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KBY Progresyonunu Onleme — Kanitlar

Yi KB kontrolii
RAS blokaji
ORTA Urik asit diistirme
Alkali tedavi

Fizik egzersiz
Protein kisitlama
Sigaray! kesme
Tuz kisitlama

YETERSIiZ Anemi tedavisi

Statinler
Kilo diistirme
Su alimini arttirma

ZARARLI Bardoxolon



KDIGO 2012 Clinical Practice Guideline for the Evaluation and Management of
Chronic Kidney Disease




KBY EVRELEME

Persistent albuminuria categories
Description and range

Al A2 A3
Prognosis of CKD by GFR
and Albuminuria Categories: NNT;‘ o Moderately Severely
mildly y ;
KDIGO 2012 i dansd increased increased
=30 mg/g 30-300 mg'g =300 mg/g
=3 mg/mmol 3-30 mg/mmol =30 mg/mmol

G1 Normal or high =90
G2 Mildly decreased 60-89
G3a Mildly to moderately 45-59

decreased

G3b Moderately to

severely decreased A

G4 Severely decreased 15-29

G5 Kidney failure <15

GFR categories (ml/min/ 1.73 m?)
Description and range




PROGRESYONU ENGELLEME
BARDOXOLON

Oral antioksidan - inflamasyon modiilatorii

4 N

BEAM
Faz 2, cift — kor RKC
Tip 2 DM, n=227
Evre 3b-4 KBY
52 hafta eGFR artma
Minor yan etkiler

Pergola PE et al. NEJM 2011;365:327

\

a

BEACON
Cift kor RKC
Tip 2 DM, n =2185
Evre 4 KBY
Calisma 9. ayda sonlandirildi
Mortalite artisi

N

KY nedeniyle hospitalizasyonda artis

-

de Zeeuw D et al. NEJM 2013;369:2492




KBY Progresyonunu Onleme — Kanitlar

Y KB kontrolii
RAS blokaiji

ORTA Urik asit diisiirme
Alkali

Fizik egzersiz
Protein kisitlama
Sigarayi kesme
Tuz kisitlama

YETERSIZ Anemi tedavisi
Statinler
Kilo distirme
Su alimini arttirmak

ZARARLI Bardoxolon



YETERSIZ KANIT DUZEY]

KILO KAYBI

Morbid Obezite & Segmental Skleroz
Orta dlzey obezite — KBY

kilo disirme proteinuriyi azaltir

Ideal viicut agirhgi?



BMI — MORTALITE

453,596 US veterans - eGFR < 60, mean age 73yrs, 87% White

Hazard Ratio-Mortality

=1
|

<20

<25

U egrisi

5 25.<30 30-<35 B¥<4

BMI

Eniyi

sonugclar:
25-35

Lu JL et al. JASN 2014; 25: 2088



KBY de ne kadar su icmek yararl

Glinde 8 bardak su (~ 2.5 L)

ABD ‘de 8 & 8

Yaygin olarak bobrek sagligini dizelttigi dustunultyor

0

a

USA- NHANES

<2 L/gin su icenlerde
>4.3L/glin suicenlere
gore KBY prevelansi
anlamli olarak yuksek

N

Sontrop JM Am J Nephrol 2013

>

/ AVUSTRALYA \

Beslenme sorgulama
calismasi

En yiksek (3.2L/glin ) sivi
alanlarda KBY riski anlamli
derecede dusuk

KStripolIi GF, Nephrology 201 1/

tane kesitsel epidemivolojik calisma

4 N

KANADA
idrar volumu

idrar V > 3L/giin
1-1.9L/giin olanlara gore
GFR dusus hizi daha fazla

\ Clark WF, CJASN 2011 /




KBY de ne kadar su icmek yararh?

Bir longitudinal calisma

a

.

