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Donulmez aksamin ufkundayiz, vakit cok gec. Bu son fasildir ey 6mrim,

nasil gecersen gec!”

— Yahya Kemal Beyatl







KAN

* Renal transplantasyondan 1 yil sonra graft
kaybinin en onemli nedenidir.

* Kabul edilmis bir teshis kriteri yoktur.

* Gercek insidansi belli degildir.



KAN Insidansi

e Akut rejeksiyon epizodu gecirmeyenlerde
gortlme orani <%1

_ Canli donor TX Kadeverik donor Tx

AR epizodu geciren %20 %36

Post TX ilk 60 glinde %43 %60
AR epizodu



Klinik Teshis

Suphelenmekle baslar

* Bobrek fonksiyonlarinda tedrici bozulma
* Proteinuri

* Hipertansiyon

* Teshis bobrek biyopsisi ile konur.

* Endotelde inflamasyon ve hasarlanma
primer olaydir.



KAN

* Gelisiminde immunolojik ve non immunolojik
risk faktorleri rol almaktadir.

* Bazi risk faktorleri transplantasyondan once
mevcuttur.



The Timeline for Destruction of a Kidney
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Kronik allogreft disfonksiyon
nedenleri

Immiinolojik Nedenler Nonimmiinolojik Nedenler

Akut rejeksiyon - Donére ait faktorler
epizodlari * Aliciya ait faktorler

Zay'f HLA uyumu

Sensitizasyon
Kronik B hicre (antikor)

- Iskemi reperfiizyon hasari
* Post transplant HT
 Hiperlipidemi

A  Rekirren veya de novo
aracili rejeksiyon glomeriilonefrit

Kronik T hicre aracili + CNI toksisitesi
rejeksiyon + Enfeksiyonlar
« Tedaviye uyumsuzluk




TEDAVI STRATEJILERI NEDENE YONELIKTIR |
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<> Rekiirren veya denovo glomertlonefrit tedavisi

<> Post Tx enfeksiyonlarin tedavisi
<> CNI toksisitesinden kacinma

<> Hipertansiyon tedavisi

<> Dislipidemi tedavisi

<> Rejeksiyon tedavisi



CNI Toksisitesi

IF/TA

Medial arteriolar hiyalinozis
Glomerdiler kapsuler fibrozis
Global glomeruloskleroz
FSGS

Jukstaglomerduler hiperplazi
Tubuler mikrokalsifikasyon



Kalsinorin Inhibitor Toksisitesinden Kacinma

CNI toksisite

Allograft disfonksiyonu/ * Doz indirgeme
hipertansiyon

(Alternatif ilacla yer degistirme
Proteiniri ( Nefrotik diizeyde olabilir)

_ * Kesme
llac cukur dizeyi ile toksisite derecesi
lligkili degil * Hig tercih etmeme

ilacin doz/kg ile toksisitesi arasindaki
korelasyonu kotuddr.

Biyopsi toksisiteye 6zgul
histopatolojik bulgular tasir




CNI minimizasyonu/mTOR inhibitorleri

CAN

* CNI X mTOR gelistikten
. el ey e . sonra, geg
inhibitorlerin post d6nem de
tx erken baslamanin

faydasi var mi?

donemde
baslanmasi?

MTOR inh. yan etkileri:

Proteinuri, hiperlipidemi,
miyelosupresyon,

ve hipergonadotropik
hipogonadizm




3C Study
(Campath, CNI reduction and CAN

852 panticipants entered 3C Study

|
426 allocated to alemtuzumalb-
based induction therapy

426 allocated to basiliximab-
based induction therapy

458 did not enter maintenance
therapy comparison:
- 208 doctor preference
- 86 participant prefereance
- 32 not transplanted
h J = 132 other reason

394 randomily allocated to
maintenance treatment

y

197 allocated sirolimus-gased
maintena

197 allocated

11 ([(6%) discontinued 97 (49%) discontinued
tacrolimus-based sirolimus-based
maintenance therapy maintenance therapy

