 350 370
Time to AUR (days)
80% MPR
25.0% 1 e MPR < 80%
20.0% | === == MPR=80% 16.86%
15.0% -

10.0%
5.0% 1

. -
pr——
—

0.0%
90 110 130 150

T

170 190 210 230 250 270 290 310 330 350 370
Time to AUR (days)

* H eppavion oelog
EMIGYECTNC GE OLUPOPETIKA
TOGOGTA GLUUOPPMOOTNG

* XNUOVTIKT] LEI®MON
enioyeong

e H dtapopd eppaviong
EMLOYEONG EUPAVIG LETA TNV
150" uépa

Gruschkus § et al. P& T 2012



% of patients with surgery @ % of patlents with surgery »> % of patients with surgery

]

4.0% -

3.0%

2.0%
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3.0% -

2.0% -

1.0% -

0.0%

4.0% -

3.0%

2.0% -

1.0%

0.0%

70% MPR
s MPR < 70% 3.37%

w= == MPR 270%

90 M0 130 150 170 190 210 230 250 270 290 310 330 350 370
Time to surgery (days)

75% MPR
m—— MPR < 75%

w= == MPR 2 75%

2.35%

90 110 130 150 170 190 210- 230 250 270 290 310 330 350 37'!0
Time to surgery (days)

80% MPR
—— MPR < 80%

w == MPR 2 80%
244%

90 10 130 150 170 190 210 230 250 270 290 310 330 350 370
Time to surgery (days)

* H avdayxn yeypovpyeiov yia
v avtipetonion e KYII
G€ OLOLPOPETIKA TOGOGTA
GUUHOPPOONG

* XNUOVTIKT] LEI®OT TNG
aVAYKNG YEPOVPYEI®V

e H dtapopd eppavionc
EMLOYEON G EUPAVIG LETA TNV
150" uépa

Gruschkus § et al. P& T 2012
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Adherence to 5-Alpha Reductase Inhibitor Therapy

For Benign Prostatic Hyperplasia

Clinical and Economic Qutcomes

B = Threshold

$38.59 <Threshold
pnE $33.95
$32.37 —_—
$29.64 :
$27.12 $27.14
$23.56 ‘2" I I 52" $23.02
AUR Surgery AUR Surgery AUR Surgery
70% MPR 75% MPR 80% MPR

Gruschkus § et al. P& T 2012

KdaBe 30nuepn
avENGoN O
OLBPKELDL TNG
Oepameiog
cuvoEinke ue
Kot 2% peimon
TOL GUVOALKOD
KOGTOVG

OVTIULETOTIONC
¢ KYII ava

pnva



28903 Medicarecteveic > 65etmv kar MedicaidacOeveic > 50etdv
ue odryvoon KYII kot tovAdyiotov o cuovtayn yio SARI og ddotnua

6 c16v (2003-2008)

S 12% - P 10% -

<<

. a /’4 - 6%

[— o |

L o = 4% 4

-— o JE— (]

8 29 : : — 8 29

b~ | o

_g 0% - T T T T T T T T T 1 }Q 0% - ; T T T T T T 1

3 150 170 190 210 230 250 270 290 310 330 350 370 150 170 190 210 230 250 270 290 310 330 350 370

Time to AUR (Days) Time to PS (Days)

— 30 days — 90 days 150 days —— 180 days —— 30 days —— 90 days 150 days — 180 days
. 240 dayS e 300 days 360 days . 240 days 300 days s 360 days

KdabBe emmieov 30quepn Bepameia pe Evav SARI peiove tmy mbavotnta
oelog emioyeong ko yeypovpyeiov katd 14% ko 11%,aviictoiymg

Eaddy M, et al. Exp Opin Pharmachother 2012



m 3.0% % 20%
£ 2.5% =
2 2.0% =
3 S
e 1.5% c
2 i
‘g 1.0% S
Q.
5 0.5% - s
°\° O_0°/(, ! ' 1 1 1 T T 1 ' 1 BQ T T T T T T T 1
150 170 190 210 230 250 270 290 310 330 350 370 150 170 190 210 230 250 270 290 310 330 350 370
Time to ES (Days) Time to CP (Days)
— 30 days — 90 days 150 dayS e 180 days 30 days w— 90 days s 150 dayS w180 days
e 240 days s 300 days e 360 days —240 days 300 days  ==—360 days

KdaBe emmiéov 30quepn Bepameia pe Evav SARI peimve v mbovotnta

enElyoOVTOC YEIpoVPYEIOL Kol KAVIKN G tpoodovkatd 14% ko 11%,
OVTIGTOLY MG

Eaddy M, et al. Exp Opin Pharmachother 2012



Median PSA

Median PSA
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Aumlaclocuog tov PSA
* LEAETEC UIKPNC OLEPKELNG
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Melétec LeYOADTEPC OLAPKELOLC
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e | PSAnépav tov 12m
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oldpkeLa TG Oepameiog
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Usefulness of prostate-specific antigen (PSA)
rise as a marker of prostate cancer in men
treated with dutasteride: lessons from the
REDUCE study