AVUSTRALYA

Prospektif, n=3858
Ortalama takip 13 yil

iliskili degil
Sivi aliminin eGFR duisus hizina etkisi yok

Palmer SC, NDT 2014

N

Gunludk sivi alimi tim nedenlere bagh KV mortalite ile

4




KBY Progresyonunu Onleme — Orta Diizey Kanitlar

Urik asit diistiriicti tedavi
Urik asit proinflamatuar ve vaskiilotoksik
Allopurinol antiinflamatuar ve kardiyoprotektif

Y

Primer gut n=59
Kolsisin+ Allopurinol
Allopurinol progresyonu yavaslatmis

Gibson T. Ann Rheum Dis 1982

-




Urik Asit DUsurici Tedavi - Renal Sonuclar

Effect of allopurinol on change in GFR from baseline

Difference In means and 85% C1
Difierance Lowsr Upper Helative

Study name Yeur  nmesns limit  limit p-Valus weight
sn 2012 1.8 285 207 08 = 203
Giaon 1982 80 43 M43 025 o 688
Kanhay 2011 22 80 4 088 0 1279
Goicoschen 2010 52 A2 16 oOn : (] 897
Kso 2011 00 64 B4 100 ] %33

Summary Difference b

Q=1.9;F=0;p=07s 31 4% 11 0n

A5.00 3.5 0.00 7.50 15.00
Favours Control Favours Allopurinal

Daha glcli randomize calismalara ihtiyac var

Bose B et al. NDT 2014:; 29: 406



KBY Progresyonunu Onleme — Orta Diizey Kanitlar

Bone |
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| Acidemia |
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KBY Progresyonunu Onleme — Orta Diizey Kanitlar

Calisma

ALKALI TEDAVI

inkliizyon
kriteri

Tedavi

De Bristo-
Ashurst 2009

Phisitkul 2010

Goraya 2012

Majahan 2010

ABD

ABD

ABD

ABD

134

59

76

120

KBY4
HCO3 16-20

eGFR 20-60
HCO3>22

KBY4
HCO3<22

KBY2
HCO3>24.5

NaHCO3
1.82+0.8g/dl

Na sitrat 1

mmol/kg/g
NaHCO3 es

NaHCO3
1 mmol/kg/g

NaHCO3
0.5 mmol/kg/g

SDBY azalma
eGFR
dislsinde
yavaslama

eGFR
diuststnde
yavaslama

eGFR dustst=
kontrol (sebze
meyve diyeti)
eGFR
diuststnde
yavaslama



KBY Progresyonunu Onleme — Orta Diizey Kanitlar

ALKALI TEDAVI — Metaanaliz

4 uzun sureli calisma, takip 1.5 yil

N=295
*Serum bikarbonat *GFR dususu *Sistolik kan
dizeyi *Serum potasyum basinci

*Serum klorur

Susantitaphong P. Am J Nephrol 2012



KBY Progresyonunu Onleme — Orta

Duzey Kanitlar

e Guncel kilavuzlar

 Serum HCO3 < 22 mmol/L ise alkali tedavi
oneriyor (2B)

Kidney Int 2013



Low cost

Low risk

Available

EXERCISE
AS
MEDICINE




Fizik Aktivite ve KBY Progresyonu

Sistemik inflamasyonu azaltir
KB kontroll duzelir
Egzersiz kapasitesi artar
Hayat kalitesi artar

Kas kitlesi artar

~

*Uc RKC KBY hastalarinda aerobik
egzersizin progresyon hizina etkisi
gosterilemedi

... Ancak calismanin primer sonlanimi bu
parametre degildi

\_ v




Fizik Aktivite ve KBY Progresyonu

-

Toplum bazli cohort calisma
Fiziksel aktivite artisi ile bobrek fonksiyonlarinda daha az disuis

Robinson-Cohen C. Arch Int Med 2009

J

Longitudinal cohort calisma
n=256 KBY evre3 &4
3.7 yil takip

Her 60 dakika egzersiz artisi
yilhik GFR duststinde %0.5
yavaslama

>150 dak / hafta aktivite

En dusik GFR dusis orani

~

Robinson — Cohen C. CJASN 2014



Fizik Aktivite ve KBY Progresyonu

-

Toplum bazli cohort calisma
Fiziksel aktivite ar larinda daha az disus

hen C. Arch Int Med 2009

)

Gucld renal sonlanimli
Blyuk RKC
gerekli

>150 dak / ha¥ Fika egzersiz artis

En diisiik GFR diisU %

PrR diststunde %0.5

yavaslama /

Robinson — Cohen C. CJASN 2014



KBY Progresyonunu Onleme — Kanitlar

Yi KB kontrolii
RAS blokaji

ORTA Urik asit diistirme
Alkali

Fizik egzersiz
Protein kisitlama
Sigaray! kesme
Tuz kisitlama

YETERSIiZ Anemi tedavisi
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KBY KAN BASINCI ONERILERI

