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e Hemen hemen tum organlari tutabilen,
etyolojisi bilinmeyen, immunolojik
anormalliklerin eslik ettigi kronik
inflamatuvar bir hastaliktir.

7

PREVALANS 40 -200 / 100.000

.

7

INSIDANS 1.8-7.6 / 100.000

.

/72 QO 7-12/1



Patogenez ve Patotizyoloji
[ s ) 1§ enatpatogener |

Proliferatif LN
IgG, ve IgG, IK 2

Membranoz LN
IgG,ve IgG,IK 2

1
i

’
L

Monositlere bagh
tubuler ve mezangiel
hiicrelerde
AAPOPTOZIS




BAZI SEMPTOM, DOKU VE
ORGAN TUTULUM ORANLARI

AKCIGER TUTULUMU
-Plorezi
-Efflizyon
-Pnomoni
KARDIAK TUTULUM
-Perikardit
-Ufiiriim
-EKG degisikligi
LENFADENOPATI
SPLENOMEGALI
HEPATOMEGALI
SANTRAL SINIR SISTEMI
-Fonksiyonel
-Psikoz
-Konviilziyon

BASLANGIC (%)

2-12
17

7-16
12-21

0.5

SONRAKIi SURECTE (%)
24-98
30-45
24
29
20-46
8-48
23
34-70
21-50
9-20
7-25
25-75
Cogunda
5-52
2-20

Von Feldt JM, Postgrad Med 1995; 97:79.




BAZI SEMPTOM, DOKU VE
ORGAN TUTULUM ORANLARI

YORGUNLUK
ATES
KiLO KAYBI

ARTRIT VE ARTRALJI

CiLT

KELEBEK DOKUNTU

FOTOSENSITIVITE

MUKOZ MEMBRAN LEZYONLARI

ALOPESI

RAYNAUD FENOMENI

PURPURA
URTIKER

BOBREK TUTULUMU
-NEFROTIK SENDROM
GASTROENTESTINAL TUTULUM

BASLANGIC (%)

50
36
21
62-67
73
28-38
29
10-21
32
17-33
10
1

16-38
5
18

SONRAKIi SURECTE (%)

74-100
40-80+
44-60+
83-95
8091
48-54
41-60
27-52
18-71
22-71
15-34
4-8
34-73
11-18
38-44

Von Feldt JM, Postgrad Med 1995; 97:79.




Lupus Nefriti Prevalans/Cohort

_aveura A D

e 1000 ardisik hasta,12 merkez |+ 1378 hasta

e Tani: >0.5 gr/proteiniri (veya +++/gubuk), |«  Tami: >0.5 gr/p.u, 2 5 eritrosit/BBA,

hiicresel silendiriri, s. kreatininde > 0.8 s. kreatininde > 1,5 mg/dl veya diyaliz

mg/dl (baska bir nedene bagli olmayan) veya Transplantasyon

Tani aninda: % 16 Tanidan sonraki 1 yil icinde: % 32
10 yillik takip siiresince: % 28 Tanidan sonraki 9 yil icinde:
> 0.5 gr/proteinri % 47
J, GFH % 6
SDBY % 4
Medicine (Baltumore). 1993;72(2):113. Medicine (Baltumore). 2006;85(3):147.

Medicine (Baltimore). 2003;82(5):299. Arthwitis Rhewm. 2005;52(12):4003.



GENC BIR KADINDA ASAJIDAKI
BULGULAR VARSA

SUPHELENMELIDIR

~N

Beklenmeyen 6zglin olmayan
semptomlar; ates, yorgunluk veya
kilo kaybi

Fotosensitif doktnti

Artralji veya artrit

Raynaud fenomeni

Serozit (plorit, perikardit,
peritonit)

Nefrit veya nefrotik sendrom

Norolojik semptomlar (epilepsi,
psikoz, kognitif disfonksion, inme
veya basagrisi)

Alopesi

Flebit, arteriyel ve/veya venoz
tromboembolik olay

Tekrarlayan distk
Anemi

T~

Purpura,

Kolay morarma

Yaygin adenopati
Hepatosplenomegali
Periferik noropati
Endokardit,

Miyokardit

interstisyel pnédmoni
(+) Coombs testi
Kompleman duasuklugi

Cilt biyopsisinde epidermal-
dermal bileskede immin
depolanmalar




TANISAL TESTLER

En oncelikli istenmesi gereken otoantikorlar

e Antiniklear antikor (ANA)
e Antifosfolipid antikorlar

e Anti-dsDNA

e Anti-Smith (Sm) antikorlar

* Direkt Coombs testi
« Kompleman duzeyleri




ANA =1 :160 hemen hemen tim SLE’ lilerde (+)

ANA = 1:40 pozitiflikte % 30 yalanci pozitiflik
“Yuksek duyarlilik, dasuk 6zgunluk”

ANA = 1:320 SLE'nin sadece % 3’iinde pozitif
“Dusuk duyarhilik, yuksek ozgunluk”

TanEM et al: Range of antinuclear antibodies in "healthy" individuals. Arthwitis Rhewin.
1997;40(9):1601



Anti—dsDNA Anti-Sm antikor + Anti-RNP ( U1 RNP )

Pozitiflikleri

ELISA

DUYARLILIK % 66 -95
OzGUNLUK % 75-100
PREDIKTIF DEJER % 89-100

Lupus. 1995;4(5):370 Clin Rheumatol. 1990;9(1 Suppl 1):100. Arthritis Rheum. 1983;26(7):848



ANA POZITIF SLE orant — % 95 -99

_____________________________________________________ 0
ANA NEGATIF SLE oraNl — % 1-5 i

~ I o

----- v | Cok A orand’a ANTI- Ro antikor pozitifligi (2/3),
Cok A oranbla KUTANOZ-tutulum, @

e —m———

Cok N oranda SSS tutulumu
Cok N oranda RENAL tutulum

1- Arch Pathol Lab Med 2000, 22:447-474
2- Medicine. 1981;60:87-94
3- ] Am Acad Dermatol. 1981;4:84-89.



L V¥V 1 ) | Weoel oo 4 ee
vialar dokuniu

Diskoid dolainti
Fotosensitivite

Oral iilserler

Artrit
> 0.5 gr/glin proteindiri

Serozit veya
> +++ proteiniiri

GENAL HASTALIK 2 veya
Silendirtiri

(eritrosit, hemoglobin, graniiler ,tubiiler veya mikst)

Norolojik hastalik

Hematolojik hastahik

ANA

Immiinolojik bozukluklar



ARD kriterlerinin ¢cogu varsa

ARD kritetlerinden 4 veya daha fazlas

varsa

4’den az ARD kriteri varsa

Klasik SLE

ﬁk—a

Kesin SLE

ﬁk—a

Muhtemel
SLE

-
-
-

-
-
-
-

‘f

,,/'i:arklllasmam@ bag dokusu hastaligi  ,/
(OVERLAP)

-
——
i



Farklilasmamig bag dokusu hastaligi
(OVERLAP)

.

