27é Curs de

Formacio Continuada | Germans Trias | Pujol
de la Societat Hospital

Catalana de

Nefrologia

Malalties sistemigques amb
afectacio renal

TRASPLANTAMENT RENAL EN
PACIENTS AMB VASCULITIS O LUPUS

Dra. L. Canas
H. Germans Trias i Pujol


http://www.google.es/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjb-83m56TJAhWCwBQKHTtLCdkQjRwIBw&url=http://www.isidrebarnils.com/141729/1398807/portfolio/hospital-germans-trias-i-pujol&psig=AFQjCNGDTrHwxg6KB9HlxEwn22tMUudHIw&ust=1448308513844024

27é Curs de
Formacio Continuada
de la Societat
Catalana de
Nefrologia

TRASPLANTAMENT RENAL EN
PACIENTS AMB VASCULITIS



http://www.google.es/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjb-83m56TJAhWCwBQKHTtLCdkQjRwIBw&url=http://www.isidrebarnils.com/141729/1398807/portfolio/hospital-germans-trias-i-pujol&psig=AFQjCNGDTrHwxg6KB9HlxEwn22tMUudHIw&ust=1448308513844024

Germans Trias i Pujol
Hospital

INTRODUCCIO ...

* ANCA-vasculitis: malalties autoimmunes (produccio ANCA 1 inflamacié de petits
vasos). Incidencia estimada: 15-23 casos per milié de poblacié?.

< * Poliangeitis microscopica (PAM) ——— 80% afectacio renal.

» Poliangeitis granulomatosa (PG) ——s 50% afectacio renal.
(Granulomatosis de Wegener; WG)

20 — 40% MRC terminal als 5 anys234,

» El trasplantament renal (TR) s’ha de considerar el tractament d’eleccio en pacients amb
ANCA-vasculitis (altres TRS).

sLa supervivencia tant de I’empelt renal com del pacient amb ANCA-vasculitis és
similar a la supervivencia dels pacients trasplantats amb MRC secundaria a qualsevol
altre patologia®®.

(1) Moran S et al. Curr Opin Rheuamtol 2014. (2) De Groot K, Inflammatory diseases of blood vessesl 2n ed. (3)Geetha D et al. Transplantation
2011. (4) Hruskova Z et al. ERA — EDTA. Am J Kidney Dis 2015. (5) Schmitt WH et al. JASN 2002. (6) Moroni G et al. Am J Transplant 2007.
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INTRODUCCIO ...

* Series de petits casos demostren com la recurrencia de la vasculitis és infrequent en el
postrasplantament renal i rarament s’associa a pérdua de I’empelt’, amb taxes de

recidives molt inferiors a les descrites a la poblacié en dialisi o amb MRC sense
dialisi®®.

El “timing” per a trasplantament
El significat de la positivitat dels ANCA (TR) [ No ben definits
Els factors de risc de recidiva

Els resultats a llarg plag i complicacions

» No existeixen unes guies sobre:

* Quin és el temps optim per al TR despreés d’un periode d’activitat de la
vasculitis*?

» Podem trasplantar els pacients amb ANCA positius?8

(3) Geetha D et al Transplantation 2011. (4) Hruskowa Z et al. NDT 2015. (6) Moroni G, et al. AJT 2007. (7) Nachman PH et al. Kidney Int 1999.
(8) Little Mark A, et al. NDT 2009.
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TEMPS EN DIALISI

Recurrent ANCA -associated small vessel vasculitis after

transplantation: A pooled analysis
Analisi de series de casos recidiva

PaTrick H. NaAcumMAN, MARTEN SEGELMARK, KERSTIN WESTMAN, Susan L. HocAN,

KARrReN K. SATTERLY, J. CHARLES JENNETTE, and RoNaLp FaLk ANCA'V&SCUIitiS.
Table 1. Recurrent antineutrophil cytoplasmic antibody-associated ~ . . .