(==1 =] =) e

Michael Marberger', Stephen J. Freedland?, Gerald L. Andriole?,
Mark Emberton®, Curtis Pettaway®, Francesco Montorsi®, Claudio Teloken’,
Roger S. Rittmaster®, Matthew C. Somerville® and Ramiro Castro’

KdaBe emPePoropévn
avénon tov  PSA
amd TO VOOlp O©€
OTOLOONTTOTE OTLYUN
— 0lEPELVIION



Overall Safisfaction Score [Median)

Satisfaction with Efficacy Domain-

Satisfaction with Dosing Domain. O

Score (Median)

Score (Median)

100 -
-2.2
p=0.457 s
40 44 s
p=0.005 8
20 ’ %
20 ;‘
i ¥ Treatment Satisfaction Scale-BPH (T SS-BPH)
Flacebo Tadalafil S mg Tamsulosin 0.4 mg
100,/ A Overall treatment satisfactignfor tadalafil vs placebo
‘ 0.3 ‘ ¢|] based on greater satisfaction with efficacy
.0 l_pio.oos %
0 £l < Age (65/>65), ED (yes/no),
20 1 I LUTS/BPH severity (IPSS =z20), NS
10 s| ¢ Total testosterone level (<36@&00 ng/dL
0 » Prostate Volume (<4840 mL)
Placebo Tadalafil S mg Tamsukosin 0.4 mg
] .| *Men with recent prioa-blocker therapy treatment
40| §- satisfaction with tadalafil versus placebo
30 - 0.0 E
p=0.705 '5
0.0 -
20 1 ‘ p=0.219 I
o) 3 Oelkeet al, BJU Intin press
. [ 1 . \ 4
0

Placebo Tadalsfil 5 mg Tamsulosin 0.4 mg



o Satisfaction with treatment (Q11 of PPSM)

— Combination: 80%p<0.001 vs each monotherapy)
— Tamsulosin: 69%
— Dutasteride: 74%

* Desire to request study medication once trial over

(Q12 of PPSM)

— Combination group: 64%p<0.001 vs each monotherapy)
— Tamsulosin: 55%
— Dutasteride: 58%

Montors F et al. Int J Clin Pract 2010



Long-Term Adherence to Antimuscarinic Therapy in Everyday

Practice: A Systematic Review
J Urol 2014

Paul W. Veenboer*,t and J. L. H. Ruud Bosch#

MPR MPR MPR MPR period of Used MPR20.8 MPR20.8 MPR20.8 MPR20.8 MPR20.8

(all drugs) (oxyER) (toitER) (toltIR) adherenceratio definition (alldrugs) (oxyER) (tolt ER) (oxy IR) (tolt IR)
Balkrishnan 12 months 0.39 (5D 0.23) - - - - - - - - - -
(2006)" 24 months 0.43(5D00.27)

36 months 0.45 (SD 0.29)

D'souza - - - . - 12months | MPRz0.8 | 30.3% 36.1% 35.2% 14.8% 23.5%
(2008)"
Johnston 12 months 0.45 (SD 0.00) - - - - - - -
(2012)"
Sears 36 months 082" 0.84" 0.88" 0.73" 36 months MPRz0.8 | 34.0% 42.6% 39.2% - 27.2%
(2010)*
shaya - - - - - 6émonths | MPR20.3 - 26.0% 33.0% 25.0%
{2005)"* i i i i i 12 months | | - | 150% | 220% | 160% |
Yeaw | 12months | 03s5(sp0.32) ! ' ' | I I - | |
{2009)"
Yu 6 months 0.34(sD0.21) - - - 6 months MPR20.8 | 4.9% -
(2005)" 12 months | 0.22 (0.16) \ - | - | - 12 months 0.7% - - - -
pooled value 6 months 0.34(sp0.21) - - - émonths | MPR20.8 | 4.9%° - - - -
estimate if > 1 12 months 0.45 (SD 0.00)" - - - 12months | MPR20.8 | 17.0%' 36.1%° 35.2%° 14.8%" 23.5%°
available (MPR, | 24months | 0.43(sD0.27)° - - - 2amonths | MPR20.8 - - - - -
\MPR20.5) 36months | Nopooling® | 084" | 088" | 073" | 36months | MPRz0.8! 3a0%° | az2e6%° | 302%° ! . | 272%°
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* 2UGYETIOT GLUUOPPMOONS KOl IKOVOTOINGNG acOevmv Ue tnv
VTTOKELUEVIKN PEATi®OON Ko avemBOuUNTeS EVEPYELEC TOV PAPUAKDV

e AcOevelc pe Papdtepa GUUTTOUOATE TOPATOVOVVTOL AYOTEPO Y10,
AE o€ oyéon ue exetvoug pe nmiotepa LUTS

* H e€acpdiion TG cuppopemon Tov achevmv Kol 1 EXITUYNG
papurakevtikn Oepameia tng KYII eCaptovtor amd ty evnuepmon
Kol AVAULELEN TV aicBevdv 611 daotkacio EmA0YNG Tn¢ Oepaneiog
aAAG KoL TNV omoTeEAECLATIKOTNTO TNG emAEyOeicag Oepameiog

e EIIIKOINQNIA ka1 petd tnv Evapén e Oepameiog
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