197 analy 197 anal

Am J Tran, 2018 June
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Erken donemde GFR oranlari agisindan fark yok, aksine AR ylizdesi sirolimus

grubunda daha fazla




Safety and Efficacy of a Calcineurin Inhibitor Avoidance
Regimen in Pediatric Renal Transplantation

William Harmon,* Kevin Meyers,' Julie Ingelfinger,* Ruth McDonald,5 Matthew McIntosh,/
Martin Ho,! Leslie Spaneas,* Jo Ann Palmer,¥ Marena Hawk,5 Chris Geehan,*
Kathryn Tinckam,* Wayne W. Hancock,” and Mohamed H. Sayegh*

CN-01 study

Daclizumab+Pred+MMF+SRL

34 hasta ile baslanmis

20 hasta 3 yil takip

8 hastada 1 den fazla sayida rejeksiyon
4 hastada YE fazla

1 hasta takibe gelmemis

1 greftte kronik rejeksiyon
2 hastada PTxLPD

6. Ayda AR orani %21.8
12. Ayda AR orani %31.5

Sirolimus whole-blood trough levels of 20 to 25 ng/ml for the
first 2 mo,20 ng/ml for months 3 to 6, and 15 ng/ml thereafter.

Sirolimus Trough Level (ng / dL)

D-1 0 3 10 W2 4 6 M2 3 6 12 18 24 36
Study Visit

J American Soc Nephrology, 2006



CNI minimize eden protokoller
MTOR inhibitorlerinin kullanimi

Pre-mTORI Immunosuppression after the switch to mTORI
therapy

mTORI+P ()  mTORI+CsA+P (n) mTORI+MMEF+P (n) mTORI+TAC+P (n)

CsA+P 4 3 0 0
CsA+MMEF+P 2 2 3 0
TAC+MMEF+P 3 0 0 0
TACHP f 0 1 1
deNovo RTx 0 5 1 0

Long-term side effects of treatment with mTOR inhibitors
in children after renal transplantation

Pediatr Nephrol (2013) 28:1293-1298




Long-term side effects of treatment with mTOR inhibitors
in children after renal transplantation

Entire cohort, De novo mTORI  mTORI due to mTORI due to
n=31 therapy, n=6 CNI-toxicity, n=14  PTLD, n=11
Serious infections 16 (51.6) 3 4 9
- Viral infections 4(12.9) 0 1 3
_ Bacterial 12 (38.7) 3 3 6
Anemia (Hb<10 g/dl) 6 (19.4) 1 4 1
Leuko-, thrombocytopenia 1(3.2) 0 1 0
Mouth ulcers 5(16.1) 1 3 1
Proteinuria (>1 g/d) 4(12.9) 1 1 2
Lymphocele 2 (6.5) 2 0 0
AV fistula 3(9.7) 3 0 0

Pediatr Nephrol (2013) 28:1293-1298




Three-yr safety and efficacy of everolimus
and low-dose cyclosporine 1n de novo
pediatric kidney transplant patients

37 gocuk Assessed for eligibility Excluded n=4)
Basiliximab, CycA (C2: 1400), MMF ve (n=41) 0= 1 Severe dislpidemiz

. -n=1Major surgery
prednizolon

-n=1Low PLT count

-n = 1Infection
Allocated to everolimus protocol (n = 37)

ITT population Discontinuation (4] :
» -Proteinuria (3)

