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ANTIKOLINERJIKLER VE YAN ETKILER

- Oksibutinin: %71
- Trospiyum %20
- Tolterodin %23
- Fesoterodin %19
- Solifenasin = %11

- Darifenasin %7

%15 %12 %14
%6 ? ?
%6 ?
%2 ?
%5 ?
%15 ?

Jayarajan J, Radomski S. Res Reports Urol 2014




FACT Calismalari:
Agiz kurulugunun ciddiyeti

FACT 1
Advers Olay

Ag1z kurulugu, n (%)
Hafif
Orta

Ciddi

FACT 2
Advers Olay

Ag1z kurulugu, n (%)
Hafif
Orta
Ciddi

Agiz kuruluguna bagl calismadan ayrilma orani <%1

plasebo Tolterodin SR
(n=334) % 4 mg (n=684) %

6.0 16.4
4.8 12.4
0.6 2.9

plasebo Tolterodin SR
(n=478) % 4 mg (n=973) %

5.4 13.4

3.8
0.1

Feso 8 mg
(n=673) %

27.8
18.0
7.8

2.1

Feso 8 mg
(n=960) %

27.6
17.2
8.3
2.1




AM Ajanlarin Mesane Dokusu Secicilikleri

Solifenasin tikrik bezi
dokusuna gore mesaneye
3.7-6.5 kat daha fazla afinite
gosterir

solifenasin tolterodine
kiyasla > 2 kat fazla mesane
selektivitesi gosterir

1.2

solifenasin tolterodin darifenasin Oksibutinin
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Anestezi altindaki disi rat hayvan modeli (in-vivo)

Ohtake A et al. Eur J Pharmacol 2004; 492: 243-250




Yuksek doz calismalarda antimuskarinik dozun

yan etkiler uzerine etkisi az

Table 2

o n n
( A)) SOI Ifenas I n Treatment-emergent adverse events reported by = 1% of subjects (all causalit
Severity, n
Doz 5mg  10mg /
Adverse event,n(%) n=516 Mild Moderate Severe
Bulanik 0.3 1.1 Dry mouth 120 (23.3) 98 16 6
gorme Constipation 25 (4.8) 186 7 2
Headache 19 (3.7) 14 4 1
Abdominal pain, upper 11 (2.1) 5] 3 2
v Dizziness 6(1.2) 5 1 0
Agiz 27.6  33.7
o Dry eye 6(1.2) 5] 0 0
kurU|ugu P&uria 6(1.2) 3 1 2
- A1 2Y 5 1 n

Solifenasin Oksibutinin



Fesoterodin QT araligini uzatmaz

== Placebo (n=65) Feso 4 mg (n=64)
= Feso 28 mg (n=68) = Moxifloxacin (n=64)

Zaman (saat)

Feso = fesoterodine.
QTcF = Fridericia-corrected QT interval (primary endpoint).




KARDIYAK GUVENLILIK:

Trospiyum ile kardiyak yan etki g6zlenmemistir.
Darifenasin ile kardiyak yan etki bildirilmemis.

Propiverin ile plasebo arasinda kalp hizi, PQ araligi, QRS araligi, QT
araligi ya da sikligi - duzeltilmis QT araligi ile ilgili bir farklilik yoktur.

. Tolterodin’le kardiyak yan etkiler sinif |A-Ill antiaritmik ilag
kullanan hastalarda > 8mg asan dozlarda

ients with overactive bladder syndrome with antimuscarinics: heart rate considerations; BJU international 2007;100, 1007-1014.
ustel Cardiac repolarization in healthy women and cardiac male patients; International Journal of Clinical Pharmacology and Therapeutics, 2011;49:6, 353-365.
cardiac safety of propiverine in elderly patient: A Double blind, placebo controlled clinical study; Eur Urol, 2000, 37:702-708.







