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Hastaligin llerleyicilik Risk

Faktorleri-1

o Klinik
— Baslangi¢ serum kreatinin dtzeyinin yuksekligi
— Hipertansiyon
— Nefrotik dlizeyde proteintri
— Anemi
— Siyah/ispanyol etnik kdken

Borchers AT et al. Lupus nephritis a critical review. Autoimmunity Reviews 2012;12:174-194.



Faktorleri-2

o Patolojik
— Kronik tubulointerstisyel hastalik
— Yaygin kresent varligi



Faktorleri-3

* Tedavi sirasinda
— Tedaviye gec baslamak
— Ataklarin sikligi ve siddeti

— Renal tutulumun kontrol derecesi (remisyon
olmamasi)

Borchers AT et al. Lupus nephritis a critical review. Autoimmunity Reviews 2012;12:174-194.



1. Idrar sedimi hematiiri ve silendirtiri yok
2. Serum kreatinin degeri normal aralikta
3. Protein atilimi<300 mg/gun

Korbet SM, Am J Kidney Dis. 2000;35(5):904.
Austin HA et al. J Am Soc Nephrol 2009;20:901-91



1. Sabit serum kreatinin degeri

2. Protein atiliminda %50 azalma veya <1500
mg/gln

Korbet SM, Am J Kidney Dis. 2000;35(5):904
Austin HA et al. J Am Soc Nephrol 2009;20:901-911



Renal atak sikligi (relaps)

Serum kreatininde ikiye katlanma riski
Son donem bobrek hastaligi riski
OlUm riski

Tedavi yan etkilerin olmamasi

Korbet SM, Am J Kidney Dis. 2000;35(5):904.
Austin HA et al. J Am Soc Nephrol 2009;20:901-911



Renal atak

Serum kreatinin degerinde ikiye katlanma
Son Donem Bobrek Yetmezligi

Olum

Sinclair A et al. Lupus 2007;16:972-980.



Lupus Nefriti Idame Tedavi Etkileyen
Faktorler

o Irk

e llac tipi

e Slre

o Nefritin sinifi (I, IV, V)

Borchers AT et al. Lupus nephritis critical review. Autoimmunity REviews 2012;12:174-194.



« Immunsupresif Tedavi
 Immiinsupresif olmayan Tedavi
Ek tedaviler



ldame Tedavi
Immunosupresif Secenekler

o Kortikosteroid

o Siklofosfamid

« Mikofenolik asit (MMF)
o Azatioprin

» Siklosporin

o Takrolimus



Proliferatif Lupus Nefriti
ldame Tedavi

 n: 59 (%46 AA, %49 ispanyol)
— MMF:0.5-3 g/gln
— AZA :1-3 mg/kg/gun
— Siklofosfamid i.v. :0.5-1 g/ m?/ 3 ay
— llave olarak prednison

Contreras G, N Eng J Med 2004,;350:971-980.



Proliferatif Lupus Nefriti
ldame Tedavi

* S, 1.6 mg/dL
* Nefrotik dlizeyde proteindri
e Sinif 3-4

Contreras G, N Eng J Med 2004,;350:971-980.



Proliferatif Lupus Nefriti
Idame Tedavi
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Contreras G, N Eng J Med 2004,;350:971-980.



Proliferatif Lupus Nefriti

ldame Tedavi
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Proliferatif Lupus Nefriti

ldame Tedavi

Table 3. Rates of Amenorrhea, Infections, and Other Adverse Events during Maintenance Therapy *
Azathiopring Mycophenolate Cyclophosphamide PValue for Comparisen P Value for Comparison
Adverse Event Grodp Mokt Group G i with Arathieprine with Mycophenolate Maleti
percent
Aumenorrheay L L 12 0ol ooy
Infection
Total 29 ¥ HE 0,003 0.00%
M ajo 2 2 25 0.01 0.0z
Priesumanis 2 2 15 0,05 0
Sepada with bacteremis i 0 R — —
hleningitis 1] 0 1 — _
Flariar 48 L] T e (TR
Upper respiraiony tract 23 14 12 0.4 08
Urinary tract i Lo i 0.5 )
Herpes zosler 4 i 17 00 1
Lruooanuy T & > (LI 45 & 1S
Mawneay f 14 &S S ] « O CHF L
Vamiting] 4 %] 55 <0 Ok <000
Drarrkea ] 11 12 087y Bl

Contreras G, N Eng J Med 2004,;350:971-980.



Membranoz Lupus Nefriti Ve
ldame Tedavi

n:38

AZA+prednison

90 aylik takip sonunda

Tam remisyon %67

Kismi remisyon %22
Kumulatif Relaps hizlari %19

Mok CC et al. Am J Kidney Dis 2004,43:269-76.



