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Olgu-1

63 yasinda erkek * |IEF 18(orta derece)

2 yildir sertlesme sorunuve ¢ |PSS: 17 (orta derece)

AUSS’larl mevcut - Depolama: 9
- Bosaltim: 8

RT:+/adenom — PSA : 1.0 ng/ml

DM(-), HT(-) )
— (Uroflowmetri)

PV:25 cc * Qmax:10ml/sn
* Iseme hacmi: 234 ml

* PMR:55ml




Tedavi

1-Alfa bloker verilmesi

2-Alfa bloker verilmesi ve sildenafil 100 mg baslamak

3-Tadalafil 5 mg baslamak

4-Alfa bloker verilmesi ve tadalafil 5 mg baslamak




EAU Guideline 2018

Male LUTS
[without indications for surgery)
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Tadalafil gunlik 5 mg kullanimi

Tedavi baslangicinda
IPSS: 17
Depolama: 9

Bosaltim: 8

Qmax: 10 ml/sn
lseme volim: 234cc
PMR: 55cc

IIEF:18

12. haftanin sonunda
IPSS:12
Depolama: 7

Bosaltim: 5
Qmax: 11 ml/sn
Volim: 205cc
PMR: 50cc
IIEF:22




A Systematic Review and Meta-analysis on the Use of
Phosphodiesterase 5 Inhibitors Alone or in Combination

with «a-Blockers for Lower Urinary Tract Symptoms Due to Benign
Prostatic Hyperplasia

Maure Gacci™®, Giovanni Corona ¥, Matteo Salvi®, Linda Vignozzi®, Kevin T. McVary?,

* Farkli RCT>PDES5I' IPSS, depolama semptomu ve LUTS azaltir, QoL iyilestirir
e Qmax ¢ogu calismada plasebodan farkh degil
Alfa bloker + PDE-5i
* 5 RCT, meta-analiz
e Tadalafil 20mg , vardenafil 20mg, sildenafil 25 mg
* PDE-5 alfa blokere eklendiginde
— Qmax +1.5 ml (p<0.0001)
— IPSS-1.8 (p=0.05)
— IIEF +3.6 (p<0.0001)
v Duslk BMI olan ciddi LUTS genc erkekler PDESI en fazla yarar géren grup
* Hicbir calismada tadalafil 5 mg kullanilmamis, hasta populasyonlari kiicik

Gacci et al.European Urology2012
EAU Guideline 2018




Tadalafil-LUTS-ED

e Tadalafil 5 mg—> IPSS - 3.8 - 6.3 puan azalma

Depolama -1.3 -2.1
Bosaltim -2.5 -4.2

e Tadalafil 5 mg = IIEF +5.2 +8.3 arasi artis
Dong Y et al Urol Int 2013

* |PSS deki duzelme dikkate alindiginda asagidaki parametrelerden
herbirinde tadalafil benzer etki etmekte

v’ Yas (€65 y vs >65 v)

v’ Semptomlarin siddeti (IPSS<20 vs IPSS>20)
v’ Testosteron diizeyi (<300 vs =300 ng/dl)
v’ Prostat volimi (<40 ml vs 240 ml)

v Onceden alfa bloker veya PDE5i kullanimi
v HT, DM, KAH varhgi

» Tedavinin olumlu veya olumsuz sonuclarini tahmin etmede
herhangi bir prediktif faktor yok

Porst et al Urology 2013
Nishizawa et al Int J Urol 2015




PDESI-LUTS

Summary of evidence
Phosphodiesterase 5 inhibitors improve IPSS and IlEF score, but not Q__ .

A three point or greater total IPSS improvement was observed in 59.8% of tadalafil treated men within | 1b
one week and in 79.3% within four weeks.

An integrated analysis revealed a small but statistically significant median maximum urinary flow rate | 1b
improvement for tadalafil vs. placebo.

Recommendation Strength rating

Use phosphodiesterase type 5 inhibitors in men with moderate-to-severe LUTS with or Strong
without erectile dysfunction.

EAU Guideline 2018




* 60 vyas

e 2 vildir AUSS (+)

* 1 vil 6nce alfa bloker baslanmis.