3 hafta sonra everolimus baslanmis,
CyCA azaltilmis (C2: 600 ng/ml, 90

ginden sonra 300 ng/ml) v “Hypertichosis (1)
ve MMF kesilmis Analyzed (n = 33) S
. ‘ T , Discontinuation (3]:
. -Acute rejection (2)
3 yillik peryod sonunda hasta ve greft Aralfzed n=30 Athralgia 1
survi %96 . ! X
Analyzed (n = 30) Discontinuation (2):
Jieus | <Gingival hyperplasia (1)
Post Tx DSA + Ilgl ! -Acute rejection (1)
1. YI%5, 2.yl %11, 3.yil %22 _ Analyzed (n = 28)
o BExcluded (3)
. : -Death (1
Malignensi veya PTLD saptanmamis Analyzed (n = 25) -L:;tm[fc]nmwup(z)

Pediatr Transplantation 2004: 18 350-356
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KAN
gelistikten
sonra, gec
donem de
baslamanin
faydasi var mi?

World Journal of
Transplantation
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MINIREVIEWS

Introduction of everolimus in kidney transplant recipients
at a late posttransplant stage



GEC DONEM EVEROLIMUS DONUSLERININ YAPILDIGI KLINiK CALISMALAR

ASCERTAIN Ort5.6yilda

(2011)

APOLLO
(2015)

EVR. lle CNI
eliminasyonu
veya
Minimalizasyonu

N:394
Takip suresi: 2y

Ort 7. yilda
CNI’'den EVR
donus
N:93/1y

Grup 1. CNI Eliminasyonu (Evl CO: 8-12, n:
129)

Grup 2. CNI minimalizasyonu
(Evl CO: 3-8, n:144, CNI %80 doz azaltmasi

Grup 3. CNI tedavisi DEVAM

CS C2>400, TAC Co>4
N:123

GRUP 1. CNI YOK VE EVL C0:6-10, N:46

GRUP 2. CO: 80-150, TAC CO:5-10; n: 47

Graft survi %96,94, 95 (NS)

Hasta survi %97, 97, 100
(NS)

YE, Grup 1 ve 2 de fazla

Graft survi %100, 100

Hasta survi %97, 97



Uchida et o™
(2016)/
retrospective
(our report)

EVL with CNI minimization at mean of 39.5 mo mif)/1.73 m’ in the EVL continuation grotp
EVL discontinuation rate was 42.3%

Conversion from antimetabolites (MMF or MZ) to eGFR “ -_n |'icanﬂy increased ‘M in/1.73m’ to

Nojima ¢t "
(2017)/

retrospective

EVL ile CNI azaltilmis doz kullanimi; eGFR art|§|%7 (p<0.05)
CNI nefrotoksisitesi IF/TA ile gosterilen

vakalarda, ort 7.4 yilda EVL kesilme orani %11

Nanmoku et al*™

(2017)/

nonrandomized

EVL ile dusuk doz TAC kullanimi,MMF azaltma, Conventional group (‘-'I = 5[]) EVLETOUP [ﬂ = Sﬁ)
komplikasyon durumunda
streoid kesilmesi

Biopsy-proven acute relechun rate exhibited no significant
diference between-these-protpe-(2% s 17% P = 055)
Serttm creatinine mgmﬁca:nﬂy improved in the EVL group (§
- 0031)

EVL discontinuation rate was 13.8%




* CNI toksisitesi disunulen vakalarda yeni tedavi
secenekleri



belatacept

Belatacept
Soluble fuizyon proteini

Soluble recombinant
CTLA-4

Fcregion

N\ N (0806 Belatacept (LEAzgY)

* CNI'nin uzun ve kisa
donem nefrotoksik etkileri
nedeniyle “Belatacept”
alternatif bir tedavi
secenegi olabilir.
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American Journal of Transplantation 20717, 17: 29372944 © 2017 The American Society of Transplantation
WWiley Periodicals Inc. artd the American Society of Transplant Surgeons

- = = doi: 10.1111/ajt.14427
Brief Communication

Belatacept Rescue Therapy in Kidney Transplant
Recipients With Vascular Lesions: A Case Control
Study

a h
CNI X Belatacept switch calismasi, 17 biyopsi kanith KAN/Vaskiiler lezyon ,

L post TX ort 51. ayda CNI, Belatacept ile yer degistirilmis )