SSS- Yan eftkiler

OKSIBUTININ
KBB gecer, 4 calismada SSS vyan etkileri

DARIFENASIN
KBB gecer, ama M,,‘e dusuk afiniteli, 2 caligma: SSS yan etkiler yok

PROPIVERIN
KBB gecisi minimal, 2 galisma: SSS yan etkiler yok

SOLIFENACIN
KBB gegisi var, M,,’e dusuk afiniteli baglanma, 1 galisma, SSS yan etkiler yok

TOLTERODINE
KBB gecer, 3 calismada SSS yan etkileri
Kolinesteraz inhibitorleri ile kullanimda dikkat!!

TROSPIYUM
KBB gecisi yok, 3 SSS c¢alismasinda yan etki yok.




Tolterodine, Propiverin, oksibutinin ve trospiyumun plasebo ile
karsilastiriima:

- tolterodine, propiverine, and oksibutininin dogru algilama,
konsantrasyon ve uyanik olmada bozulmaya, trospiyum

klortrin ise buna yol acmadigi gosterilmistir.

Tolterodine, darifenacin, oksibutinin, solifenasin ve
trospiyumun plasebo kullanimi ile karsilastirildiginda yalnizca
oksibutininle kognitif bozulmalar oldugu gorulmus.

Herberg K, Med Welt 1999, Pagoria, Guralnick. Curr Urol Rep 2011




The safety and efficacy of tolterodine extended
release in the treatment of overactive bladder
in the elderly

e concern with anti-muscarinic treatment anc
CNS adverse effects did not occur more frequently in Tolt-IR
treated patients.

subjects withdrew because of lack of efficacy. CNS adverse
effects did not occur at a greater rate in subjects older than
65 years of age. Overall, Tolt-ER was efficacious and well

Wagg A, et al. Clinical Interventions in Aging 2009:4
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Sanctur@ (trospium chloride) tablets
MedWatch The FDA Safety 5

Information and Adverse Event Detailed View: Safety
Reporting Program (CDER)

f-Ehanges-Appreved oy

A Center for Drug Evaluation and Research

Safety Information

7 July 2012
Safety Alerts for Human Medical )
Products Summary View

WARNINGS AND PRECAUTIONS

Central Nervous System Effects

o Sanctura is associated with anticholinergic central nervous system (CNS) effects. A variety of CNS
anficholinergic effects have been reported, including dizziness, confusion, hallucinations and somnolence.

Resources for You Patients should be monitored for signs of anticholinergic CNS effects, particularly after beginning treatment or

increasing the dose. Advise patients not to drive or operate heavy machinery until they know how Sanctura
s Sanctura (trospium chioride) z;fgﬂ; Lh;gr;r:;% E;téent experiences anticholinergic CNS effects, dose reduction or drug disconfinuation

Ea::;cnbmg Information July ADVERSE REACTIONS

Postmarketing Surveillance

o dizziness and confusion

Drug Safety Labeling Changes

SFUTTNIanry  wieww

WARNINGS AND PRECAUTIONS

Central Nervous System Effects

e Sanctura XR and Sanctura are associated with anticholinergic central nervous system (CNS)
effects. A variety of CNS anticholinergic effects have been reported, including 'dizziness,
confusion, hallucinations and somnolence. Patients should be monitored for signs of
anticholinergic CNS effects, particularly after beginning treatment or increasing the dose.
Advise patients not to drive or operate heavy machinery until they know how Sanctura XR
affects them. If a patient experiences anticholinergic CNS effects, dose reduction or drug
discontinuation should be considered




Antikolinerjik ajanlar ve SSS yan etkileri

Altta yatan

- Parkinson hast.,

- SVO

- Sizofreni

antimuskarinik ilaclarda yan etkiye daha yatkin kilabilir.

Bunun da disinda; bu yas grubundaki hastalarin kullandiklari mevcut
ilaclar antikolinerjik ajanlarda yan etkileri kimiulatif olarak artirir!