small vessel vasculitis (ANCA-SVV) in all reported patients Temps en HD -N= 7 paC|entS reC|d|Va
Kuross 2 k 1 11.1 - n= 41 pacients no recidiva
:ggr;irg 13 8 - | (mediana 0-63 mesos HD)
Grotr 22 4 2 50.0
Rostaing [5] 8 1 125
Frasca [4] 3 0 0.0
Myberg 23 19 5 26.3 . . - \ . o=
Allen T 2 2 0] No existeixen diferencies estadisticament
UNC 14 0 0.0 . . p- . .
Lund 1 2 182 significatives en el temps en HD previ TR entre
ot Cxy = (1) els pacients que presenten recidiva vs els

acients que no recidiven.
20% CsA, 26% ANCA+, GW o PAM (ns) P g

> Un cop s’aconsegueix la remissié clinica, endarrerir el trasplantament no sembla
millorar el resultat del trasplantament renal

(7) Kidney International, Vol. 56 (1999), pp. 1544-1550
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TEMPS OPTIM PER AL TRASPLANTAMENT

Renal transplantation in systemic vasculitis: when is it safe?

Mark A. Little!, Basma Hassan!, Steve Jacques', David Game?, Emma Salisbury?,
Aisling E. Courtney?, Catherine Brown®*, Alan D. Salama®* and Lorraine Harper'*

Table 1. Results of a survey of 12 of |8 transplant centres in the UK
and Ireland (from which there were 25 responses) and from seven centres
across Europe

With respect to renal transplantation of % answering

patients with AASV yes
Do you have a specific written policy? 6%
Should patients be in clinical remission? 100% €
For how long should they be in remission?
1-3 months 10%
3-6 months EE
612 months 41%
=12 months 40% :lL
How is AASY remission defined?
No symptoms of AASV 100% <€——
BVAS score =10 28%
ANCA negative 13%
What is the maximum tolerable level of
AASV therapy at the ime of
transplantation?
Prednisclone + MMF* 28%
Prednisolone + azathioprine 50%
Azathioprine alone %
Prednisolone alone 13%
Should patients be ANCA negative before 16%
transplantation?
Do you consider AASV patients as live gy, €—r
donor kidney recipients?
Do you alter transplant immunosuppression 1790
because of AASV?
Should ANCA be monitored post-transplant? 5%
If s0, how frequently?
1-3 months 14%
36 months 67% €——F
612 months %
Where should patients with AASV be
followed up post-transplantation?
General transplant clinic 53%
Transplant and general renal clinic 19%
Specialist vasculitis clinic 15%

(8)  Nephrol Dial Transplant (2009) 24: 3219-3225

L\
- | -
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Table 2. Clinical characteristics of the cohort of patients with AASY
receiving a renal transplarc (N = 107)
Variable Value
Gender (male/d) 6l (57)
Median age at the time of transplant (range) 49.4(13.9-72.0)
Vasculitis type (%o WG/MPA/RLV* unknown) 57135714
Median time to transplant post-remission 10y (L3t 5.6)
{interquartile range)
Transplanted - 12 months post-remission induction 15(14) €<——
{ves/)
Evidence of severe vasculopathy on transplant 1% (16.8)
biopsy (yea/%)
Died during follow-up (ves/%u) 26(24.3)
Duration of follow-up (median/total patient vears) 5.5(693)
Cohort of transplantation {N/%%)
Before 1990 [1(10.3)
19502000 48 (44.9)
After 2000 48 (44.9)
ANCA status at transplantation (N, 25/40/33 €—
positive/negative/unknown)
Positive ELISA (N: anti-PR3/anti-MPO) 79
ANCA positive at or in first year 0(28) «e—
post-transplantation (NP
Graft failed before death (M%) 19 (18)
Graft outcome (N/®4)
Still functioning at last follow-up 72 (68.6)
Graft lost due to
Death with a functioning graft 16 (15.2)
Chronie allograft nephropathy 5(4.8)
Vascular catastrophe 5(4.8)
Recurrent vasculiis INYY<—
Acute rejection 2(1.9
Other 4
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TEMPS OPTIM PER AL TRASPLANTAMENT

Renal transplantation in systemic vasculitis: when is it safe?