 KANITLAR

* Guclu bobrek sonlanimli calismalar
* Primer KV calismalarin alt grup analizleri
* Gozlemsel calismalar



KBY KAN BASINCI ONERILERI

2 gucli renal sonlanimli RKC

MDRD
& [ Study Al ' Study B! 8 Usual BP
_ ] GFR 25-55 GFR 13-24 . <140/90
-2 - - -2
Uzun takip sireli i 1% & 'y *a $ | ' Low BP
calismalar £ '4: k | ; $ {:4 < 125/75
3, 10 yillik E S | [ -6
Diisiik KB § 8. t |-
hedefleri ile : b - F -0
pr>1gr olanlarda S ., | | | [ _12
SDBY gelisimi ® | | -
azalmis 5 e o -: - =
4 L301) [(119) (104) [ (54) | 77)  (59) [ (63) | (32 | .

o

S .S .0 S .5
EAP AN A G

Baseline urine protein (g/day)




KBY KAN BASINCI ONERILERI

2 gucli renal sonlanimli RKC

AASK
Achieved...
Trial ph Trial and coh hort pha
100~ nal phase napiﬂi:: ort Cohort phase Low BP
Primer sonlanim [ ———— 128/78
fark vok 2 80 | ... Standard control. = “PIC ratio >0.2
ark yo § - |——Intenswecuntrol r__..-"’" Normal BP
S 501 141/85
Subgrup analizi, 2 40-
Uzun takip: ﬂé 20:
Farklar dogmakta |-aa
U....
0 10

Follow-up year




KBY KAN BASINCI ONERILERI

Guclt renal sonlanimli RKC yok
Asikar diyabetik nefropatili hastalarda post hoc analizler

Cooperative Study Group 1999 IDNT 2005

80 —

SKB 130 ulasim = GFR kayb | Follow-up SBP, mm Hg
- o i P X,
sadece 2ml/dak/yil 8 aal [P 1;1‘_9“9 I
gg ------- 134-140 Y o :
gm =" =134 .
2540
£3
a%
RENAAL 2003 g =
0

Sistolik KB her 10mmHg artis 0 6 12 18 24 30 36 42 48 54

Follow-up time (months)

SKB < 120mmHg
Tum nedenli mortalite artmis

SDBY veya 6lim %6.7 artmis




KBY KAN BASINCI ONERILERI

Guclt renal sonlanimli RKC yok
Asikar diyabetik nefropatili hastalarda post hoc analizler

Cooperative Study Group 1999 IDNT 2005

Achieved SBP 130
GFR loss onl
Bu calismalarin sonuglariyla kilavuzlar

asikar diyabetik nefropatide
KB<130/80 olmali (1B)

Bu hedefe nasil ulasilir?
Every 10 mm Cok ilag, cok vizit

increased risk fo

0 <120mmHg
~«1 nedenli mortalite artmis




KBY KAN BASINCI ONERILERI

Guclt renal sonlanimli RKC yok
Asikar diyabetik nefropatili hastalarda post hoc analizler

Cooperative Study Grg Fakat asikar diyabetik nefropatisi W

Achieved SBR olmayanlarda ne yapalim?
GFR loss o

Biliyoruz ki
*Diyabetiklerin %10 unda asikar
diyabetik nefropati var

m *Diyabetiklerin %25i >65 yas ve
Every 10 mm Hg ris& GFR<60

increased risk for ESRD o

by 6.7%
SKB < 120mmHg

Tum nedenli mortalite artmis




Table 2. Primary and Secondary Outcomes and Renal Outcomes. *

Hazard Ratio (95% Cl)

Outcome Intensive Treatment Standard Treatment P Value

no. of patients no. of patients

(%)% per year (%)% per year

All participants (N =4678) (N = 4683)