Mintzer J et al, J Royal Soc Med 2000,. Blazer G, J Geriont 1983




Antikolinerjik ajanlar ve Yaslilarda Antikolinerjik yan
etkileri olan ilaglar

Ba mwme wmreu s

» Anticholinergics » Drugs with anticholinergic
side effects

-~ Antiemetics/antivertigo
- Anti-Parkinson’s

— Antispasmodics (Gl)

- Antispasmodics (Uro)
~ Antimigraine

— Bronchodilators

- Preanesthetics
- Mydriatics

Mintzer J, Bumns A. J Royal Soc Med. 200083457462

Antiarrhythmics

- Antidiarrheals

Antihistamines

Skeletal muscle relaxants

- Antiulcer drugs

Antidepressants

- Antipsychotics

Herbals




Diagnosis and Treatment of Overactive Bladder (Non-Neurogenic)
in Adults: AUA/SUFU Guideline Amendment

E. Ann Gormley, Deborah J. Lightner, Martha Faraday and Sandip Prasan Vasavada*

Guideline Statement 15: “Clinicians should
use caution in prescribing anti-muscarinics or Bs-
adrenoceptor agonists in the frail OAB patient.”

(Clinical Principle)

Duskun hastalarda (yururken destek ihtiyaci, kalkarken-
otururken yardim, kilo kaybeden, zayiflik hali, biligsel
sorunlar) AAM tedavileri yetersiz kalabilir ya da yan etkiler

fazla olabilir.




Yash hastalarda ila¢ kullanimi

Coklu ilag: > 65 yas erkeklerde %44, kadinlarda %57
Almanya’'da > 65 yas, Ucte bir oraninda 5 ya da daha fazla
llag

llaclarin bu yas grubunda kullanimi, uygunlugu ya da
uygunsuzugu ile ilgili hi¢ bir sistematik karsilastirmall
calisma YOK!

Kaufman et al, Jama 2002, Wehling et al J Am Ger Soc 2009, Beers Criteria J Am Ger Soc 2012




Yash hastalarda ila¢ kullaniminin uygunlugu/uygunsuzlugu

Beers Kriterleri: Amerikan Geriatrik Dernegi:
PIMs: Potentially Inappropirate medications

PRISCUS: Alman Geriatri toplulugu

STOPP: Screening Tool of Older Persons’ Prescriptions
START: Screening Tool to Alert Doctors to the Right
Treatment

Beers kriterlerinde; konstipasyonu olan tum yaslilarda tum
antimuskariniklerden KACINILMALI....







FORTA (Fit fOR The Aged)
Siniflamasi

FORTA 2008

- Gunluk klinik uygulamada uygun olmayan ya da zararh ilaglarin belirlenmesi

Yaslilarla ilgili 20 farkli tedavi alaninda 200’in lGzerinde ilag

C—-Dikkatli D—-Kullanmaktan
Kullanmali Kacginiimali

The FORTA classes are defined as follows:

Class A (A-bsolutely) = indispensable drug, clear-cut
benefit in terms of efficacy/safety ratio proven in
elderly patients for a given indication

Class B (B-eneficial) = drugs with proven or obvious
efficacy in the elderly, but limited extent of effect or
safety concerns

Class C (C-areful) = drugs with questionable efficacy/
safety profiles in the elderly, to be avoided or omitted in
the presence of too many drugs, lack of benefits or
emerging side effects; review/find alternatives

Class D (D-on’t) = avoid in the elderly, omit first,
review/find alternatives




4) 31:131-140
13-0146-0

ORIGINAL RESEARCH ARTICLE

FORTA (Fit fOR The Aged) ey

A Clinical Tool for Increasing the Appropriateness
of Pharmacotherapy in the Elderly

: ; I I l I fI a | I l a S I Alexandra M. Kuhn-Thiel - Christel Weili - Martin Wehling -
The FORTA authors/expert panel members

FORTA sinifflandirma sistemi

Yash hastalarda kanitlanmis veya agik etkisi gézlenen sinif.
Sinif B Faydah Etkililik veya givenlilige iliskin endiseler de sinirli.

Yash hastalarda etkililik/giivenlilik profili siipheli ilag sinifi.
Dikkatli Hasta ¢ok fazla ilag kullanyorsa, faydasi yoksa veya yan etki gézleniyorsa
kullanilmah kaginilmali ya da kullanimi birakilmali; yeniden degerlendirilmeli/
alternatifleri bulunmalr.