Sinif IV ve Vc,Vd Lupus Nefriti ve

ldame Tedavi

Mo of patients

Age (vr)

Female gender

Years since first diagnosis

Serum creatinine (me/dl)
Croatinine clearance {ml/ min)
Proteinuria (g)

Hemoglobin (mg/dl)

BI* immHg)

CLEIF
LN

Dae

SLAM total score

Biopsy WHO category (%)
v
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Activity index (median /interquartile rango)
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Sinif IV ve Vc,Vd Lupus Nefriti ve
ldame Tedavi
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Moreni G, etal. Clin J Am Soc Nephrol. 2006 Sep;1(5):925-32.




Sinif IV ve Vc,Vd Lupus Nefriti ve
ldame Tedavi
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Ulkemizdeki Lupus Nefriti Idame Tedavisi

Sonuclari
Group | Group 2
(MMF).n =17 (AZA).n=15

Serum creatmine (mg/dL) 1.32+0.7 091 +0.23
Creatmne clearance (mL/min) 68 71

Hematuna (=5 RBC/hpf) 12 (76%) 12 (80%)
Leukocyturia (=5 WBC/hpf) 11 (70%) 10 (73%)
Proteinuria (g/24 h) 19+1 1.58 +0.7

Gilizar Manga Sahin ve arkadaglari. Renal Failure, 30:865-869, 2008



Ulkemizdeki Lupus Nefriti Idame Tedavisi

Sonuclari

Pre-MMF  Post-MMF J2,

Urmary protein (g/day) 19+1 091 +0.6 0.028
Serum cholesterol (mg/dL) 229 + 57 171 +9 0.002
Triglyceride (mg/dL) 228+ 116 98 + 35 0.004
Creatinine (mg/dL) 1.32+07 1.12+068 0.23

Gilizar Manga Sahin ve arkadaslari. Renal Failure, 30:865-869, 2008



Ulkemizdeki Lupus Nefriti Idame Tedavisi

Sonuclari

Pre-AZA Post-AZA P
Urinary protem (g/day) 1.58 +0.7 04+023 0.04
Cholesterol (mg/dL) 184 + 42 189 + 44 0.6
Trniglycenide (mg/dL) 142 + 98 139 + 64 0.52
Serum creatmime (mg/dL.) 091+023 088+023 0.1

Gilizar Manga Sahin ve arkadaslari. Renal Failure, 30:865-869, 2008



Ulkemizdeki Lupus Nefriti Idame Tedavisi

Sonuclari

Follow-up (months) 39+ 14 43 + 18
Treatment failure (n) 3 2
Renal relapse rate 5.1 6.2
(relapse/100 patient years)
Complete remission (n., %) 10, 58 9. 60
Treatment failure (%) 18 13
Doubling of serum creatinine (n) 3 2
ESRD (n) 2 1
Death (n) 0 0

Gulizar Manga Sahin ve arkadaslari. Renal Failure, 30:865-869, 2008



Ulkemizdeki Lupus Nefriti Idame Tedavisi
Sonuclari
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+ n:105 (%80 beyaz) [he==——h
» Proliferatif LN ===
¢ S,..:1.02 mg/dL e
e Ortalama takip 53 ay
— AZA 2mg/kg/gin o - Sy
— MMF 2g/giin J

Houssiau FA, Ann Rheum Dis 2010:; 69: 2083-2089.



Characteristic AZA (n=52) MMF (n=53)
Race, n (C/A/B) 41/477 42/5/6
Gender, n (F/M) 48/4 48/5

Age in years, mean+SD 3311 3310

Past SLE renal disease, % 13 18

Previous GC use, % 53 47

Previous IS use, % 27 29

Serum creatinine, mg/dl (mean = SD) 1.02+0.47 1.01+0.33
24 h proteinuria, g (mean=SD) 2.94+2.42 3.63+2.80
Serum albumin, g/dl (mean+SD) 3.01+0.75 2.97+0.66
Haemoglobin, g/dl (mean+SD) 10.96+1.98 10.93+1.63
Serum C3, mg/dl (mean+SD) 55+29 49+26
ECLAM score, mean+SD 6.95+1.83 6.41+1.86
SLEDAI score, mean + SD 17+8 19+6

WHO class, n (I/IV/Vc/Vd) 17/30/2/3 16/31/1/5

Houssiau FA, Ann Rheum Dis 2010:; 69: 2083-2089.
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24-hour proteinuna (g)
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ALMS Caligmasi
Aspreva Lupus Management Study

e N:227

e Ortalama 3 yil takip
o Sinif l1L,IV,V LN

— AZA 2mg/kg/gin

— MMF 2g/gtn

Dooley MA, N Eng J Med 2011;365:1886-1895



ALMS Caligmasi

Aspreva Lupus Management Study
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ALMS Caligmasi