Pr 243 (5.2) 1.65 319 (6.8) 2.19 0.75 (0.64-0.89) <0.001

Q
5
<
o
[=]
o
3
)
%

ary outcome

97 (2.1) 0.65 116 (2.5) 0.78 0.83 (0.64-1.09) 0.19

40(0.9) 0.27 40(0.9) 0.27 1.00 (0.64-1.55) 0.99

_ 62(1.3) 0.41 70 (1.5) 0.47 0.89 (0.63-1.25) 0.50

62 (1.3) 0.41 100 (2.1) 0.67 0.62 (0.45-0.84) 0.002

37(0.8) 0.25 65 (1.4) 0.43 0.57 (0.38-0.85) 0.005

155 (3.3) 1.03 210 (4.5) 1.40 0.73 (0.60-0.90) 0.003

332(7.1) 225 423(9.0) 2.90 0.78 (0.67-0.90) <0.001

14 (1.1) 0.33 15 (1.1) 0.36 0.89 (0.42-1.87) 0.76

10(0.8) 0.23 11(0.8) 0.26 0.87 (0.36-2.07) 0.75

6(0.5) 0.14 10(0.8) 0.24 0.57 (0.19-1.54) 0.27

T I S S S S

49/526 (9.3) 3.02 59/500 (11.8) 3.90 0.72 (0.48-1.07) 0.11
>30% reduction in estimated GFR to <60 127 (3.8) 121 37(1.1) 0.35 3.49 (2.44-5.10) <0.001

ml/min/1.73
110/1769 (6.2) 2.00 135/1831 (7.4) 241 0.81 (0.63-1.04) 0.10

NEJM November 2015



KBY Progresyonunu Yavaslatma — lyi Kanit Diizeyi

Kan Basincl Kontroll




KBY Progresyonunu Yavaslatma — lyi Kanit
Duzeyi

RAS Blokaji

Cooperative Calisma Grubu, REIN 2, AASK, Benazepril
RENAAL, IDNT

. *ACEi veya ARB ile serum
*ACEl veya ARB ile serum kreatinin kreatinin 2 kati artis — SDBY
2 kati artis — SDBY azalma azalma

*Posthoc analizlerde proteinuri *Proteintiri ne kadar yuksekse =
orta derecede uygun bir sonlanim yarar artmakta

parametresi *Proteiniiri < 0.5 g/giin yararli
degil




KBY Progresyonunu Yavaslatma — lyi Kanit
Duzeyi

RAS Blokaiji

Cooperative C4 ACE / ARB \SK, Benazepril

Renal sonuglar benzer 2 ile serum
*ACEl veya DETAIL calismasi tis — SDBY
2 kati ¢ Telm-E '|)
*Posthoc ( SFEARI
ARB daha iyi tolere edilir?
MALIYET




KBY Progresyonunu Yavaslatma — lyi Kanit Diizeyi

* RAS Blokaji

* Nonproteinurik KBY hastalarinda renal
yararlanimini gosteren kanit yok

e 70 vyas uzeri GFR<60 hastalarin % 5 inde
proteinuri>0.5 gr

e Calismalarin %75 inde 70 yas Uzeri hasta yok

* Veriler buyuk KV calismalarin alt grup
analizlerine dayanmakta



KBY Progresyonunu Yavaslatma — lyi Kanit Diizeyi

e RAS BLOKAJI KOMBINASYONU
- Proteinurik KBY hastalari

—COOPERATECatismast—



lgA Nefropatisinde ACE| & ARB
Kombinasyonu

PROTEINURIA REDUCED

Experimental Control Mean difference Mean difference

Kem2003 31 03 1 42 03 19 102% -110[-129.-0%1)
Russo2001 072 004 10 098 014 10 111% =026[-038 -0 14) -
Song2003 35 03 W 4 02 14 102% -050]-069.-031) -
Tsukasa2007 08 02 8 13 03 & e3% -050[-075-029 —i
Yosto 2006 022 012 13 046 D24 14 108% -0.24|-0.38 -0.10) =i
Yoshio2004 028 02 11 044 031 10 97% ~016(-0.39.007] S )
Subtotal (35% C) 7% 75 $13% 048 [-0.72, -0.19] ks
Heterogeneity: Tau’ = 0.10: Ch? = 67 61, &f = § (P < 0.00001). 1 = 83%

Test for overall eflect: Z = 3.40 (P = 0.0007)

ACEl +ARS vs ARS

Russa2001 072 01 10 101 0% 10 113% -0 |04, -017) s
Taukasa200? 08 02 8 15 04 8 8% -070[-101,-03 T
Yosho 2006 026 02 13 0503 16 101% <028|-047, -0.09) S
Yoshio2004 028 02 11 0S5 03 10 91% -027|-053 -0.0) —_——
Subtotal (95% CI) 2 4 TN -0.35[-050, -020) e
Meterogensty Tau'= 001, Chit= 630, of = 3 (P = 0 10) I = 52%