Sinif C

Sinif Kullanmaktan Yash hastalarda kullanmaktan kacinilmasi gereken ilag¢ sinifi.
inif D kacinilmal Yeniden degerlendirilmeli/alternatifleri bulunmali.

1. Oelke M. Ve ark., Age and Ageing 2015;44:745-755




Appropriateness of oral drugs for long-term
treatment of lower urinary tract symptoms in

older persons: results of a systematic literature
L U I S — F O R I A 2 O 1 4 review and international consensus validation
process (LUTS-FORTA 2014)

MaT y CasTRO-Diaz?, Emmaniuel CHarTIER-KASTLER', MIKE KiRBY™S,

Alt uriner sistem semptomlari icin YAYGIN kullanilan ilaglarin yasl

hastalara uygunlugu: sistematik literatur incelemesi ve uluslararasi
konsensus dogrulama sureci sonuclari

a-blokerler, antimuskarinikler, 5a-reduktaz inhibitorleri, PDES
inhibitorleri, ve 3-agonistler

Age and Ageing 2015;0:I-1l doi: 10.1093/ageing/afv077




Fit fOR The Aged- FORTA-LUTS

Sistematik literatlr incelemeleri
Delphi siniflamasi-analizi

FORTA kriterleri uygunluk

Oelke M. Ve ark., Age and Ageing 2015,;44:745-755




Fit fOR The Aged- FORTA-LUTS

Secicileri belirleme (M.W. and M.O.) internet arastirmasi.

David Castro Diaz
Emmanuel Chartier Kastler
Mike Kirby

Adrian Wagg




Taranan 896 kaynaktan 25 adet ¢alisma siniflamaya dahil
edilebilir 6zellikte bulunmustur.?!

* Veri fobani arastrmasi | Diger kaynaklardan ilave -
ile kayitlar belirlendi. kayitlar belirlendi. > 65 yas Ustu
(n = 835) In=62)
H |

Tekrarlayan kayitlar temizlendi.
(n = 8948) ‘

l

KCIY“IC"' Itll‘andl. .:] ‘ D|$|qnacc|k ‘

| BELIRLEME

n = 896 | > kaylar belidendi.

l (n =862

Secilen makalelerin Dlslqnqn mqkabbr
uygunlugu belirlendi: iliskisi
degerlendirildi. —> olmayan n - ) ya da
n = 34) yasllar ile ilgili alt grup
l ’ analizleri. [ = 3

dahil edilen

calismalar.

 Kalitatif senteze |
[n=25)

[DAHILETME  UYGUNIUK|

1. Oelke M. Ve ark., Age and Ageing 2015;44:745-755




Fit fOR The Aged-

FORTA sinifflandirma sistemi

Yash hastalarda kanitlanmis veya acik etkisi gézlenen sinif.
Sinif B Faydah Etkililik veya givenlilige iliskin endiseler de sinirli.

. . Yash hastalarda etkililik/givenlilik profili sipheli ilagc sinifi.
f Dikkatli Hasta ¢ok tazla ilag kullanyorsa, faydasi yoksa veya yan etki gézleniyorsa
Sinif C kollamlmal , O
ullaniimah kagimilmali ya da kullanimi birakilmali; yeniden degerlendirilmeli/
alternatifleri bulunmal:.

Sinif D Kullanmaktan Yash hastalarda kullanmaktan kacinilmasi gereken ilac sinifi.
L kacinilmal Yeniden degerlendirilmeli/alternatifleri bulunmali.




Appropriateness of oral drugs for long-term treatment of LUTS

Table . Selected drugs for the long-term treatment of lower urinary tract symptoms in older people

Drug class (drugs in Agent FORTA Numberof Consensus coefficient, Expert ratings on a numerical
alphabetical order) class® raters’ Round 1 (cut-off 0.800) scale A=1,B=2,C=3,D=4

Round 1 (R1) Round 2 (R2) Mean (Mode)
FORTA-A-level (A-bsolutely).
5¢

FORTA B (B-eneficial): dutasteride, fesoterodine and finasteride.

o

FORTA C (C-areful, questionable): darifenacin, mirabegron, extended release oxybutynin,
silodosin, solifenacin, tadalafil, tamsulosin, tolterodine ve trospium.