4 N
5 mg/kg belatacept, 1,15, 29, 43, 57 giinlerde , takiben 28 giinde bir; CNI, %100
1.gln, 2. Gun %50, 15. glin %25 ve 29. gunden sonra 0

- )

Belatecept grubunda 0. ayda GFR 23,5+3.7 ml/dk/1.73 m2; 6. ayda GFR 30.4+9.1
CNI devam eden grupta degisiklik yok







Kan Basinci Kontrolu

* Tx sonrasi HT prevelansi %58-90

* Maskelenmis hipertansiyon %30 siklikla
saptanir.

* Yilda bir ABPM ve ekokardiyografi 6nerilir.




& Blood Pressure Profiles 5 to 10 Years After Transplant in Pediatric Solid
Organ Recipients

e 24 saatlik ABPM degerlendirmenin ofis kan basinci dlcimlerine gore
astunluga vardir.

 Helsinki Universitesi 111 renal, 29 kalp ve 13 karaciger nakli olan
cocuk

KB index ve KB yuku gece 6lctimleri anormal
e Olgularin %491 non-dipper

e Kan basinci degerleri metabolik kontrol ve bobrek fonksiyonlari ile
korele

e Kan basinci yuku cut-off degeri %25

SENELIK ABPM YAPILMALI . :
Journal of Clinical Hypertension, 2015




g’,‘ KDIGO Kilavuzu-Hipertansiyon

N

-

e <18 yas alti KB <90 p (2C)
e >18 yas KB <130-80 mmHg
e |drar protein atilimi

el
v <18 >600mg/m?/guin

v’ Kalsiyum antagonistleri post transplant erken
donemde HT’da ilk basamak tedavide tercih edilir






Dislipidemi

Acceptable Borderline high High
(mg/dL) (mg/dL) (mg/dL)
Triglycerides (TG)
<10y <75 75-99 =100
210y <90 90-129 =130
Total cholesterol (TC) <170 170-199 =200
LDL cholesteral <110 110-129 =130
(LDL-C)

The definition of dyslipidemia according to the guidelines for cardiovascular health and risk reduction
in children and adolescents™® is given.
Conversion factors from mg/dL to mmol/L (SI units).

Transplantasyon sonrasi senede bir lipid profili incelenmelidir.




Tx hastalarinda dislipidemi

Transplantasyon oncesi var olan dislipidemi
Tx sonrasi belirgin kilo artisi

Streoid, siklosporin, sirolimus kullanimi
Proteiniri/Diabet/Hipotiroidi

Greft fonksiyon kaybi
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ORIGINAL ARTICLE WA LEY

Dvyslipidemia after pediatric renal transplantation—The impact
of immunosuppressive regimens

Sandra Habbig® & | Ruth Wolland?® | Kai Krupka® | Uwe Querfeld® |

Luca Dello Strologo® | Aytiil Noyan® | Fatos Yalcinkaya” | Rezan Topaloglu® |

Nicholas J. A. Webb® | Markus J. Kempert@-11 | Lars Pape®® | Martin Bald™® |

Birgitta Kranz>* | Christina Tayvlan® | Britta Hocker® | Burkhard Tonshoff? | Lutz T. Weber®

386 ¢ocuk hasta, birinci yilda dislipidemi orani %88, 6zellikle CNI ve mTOR tedavisi alanlarda oran yliksek

SENELIK LiPIT PROFILI MUTLAKA BAKILMALI
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Risk:

- Hiperlipidemi

BMI>97p

Postrenal transplant dislipidemi prevelansi %40-80 arasinda degismektedir.

oL I
Iki tarama sonucunda
LDL>130 ‘ Yasam Tarzi Degisiklikleri
TG >100 mg/dL(<10vy); >130 mg/dL (>10y)

o J

1 risk/LDL>160 mg/dL
2 risk/LDL >130 mg/dL ‘ Antilipid tedavi baslanmalidir

LDL>190 mg/dL

“Expert Panel on Integrated Guidelines for Cardovascular Health risk Reduction”, Pediatrics 2011