“SLE veya bir diger otoimmun hastaligin tani kriterlerini tamamlamayan, ancak FM’de
inflamasyon bulgulari olan ve pozitif seroloji saptanan hastalar”

% 40-60
Baslangic bulgulari ile seyreder

\ % 5-30

RA,
SLE,
SKLERODERMA
veya
INFLAMATUVAR MIYOPATI
gelisir

10 vyillik takiplerinde

Lupus. 2004;13(2):85. Nat Clin Pract Rheumatol. 2008;4(6):328.
J Rheumatol. 1980;7(6):831 Clin Exp Rheumatol. 2003;21(3):313
Arch Intern Med. 1989;149(11):2473.




< ARA/ARD > < SLICC/SLUKI___—>

AMERIKAN,ROMATOLOJI DERNE(I SISTEMIK LUPUS ULUSLARARASI KLINIKLER i$BIRLIgI

» Akut kutanoz lupus A
e Kronik kutanoz lupus

e Alopesi (skar birakmayan)

e Agiz veya burun lilserleri

* Eklem hastalig

. Serdzit . KLINIK (11 ADET)
* Renal
P = * Norolojik
Bobrege sinirli i
* Hemolitik anemi
| u p u S * Loékopeni veya lenfopeni
e Trombositopeni
/
tanimlanmamig — 2
* Anti-dsDNA
Hematolojik hastahik _ AT g i
= Anti-Sm > IMMUNCLCIJIK (8 ADET)
ANA * Antifosfolipit
immiinolojik bozukluklar * Diisiik kompleman
J/

¢ Direkt Coombs testi

'1-  4/17 SLICC kriteri; en az 1 klinik, 1 immiinolojik :

___________ | : :
| 4/11 kriter I | 2- ANA veya anti-(ls])NA (+) A%~ b1y0p31 kanith |
e e | I lupus nefriti !
e —— |



A/ 17 sLccssLuki kriteri (SLICC/SLUKI) Sistemik Lupus Uluslararas: Klinikler isbirligi

N Akut kutandz lupus N Klinik kriterler (11 adet)

Kronik kutanoz lupus

Alopesi (skar birakmayan)

Ag1z veya burun ulserleri

Eklem hastalig

Serdzit

EQEN AL IDRAR PROTEIN/KREATININ (VEYA 24 SAATLIK IDRAR) ]
> 500 MG/ GUN PROTEINURI VEYA ERITROSIT SILENDIRURI

Norolojik

Hemolitik anemi |

Lokopeni veya lenfopeni <4000/mm?3 veya [ < 1000/mm3]

Trombositopeni <100,000/mm?3

N ANA ' N immiinolojik kriterler (6 adet)

Anti-dsDNA

Anti-Sm

Antifosfolipit Lupus antikagiilan, anti-kardiyolipin, anti-B2-glicoprotein I (IgA, 1gG, veya IgM)

Diisiik kompleman J C3; 4 C4; veya |, CH50

Direkt Coombs testi ~ J-— i (hemolitik anemi yoksa)




2003 ISN / RPS Klasifikasyonu

KlasI: Minimal Mezangial Lupus Nefriti
IM: Glomeriiller normal,

IFM: Mezangial immiin depozitler

Klas II: Mezangial Proliferatif Lupus Nefriti

Mezangial hiperseliilarite == mezangial matriks artisi + mezangial immiin depozitler

/ Klas III: Fokal Lupus Nefriti \
Klas Il (A) Aktif lezyonlar: Fokal Proliferatif LN
Klas 11l (A/C) Aktif ve kronik lezyonlar: Fokal Proliferatif ve Sklerozan LN
Klas 111 (C) Skarh kronik inaktif lezyonlar: Fokal Sklerozan LN

Klas IV: Diffiiz Lupus Nefriti

Etkilenen glomeriillerin 2%50’sinde segmental lezyon: IV-S
Etkilenen glomeriillerin 2%50’sinde global lezyon: IV-G

Klas IV-S (A) Aktif lezyonlar: Diffiiz Segmental Proliferatif LN
Klas IV-G (A) Aktif lezyonlar: Diffiiz Global Proliferatif LN
Klas IV-S (A/C) Aktif ve kronik lezyonlar: Diffiiz Segmental Proliferatif ve Sklerozan LN
Klas IV-S (C) Skarhli kronik inaktif lezyonlar: Diffiiz Segmental Sklerozan LN
\ Klas IV-G (C) Skarh kronik inaktif lezyonlar: Diffiiz Global Sklerozan LN

Klas V: Membranoz Lupus Nefriti
Global veya segmental subepitelyal immiin depozitler = mezangial degisiklikler

Klas VI: Ileri Sklerozan Lupus Nefriti
2%90 glomeriilde global skleroz (rezidiiel aktivite yok)




Klass III Fokal Proliferatif ve Klass IV Diffiiz Proliferatif tedavileri aynidir

o

. 5!6155 III'ln tim indiksiyon tedavilerindeki orani % 10-

* Klass IIT ile IV'iin kesin ayrimi igcin IM'da gerekli
glomeriil sayisi 100 olmalidir

* Rutin biyopsi materyalinde nekrotik ve kresentik
lezyonlari gostermek mimkin olmayabilir

Fokal proliferatif LN ile diffliz proliferatif LN’in (hatta ciddi biyopsi
ve klinik bulgulari olanlari ile) uzun dénem progresyonlari benzer
bulunmustur.

Long-term follow-up of patients with lupus nephritis. A study based on the classification of WHO. Am J Med. 1987;83(5):877.
The prognosis of segmental glomerulonephritis in systemic lupus erythematosus. Kidney Int. 1987;32(2):274.




Overlap (Lupus ve ANCA glomerulonefrit)
BObrege sinirli lupus-like nefrit
Tubulointerstisyel nefrit

Vaskuler hastalik

Trombotik mikroanjiyopati

Sessiz lupus nefriti

laca bagdli lupus
Glomeruler podositopati
Collapsing glomeruloskleroz



[

BOBREK BIYOPSISI ILE TANI

]

Bobrek tutuluwmunar ait bulgudar varsow
bobrek biyopsisi mutlaka yapldmalidur.