A FORTA D (D-on'’t - Avoid) alfuzosin, doxazosin, immediate release oxybutynin, propiverine

ve terazosin.

mmmediate reicasc

Oxybutynin low dose/extended telease  C 4 1.000 3.0;3
Propiverine D 5 0.700 R1:3.4;3
R2: 3.8; 4
Solifenacin C 5 1.000 3.0;3
Tolterodine C 5 1.000 3.0;3
Trospium C(@®B) 5 0.800 R1:24;2
R2:26;3
Bs-agonist Mirabegron ® 5 1.000 3.0;3

PDES inhibitor Tadalafil C 5 0.900 28;3




FORTA siniflandirmasina gore;

Fesoterodin, yasli hastalarda en iyi ¢alisiimis antimuskarinik olarak
tanimlanmistir.

Forta siniflamasi ile iliskili 8zelliklerin tanim

FORTA D (D-on’t - Avoid) alfuzosin, doxazosin, immediate release oxybutynin, propiverine

ve terazosin.




897 yayina ait abstrakt

>05yasveustu - 25calisma

Tum uzmanlar birbirlerinden habersiz




Drugs Aging (2014) 31:131-140
DOI 10.1007/s40266-013-0146-0

ORIGINAL RESEARCH ARTICLE

Consensus Validation of the FORTA (Fit fOR The Aged) List:
A Clinical Tool for Increasing the Appropriateness
of Pharmacotherapy in the Elderly

Alexandra M. Kuhn-Thiel « Christel WeiB3 - Martin Wehling *
The FORTA authors/expert panel members

the experts’ FORTA ratings into numerical values representing the median: A-1, B - 2,
C-3and D - 4, respectively.

If 1 <m<1.5 - FORTA Class A
If 1.5 <m<25 — FORTA Class B
If 2.5 <m < 3.5 - FORTA Class C
If m > 3.5 - FORTA Class AD

where m = arithmetic mean based on the raters’
grades 1-4.




Yasl Hasta Gruplarinda Fesoterodin
(DuBeau) Calismasi ey S R R R

X Duskun Yasli AAM hastalar- Ortalama yas 75,

X % 71 ek komorbidite, ortalama komorbidite sayisi: 8.6

X % 34’Unde 11 ayri komorbidite

X % 70 — 6 ya da daha fazla ilac kullaniyor.

X Ort 4 kez kacirma /glin- orta. 12 kez miksiyon




DuBeau CE, 2014: Komorbid hastaligi cok olan ort. 75 yas (65-

90) hasta grubunda fesoterodin Giivenli mi?

Table 3. Treatment emergent AEs with an incidence exceeding
the placebo rate and occurring in 2% or more of subjects

No. Placebo (%) No. Fesoterodine (%) * Caligmayi tamamlama oranlari
sirasl ile % 80 ve % 78.
S!_ll:ljc:[:'.; with AEs <£L‘I (42.7) 158 (56. é'u >
E:,E:EE:L'LPEEE' due to AEs 1,:; :gg: EE |1|’§§: » Guvenlik ve tolerabilite: ciddi
Constipation 12 (43) 31 (11.1)1 yan etki % 2.8 vs % 2
Urinary retention 0 9 (321
Diarrhea ! (25) 8 (28
Fatigue 3 (1.1) 8 (2.8)
Dyspepsia 1 {04) 7 (25
Headache 5 (1.8) I (25
Cough 2 (0.7 ! (2.5

L I —m——

No. Placebo (%) No. Fesn

2(0.7)
6 (2.1)

AEs of special interest:
Palpitations
Peripheral edema
Increased residual urine vol
Memory impairment
Somnolence
Confusional state

(0.7)