Mark A. Little!, Basma Hassan!, Steve J acquesl, David Game?, Emma Salisburyz,
Aisling E. Courtney?, Catherine Brown®*, Alan D. Salama®* and Lorraine Harper!*
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A. Cohort
101 p=08 -~ Before 1990
UB‘ -=-1990 to 2000
= After 2000

J';,:‘:":-

FProbability of
death
e o
o A D

LN L, JSEPE N
i e

b
[¥]

0.0 b BN
0123456728910

C. Remission duration

1.0, “p<0.05 il
« g HR=27(1499)
£ o8l l
23
2° 04 l L
: o
& 0,2-L Lo g

012345678 91
Time post-transplantation (years)

No. of subjects
atrisk 77 58 37 26

B. Age at transplant

1.0] p=012 - 1st tertile (<42)
-<--2nd terfile (42-57)
08 —3rd tertile (>57)

0.0
012345678910

D. Overall survival

0,0 s 5 :
012345678910
Time post-transplantation

No. of subjects {yea rs)
atrisk 77 A3 ar PR

Fig. 1. Unadjusted survival probability in patients with AASV undergoing
renal transplantation. Overall survival probability post-transplant was 65%

(95% C.1. 50-80%) at 10 years and 90% (95% C.1. 83-97%) at 5 years. In
graphs depicting tertiles, 95% confidence intervals have been omitted for

clarity.

Table 3. Factors associated with mortality in patients with AASV receiv-
ing a renal transplant

Hazard ratio

Factor P-value (95% C.1.)

Factors associated with mortality in patients with AASV undergoing
transplantation: univariate analysis

Transplant <12 months post-remission  0.03 2.7(1.4-9.9)
Gender Uy L.ag (U.6—2.U
Age at transplant 0.12 1.02 (0.9-1.05)
AASV type 0.69 1.54 (0.3-6.9)°
Cohort 0.80 1.48 (0.31-7.1)¢
ANCA positive at transplant 0.97 0.98 (0.32-2.9)

Factors associated with mortality in patients with AASV undergoing
transplantation: multivariate Cox regression analysis

Iransplant < 1.2 months post-remission 0.04 2.3 (1.1-5.5))]
Gender 0.82 1.1 (0.47-2.7)
Age at transplant 0.16 1.01 (0.98-1.05)"

(8)  Nephrol Dial Transplant (2009) 24: 3219-3225

INDUCCIO REMISSIO: abcéncia d’evidéncia clinica activitat
de la vasculitis / BVAS=0-1
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SIGNIFICAT DELS ANCA

- ANCA: marcador d’activitat de les vasculitis ANCA

- La persistencia de la positivitat dels ANCA durant els periodes de remissio és un factor
de risc de recidiva®.

- En conseqgiencia: la positivitat dels ANCA en el moment del TR es podria considerar un
factor de risc de recidives posteriors ?

Table 3. Recurrent (ANCA-SVV) among patients with positive
ANCA at transplantation

Stud (Ref) Pmi{.:rms Rclirpsc Rc]r:wpse
Study e I ! Yo . . . N . s oy
—— 7] - No existeixen diferencies estadisticament
it i N 2 33 significatives en la taxa de recidiva entre els
Stegemar 6 6 2 333 .
Gror ;!2} 4 2 50.0 pacients amb ANCA + vs ANCA - en el
Rostaing [3] 8 1 12.5 _
Frasca [4] 3 0 0 moment del TR ( p=0.75)".
Nyberg [23] 12 3 41.7
Allen [25] NA
UNC NA
Lund NA
Total 39 10 25.6

NA, data are not available or incomplete.

(3)Geetha D et al. Am J Transplant 2007. (7) Nachman PH et al. Kidney Int 1999. (9) Sanders JS et al. Rheumatology 2006.


http://www.google.es/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjb-83m56TJAhWCwBQKHTtLCdkQjRwIBw&url=http://www.isidrebarnils.com/141729/1398807/portfolio/hospital-germans-trias-i-pujol&psig=AFQjCNGDTrHwxg6KB9HlxEwn22tMUudHIw&ust=1448308513844024