Tos! for overall effect 2 » 4 53 (P < 0.00001)

Total (95% CN) "7 119 100.0% -0.42(-0.59, -0.2¢] >

Halterogenaity Tau® = 0.06. Ch’ = T6.07, 81 = § (P < D.00001) 1 = BE% _=‘ _;5 o 0; :
Tast for overall sflect Z = 4 96 (P < [.00001) ¢ i o P a

Cheng J et al. Int J Clin Pract 2012; 66: 10



KBY Progresyonunu Yavaslatma — lyi Kanit Diizeyi

RAS BLOKAJI KOMBINASYONU

NONPROTEINURIK KBY
&
KV HASTALIK + KBY

ONTARGET
ALTITUDE




ONTARGET

KV Sekonder Koruma Calismasi ( n=25260 )
RAS Blokaji Kombinasyonu

Calisma grubu Ortalama yas 66
% 69 HT

% 37 DM
% 13 mikroalbuminiirik
% 4 makroalbuminiirik

Kombinasyon grubunda kotii Daha fazla hipotansiyon
renal sonuglar
Daha fazla hiperkalemi

Daha fazla kreatininde 2 kat artis

ABH nedeniyle daha fazla diyaliz



ALTITUDE

Yuksek riskli tip 2 DM (n=8561)
Renin inhibitdrli RAS Blokaji Kombinasyonu

Calisma grubu Ortalama yas 64.5
%95 HT

%100 DM
%26 mikroalbuminiirik
%58 makroalbuminiirik

Kombinasyon grubunda kotii Daha fazla hipotansiyon
renal sonuglar

Daha fazla hiperkalemi

Daha fazla ABH

Renal sonuglarda fark yok SDBY



Combined Angiotensin Inhibition for the
Treatment of Diabetic Nephropathy

A Primary End Point
100
90
30
70
60
50
40
30
204
104
0

Primary End Point (% of patients)

Percent of Patients (95% Cl)

5.7 (41-7.8) 187 (15.6-22.3) 30.4 (26.1-35.3) 424 (34.3-50.8)  Losartan +Placebo
53 (3.8-7.3) 15.2 (123-18.6) 28.2 (23.8-33.4) 483 (35.4-63.0)  Losartan+Lisinopril

Losartan +lisinopril

0

No. at Risk
Losartan+placebo 724
Losartan+lisinopril 724

T T T T T T 1
18 24 30 36 42 48 54

Months since Randomization

453 335 238 149 75 14
457 347 245 139 69 10

VA-NEPHRON-D
>18 yas Tip || DM

Evre 2-3 KBY
Proteinuri>0.3gr

B Secondary End Point
100+
90
30
70
60-{
50
40+

Secondary End Point (% of patients)

Percent of Patients (95% Cl)

28 (18-4.5) 130 (1L1-17.3) 215 (17.6-26.1) 32.5 (24.7-42.1) Losartan+Placebo
19(10-34) 79(53-10.7) 185 (14.5-23.5) 35.2 (226-52.0)  Losartan+Lisinopril

Losartan +lisinopril

No. at Risk
Losartan+placebo 724
Losartan+lisinopril 724

T T T T T T 1
18 24 30 36 42 48 54

Months since Randomization

453 335 238 149 75 14
457 347 245 139 69 10

C Death

Death (% of patients)
g
1

104

3.1(2.0-4.7)
3.5 (2.3-5.2)

._-——*-_‘"--"_——-—

Percent of Patients (95% Cl)

6.7 (4.9-9.1) 122 (9.4-15.9) Losartan +Placebo
8.0 (6.0-10.6) 12.0 (9.2-15.5) 19.6 (12.7-29.5) Losartan +Lisinopril