— O MN —= O O



FORTA siniflandirmasina gore;

Fesoterodin, yasli hastalarda en iyi ¢alisiimis antimuskarinik olarak
tanimlanmisgtir.

llag adi Forta siniflamasi ile iliskili ozelliklerin tanimi

KV sisiemle ||1§k1l| uyanlar, geriafrik hastalarda fipik olan kabizhik gibi belirgin
Solifenasin anfikolinerjik yan etkiler, fﬂ nsel bozulma net gésterilmemekle Birlikts cﬁkm eclilnasi
FORTA C ybniinde uyan ve pazarlama sonrasi bildirimler vardi.

Ldikkaﬂi Yeterince gcl||$||rnﬂmuk|a birlikie zihinsel givenlilige iliskin inandinci sonuglar ve

Trospium beraberinde BOS élciimleri vardir. Periferik anti ik etkileri diger antimuskarinikler
Wnnon) P gibidir ancak Qe el%llen \,:uiﬂglil:u gcrunmefledlr. il b

Oksibuﬂnjn Dus.uk dozda [uz-::lhlrnls su||m||:l kullaniirsa unhkﬂhneqjk yan etki orani kabul edilebilir
|dissik doz, uzatlms salmli mﬁﬂedlr ancak w;hlardcl verisi yeiam ir.

: : KV sistemle iliskili uyanlar, geriatrik hastalarda fipik clan kabizlik gibi belirgin antikolinerjik
Darifenasin realflﬂyc:-rﬂurl ;k[‘lulngﬂbczuﬁeu net gas!erﬂrne;eﬁ:a I:'.?II'II"H‘E dlkk{lﬂ gcl:|||lmlasa:I ?{I]m?nde U;E:P !u"ﬂtdll'

: KV sisiemle iliskili uyanlar, geratrik hastalarda tipik olan kabizlik gibi belirgin anfikolinerjik
Tolterodin sty ot e e e s e e

Okﬁ jml Yuks:—:-k c:nhlcohnenkk yan etki orani, KV risk profili, uzahlmis salimli preparatda bile
izh saliml)

U5ITEE EI | D]ITICI Fere Jmnlﬂcmmls mhmseif mhf 'r‘EIFI El'kl er, YﬂSIIlGFdU net ‘JEFIIEH'II'I

FORTA D [s’rcln yetersizligi (disik doz uzahlmis salimh formu FORTA C'dir).

[kacimlmali)

iveri ‘l’uksekuﬂhkohnenk neth orani, KV risk profili, net olmayan kogpitif yan etkiler,
ropiverin l i P KRJENE REICHIIE XS

":,-"GS 1 EIFCICI net verienn 0 MOmasE.

1. Oelke M. Ve ark., Age and Ageing 2015,;44:745-755.




Diger antimuskarinikler ?

I \l’ !

BIOHAZARD :




Adverse Event Assessment of Antimuscarinics for
Treating Overactive Bladder: A Network Meta-Analytic
Approach

Thomas M. Kessler'?, Lucas M. Bachmann'*, Christoph Minder', David Léhrer', Martin Umbehr’,
Holger J. Schiinemann?, Alfons G. H. Kessels'*

* 69 klinik calisma
 Network meta-analiz
e 26229 hasta

e 77 farkli antimuskarinik (darifenasin, fesoterodine, oksibutinin,
propiverine, solifenasin, tolterodine, trospiyum)

 Tum yan etkiler— yas, cinsiyet ve tedavi siireleri




solifenacin 5mg -
trospium chloride 60mg —|
tolterodine 4mg—
trospium chloride 40mg —|
fesoterodine 4mg —
oxybutynin TDS 3.9mg—|
darifenacin 7.5mg —
fesoterodine 8mg —
propiverine 30mg —
solifenacin 10mg —
darifenacin 15mg -
oxybutynin 10mg —
propiverine 45mg =
oxybutynin 15mg —|

oxybutynin 20mg —

Oksibutinin > 10 mg/glin disinda tim ajanlar
ilk basamak tedavide onerilebilir.