1 vil 6nceki tetkikleri: Guncel:

IPSS: 18/4 IPSS: 15/4

RT: (++/-) adenom —Depolama :6
~ 50 mi —Bosaltim :9

PSA:2,1 ng/dl RT : (++) adenom ~ 45 ml

Qmax: 11 ml/s
PMR: 40 ml
Kreatinin: 1,1 mg/dI

PSA: 2.3 ng/ml
TIT: 1 eritrosit, 2 l6kosit
Kreatinin: 1.2 mg/dlI




Yeni tetkik olarak neler istenmelidir?

Uroflowmetri:
— Qmax: 13 ml/s

— Iseme hacmi: 160cc
PMR: 40 ml

Hastaya ne onerilmelidir?




Male LUTS
[without indications for surgery)
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with or without

EAU Guidelines 2018




* Hastaya Dutasterid 0.5mg baslandi.




5 alfa redlktaz inhibitorlerinin etkinligi

* Progresyonu onler (AUR ve BPH bagimli
cerrahi)

* Tedaviden 2 ila 4 yil sonra;
— PSS de % 15-30 azalma
— Prostat volimunde %18-28 azalma

— Qmax ta 1.5-2.0 ml/s artis

* 6-12 ay sonra PSA’da %50’lik dusus

EAU Guidelines 2018




COMBAT vs monoterapi
(a-bloker)

Prostat hacmi:

— %273\ -%4.6 I
Qmax:

—24ml/s P -0.7ml/s
|PSS:

—-6.3/-3.8

AUR riskinde %68 {,
BPH’ya bagli cerrahi: %71 {




Baslangic 3. ay 6. ayda
* IPSS: 15/4 IPSS: 13/3 * IPSS:9/2

* Depolama :6 — Depolama :5 — Depolama :4
— Bosaltim :8 — Bosaltim :5

* Bosaltim :9 . .
Uroflowmetri: e Uroflowmetri:

RT : (++) adenom

~ 45 ml| — Qmax: 14 ml/s — Qmax: 16 ml/s
PSA: 2.3 ng/ml — Iseme hacmi: 180cc— Iseme hacmi:
TIiT: 1 eritrosit, 2 * PMR:30ml 230cc

|6kosit PSA:2.0 ng/ml * PMR: 20 ml
Kreatinin: 1.2 * PSA:1.2 ng/ml
mg/dI e PV:35ml




5 ARI kullanan hastalarda PSA takibi nasil

vapilmahdir?




Kombinasyon Tedavisinde
PSA takibi

5- ARl kullanan erkekler, ortalama yasam beklentisi on yildan
fazlaysa ve PCa tanisi tedaviyi degistirecekse, diizenli PSA takibi
yapiimahdir

— 6. ayda bazal PSA degeri belirlenmelidir ve tedavi sirasinda herhangi
bir artis degerlendirilmelidir

Dutasteride kullanan hastalarda tedavi baslangicinda ve 6. ayda
bakilmalidir.

— Dutasteride tedavisi alan hastalarda 6. ayda PSA degeri %50
azalmaktadir.

Ardindan yapilan PSA takipleride PSA artis hizi (velocity) dikkate
alinmahdir

— PSA: <4 ng/ml arahigindaise >0.35ng/ml/y

i PSA 4_10 ng/ml arallélnda ise 2 O'75r]g/m|/YOehrborn CG, Boyle P, Nickel JC et al. Urology.

2002 60:434-41.
NCCN Clinical Practice Guidelines 2016
EAU Guidelines 2018



Dutasterid yan etkileri:




Sexual dysfunction in subjects
treated with inhibitors of 5a-
reductase for benign prostatic
hyperplasia: a comprehensive
review and meta-analysis

Corona G et al Andrology 2017

e 17 calisma
24.463 hasta 5-ARl
22.270 hasta plasebo
Ort takip 99 hafta
Ort yas 64

5ARI grubunda ED gorulme ve libido azalmasi anlamli olarak
daha yuksek

— Libido, [OR = 1.54 (1.29; 1.82); p < 0.0001]
— ED, [OR = 1.47 (1.29; 1.68); p < 0.0001]



Kardiyovaskuler Sisteme Etkisi

-

The Cardiovascular Safety of Dutasteride -\!)Cmm.k

Sean C. Skeldon, Erin M. Macdonald, Michael R. Law, Anjie Huang,
J. Michael Paterson, Muhammad M. Mamdani* and David Juurlinkt