Renal Transplantation in Antineutrophil Cytoplasmic Antibody- Qs THss1 Pl
N -y s N - Hospital
Associated Vasculitis: A Multicenter Experience
-
Duvuru Geetha', Alfonso EirinZ, Karin True?, Maria Valentina Irazabal?, Ulrich Specks?, n (%)
Philip Seo”, Patrick Nachman?, and Fernando C. FervenzaZ5 Induction immunosuppression
Hene 27T (31.8)
IL-2 receptor antagonist 14(16.5)
Fatient number ( 35 ) Antithymoecyte globulin 41 (48.2)
Form of AAV (WG-MPA) 42:43 Anti-CD52 (alemtuzumakb) 3(3.5)
History of prior KT, n (%) E(94) Prmary oral immunosuppressant
ANCA-positive at time of KT, n (%) 29of 75 (38.7) TACMMETP 64 (75.00
Apge at transplant (mean+5D, v) 45+182 CzAMMETP 7(8.2)
Gender (M:F) 45:40 CzASREL/P 2(24)
Donor source, o E\q"i)} SELMMET 7 (14:]
LED 341(63.5) TAC/AZA/P 124)
U 517,
LURD 15(17.6) TAC/SRLP 1(1.2)
oD 16 (18.8)
TAC/MMF 4(4.7)
Preemptive KT, n (%) 24 (28.2)
TAC/P 2(24)
Time on dialysis, median {range), mo 17.5 (1-120)
_ o _ CsAP 1(1.2)
Time between last AAV activity and KT, median (range), mo 12 (4-120)
Follow-up (mean=5D, vr) 54034
. ., 0 .., Acute rejection, n (%a) 13(15.3)
-Tots remissio (67% remissio > 12m) Polyomsviras (BK)-sssocisted pephiopathy 6 (7.1)

- Mateixa dosi MMF i mateixos nivells CNI

S5Crat 1 vr post-KTX, median (range), mg/dl. 1.3 (0.8-2.4)

(ANCA +/-) Clinical relapse of AAV
Total group T/85 (8.2}
p=06 { WG group 5/42 (11.9)
- No dif creatinina MPA srow 2390.1)

- GW vs PAM (1.4 vs 1.3; p= 0.09) e ——— e
- ANCA + vs ANCA — (1.4 vs 1.3; p= 0.31) ANCAsegae stme

AMNCA -unknown at timee of KT 210 (20.0)
(3) Tramsplantation. 2011 June 27; 91(12): 1370-1375.
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Renal Transplantation in Antineutrophil Cytoplasmic Antibody-

Germans Trias i Pujol

- - . - Hospital
Associated Vasculitis: A Multicenter Experience
Duvuru Geethal, Alfonso EirinZ, Karin True?®, Maria Valentina Irazabal2, Ulrich Specks?,
Philip Seo®, Patrick Nachman3, and Fernande C. FervenzaZ®
Relapses of AAV in patients with KTX
AMCA status at KTX
Mo Disease  ANCA tvpe(C/F)  Ageat KTX Gender KIXtype Preemptive(Y/N) Remission>I12 moat KTX (Y/N) (=M K) Follow-up post KTX (mo)
1 WG C 3 F (Y] M M BR
2 WG C Ll F LR N N 165
3 WG ME M F LRI N Y Mk 48
} WG L [ M LRI} M Y + 74
Wi C k. M LRI M Y t 59
fi WP A F 47 K| LED M Y Mk 8l
MNP A k i F (B8] M Y + 118
D0, decensed donor, F, Emale; M, male; KTX, kidney tmnsplant; LR, hving related donor; LURD, hiving unnelated donor, N,onos Y, Yes; NE, not known, WG, Wegener's granulomatosis; MPA,
microseopic polyangiitis; ANCA, antineutrophil cyvtoplasmic antibody; AAV, ANC A-associated vasculitis,

- Taxa recidiva Wegener vs PAM (11.9vs 4.7%) ; p = 0.6

- ANCA + en el moment del trasplantament s’associa a augment del risc de recidiva de
la vasculitis (95%IC 0.998-144.932; p=0.05) perd no s’associa per se amb una pitjor

supervivencia de I’empelt renal.