KDIGO Clinical Practice Guideline for Lipid Management in CKD: summary of
recommendation statements and clinical approach to the patient

Christoph Wanner, Marcello Tonelli

Kidney International

Volume 85, Issue 6, Pages 1303-1309 (June 2014)
DOI: 10.1038/ki.2014.31

 KDIGO 18 yas alti cocuklarda antilipid tedavisi
onermemekte, genel olarak yasam tarzi
degisiklikleri tavsiye etmektedir.

Grade

2D 5.1: In adults with CKD (including those treated with chronic dialysis
or kidney transplantation) and hypertrighyceridemia, we suggest
that therapeutic lifestyle changes be advised

2D 5.1: In children with CKD (including those treated with chronic
dialysis or kidney transplantation) and hypertriglyceridemia, we
suggest that therapeutic lifestyle changes be advised




Kronik Rejeksiyon Tedavisi



Kronik Antikor Aracili Rejeksiyon

* Genellikle
geleneksel
antirejeksiyon
tedavisine
cevapsizdir.

* Tedavi edilen
hastalar
tekrarlayan AMR
icin ylUksek risk
tasirlar.

Siklosporin X Takrolimus

IVIG

Plazmaferez/veya
immunoadsorpsiyon

T-ve B hiicre depleting
antikor



cABMR tedavisi

 NAPRTCS, cocuklarda greft yetmezliginin
nedeni

%50.7’si rejeksiyon,
%35.8’INDE KRONIK REJEKSIYON

 cABMR’nun cocuklarda sikligi belli degil.



HEDEF,

1. Mevcut antikorlarin eliminasyonu ve yeni
antikor olusumunun engellenmesi

1. Kompleman kaskadinin inhibe edilmesidir.



cABMR tedavisi

immuns(]presyonunun dozunun arttirilmasi
DSA’yi ortadan kaldirmak icin plazmaferez
DSA’ya immun cevabl modile etmek icin IVIG
B hicrelerini azaltmak icin IV rituximab

Kompleman aktivasyonunu inhibe etmek icin
eculizumab



v’ Plazmaferez ab.’larin %50’sini ortadan kaldirir

v IVIG cevap oranini %50-90 arttirir

v’ Refraktér cABMR tedavisinde simerik
monoklonal anti-CD20 ab. Rituximab!

Anti CD 20 (-) plazma

hlcreleri ???




Antikor aracil rejeksiyon tedavisinde kullanilan ilaglarin etki mekanizmalari

Intravenous Eculizumab
immunoglobulin ¢

Complement

| |
0r0~0-@®-

, : Plasma cell } Y j—

¢ () A

Rituximab Bortezomib

Plasmapheresis

Plazmaferez sirkulasyondaki antikorlari temizler, rituximab farkli evrelerdeki tiim B hicrelerini azaltir.
Bortezomib antikor Ureten plazma hiicrelerini direkt olarak siiprese eder. Eculizumab , terminal
kompleman yolagini inhibe eder. IVIG farkli mekanizmalarla farkli immun reaksiyonlari module

edebilir.



de-
crease 2/6 vaka tedaviye cevapsiz
IvIG IvIG IvIG IviG
1g/ke 1g/kg 1g/kg 1g/kg
Rituximab
375 mg/m?

Prophylaxis with Trimothoprime-sulfamethoxazole for prophylaxis of pneumocystis jirovecii

Diagnosis of chronic
antibody-mediated

rejection
Toenshoff&Billing

T

0 1 2 3 4 weeks

20 vakalik daha genis bir seride, cevap orani %70; HLA Class 1 ab.larinda %61 ,HLA Class 2
ab.larinda %63 azalma



Rituximab

CABMR’un progresyonunu
geciktirmede etkili oldugu
kanitlanmistir.

v'Agir proteinirik olgular

v'Allogreftte  ileri  evre
fibrotik degisikliklerin
varliginda

etkili degildir.

e Etkisi zamanla (1 vl
sonra) azalir.