« Kohort calisma
* N:72622
— Dutasterid: 36311
— Finasterid: 36311
* Primer sonug:
— Kalp yetmezligi icin hospitalizasyon

Skeldon SC, et al, J Urol, 2017




Kardiyovaskuler Sisteme Etkisi

Table 1. Cardiovascular events during treatment with dutasteride and finasteride in 36,311 patients each

Outcome

Acute Myocardial

Heart Failure Infarction Stroke
No. recipient events:
Dutasteride 1,487 755 587
Finasteride 1,514 727 585

Treated rate/1,000 per
Dutasteride R B.31

P .Dutas.te.rid.MI, kalp yetmezligi ve
EEAZTL inme icin risk olusturmamaktadir.

1.03 (0D.88—1.20

Outcome No. Pis No. Events Person-Yrs HR (95% CI)* HRR (95% CI)t
Heart failure: 0.98 (0.80—1.20)
w-Blocker 4 dutasteride 19,791 857 2214 095 (0.84—1.09)
e-Blocker 4 finasteride (referent) 19,791 879 2285
Dutasteride alone 16,274 633 2104 098 (0.83—1.14)
Finasteride alone (referent) 16,274 592 19.84
Acute myocardial infarction: 0.67 (0.51—0.89)
w-Blocker 4 dutasteride 19,79 394 10.03 0.85 (0.71—-1.02)
e-Blocker 4 finasteride (referent) 19,791 479 1098
Dutasteride alone 16,274 365 1198 127 (1.02-157)
Finasteride alone (referent) 16,274 275 9.06
Stroke: 0.83 (0B0—1.13)
a-Blocker + dutasteride 19,791 I B.40 0.86 (0.71—1.05)
e-Blocker 4 finasteride (referent) 19,791 351 9.13
Dutasteride alone 16,274 247 B.05 1.05 (0.82—1.33)

Finasteride alone (referent) 16,274 244 8.02




Kognitif Fonksiyonlara Etkisi

The risk of dementia with the use of 5 alpha reductase inhibitors

Blayne Welk MD MSc FRCSCY*?, Eric McArthur MSc?, Michael Ordon MD MSc FRCSC*, Sarah A.
Morrow MD, MS, FRCPC>, Jade Hayward BSc?, Stephanie Dixon MSc PhD*>

Retrospektif calisma
N:162324
— S5ARI kullanan: 81162
» Dutasterid: 42535
* Finasterid: 38627
— Kullanmayan: 81162
96 farkli parametre agisindan karsilastiriimis

Dutasterid kullanimi sirasinda veya kullanimdan sonraki 12
aya kadar demans gelisimi

Welk B et al, J Neurol Sci, 2017




Kognitif Fonksiyonlara Etkisi

Table 2. Risk of dementia during 5ARI utilization.

Non-5ARI users 5ARI users

(n=81,162) (n=81,162)
Number (proportion) 3,948/81,162 (4.9%) 5,412/81,162 (6.7%)
Patient years of exposure 206,280 202,562

Median (IQR) years of at risk

followup
Event rate (per 100,000)

Stratified HR (95% Cl)
0 to <12 months
12 to 27 months
>27 months

1.6 (95% Cl 1.0t0 3.4)

1914 (95% (I 18550 1974)

Reference

1.5(95%Cl 1.0t0 3.3)

2672(95% Cl 2601 to 2744)

2.18 (95% C1 2.01 t0 2.35, p<0.01)
1.52 (95%Cl 1.39 to 1.67, p<0.01)

1.06 (95% C10.98 t0 1.14, p=0.16

« 27 aydan uzun sureli kullanimda dutasteridin kognitif fonksiyonlara etkisi

bulunmamaktadir.




Vakadan Ogrenilmesi Gerekenler

 Kombinasyon tedauvisi;
— Orta ve siddetli AUSS
— Bliyuk prostat (>40cc)
— Yuksek PSA
— lleri yas
— Yuksek PMR

— Dusuk Qmax’ta onerilmektedir.
 Kombinasyon tedavisi 1 yildan kisa olmamalidir.

* Alfa-blokerin alti ay sonra kesilmesi orta derecede
AUSS (IPSS<20) olan hastalarda dustnulebilir.