T~

Gerekgeler ]

r

\

Tedavinin 2003 ISN / RPS Klasifikasyonu histolojik alt grubuna yonelik diizenlenmesi

J

\

(" Klinik gorunum histolojik bulgularin ciddiyetini her zaman yansitamayabilir. h

“Minimal proteinuri ve normal serum kreatinin dizeylerinde bile proliferatif lupus
nefriti olabilir”

J

[

Takipleri sirasinda; < 500 mg/giin proteiniiri ve normal idrar sediment varliginda,
bobrek fonksiyonlarinda bozulma olmadigi miiddetce renal biyopsiye gerek yoktur

J




* “Full house” biciminde immun fléresan boyanma

e “Ekstraglomeriler immin tip depolanmalar”

 Glomeruler depolanmalarin ayni anda mezensiyum,

subendotelyal ve subepitelyal alanlarda gosteriimesi

e “Tubuloretikuler inklGzyonlar”



: 1I8G (daha belirgin), IgA, IgM, C; ve C1q (+) i

Ayirici tani/
Endokardit, HIV, HCV, Porto-sistemik sant, Post-streptokoksik GNF
;Tq" :-e:' e e
]%E: :li l_l'.,
£ J'“=:i-r -g,-
‘| q-liﬁ g"‘&q J
. ar# e

Fipemm FE. 8 AT ciess I ororernsd eewgenrgial lewun pewfarie
i ITTTEL L i Cils K

JNe:/pl'WOl/. 2007;20(6):745. Kidney Int. 2005;67 (4):1381.
Arthwitis Rhewm. 2000;43(12):2801. Nephrol Dial Transplont. 2001;16(11):2258.



intersitisyum ve damarlarda

’

Tiibuler bazal membran

“Ekstraglomeruler immuin tip depolanmalar
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* Glomeruler depolanmalarin ayni anda mezensiyum,
subendotelyal ve subepitelyal alanlarda gorilmesi

Klas V LN, spike
goruntu
(glimisleme)




Bobrek biyopsisinde LN’nin karakteristik bulgular:

“Tubuloretikiuler inkltzyonlar”

Ayirici tani/
HIV nefropati ( T dolasan a-interferon, collapsing FS-GNF), alfa-INF tedavisi

~=21. |Epithelial] |
o cell i
% u 3 I‘I' . -'1 g ..ﬂ,-.
et | NS
A ‘::\ . @

o T, T ey
[Endolis® 188 ’ N
E . oW

J CliwInwvest. 1995;95(1):219.



r

Lupus nefritinde progresyon ile iliskili risk faktorleri J
.

p
Baslangi¢ta veya hastaligin seyrinde ]

_v

e Serum kreatininde artis

* Hipertansiyon

 Nefrotik diizeyde proteintri

e Anemi (Htc’ in % 26’nin altinda olmasi)

e Siyah ve hispanik irk ve etnisite

e Gecikmis tedavi

e Ciddi kronik tibulointerstisyel nefrit

e Kronik kresent varlgi

e Biyopsiden once, > 6 ay klinik tutulum bulgusunun olmasi

AmJ Med. 1987;83(5):877. Medicine (Baltimore). 2010;89(5):300.

Kidney Int. 1994;45(2):544. Lupus. 2005;14(11):890.



INDUKSI|YON TEDAVIS]

Klas I: Minimal Mezangial Lupus Nefriti

Klas II: Mezangial Proliferatif Lupus Nefriti

P —

/. )

Klas III: Fokal Lupus Nefriti
Klas IV: Diffiiz Lupus Nefriti

KlasV: Membranoz Lupus Nefriti

\_ /

Klas VI: [leri Sklerozan Lupus Nefriti
2%90 glomeriilde global skleroz (rezidiiel aktivite yok)

o
\-——————’
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KDIGO, Kidney International Supplements (2012) 2, 221-232
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Table 39 |KDIGO nomenclature and description for grading recommendations

methods for guideline dewelnpmeN

proportion wollkd not

Grade* Implications
Patients Clinkclans Policy
Lewel 1 Mot people in your Whuation Most patients should receive the Thee recomimendation can be
“We recommaend” wioulkd want the reccmemsndad recommended course of action. evaluated as a candidate for
couwse of action and only a small developing a policy or a

pEdTMANOE MBASNE,

Lol 2 The majority of pecple in your Diifferent cholces will be appropdate for Thee recommendation is likely o
“We suggest”™ situation would want the different patients. Each patient needs help require substantial debate and
recomimended course of action, imvolvement of stakeholders before

bist many would not, with her of his values and preferences. policy can be determined,

har sl Somman xamphs nclede secammendationg reganding mandssing inlerali ounding, Bnd releral 15 other clinical speciafist, The pngesed sedommenddations
afd Grarialy wilbie il finpid dic Lirkleed SEATGmenls, Bul 408 nol feant 0 beb e pretingd I Deing AEronagsr g orrereredafcer 1Ran Livel | o 2 eecomime ndalon,

(’I‘t additional category “MNot Graded™ war wied, typcally, b0 prowide gudancs Daked on Oomenn sere of whiee the [opic does mot allow sdeguate application of cuﬂ-n-y
T

Table 37 |Final grade fnr'u-wrall quality of evidence l

Table 38 | Balance of benefits and harm

Quality of
Grade evidence  Meaning
A High We are confident that the true effect bes close

o that of the estimate of the affect

B Moderate  The true effect is Bkely to be dose to the
estimate of the effect, but there i a possibility
that it is substantially different.

C Liww The true effect may be substantially defferent
from the estimate of the affec.

o] Very Low  The estimate of effect is very uncertain, and often
will be far from the truth.

When there was evidence to determine the balance of medical benefits
and harm of an intervention to a patient, condusions wene categorized as
Fodlaws:
# Met benefits = the Intervention clearly does more good than hasm
* Trade-offs = there are iImportant trade-offs between the benefits
and hanm
& Uncertain trade-offs = it is not chear whether the intervention does
rmore good than harm
¢ No net benefits = the intervention clearly does not do more good
than hamm

KDIGO, Kidney International Supplements (2012) 2, 221-232



Klas I LN

Bobrek disi bulgulari (BDT) tedavi et (2D)

Klas II LN

v'< 1 gr/giin proteiniiri varhginda BDT’a yonelik tedavi
(2D)
v’ > 3 gr/glin proteiniri varhginda KS veya CNIs ile
tedavi et (MDH icin belirlenmis oldugu gibi).
(2D)

KDIGO, Kidney International Supplements (2012) 2, 221-232




PROLIFERATIF LN’DE
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GLUKOKORTIKOID (1A)
+

SIKLOFOSFAMID (CYC) (1B) VEYA MIKOFENOLAT MOFETIL (MMF) (1B)

Gelenekse] Prednizon, 0.5 -1 mg/kg -giin p.o.