Aspreva Lupus Management Study
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ALMS Caligmasi

Aspreva Lupus Management Study
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ALMS Caligmasi

Aspreva Lupus Management Study

Subgroup MMF Azathioprine Hazard Ratio [95% CI)
mo. of evenislobal mo. of patiends [incidence rode)
All patients 197116 (7.4) 36 1110 (17.3) ——
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ALMS Caligmasi

Aspreva Lupus Management Study

Mycophenolate Mafetil Azathioprine
Event [N=115)F (N=111) P Value
no. of patients (%)
All adverse events] 113 {98.3) 103 {97.3) 0.63
All serious adverse events 27 (23.5) 37 (33.3) 0.11
All adverse events leading to withdrawal 29 [25.2) 44 (19.6) 0.02
Senous adverse events not related to lupus
Death 0 1 {0.9) 0.49
Malignant conditions 0 1 {0.9) (.49
Preumania £ (1.7) 1 [0.9) 1.00
Appendicitis 0 2 (1.8) 0.24
Leukopenia 0 4 (3.6) 0.06
Systemnic lupus ervthematosus 3 (2.5) 2 (1.8) 1.00
Lupus nephiritis 1 (0.9) 5 (4.5) 0.11

Dooley MA, N Eng J Med 2011,365:1886-1895



Membranoz Lupus Nefriti Ve
Idame Tedav|

°* N:42
— GFH: 83mL/dk
— GUnluk proteindri 5.4g
o Siklosporin
e Ay asiri I.v. Siklofosfamid

e Gunasiri oral steroid

Austin HA et al. J Am Soc Nephrol 2009;20:901-911.



e N:17

e 1 yil takip

e Takrolimus 3 mg/gun

* Protein Kreatinin Orani (PKO)

— Baglangic:1.14 +/- 1.74
— Bir yilin sonunda :0.23 +/- 0.47

Asamiya Y et al. Nephron Clin Pract 2009;113:¢330-336.



ACR Onerileri

« AZA 2 mg/kg/gun
veya
MMF (1-2 g/gln)

 + Prednisone (10 mg/gun)
Idame tedavide onerilmekte
(Kanit duzeyi A)

American College of Rheumatology Guidelines for Screening, Treatment, and Management of Lupus Nepbhritis
Arthritis Care & Research Vol. 64, No. 6, June 2012, pp 797-808
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LN oykust+
Hastalik aktivitesi yok
Tedavi gerek yok izlem

American College of Rheumatology Guidelines for Screening, Treatment, and Management of Lupus Nepbhritis Arthritis

LN oykisi +
Hafif hastalik aktivitesi+
Hidroksiklorokin
200-400mg/gln

Klinik olarak aktif lupus nefriti

GK
(aktiviteyi bastirabilecek dozda)
Florinli GK
(deksametazon,betametazon)
kacinmali
+
Gerekirse GK dozunu azaltmak
ya da
aktiviteyi kontrol edebilmek icin
AZA

(2 mg/kg/giin agmamak sartiyla)

Care & Research Vol. 64, No. 6, June 2012, pp 797-808
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o Kardiyak ve renal koruma

e llac yan etkileri icin koruma

e Hastalik aktivasyonunu engelleyici tedavi
o Ek tutulumlarin tedavisi




e Kan basinci kontroli
— Anjiyotensin Inhibisyonu
 Intraglomerular basincin dustrilmesi
— Hedef kan basinci £130/80 mmHg (Kanit Dizeyi A)

* Hiperlipidemi tedavisi
— LDL-K>100mg/dL ise statin (kanit dtzeyi C)

Mercadal L, Nephrol Dial Transplant 2002 17 1771.



Anjiyotensin Donustiriicti Enzim Inhibitorleri
Kullanimi Lupusun Renal Tutulumunu Ve

Hastalik Aktivitesini Azaltlzor
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Lupus Nefriti Geligsen Farelerde

Statin ve Sag¢
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Clinical Immunology (2010) 136, 188—-196
Shimazu H et al. Effect of combining ACE inhibitor and statin in lupus-prone mice.



Lupus Nefriti Geligsen Farelerde

Statin ve Protelnuri

proteinuria
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Clinical Immunology (2010) 136, 188—-196
Shimazu H et al. Effect of combining ACE inhibitor and statin in lupus-prone mice.



e Sigara birakilmasi

o Egzersiz
— Ydlrayus (ultraviyole A koruyucu gtnes kremi glnes
goren cilt bolgelerine uygulanarak)

e Antikoagulasyon
— %23 tromboemboli riski/6.9 yil

Mercadal L, Nephrol Dial Transplant 2002 17 1771.