Recommendation Strength rating
Offer combination treatment with an a1-blocker and a 5a-reductase inhibitor to men with Strong
moderate-to-severe LUTS and an increased risk of disease progression (e.g. prostate

volume > 40 mL).

EAU Guidelines 2018




* 56 vyas
* 3yildir AUSS (+)
e |PSS: 18/4

— Depolama :8

— Bosaltim :9

— Post-miksiyonel :1

— RT : (+) adenom ~ 30cc




* Hangi tetkikleri isterdiniz?
— PSA: 1.8 ng/ml
— Kreatinin: 0.7 mg/dI

— TIT: 1 eritrosit, 2 l6kosit

— Uroflowmetri:
* Qmax: 10.5 ml/s
* Iseme hacmi: 155 ml

— PMR:30 m|




* Bu sonuclara gore hangi tedaviyi baslardiniz?
* Alfa bloker
* Tercihiniz ne olurdu?

— Alfuzosin XL

— Doxazosin GITS
— Tamsulosin PR
— Terazosin

— Silodosin




* Hastaya Silodosin 8 mg baslandi.

* Hastayl ne zaman kontrole cagirirdiniz?




6. haftada;
e |PSS: 18/4 e |PSS:12/2
— Depolama :8 — Depolama :7

— Bosaltim :9 — Bosaltim :4
— Post-miksiyonel :1 — Post-miksiyonel :1

e Uroflowmetri: e Uroflowmetri:

— Qmax: 10.5 ml/s — Qmax: 13.5 ml/s

— iseme hacmi: 155 ml — iseme hacmi: 205 ml
— PMR:35 ml — PMR:30 ml




* Hastanin urgency ve nokturi semptomlari
devam etmekte...

* Oneriniz ne olurdu? Ek tetkik istermiydiniz?

* Hastanin tedavisine solifenasin 5 mg eklendi.




EAU Guidelines 2018
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Male LUTS
[without indications for surgery)
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Education + Lifestyle Advice Education + Lifestyle Advice | Education + Lifestyle Advice
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Education + Lifestyle Advi Receptor Antagonist

with or without




6. haftada; 12 hafta sonra:
e |PSS:12/2 e |PSS:7/2

— Depolama :7 — Depolama :4

— Bosaltim :4 — Bosaltim :3

— Post-miksiyonel :1 — Post-miksiyonel :0
* Uroflowmetri: * Uroflowmetri:

— Qmax: 13.5 ml/s — Qmax: 14 ml/s

— Iseme hacmi: 205 ml — Iseme hacmi: 255 ml
— PMR:30 ml — PMR:40 ml




Kombinasyon tedavisi bastan
verilebilirmiydi?




Efficacy and Safety of Initial Combination
Treatment of an Alpha Blocker with an
Anticholinergic Medication in Benign Prostatic
Hyperplasia Patients with Lower Urinary Tract
Symptoms: Updated Meta-Analysis

istics ofincluded

count Alpha Anticholinergics Stud & Subject Description
3 p g Y P
blockers Duration

Doxazosin Propiverine 20mg > OAB = 6mo, BOO, AG (Abrams-
4mg Giriffith) score>20, urgency=1,
frequency =8
Kaplan, 2006 Tamsulosin Tolterodine 4mg 12weeks | = IPS5=12, QolL=3, frequency=8,

0.4mg urgency=3
a I a Maruyama, Maftofidil Propiverine 10-20mg 12 weeks BPH, IPS5=
I I l 2006 25-75mg | or Oxybutynin 2—6mg

Yokoyama, Maftofidil Propiverineg 20mg 4 weeks
2009 50mg

PVRZ5 -
() . i Tamsulosin | Tolterodne2mg | 12weeks | = =3,
0.2mg -60ml,
Omax=15 ml.-‘s voided

wvolume =200 ml

Bae, 2011 Alfuzocin Propiverineg 10mg B weeks | = LUTS/BPH, IPS5=12, IPSS
10mg storage subscore =4, PVR=200ml

Gan, 2011 i Doxazocin Tolterodine 4mg 12weeks BPH, IPS5>= 13
[ — 4mg
Shen, 2011 i Terazosin Tolterodine 2mg 12weeks = BPH, IPS5=8, Omax <15ml's
2mg
Seo, 2011 Tamsulosin Sdlifenacin 5mg 12weeks | - LUTS/BPH/ED, IPSS total
0.