GLUKOKORTIKOID
(1A)

Metil prednizolon, 500-1000 mg/giin, >30 dak. |.V.
inflzyon , ardisik 3 guin

“Kortikosteridlerin doz ve siiresi konusunda RKC yok”

KDIGO, Kidney International Supplements (2012) 2, 221-232



INDUKSIYON TEDAVISI ]

\

S

Tedavinin ilk 3 ay1 boyunca renal klinik bozulma (kreatininde ve proteiniiride artis) varsa

N _
N
)

CYC

2D

i_v_e_yf_i |:> Biyopsi tekrarla

KDIGO, Kidney International Supplements (2012) 2, 221-232




| KLass Ill VE KLASS IV LN’DE BASLANGIC TEDAVI MODELLERI |

REJIM B C D
EURO-LUPUS | PERORAL CYC MMF
V. Cyc P.0. CYC
CYC 500 mg; her 2 1.0-1.5 mg/kg/giin _
haftada 1 kez, (maksimum doz 150
3 ay mg/g), 2-4 ay
6 ay 3 gr/giin’e

MMF _ __ kadar doz artimi
Proliferatif
LN°de RKC ik Evet Evet Evet
yararlarinin
gosterilmesi
Ciddi
proliferatif . - .
LN’de RKC ifk Denenmemis Denenmemis Denenmemis
yararlarinin
gosterilmesi

Beyaz, siyah, Beyazlarda etkili, Beyaz, siyah ve Beyaz, siyah,

Hispanik ve ah, Hispanik, ve  Cinli’lerde etkili, Hispanik, ve
Yorumlar Cinli’lerde (Inli’lerde I.V. CYC'den daha  Cinli’lerde etkili.

etkili. genenmemis. ucuz ve kolay alim.  Yiiksek maliyet.

Tiim rejimler kortikosteroid (0.5-1 ng/kg/giin, klinik yanita gére 6-12 ay boyunca doz azaltimi); ciddi olgularda i.V. metil prednizolon eklenmesi

KDIGO, Kidney International Supplements (2012) 2, 221-232
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Relm A | | indiiksiyon tedavisi ile ilgili RK¢'lar

NIH calismalari (1B)

«", ("
l.V. CYC tedavisi ylik.doz kortikosteroid (KS) tedavisine gére daha etkili

1. Austin lll HA, et al. Therapy of lupus nephritis. Controlled trial of prednisone and cytotoxic drugs. N Engl J Med 1986;314:
614-619

2. Boumpas DT, et al. Controlled trial of pulse methylprednisolone versus two regimens of pulse cyclophosphamide in severe
lupus nephritis. Lancet 1992; 340: 741-745

3. Steinberg AD, Steinberg SC. Long-term preservation of renal function in patients with lupus nephritis receiving
treatment that includes cyclophosphamide versus those treated with prednisone only. Arthritis Rheum 1991; 34:945-950.

4. Gourley MF, et al. Methylprednisolone and cyclophosphamide, alone or in combination, in patients with lupus nephritis. A
randomized, controlled trial. Ann Intern Med 1996; 125:549-557

Survival in Lupus and Lupus Nephritis (Mortalite ve \
5-Year Survival (parcent)* morbiditenin bir
o kismindan yiiksek doz
Pariod All Lupus  Lupus Nephritls  Nephritis CYC ve KS sorumlu
16551960 48 a4 7 Relaps t
1970-1978 B2 87 35 SDBY ™
[1 9801080 AR 82 80 Rezistans Y
1990~1935 32 2 S Yan etki -toksisite 1 /

20002010 25=-100 95100 9023




[.V. Yiiksek Doz CYC ile Pulse metil prednizolon yan etki profili

IV CYC + PO. Prednizolon LV. Pulse Metil prednizolon
-Kombinoterapi- -Monoterapi-

Amenore % 43 % 7.4
Servikal displazi % 7.1 % 0
Herpes zoster % 21 % 3.7
Infeksiyon % 32 % 7.4
Oliim % 5.8 % 0

Avaskiiler nekroz % 9.2

Gourley MF, et al. Methylprednisolone and cyclophosphamide, alone or in combination, in patients with lupus
nephritis. A randomized, controlled trial. Ann Intern Med. 1996;125.549-557.



re] ) ]
Rejim B 2002 Euro-Lupus Nephritis Trial (ELNT)
Euro-Lupus
/NIH protokolii )
L , L.V. CYC, 0.5-1g/m?, ayda 1,
DU§Uk dozlV. CYC 6 dOZ, 2 kez 3 ayda 1'
:(:ioorzn(g?’; :e)r 2 haftada 1 kez, maksimal 1500 mg/ay
Y) \_ )
Ort. Kiim.doz 3 gr Ort. Kiim.doz 8.5 gr
Prednison 0.5 mg/kg 2 haftada bir 2.5 mg azaltilarak 5-7.5 mg/gin, 30 ay
CYC kdurlerinden sonra Azatiyoprin 2 mg/kg/gun
N
Ortalama 41 ay sonraki renal sonuclar Yanit ve Relaps oranlari benzer
Ve 10 yil sonraki sonuclar Enfeksiyon NIH’da daha fazla
y,

Beyazlarda etkili, siyah, Hispanik, ve Cinli’lerde denenmemis

Ciddi proliferatif lupusta denenmemis

1. Houssiau FA, et al. Immunosuppressive therapy inlupus nephritis: the Euro-Lupus Nephritis Trial, a randomized trial of low-
doseversus high-dose intravenous cyclophosphamide. Arthritis Rheum 2002;46:2121-2131

2. Houssiau FA, et al. The 10-year follow-up data of the Euro-Lupus Nephritis Trial comparing low-dose and high-
dose intravenous cyclophosphamide. Ann Rheum Dis 2010; 69:61-64



MMF ve Oral CYC’in 42 Diffuz Proliferatif
Lupus Nefritli Hastada Etkinligi

Grup 1: MMF

(2 gr/gin, 6 ay,
sonra 1 gr/giin 6 ay)

T-am 81% + prednison
remisyon 76% (0.8 mg/kg/giin)
Kismi 14% O Grup 2: CYC
remisyon 14% (2.5 mg/kg/g x 6 ay)
— sonra AZA
Relaps |l 15% (1.5dm-g/kg/g) +
- 11% preanison
infeksiyon |GG 19% e 5 yil sonra N
L33 MMF__CYC
OI 2|0 4I_O éO 8IO 106 infeksiyon: % 13, % 40, P=0.013

Amenore: %4, % 36,P=0.04
Hasta (%)

imsdece C1C i gruptgorenmi 2 hase %10 | /

Chan TM et al. New Engl ] Med. 2000;343.1156-1162 + J Am Soc Nephrol 2005; 16.1076—1084.