 Tekrarlanan dozda
uygulamak gerekebilir.



Pediatr Nephrol (2017) 32:2133-2142 @ CrossMark
DOT 10.1007/500467-017-3725-1

ORIGINAL ARTICLE

Rabbit anti-human thymocyte immunoglobulin for the rescue
treatment of chronic antibody-mediated rejection after pediatric
Kidney transplantation

Yasemen Cihan' « Nele Kanzelmeyer' » Jens Drube' - Martin Kreuzer' -
Christian Lerch' - Imke Hennies' - Kerstin Froede' - Murielle Verboom?® -
Thurid Ahlenstiel-Grunow' - Lars Pape’

cABMR teshisi konmus 9 pediatrik olgu olgu
Tani medyan zaman 179. gin

Tedavi protokolu:
CSA+prednizolon
4. Hafta CSA doz azaltma+Everolimus

6. Ayda protokol biyopsisine gore prednizolon azaltma yada
kesme

MFI>1000 ve GFR dusutsu >%20 ise bobrek biyopsisi yapilmis



Pediatr Neplrol (ZO17) 32: 21332142 @ Crosshiarlc
DT 10, 1007 SO0 G 701 7-3 7251

ORIGITN.ATLT. A RTICLE

Rabbit anmnti-hwumnman thyvymmoocywte inmmmunogzlobulin for thhe ryrescue
treatment of chryromic antibodyy—mmediated rejection after pediatric
Kidmenw tramnsplantation

wascenmen Cilhvan ' - Wele K anzelbmeyer ' - Jens Drube * - Mlartin Krewser ' -
Christian Lerch ? - Imnmke Henmnies ! - Kerstin Froede ! - ZMiuariclle We rboo
FKhuwurid Ahlenstiel €Erumnoww b - Lars Pagpe

* 6 doz pulse prednizolon (300 mg/m?2)

e 2. GUnde baslayan 4 hafta stren IVIG (1
gr/kg)
* 6. Gunde baslayan aylik 4 doz rituximab

* Serum kreatininde artis olunca
immunadsorpsiyon

e CSA yeterliise TAC’a gecis (trough duizey 8-
10)

e Everolimus’dan MMF’e gecis



Pediatr Neplrol (ZO17) 32: 21332142 @ Crosshiarlc
DOT 10, 1007 SO0G 701 7T-3 7251

ORIGITN.ATLT. A RTICLE

Rabbit anmnti-hwumnman thyvymmoocywte inmmmunogzlobulin for thhe ryrescue
treatment of chryromic antibodyy—mmediated rejection after pediatric
Kidmenw tramnsplantation

wascenmen Cilhvan ' - Wele K anzelbmeyer ' - Jens Drube * - Mlartin Krewser ' -
Christizam Lerch ' - Tmke Hemnmnies ? - K erstin Froede ' - ZMluarielle We rboo
T hurid Ahlenstiel Crumnow ! -« T.ars Pagpe

* CNI tedavisine uyumsuz vakada Belatacept
tedavisi

* Tedavi cevapsiz kalanlarda Bortezomib

!