.2mg score=12, QoL=3, IEF-5 score
<20

Lee, 2011 Doxazosin Tolterodine 4mg 12weeks | = LUTS/BPH/OAB, IPSS =14,
— 4amg voiding subscore =8, storage

frequency =8, urgency
cc, OQmax <15 ml 5, VV =

Van 17 Tamsulosin | Solifenacin 3mgor | 12weeks | > LUTS, voiding and storage

Kerrebroeck, European 0.4mg 6mg or 9mg ) =13,
2013_5 courntries i, =
Van 13 Tamsulosin Solifenacin 6mgor 12weeks | = LUTS =3mo, IPSS;
i amg 4—-12 mifs, VV

Kerrebroeck, courntries 0.4mg
2013_N micturition
Wang, 2013 China Doxazosin Tolterodine 4mg BPHOAB, IPS5=8, OABSS=3,
4mg Qol >3, PVR<100ml, Omax=>5ml/s
PSA<dug/

l I l a X Lee, 2014 Tamsulosin Sdlifenacin 5mg 12weeks | = I_UTSI'BPH."OAB IPSS 14,
0.2mg 8,

cc, Qmax ?15 mifs, muded
volume= 125 ml.

Lee, 2016 Tamsolusin Sdlifenacin 5mg 12weeks | = . =8,
0.2mg
Matsukawa, Silodosin Propiverine20mg 12weeks | = LUTS, IPSS=
2016 B8mg OABSS,

volume=25ml, Qmax<15ml/s, V
V= 100ml, PVR<150mi

Kim HJ et al PLOSONE




e |PSS iyilesmesiicin genel * Qoliyilesmesiicin,
SMD degisimi — - 0.29 (95% Cl: -0.50 -0.07).
kombinasyon grubu ile
monoterapi
karsilastirildiginda

— -0.03(95% ClI: -0.14 £
0.08). Anlamli fark
olmasada daha Ustiin olma
yonunde
e Qmax iyilesmesiicin

— -0.00 (95% CI: -0.08+0.08).

e S-IPPS iyilesmesiicin
genel
— -0.28 (95% Cl: -0.40+0.17).

Kim HJ et al PLOSONE 2017




ats 1o ach sl

SRes s ryso oo
=S5 b e b ok L

(I
—
o
(@\]
L
=z
®)
g
O
-
(a1
©
s

)
—_
I
£
V4

(95% Cl: 0.09+1.48)
 Non-dominant 0.34 (95% Cl:

 Depolama dominant 0.78
0.18+0.49)

olan her iki gruptada anlamli artis

depolama fonksiyonlari dominant
gostermistir.

— 0.56 (95% Cl: 0.23+0.89). PMR

PMR iyilesmesi icin
Antikolinerjik ilaclarla alfa blokerin baslangic kombinasyonu

tedavisi, BPH / AUSS'de, iseme fonksiyonunda belirgin bir
bozulmaya neden olmaksizin iyilesme saglamada (depolama

semptomlari ve Qol) etkilidir.




Alfa bloker + Antimuskarinik

e AUSS olan erkeklerin % 32 OAB semptomlari (+)

* Alfa bloker + antikolinerjik kombinasyon tedavisi
monoterapiye gore IPSS depolama
semptomlarinda anlamli derecede iyilesme saglar

* Tedavi suresince hastalar PMR ve AUR acisindan
takip edilmelidir.

Recommendations Strength rating

Use combination treatment of a a1-blocker with a muscarinic receptor antagonist in Strong
patients with moderate-to-severe LUTS if relief of storage symptoms has been insufficient
with monotherapy with either drug.

Do not prescribe combination treatment in men with a post-void residual volume > 150 mL.

EAU guidelines 2018




64 yas

4 yildir AUSS (+)

4 yil once alfa bloker + dutasteride baslanmis.
4 yil 6nceki tetkikleri:

— IPSS: 18/4

— PSA:2,1 ng/dl

— RT: (+++/-) adenom ~ 110 m|
— Qmax: 14 ml/s PMR: 40 ml
— Kreatinin: 0,9 mg/d|




Son 6 aydir tekrar eden makroskobik
hematiiri ataklari var.