Siddetli Lupus Nefritinin Indiiksiyon Tedavisinde
I.LV.CYC ve MMF (3 gr/giin)

140 hasta, cok merkezli, acik-etiketli, 6nceliksiz, randomize
(69 CYC,71 MMF)
Klas 1V, Ill, veya Miks llI+V ve IV + V)

Primer sonuc: Tam remisyon
24 haftada Sekonder sonug: Kismi remisyon( >50% iyilesme)
Yan etki profili: Piyojenik enfeksiyon CYC grubunda fdaha azla

Diyare MMF grubunda daha fazla

Ginzler EM, Dooley MA, Aranow C, et al. Mycophenolate mofetil or intravenous cyclophosphamide for
lupus nephritis. N Engl J Med 2005; 353:2219-2228



Remisyon Orani: MMF ve L.V. CYC
24. haftada
P=0.009
] % 52
60 —
50
— — P=NS
o 40
T —_ P=0.005
5 30
>
- -
g 20
> 10 — 4/69
0O =
Tam Remisyon Kismi Remisyon Tam+Kismi
Remisyon

Il vmr [l iv.cYc



Calismanin Gec¢ Sonuclari

Ort. 37 ay izlem

MMF l.V. CYC
Renal Alevlenme 8 8
Renal Yetmezlik 4 7
Olim 4
P =NS

Calismanin eksik yonii —>  Cross-over bir calisma olmasi
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Mycophenolate mofetil in induction and maintenance therapy of severe

lupus nephritis: a meta-analysis of randomized controlled trials

Bin Zhu'=, Nan Chen', Yi Lin®. Hong Ren', Wen Zhang', WeiMing Wang', XinoXia Pan' and
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ALMS indiiksiyon tedavisi

Aspreva Lupus Management Study

370 hasta, cok uluslu, RK(

Yan Etki

(Diyare) > MMF/CYC=%28/%12

Bulanti - CYC/MMF=%45/%37

Kusma - CYC/MMF=%14/%13

> CYC/MMF=%35/%10

Mortalite - MMF/CYC=%5/%3 (NS)

Alt grup analizinde;

24. Hafta indliksiyon tedavisi sonuclari

Prdiasnin nespoansdimg 1o irsaiman | (%)

[ Mycaeranoiate mokt

[ inkrancos opcophpspharmsds

F= 058 F=0.

R E ] IL'II e

Cherall Hzian

F= L b 1B
e

TR ETE O ETE

Caircasian it

KrKl < 30 ml/dak olanlarda MMF CYC’den daha az etkili

Appel GB, et al. Mycophenolate mofetil versus cyclophosphamide for induction treatment of lupus nephritis. ] Am Soc Nephrol 2009; 20:1103-1112
Isenberg D, et al. Influence of race/ethnicity on response to lupus nephritis treatment: the ALMS study. Rheumatology (2010) 49 (1): 128-140
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‘ Klass V (membranoz) Lupus nefritinde tedavi \

Proliferatif lezyonlarin eslik ettigi Klass V LN tedavisi

proliferatif LN gibi olmalidir

e Sadece; SLE'nin bobrek disi tutulumunda steroid + immunosupresif
tedavi (2D)

o Saf Klass V LN ve kalici nefrotik proteindiri ;
Kortikosteroid + ek immiuinosupresif tedavi

cYC  (20)
CNI  (20)
MMF (2D)
AZA  (2D)

KDIGO: Kidney International Supplements (2012) 2, 221-232
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TP V LUPUS NEFRITI

MMF 2-3 gm/giin, 6 ay

0.5-1 gr/giin Prednizon
Haftalar icerisinde en disik etkili doz

Diizelme var Diizelme yok
4 MMF 1-2 gm/giin ) 500-1000 mg/ m2 CYC
Veya | op
AZA 2 mg/kg/gin GK L.V. puls 3 giin, ardindan
_ +/- dusik doz prednizon y 0.5-1 gm/giin Prednizon p.o.

ACR Guidelines for Lupus Nephritis, 2012



(Ginzler (140) + ALMS (370) calismasindaki 510 hastadan )
&84 saf membranoz LN hastasinda

_/

Time

'|||'_
& IVC
E 6 A O0--MMF
2 5
= O
o
E 4l
=
.% A
_3_
°
5, O A
5 O
@©
= A
ﬂ T T 1
Week O Week 12 Week 24

Serum creatinine (mg/dl)

1.0+
A IVC

aa O MMF
08 O A

A O Ol
0.7 1
0.6
0.5 1
0.4 T T 1

Week 0 Week 12 Week 24
Time

Radhakrishnan J, et al: Mycophenolate mofetil and intravenous cylophosphamide are similar as induction therapy for

class V lupus nephritis. Kidney Int 77: 152-160, 2010



KDIGO,
CYC toksisitesini azaltmak icin;

KrKI = 25-50 ml/dak ise dozu % 20 azaltiimali
10-25 ml/dak ise dozu % 30 azaltilmayl 6nermektedir.

Ref./ Haubitz M, et al. Cyclophosphamide pharmacokinetics and dose requirements in patients with renal insufficiency. Kidney Int 2002; 61:
1495-1501.

KDIGO,
Malignite riskinden dolayi;

SLE hastalarinda siklofosfamidi bir mur boyunca en fazla 36 gram
almalarini 6nermektedir.