adverse events on VAS sum score

Kessler TM, et al. Plos One 2011




Adverse Event Assessment of Antimuscarinics for
Treating Overactive Bladder: A Network Meta-Analytic
Approach

Thomas M. Kessler'?, Lucas M. Bachmann'*, Christoph Minder', David Léhrer', Martin Umbehr’,
Holger J. Schiinemann?, Alfons G. H. Kessels'*

* En ¢ok agiz kurulugu
* GOz bulgular plasebo 1le aym
* SSS yan etkiler1 8 hf boyunca minimal

* Kardiyak yan etki: YOK

* Yas, cinsiyet ve tedavi siiresinden bagimsiz




Aging & Mental Health
AGING

MENTAL
HEALTH

ISSN: 1360-7863 (Print) 1364-6915 (Online) Journal homepage: http://www.tandfonline.com/loi/camh20

Influence of antimuscarinic therapy on cognitive
functions and quality of life in geriatric patients
treated for overactive bladder

Ece Esin, Ali Ergen, Mustafa Cankurtaran, Burcu Balam Yavuz, Meltem Halil,
Zekeriya Ulger, Yusuf Yesil, Mehmet Emin Kuyumcu, Munevver Ozcan, Eylem
Cankurtaran & Servet Ariogul

Ort. Yas 73.5 olan toplam 168 geriatrik AAM hastasi
Alzheimer ve normal kognitif fonksiyonlu hastalarda
Tolterodine, oksibutinin, darifenasin ve trospiyumun MMSE

% 83 iyilesme
6 ay sonunda ilaci birakma %37
llaci birakma en cok oksibutinin ile




Aging & Mental Health

Influence of antimuscarinic therapy on cognitive
functions and quality of life in geriatric patients
treated for overactive bladder

Ece Esin, Ali Ergen, Mustafa Cankurtaran, Burcu Balam Yavuz, Meltem Halil,
Zekeriya Ulger, Yusuf Yesil, Mehmet Emin Kuyumcu, Munevver Ozcan, Eylem
Cankurtaran & Servet Ariogul

e Demansli olgularda antimuskariniklerle MMSE’de degisme YOK.

e TUm grupta ise yalnizca Darifenasin ile az ancak anlamli MMSE
disme

e Demans olmayan - 6nceden demansi olan olgularda da kognitif
fonksiyonlarda anlamli bozulma yok!




FORTA (Fit fOR The Aged)
Siniflamasi

" C-Dikkatli D-Kullanmaktan
Kullanmali Kaciniimali

FORTA 2008 yilinda : 25 arastirmaci
LUTS-FORTA: 5 Urolog

Sonuca etki eden calismalar
Incelenen ve incelenmeyen ajanlar
LUTS; ileri yasta farkli nedenlerle olusmakta.




Neye gore analiz?

s Calisma  Yaslilardaki Toplam Yan etki orani Calisma  Yasllardaki Toplam Yan etki
Sayisi calisma sayisi  hasta sayisi Sayisi calisma sayisi  hasta sayisi orani

P rr s s s a R E R E st R T SO A —
FORTA A (indispensable) Tamsulosin 2 2 1,121 - ¢
No drugs identified assessed in [s18]
FORTA B (benefic
Dutasteride i 2 4430 3 12 (not assessed in
Fesoterodine ] 3 2511 6 60
Tolerodine 3 1 643 3 48
Anasteride 2 12 faot assessed
Finasteride 2 1 3,283 2 12 (not assessed in Trospium i 1 178 1 a7
one trial
FORTA C (caution)
Darifenacin 2 2 421 2 58 (not systematically FORTA D (avoid)
271 . Alfuzosin 1 1 2,121 1 6
reported in [23],
added from text)
Mirabegron 1 1 1,183 1 56
Doxazosin 1 1 341 - 42
g o Oxybutynin 2 1 60 1 73 (dry mouth B6)
Oxybutynin (Jlow 1 1 m 1 65 (standard dose/
dose/extended immediate release)
release)
Silodosin - - - - Propiverine - - - -
Terazosin - - _ _
Solifenacin 2 2 1,159 2 36
e
)
L]
cla-anallz
L]
Tadalafil




C—-Dikkatli | D—Kullanmaktan
Kullanmali Kaciniimali

Tamsulosin A2 37, not specifically
assessed in [s18]
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Doksazosin cabuk salimli form: antihipertansif??
Tamsulosin ( Flomax)- TOCAS formu calisiimamis..