Klinik Tromboz Saptanmasi ve

Serum Kreatinin Ikiye Katlanma Riski
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Tromboemboli Riski ve
Lupus Nefriti

 Membranoz lupus nefriti

« Sekonder antifosfolipid antikor sendromu
e Hipoalbuminemi

* Dehidratasyon

o Kortikosteroid tedavisi

Mercadal L, Nephrol Dial Transplant 2002;17:1771
Singhal R, Thromb Res 2006;118:397..



° Hipoalbuminemi<2.0g/dL inferior Vena Kavagram ile
e Hipoalbuminemi <2.8 g/dL

Tromboembolik olay 6ykusi
Hareketsiz yasam

Ciddi derecede kalp yetmezligi
Atrial fibrilasyon

Ik 6-12 ay

INR 2-3 arasi

Renal ven trombozu
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Kumar S, BMC Nephrol 2012;13:107.



Anti-Malaryal llaclar
(Hidroksiklorokin)
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Samuel SK et al. Arthritis Rheum. 2010 Mar;62(3):855-62.




Anti-Malaryal llaclar

(Hidroksiklorokin)

Antimalarial use

Liser Nonuser
(n=1141) (n=2339) P
Manifestation
Cutancous OTH (85.5) 2658 (79.1) 0,007
Articulan 876 (76.8) 223 (65.8) <0.001
Serositis (pleuritis/pericarditis) 223 (19.5) 77 (22.7) 0.22
Pulmonuary 30 (2.6) 10 (3.0) 0.71
Renal 324 (28.4)  145(428) =<0.001
Hematologic 509 (323) 200 (300) 0.4
Neurologie 151(13.2) 56 (16.5) 0.13
Myositis 149 (13.1) 44 (13.0) 1K)
Any infection 94 (8.2) 29 (5.6) 0.85
Anti-dsDMNA antibodies 440 (38.6) 144 (42.5) 0.21
Treatment
Cillucocorticond T60 (bbh.6) 211 (622 (.15
Azathioprine 41 {3.b) 24 (7.1) 0,01
Cvclophosphamide 53(4.7) 22 (6.5) 0.20

Samuel SK et al. Arthritis Rheum. 2010 Mar;62(3):855-62.




KB idrar PKO Serum C3/ Anti

analizi Kre C4 DNA
Tedavi baslangicinda aktif 1 1 1 1 2 3
nefrit varsa
Onceden aktif nefrit varken 3 3 3 3 3 6
Su an yoksa
Tedavi baslangicinda aktif 1 1 1 1 1 1
nefrit varken hamilelik +
Onceden nefrit varkensuan 1 1 3 3 3 3
yok ve hamilelik +
Ne dnceden ne de su an 3 6 6 6 6 6

nefrit yoksa

American College of Rheumatology Guidelines for Screening, Treatment, and Management of
Lupus Nepbhritis Arthritis Care & Research Vol. 64, No. 6, June 2012, pp 797-808



Proliferatif LN % 35-40 renal nuks riski

— Nikslerin %50'si IMS ilaclarin doz azaltimi ya da
kesilmesi sonrasi

Ortalama zaman 32-79 ay
Hasta sagkalim % 88 / 10 vl
%10-20 SDBH gelismekte /10 yil

Borchers AT et al. Lupus nepbhritis critical review. Autoimmunity REviews 2012;12:174-194.
Hui M et al. Lupus nephritis: a 15 yaer multi-center experience in the UK Lupus 2013;22:328-332.



Hayvanin kendi yavrusund Arik bununia

sarilamamasi ne kadar
korkun¢ biliyor mMusun?




o Kortikosteroidler + immunosupresif ilaclar



 Immunsupresif ilaclar olarak

— MMF veya AZA, siklofosfamidin yerine ilk secenek
Idame tedavi olarak yerlesmistir



« KNI 6nemli rolii olmakla beraber daha az
tanimlanmistir



« Hidroksiklorokin kontra-indikasyonu olmayan
tim lupus hastalarinda verilmesi



o ACE inhibitorleri ve HMG-CoA inhibitorlerinin,
sirasiyla
— kan basinci <130/80 mm HG
— LDL-K <100 mg/dl
— kontra-indikasyon yoksa verilmesi



e Yan etkiler icin onlemler alinmali
— Osteoporoz profilaksisi
— Asilama ile infeksiyondan koruma

e TUm hastalarda yanit ¢



e Oral uygulanan ilaclarin ideal dozlari nedir?
 Ne kadar sdre ile uygulanmali?
e Yanit:

— daha buyuk, prospektif, tanimi ve glcu fazla olan
calismalar