Ref./ Faurschou M, et al. Malignancies in Wegener’s granulomatosis: incidence and relation to cyclophosphamide therapy in a cohort of 293
patients. J Rheumatol 2008;35: 100-105




Baslangic tedavilerine yanit vermeyenlerde

\_
—>
e Rituksimab
e V. Immunglobulin
* CNIs 2b
> Siklosporin (2.5 mg/kg/glin)
> Takrolimus (3 mg/glin) |

Ref./Klicuk gozlemsel calismalar

KDIGO: Kidney International Supplements (2012) 2, 221-232

DIGER TEDAVILER:

Coklu hedef tedavisi (MMF + Takrolimus + steroids)

Plazmaferezis / Tum lenfosit 1sinlama / immiinablasyon ( anti-timosit globilin + yiiksek
doz I.V. CYC) * Otolog kemik iligi transplantasyonu
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Siklosporin ile induksiyon tedavileri-1

1. Randomize ¢alisma / 40 steroid direncli proliferatif LN olguya
A- Siklosporin (5 mg/kg/glin) + Prednizon (2 mg/kg/giin)
B- Siklofosfamid p.o.(2 mg/kg/gin) + Prednizon (2 mg/kg/giin)

SONUC: 1.Yil sonunda benzer proteiniiri N

Fu LW et al. Clinical efficacy of cyclosporin A neoral in the treatment of paediatric lupus nephritis with heavy proteinuria.

Br J Rheumatol 1998; 37:217-221.

2. Randomize calisma -NIH/ Membran6z LN’ li 42 hasta

A- Siklosporin + Prednizon / 11 ay
B- |.V. Siklofosfamid (6 doz: 2 ayda 1)+ Prednizon
C- Gun asiri prednizon tek basina

SONUC: 1.Yil sonunda kiimulatif remisyonlar :
Siklosporin % 83 (daha hizli remisyon), CYC % 60 ( daha az rolaps), Prednizon % 27

Austin HA et al. Randomized, controlled trial of prednisone, cyclophosphamide, and cyclosporine in lupus membranous
nephropathy. J Am Soc Nephrol 2009; 20:901-911.




Siklosporin ile induksiyon tedavileri-2

En son Randomize calisma / 40 yetiskin yeni tani proliferatif LN
olguya

A-Siklosporin (4-5 mg/kg/guin) + Prednizon /9 ay
B-Siklofosfamid I.V. (10 mg/kg/ay) + Prednizon/9 ay

SONUC: 1. Yil sonunda tam remisyonlar :
Siklosporin % 69, i.V. CYC % 38 ( p=0.06),
CYC duragan veya dizelmis kreatinin acisindan daha etkili
(% 86’a % 47)

Zavada J et al. Cyclosporine A or intravenous cyclophosphamide for lupus nephritis: the Cyclofa-Lune study.
Lupus 2010; 19:1281-1289.




Takrolimus ile indliksiyon tedavileri

Cin ve Japon hastalarinda yapilan acik etiketli pilot ¢alismalar:

1--Mok CC, et al. Tacrolimus for induction therapy of diffuse proliferative lupus nephritis: an open-labeled pilot study.

Kidney Int 2005;68:813-817.

2-Tse KC,, et al. A pilot study on tacrolimus treatment in membranous or quiescent lupus nephritis with proteinuria resistant to
angiotensin inhibition or blockade. Lupus 2007; 16:46-51.

3-Tanaka H,, et al. Effective treatment of young patients with pediatric-onset, long-standing lupus nephritis with tacrolimus given
as a single daily dose: an open-label pilot study. Lupus 2007; 16:896—-900.

4-Szeto CC,, et al. Tacrolimus for the treatment of systemic lupus erythematosus with pure class V nephritis.

Rheumatology (Oxford) 2008; 47:1678-1681.

RKC-1  /Cinli 81 hasta/Takrolimus+ Steroid/Yiiksek doz i.V. CYC+ Steroid
SONUC: 6. AYDA Tam remisyon
Takrolimus - % 58 ; V. CYC = % 39

Chen W, et al. Short-term outcomes of induction therapy with tacrolimus versus cyclophosphamide for active lupus nephritis: a multicenter
randomized clinical trial. Am J Kidney Dis 2011; 57:235-244,

RKC-2 /60 hasta/Takrolimus+ Steroid / MMF+ Steroid/ Yiiksek doz I.V. CYC+ Steroid
SONUC: 24. hafta

Tam remisyon Takrolimus = %45 ; MMF = %40 ; iV.CYC > % 30
Kiimiilatif remisyon: Takrolimus = % 75 ; MMF = %70 ; iV.CYC > % 60

Yan etki profilleri istatistiksel olarak benzer
Takrolimus grubunda daha hizli serum albumin diizelmesi ve proteiniiri azalmasi

Li X, et al. Mycophenolate mofetil or tacrolimus compared with intravenous cyclophosphamide in the induction treatment for active lupus
nephritis. Nephrol Dial Transplant 2012; 27:1467-1472.




A Meta-Analysis of Randomized Controlled lrials Comparing
Tacrolimus with Intravenous Cyclophosphamide in the Induction
Treatment for Lupus Nephritis

Jin Deng,' Dongmei Huo,”? Qiaovuan Wu.” Zhenhua Yang® and Yunhua Liao®

Tacrolimus YVersus Cyelophosphamide for Lupus Mephritis

Sid. Maan\Difference
iy ==l

053 013 34 430% 050 [-0.86, -003]

1.7 14 16 186% 0.75 -1 .46, -0.04]
1.31 1.31 17 206% 40.24 [-0.92, 0.43]
067 [-1.40, 0.06]

0,52 [0.83, -0.22)

Tedtal (36% CI}
Heterogeneity: Ch = 1.22, dif= 3 (F = 0.75), F=0%
Test far overall effect, £ = 3,34 (F = 0.0008)

Fig. 3. Forest plot of studies comparing the effect of tacrolimus versus IWC on t

i < e at = 3 ~ ﬁ‘:l
Chen 2011 42 1 3 40 0.5 34 25.6% 245 [1.84, 3407)
¥u 2007 44 B 17 38 B 16 248% 073 [0.02, 1.44]
Fhang 2006a 422 52 7 383 63 17 249% 065 [-0.03, 1.35]
Zhang 2006h ara b5 15 34 85 16 24.7T% 055 [-017, 1.27)
Total (85% Cl) BE 83 100.0% 1.11 [0.17, 2.08]

Heterogeneity: Tauw® = 0.81; Shi* = 23.08_df =3 (P < 000001); P = 87%
Test for overall effect; £ = 230 (P = 0.02)

Fig. 4. Forest plot of studies comparng the effect of tacrolimus versus IVC on serum albumin in LM,

Talioku . Exp. Mad, 2012, 227, 280258



LUPUS NEFRITI
Tani ve Indiiksiyon tedavisi

Dr. Monsur Kayatoy

Cumhuriyet Universitesi Tip Fakiiltesi
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SLE'de bobrek bulgulari

Belirtiler Prevalans (%)

Proteinuri 100

Nefrotik sendrom 45-65
Hematuri

Mikrohematuri 80

Eritrosit silendiri e

Makrohematuri

1-2

Huicresel silendirler 30
Renal fonksiyonlarda azalma 40-80

RPGN 10-20

ABH B
Hipertansiyon 15-50
Hiperpotasemi 15
Tubuler anormallikler 60-80

(genellikle asemptomatik)

Appel GB,at al. Kidney Int. 2006;70:1403-1412.