Tedavi plant ne olmali ?

Cerrahi

Cerrahi secenekleri ?




BPH kesin cerrahi endikasyonlari

Persistan gros hematuri
\WISEREREN

Tekrarlayan AUS enfeksiyonlari
Tekrarlayan akut Uriner retansiyon

Bobrek yetmezligi olsun veya olmasin BPH'ya bagl

ust Uriner sistemin dilatasyonu

EAU Guidelines 2018




Cerrahi secenekleri

* Aclk prostatektomi

* Bipolar entkleasyon

EAU Guidelines 2018

Male LUTS

with absolute indications for surgery or non-responders to medical treatment or those
who do not want medical treatment but request active treatment

L4

low —

. D=k

A 4

Prostate

¥

High-risk
patients?

[y e

b

4

Can have
surgery under
anaesthesia?

Can stop
anticoagulation/
antiplatelet therapy

volume

30-80mL

¥

TUIP (1)
TURP

TURP (1)
Laser
enucleation
Bipolar
enucleation
Laser
vaporization
PU lift
TUMT
TUNA

vaporization
Thulium
enucleation
TURP

v v
Laser TUMT
vaporisation (1) | | TUNA
Laser PU lift
enucleation Stent




 Hastaya HoLEP uygulandi.

* Postop takiplerinde kanamasi dizeldi.




HoLEP

* HoLEP ve TURP ile ilgili yapilan calismalari kapsayan
meta analizlerde , semptomlardaki diizelmenin
karsilastirilabilir ve hatta HoLEP’in daha Ustiin oldugu
ortaya konuldu.

Randomize kontrolli calismalar, HOLEP'nin buyuk
prostatlarda miksiyonunun dizelmesinde acik
prostatektomi kadar etkili oldugunu gostermektedir.

HoLEP'nin on yila kadarki en uzun takip sureli (ortalama
62 ay) bir calismasinda, distik yeniden ameliyat
oranlari (%0.7) ile kalici fonksiyonel sonuclar
bildirilmistir.

EAU Guidelines 2018




HoLEP

* HoLEP ve TURP’nin karsilastirildigi 3 meta analizde
HoLEP ile
— Daha kisa kateterizasyon ve hastanede kalma
— Daha az kan kaybi ve transflizyon
— Fakat daha uzun operasyon suresi

* HoLEP ve acik prostatektomi karsilastirmasinda
HoLEP lehine daha az kan kaybi, daha kisa
kateterizasyon ve hastanede kalma

* Antikoagulan ve antiagregan tedavi alan hastalarda
glvenle uygulanabilir.

EAU Guidelines 2018




HoLEP

* Holmium lazer ameliyatlari, deneyim ve endoskopik
beceriler gerektiren cerrahi prosedurlerdir.

e Cerrahin deneyimi, komplikasyonlarin olusumunu
etkileyen en dnemli faktordur

Laser vaporesection of the prostate using Ho:YAG laser (HoLRP) demonstrates high intra-operative
safety when compared to TURP. Peri-operative parameters like catheterisation time and hospital stay
are in favour of HoLRP. Mid- to long-term results are similar to TURP.

Laser enucleation of the prostate using Ho:YAG laser (HoLEP) demonstrates higher haemostasis and
intra-operative safety when compared to TURP and OP. Peri-operative parameters like catheterisation
time and hospital stay are in favour of HoLEP.

Laser enucleation of the prostate using Ho:YAG laser (HoLEP) did not negatively affect EF.
The long-term functional results of holmium laser enucleation are comparable to open prostatectomy.

Recommendation Strength rating

Offer laser enucleation of the prostate using Ho:YAG laser (HoLEP) to men with moderate- | Strong
to-severe LUTS as an alternative to TURP or open prostatectomy.

EAU Guidelines 2018




Vakadan ogrenilmesi gerekenler

 BPH’ya bagli hematuri nedeniyle medikal tedavi
alan hastalarin %11 — 25’'inde hematuri devam
edebilmektedir.

* Bu hastalarda cerrahi tedavi uygulanmalidir.

 HOLEP, diger yontemlerle karsilastirildiginda
umut veren minimal invaziv bir alternatifdir.
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