P=0.75

—-__"_‘_| Losartan +lisinopril

Losartan+placebo

No. at Risk
Losartan+placebo 724
Losartan+lisinopril 724

T T T T T T 1
18 24 30 36 42 48 54

Months since Randomization

499 389 281 183 96 21
505 393 297 185 93 13

METHODS
We provided losartan (at a dose of 100 mg per day) to patients with type 2 diabetes,
a urinary albumin-to-creatinine ratio (with albumin measured in milligrams and
creatinine measured in grams) of at least 300, and an estimated glomerular filtra-
tion rate (GFR) of 30.0 to 89.9 ml per minute per 1.73 m? of body-surface area and
then randomly assigned them to receive lisinopril (at a dose of 10 to 40 mg per day)
or placebo. The primary end point was the first occurrence of a change in the esti-
mated GER (a decline of 230 ml per minute per 1.73 m? if the initial estimated GFR
was >60 ml per minute per 1.73 m? or a decline of >50% if the initial estimated GFR
was <60 ml per minute per 1.73 m?), end-stage renal disease (ESRD), or death. The
secondary renal end point was the first occurrence of a decline in the estimated GFR
or ESRD. Safety outcomes included mortality, hyperkalemia, and acute kidney injury.

N ENGL ) MED 369;20 NEJM.ORG NOVEMBER 14, 2013




Combined Angiotensin Inhibition for the
Treatment of Diabetic Nephropathy

A Acute Kidney Injury

1004
£ 90
c
8
= 80
o
w70+
£ g0
>
‘1 50_
£ 40
Fny
c 304
=
> 204
2
3 1o
<T

0

Percent of Patients (95% Cl)

5.2 (3.8-7.2)
9.2 (7.3-11.7)

11.2 (8.8-14.1)

Losartan+lisinopril

e Losartan+placebo

15.4 (12.4-19.1) 18.3 (14.2-23.3)
16.6 (13.8-20.0) 23.7 (20.0-28.0) 40.8 (28.2-56.4)

Losartan+ Placebo
Losartan + Lisinopril

No. at Risk
Losartan+placebo 724
Losartan+lisinopril 724

T T T T T T T
6 12 18 24 30 36 42

Months since Randomization

638 548 470 355 260 170 89
630 528 453 341 251 156 78

P<0.001
T 1
48 54
20
7

B Hyperkalemia

100— Percent of Patients (95% Cl)

P 2.4 (1.5-3.9) 4.0(27-5.9) 5.1(3.4-7.5) Losartan +Placebo

'E 80 6.5 (4.8-8.6) 9.9 (7.8-12.7) 13.4(10.4-17.0) Losartan+|_i5ir|opri|

T 70

5 604

=

2 504

=

£ 40

2

T 30

U

o 204 Losartan+lisinopril P<0.001

T 101

————————————————————————————————————— Losartan+placebo
0 == T T T | | T | |
0 6 12 18 24 30 36 42 48 54
Months since Randomization

No. at Risk
Losartan+placebo 724 648 563 487 379 271 174 90 20
Losartan+lisinopril 724 631 535 458 347 258 154 71 10

N ENGL) MED}GQ!ZO NEJM.ORG NOVEMBER 14, 2013



KBY HASTALARINDA KB TEDAVI ONERILERI

 RAS BLOKAIJI
e Proteinurik KBY hastalarinda ilk secenek (1B)
* Nonproteinuriklerde yarari az — yok

 Mikroalbuminuriden asikar proteintriye
ilerlemeyi yavaslatir

* Dual blokaj yash vaskulopatili hastalarda
uygun degil



KAN BASINCI HEDEFLERI

Proteintri Proteintiri Proteintiri
<0.3g/giin 0.3g—1g/giin >1g/glin

Nondiyabetik <140/90 <130/80 <130/80 veya
genc agir
proteinurik
hastalarda <125/75

ilag grubu Herhangi grup ACEi / ARB ACEi / ARB

Diyabetik <140/90 <130/80 <130/80 veya
genc agir
proteintrik

hastalarda <125/75

ilag grubu ACEi / ARB ACEi / ARB ACEi / ARB



KAN BASINCI HEDEFLERI

Proteintri Proteintiri Proteintiri
<0.3g/giin 0.3g—1g/giin >1g/glin

Nondiyabetik <140/90 <130/80 <130/80 veya
genc agir
oteinurik
/ A\\talarda <125/75
ANCAK
ilac grubu Ozellikle yaslilarda doz | / ARB
titrasyonu, yakin takip ile yan
Diyabetik etkilerden koruma 0/80 veya
agir
\ teinurik

hastalarda <125/75

ilag grubu ACEi / ARB ACEi / ARB ACEi / ARB



* |lginiz icin tesekkurler....