Contreras G, et al. Clin Nephrol. 2002;57:95-107.

D’Agati V, at al.. 7th ed. Philadelphia: Lippincott Williams & Wilkins; 2007, Chapter 55.

Appel GB.In: Brenner B, ed. The Kidney. Philadelphia: Saunders Elsevier; 2008:1067-1147.
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LN’de tedaviye yamitin degerlendirilmesi

Tam yanit: Serum kreatininin normale déonmesi
+

< 500mg/glin (50 mg/mmol) proteiniri

Kismi yamit: Serum kreatininde stabilizasyon (+ % 25)
veya duzelme, ancak normale gelememe + proteiniride
> % 50 azalma ve NS varsa + proteiniri < 3 gr/glin

Bozulmas: Tedavi yetersizliginin kesin kriterleri
belirlenmemistir .

Serum kreatininde > % 25 yaygin kullanilir; ancak, gecerli
olmamuistir.

Kidney International Supplements (2012) 2, 221-232; doi:10.1038/kisup.2012.25




v'3 aydan daha fazla siiren artrit veya romatizamal bir sikayetiniz var mi?

v'Soguga maruz kalindiginda parmaklarinizda solma, uyusma veya bir rahatsizlik hissi
oluyor mu?

v'2 haftadan daha uzun siren agiz yaraniz oldu mu?

v'Tam kan sayiminizda size hi¢c disiuk degerlerinizin (anemi, dusik l6kosit, diisik
trombosit) oldugu soylendi mi?

v'Yanaklarinizda 1 aydan daha fazla siiren belirgin bir dékiintiiniz oldu mu?
v'Glnese ciktiginizda cildiniz kizarir mi ? (giines yanigi degil)

v'Hic bir ka¢ guin siiren derin nefes almakla gdégiiste batma hissiniz oldu mu (Plérezi)?

v'Hig size idrar tetkikinizde protein oldugu soylendi mi?
v'Hic cok hizl sa¢ kaybi yasadiniz mi?
v'Hic nébet ,konviilziyon veya buna benzer bir durum yasadiniz mi?

>Uc¢ veya daha fazla soruya evet yaniti varsa, SLE olasidir ve ANA istenmelidir. I
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* Inaktif idrar sediment;
e <5 eritrosit /BBA
e <5 |6kosit /BBA
e Dipstik 0-1+ heme
e Eritrosit silendir (-)

e Normal serum kreatinini

= irreversibil hasarlanmada aranmaz

e <500 mg/glin proteiniri



The Lupus Nephritis Assessment with Rituximab trial
LUNAR

e Tam doz MMF (3 g/gilin’e kadar) + Kortikosteroid
alan Ciddi lupus nefritli 140 hastaya

e Rituksimab veya plasebo verildi

e 1vyil sonra primer ve sekonder sonlanim
sonuclari arasinda fark yoktu

Merrill JT, et al. The randomized, double-blind, phase I/l systemic lupus erythematosus evaluation
of rituximab trial. Arthritis Rheum 2010, 62: 222-233,




Bir kiside AN A negatif ise,
LUPUS olasiligi < % 0.14

Clrcuilateng “LE Cell™ bn systemic hipiis srythemstosis

Shiel WC Jr, Jason M. The diagnostic associations of patients with antinuclear antibodies referred to a community
rheumatologist. J Rheumatol. 1989;16(6):782.
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A, Low power showing focal and
segmental proliferative lesion—
active (class Il A) with less than
50% of glomeruli affected.
(Hematoxylin-eosin.)

An area of focal necrosis containing
cellular debris, karyorrhexis (arrow),
is surrounded by an area of cellular
proliferation.

(Silver methenamine/hematoxylin-
eosin.)

A major focal and segmental
proliferative lesion affecting almost
half of the glomerular capillary
tuft. (Hematoxylin/lissamine
green.)
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e Agizdan baslangic dozu prednisone 1 mg/kg’a
kadar, klinik yanita gore doz azaltma 6-12 ay.

e Methilprednizolon i.v. daha agir olgularda

e Kortikosteridlerin doz ve suresi konusunda
RKC yok

Kidney International Supplements (2012) 2, 221-232; doi:10.1038/kisup.2012.25




e CYC(0.5-1 g/mz2)i.v. 6 ay aylik doz (Rejim A,
“NIH rejimi”)

 CYC CrCl 25-50 ve 10-25 ml/dk olanlarda doz
sirasiyla %20 veya %30 azaltiimalidir

e Agir Kas IlI/IV LN, CYC iceren baslangic tedavisi
tercih edilmelidir.

Kidney International Supplements (2012) 2, 221-232; doi:10.1038/kisup.2012.25



{ SIKLOFOSFAMID (CYC) J

Disuk doz CYC 500 mg her iki haftada bir 3 ay
Rejim B, Euro-Lupus,
Ozellikle beyazlarda Rejim A kadar etkili

Kidney International Supplements (2012) 2, 221-232; doi:10.1038/kisup.2012.25



[ AGIZDAN SiKLOFOSFAMID (CYC) J

eAgizdan 1.0-1.5mg/kg/glin (en list doz150
mg/glin) 2—4 ay (Rejim C)

e Damardan CYC kadar etkili

Kidney International Supplements (2012) 2, 221-232; doi:10.1038/kisup.2012.25



Tedaviye Cevap Olcutleri (ACR 2006)

Renal Fonksiyon:

lyilesme: €é25% [1 GFR bazalden (anormal ise)
Degismeme: stabil degerler

Kotulesme: €25% [0 GFR bazalden

Proteinuri:

Kismi cevap: protein/Kr >50% [ 0.2-2 arasl
Tam cevap: protein/Kr < 0.2

Kotilesme: protein/Kr ¢100% [

Uriner sediment

lyilesme: aktif idrar sedimenti ® inaktif sediment
(<5 eritrosit ve I0kosit ve/seluler silendir)




Uriginal Article

Randomized controlled trial of pulse intravenous
cyclophosphamide versus mycophenolate mofetil in the
induction therapy of proliferative lupus nephritis

LOKE MENG ONG,' LAI SEONG HOOQI,* TECK ONN LIM,” BAK LEONG GOH,* i
GHAZALI AHMAD,* ROZINA GHAZALLL" SUE MEI TEO,” HIN SENG WONG,® SI YEN TAN,’
WAN SHAARIAH," CHWEE CHOON TAN" and ZAKI MORAD"®

"Department of Medicine, Penang Hospital, ‘Hemodialysis Unit Sultanah Aminah Hospital, Johor Bahru, *Clinical
Research Centre, Kuala Lumpur Hospital, *Department of Nephrology, Selayang Hospital, *Hemodialysis Unit, Ipoh
Hospital, “Department of Nephrology, Kuala Lumpur Hospital, “Department of Renal Medicine, University of
Malaya Medical Centre, *"Hemaodialysis Unit, Seremban Hospital and *Hemodialysis Unit, Tengku Ampuan
Rahimah Hospital, Malaysia

SUMMARY:

Background: The aim of the present study was to evaluate the efficacy of mycophenolate mofetil in the induc-
tion therapy of proliferative lupus nephritis.