* Cevapsiz ise rATG (1.5 mg/kg 4 saat Gizerinde
inflizyon)

Toplam 5 glin, total doz 7.5 mg/kg
uygulanmis.
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Table 1. Efficacy and side effects of interventions for the prevention or treatment of antibody-mediated graft injury

Desensitization Acute ABMR Chronic ABMR Potential adverse events
protocols treatment treatment

1. PLEX + + Hypotension, bleeding, hypovolemia

2. IVIG + + Allergy, headache, myalgia, fever

3, Rituximab (Rx) ++ + . Infections, neutropenia, infusion reactions
4, Bortezomib (Bx) ND . Myelosuppression, neuropathy GI toxicity
5. Eculizumab (Ex) NA ++ . Meningococeal infection, hypertension

6. Splenectomy (Sx) ++ ++ . Infections, thrombocytosis
7. PLEX + IVIG ++ ++ Additive

8. IVIG + Rx ++ ++

9, PLEX + IVIG + Rx +44 +4+

10, PLEX + IVIG + 5x +++ +H+

ILPLEX+IVIG+Rx+Bx  ND +H4

12.PLEX+IVIG+Rx+Ex  NA FH

ND, no data; NA, not applicable; +, occasional; %, few data, not exactly known.




Gelecek-
Genomics of Chronic Allograft Rejection
(GoCAR) Study

* Bobrek biyopsi orneklerinde gen ekspresyon
analizi

101 bobrek transplant alicisinda 3. ve 12. ay
protokol biyopsilerinde gen ekspresyonlar

* Ekspresyon olan 13 gen gelecekte KAN gelisimi
icin belirleyici degeri yuksek bulunmustur.



Sonuc olarak,
Kronik Allogreft Disfonksiyonu

Spesifik bir tedavisi yoktur.
Erken tani/midahale onemlidir.

Serum kreatininde degisiklikler daha gec¢
donemlerde olusur.

Serum kreatinin dlizeyleri GFR'deki bozulmay!
yansitamayabilir.



Soguk iskemi zamani minimize edilmeli
HT ile mucadele edilmeli

Hiperlipidemi takip ve tedavi edilmeli
Proteintri ile azaltilmali (ACEi/ARB)
CMV/BK enfeksiyonlari tedavi edilmeli
Hastalik rektrrensi tedavi edilmeli




Immunosipresif tedavinin manipulasyonu
Subklinik rejeksiyonun erken tani ve tedavisi
HLA antikorlari monitorize edilmesi

CNI minimize edilmesi veya eliminasyonu

Nefrotoksik olmayan immunsuipresif ilaclarin
kullanimi



OZET OLARAK

= Kidney protection, especially ECD, * Identify high risk chronic ABMR patients:
DCD, extreme age kidneys « PREVENTION B v
—  Desensitization

* Minimize cold and warm ischemia

times

- Non-adherence

PREDOMINANTLY
NEPHROTOXIC CAl

® Minimize CNI and maximize
non-nephrotoxic drugs

(MPA/mTOR #+— SPECIFIC DIAGNOSIS *| Glomerulonephritis recurrence

inhibitors/belatacept)

* Optimize blood pressure
control, ACE inhibitors/ARBs,
DM, statins

- = Acute Cellularrejection
= ithdrawal
EARLY DETECTION SR
- Opportunisticinfections
l = |ntensify immunosuppression if high risk
» Sensitized patients: PP/IVIG/Rituximab

Renal artery stenosis
Obstructive uropathy
BK virus nephropathy

- Monitor DSA and treat subclinical
"| rejection if de novo DSA

CHRONIC ABMR

-

Poor Prognostic Markers

No Poor Prognostic Markers

Creatinine > 3 mg/dL
Urine protein: creatinine >1g/day
Banff ci+ct+cv+cg score >8
Very high DSA (>2,500 MFI)

Step 1 (initial approach):

- Increase baseline immunosuppression

- Steroids/IVIG

- Thymoglobulin® (if significant cellular rejection component)

- Increase immunosuppression
- Consider steroids/IVIG

Step 2 (refractory chronic ABMR):
- Adjuvant therapy with PP/Rituximab (low grade evidence)

- Proteasome inhibitors or eculizumab (very low grade evidence)

w

- Do not stop all immunosuppression after graft failure
- Avoid repeat HLA mismatch if possible

Prepare for Next Transplant (ideally live donor)
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