Terazosinle ilgili calisma?
Alfuzosine ait yasli hasta kullanimi??

HIC BIR ALFA-BLOKER YARARLI DEGIL!

Doksazosin, Alfuzosin ve Terazosin: KULLANMA!




Appropriateness of oral drugs for long-term
treatment of lower urinary tract symptoms in
older persons: results of a systematic literature
review and international consensus validation
process (LUTS-FORTA 2014)

> 065 yas

ABD’de 65 yas genc emekKili...
Turkiye'de yasili...
Banglades’te duskun...
Etyopya: Yok




Appropriateness of oral drugs for long-term
treatment of lower urinary tract symptoms in
older persons: results of a systematic literature
review and international consensus validation
process (LUTS-FORTA 2014)

Calisma ve calisilan ajanlar

Hasta gruplari standart degil.
Operasyon oykuleri, komorbiditeler
Es zamanli kullanilan ilaglar




Appropriateness of oral drugs for long-term
treatment of lower urinary tract symptoms in
older persons: results of a systematic literature
review and international consensus validation
process (LUTS-FORTA 2014)

Tadalafil

1 ED, 1 BPH calismasi sonuclari.... C- Careful
Dikkatli kullanim




Appropriateness of oral drugs for long-term
treatment of lower urinary tract symptoms in
older persons: results of a systematic literature

review and international consensus validation
process (LUTS-FORTA 2014)
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FORTA sinifflandirma sistemi

Yash hastalarda kanitlanmis veya acik etkisi gézlenen sinif.
Sinif B Faydah Etkililik veya givenlilige iliskin endiseler de sinirl.

Yash hastalarda etkililik/givenlilik profili sipheli ilag sinifi.
Dikkatli Hasta ¢ok fazla ilag kullanyorsa, faydasi yoksa veya yan etki gozleniyorsa
kullaniimah kaginilmali ya da kullanimi birakilmali; yeniden degerlendirilmeli/
alternatifleri bulunmalr.

Sinif C

£ Kullanmaktan Yash hastalarda kullanmaktan kacinilmasi gereken ilag sinifi.
Sinif D kacinilmal Yeniden degerlendirilmeli/alternatifleri bulunmali.




Appropriateness of oral drugs for long-term treatment of LUTS

Table . Selected drugs for the long-term treatment of lower urinary tract symptoms in older people

Drug class (drugs in Agent FORTA Numberof Consensus coefficient, Expert ratings on a numerical
alphabetical order) class® raters’ Round 1 (cut-off 0.800) scale A=1,B=2,C=3,D=4

Round 1 (R1) Round 2 (R2) Mean (Mode)
FORTA-A-level (A-bsolutely).
5¢

FORTA B (B-eneficial): dutasteride, fesoterodine and finasteride.

o

FORTA C (C-areful, questionable): darifenacin, mirabegron, extended release oxybutynin,
silodosin, solifenacin, tadalafil, tamsulosin, tolterodine ve trospium.

A FORTA D (D-on'’t - Avoid) alfuzosin, doxazosin, immediate release oxybutynin, propiverine

ve terazosin.

mmmediate reicasc

Oxybutynin low dose/extended telease  C 4 1.000 3.0;3
Propiverine D 5 0.700 R1:3.4;3
R2: 3.8; 4
Solifenacin C 5 1.000 3.0;3
Tolterodine C 5 1.000 3.0;3
Trospium C(@®B) 5 0.800 R1:24;2
R2:26;3
Bs-agonist Mirabegron ® 5 1.000 3.0;3

PDES inhibitor Tadalafil C 5 0.900 28;3