Methods: Forty-four patients from eight centres with newly diagnosed lupus nephritis World Health Organiza-
tion class Il or IV were randomly assigned to either mycophenolate maofetil (MMF) 2 g/day for 6 months or
intravenous cyclophosphamide (IVC) 0.75—1 g/m® monthly for 6 months in addition to corticosteroids.

Resuits: Remission occurréed in 13 out of 25 patients (529 in the IVC group and 11 out of 19 patients (58%)
in the MMF group (P = 0.70). There were 12% in the IWC group and 26% in the MMF group that achieved com-
plete remission (P = 0.22). Improvements in haemoglobin, the erythrocyte sedimentation rate, serum albumin,
serum complement. proteinuria, urinary activity, renal function and the Systemic Lupus Erythematosus Disease
Activity Index score were similar in both groups. Twenty-four follow-up renal biopsies at the end of therapy showed
a significant reduction in the activity score in both groups. The chronicity index increased in both groups but was
only significant in the IVC group. Adverse events were similar. Major infections occurred in three patients in each
group. There was no difference in gastrointestinal side-effects.

Conclusions: MMF in combination with corticosteroids is an effective induction therapy for moderately severe
proliferative lupus nephritis.

MEPHBOLGY 1005 18, 504510




PAPER

Efficacy of enteric-coated mycophenolate sodium in patients
with resistant-type lupus nephritis: a prospective study

O Traitanon', ¥ Avihingsanon'-*, V Kittikovit®, N Townamchai', T Kanjanabuch', K Praditpornsilpa’, ] Wongchinasri®,
K Tungsanga' and § Eiam-Ong'

IDivision of Nephrology, Department of Medicine, Chulalongkorn University, Rama IV, Bangkok, Thailand: *Lupus Research Unit, Chulalongkorn
University, Rama 1V, Bangkok, Thailand; ‘Department of Pathology. Faculty of Medicine, Chulalongkorn University, Rama 1V, Bangkok, Thailand;
and *Nopparat Rachathani Hospital, Ministry of Public Health, Bangkok, Thailand

The role of mycophenolate mofetil (MMEF) 15 stull controversial in the treatment of
cyclophosphamide-resistant proliferative lupus nephritis (PLN). Enteric-coated mycophenolate
sodium (EC-MPS) has less gastrointestinal adverse effects than MMF and is, therefore, increas-
ingly utilised in organ transplantation. The aim of this study was 1o compare the efficacy and safety
of EC-MPS versus an extended-course of intravenous cyclophosphamide (ED-IVCY) in resistant-
tvpe PLMN. Thirty-one, biopsy-proven PLN, patients who failed to respond to an induction of
IVCY were enrolled in a prospective, open-labelled, listoncally controlled study. Patients recerved
6 month of EC-MPS (720 mg b.i.d.) treatment. The patients in the ED-IVCY group, collected from
a database, received a repeated 6-month course of monthly IVCY 0.5-1 g/m? of body surface area.
Both groups received 0.5-1 mg'kg/day of prednisolone, Primary outcomes were partial or complete
responses. A repeated kidney biopsy was performed to evaluate the histological response, No seri-
ous adverse events or patient deaths were observed during the study. Both groups had comparable
baseline characteristics. At 6 months, the EC-MPS group had a comparable response rate with the
ED-IVCY group. There were significantly less adverse events in the EC-MPS group. Repeated
biopsies showed signilicant improvement in the EC-MPS group. EC-MPS provides salutary effi-
cacy and safety in the treatment of resistant-type PLN and can be a suitably alternative treatment to
ED-IVCY.  Lupus (2008) 17, T44-T51,

Key words:  cvclophosphamide;  enteric-coated mycophenolate  sodium:  lupus  nephritis;
mycophenolate




NEPHROLOGY 2008; 13, 331-336 doi:10.1111/5.1440-1797.2007.00862.x

Original Article

Efficacy of enteric-coated mycophenolate sodium in patients
with active lupus nephritis

SIU-KA MAK, KIN-YEE LO, MAN-WAI LO, SHUK-FAN CHAN, GENSY MW TONG,
PING-NAM WONG and ANDREW KM WONG

Renal Unit, Department of Medicine and Geriatrics, Kwong Wah Hospital, Kowloon, Hong Kong

SUMMARY:

Background: The ideal treatment of lupus nephritis has yet to be defined. Both cyclophosphamide and
mycophenolate mofetil have been used with encouraging results, but adverse events are frequently seen. There
are no data on the use of enteric-coated mycophenalate sodium.

Methods: We retrospectively reviewed 12 patients with active forms of lupus nephritis (1 class Ill, 7 class IV and
4 class V) treated with enteric-coated mycophenolate sodium combined with corticosteroids.

Results: The mean age of the patients was 32.3 £ 11.2 years and the average length of follow up was
25.9 + 8.9 months. The mean serum creatinine clearance was 93 + 30.1 mL/min per 1.73 m* and the mean
proteinuria level was 4.5 + 3.6 g/day. All had features that warranted aggressive treatment. Mycophenolate
sodium was given for 12.9 £ 9.7 months with an averaged starting dose of 1350 + 163 mg/day. Six patients
attained complete remission and six attained partial remission with treatment. The mean interval to attain first
remission (complete or partial) was 8.3 + 5.7 weeks. At last follow up, all patients were in complete or partial
remission. Apart from herpes zoster that developed in one patient, no other significant side-effects were
encountered.

Conclusion: Enteric-coated mycophenolate sodium was effective and well-tolerated in the treatment of active
lupus nephritis,

KEY WORDS: enteric-coated, lupus nephritis, mycophenolate sodium.