- No correlacidé entre recidiva i tipus d” ANCA (p-ANCA vs c-ANCA; p=0.7)
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Long-term outcome of antineutrophil

cytoplasmic antibody-associated small vessel

vasculitis after renal transplantation

-Estudi multicentric (1984-2007)

-Objectius:
- influencia tipus ANCA
- nivells ANCA en el moment TR
- tractament IS i complicacions
- frequéncia recidives

DIAGNOSTIC RECIDIVA:

-Recurrencia o afectacié organica suggestiva
d” ANCA vasculitis

- Deteriorament de la funcid renal

- GN necrotitzant focal (BR)

- Evidencia hemorragia pulmonar

10
(10) Clin Transplane 2013 27 338347 DO 10 101 o 1 2084

transplantation.

Germans Trias i Pujol
Hospital

Marco H, Mirapeix E, Arcos E, Comas J, Ara J, Gil-Vemet S, Pug J,
Vinyas O, Perello M, Oppenheimer F, Poveda R, Iberndn M, Diaz
M, Ballarin J on behalf of the Catalan Study Group of Glomerular
Diseases (GLOMCAT). Long-term outcome of antineutrophil
cytoplasmic antibody-associated small vessel vasculitis after renal

Table 1. Baseline characteristics of the AASY cohort

MNo. of patients

Gender (maleffemale)

Age at transplantation

(mean £+ S0, yr)

Disease category, n %)
Wegener's granulomatosis
Microscopic polyangiitis

ANCA type, n (%)

MPO ANC A seropositive

PR3 ANCA seropositive

MPO-PR3 ANCA seropositive
Time on dialysis (months)

(mean + S0)

Donor: n [ %)

Cadaweric donar

Living-related donor
AMCA positive at time of KTX

[checked in 45 patients)
Prior KTX

@)
2227
529 4+ 143 (range 17-74)

5(10.2%)

a7

10 (20 %)
2 (4.1%)

33.3 + 23.4

45 (91 .8%)
4 (B.2%)
15

0
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Long-term outcome of antineutrophil S T Pkl

cytoplasmic antibody-associated small vessel
vasculitis after renal transplantation

Table 2. Details of patients with recurence of systemic vasculitis after renal transplantation

Time an Time to
AMCA titer dialysis recurrence Organ Graft
Age at KTX (yr) Date of KTX Sex Diagnosis ANCA type at KTX (W/mL) (manths) (manths) manifestation |15 therapy Treatment outcome
6B 26/4/199 F MPA MPO 4] 267 1 NCG POMN-AC-MMF Bolus MP ESRD
45 22/5/98 M WG FR3 15 B34 35 Lung hemorhage FOMN-AC-MMF Bolus MP Functioning
B3 SB/ER M MFA MFO 13 563 109 NCG FDM-AC-AZA Baolus MP+ CFM ESRD

F, famale; M, male; MPA, microscopic polyangiitis; WG, Wegener's granulomatosis; NCG, necrotizing crescentic glomerulonaphritis; |5, immunosup pressive treatment; PDN, prednisone; AC, anticalcineurin inhibitor;
MMF, mycophenclate mofetil; AZA, azathiopring; MP, mathylprednisclona; CFM, cyclophosphamide; ESRD, end-stage renal disease; oher abbreviations as already defined.

-Taxa recidiva: 6.1%; 0.01/pacient/any

- La probabilitat mitjana de presentar una recidiva als 10 anys TR: 12%

- En els 3 pacients la recidiva es va associar amb titols elevats d’ANCA.
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cytoplasmic antibody-associated small vessel | Germans Trias i Pujol
vasculitis after renal transplantation

Table 4. Relapse rate during renal transplantation in patients with AASY, acconding to disease diagnosis, AMCA status at diagnosis and at KTX
Disease diagnosis AMCA status at KTX
(relapse) AMCA status at diagnosis (relapse) (relapse)

Study (ref.) Mo. of patients WG MRS, FR3 or c-AMNCA MFO or p-MNCA +

Kuross, 1881 (20) a a1 00 ML, MA,

Schmitt, 1993 (21) 11 11 (3) 0 11 (3} 0 LA,

Stegeman, 1994 (22) 9 2(1) 3(1)* 4(1) 5(1) 61(2) MA =3

Grotz, 1985 (23) 4 3(2) 1(0) 3(2) 1(0) 41(2) Q

Frasca, 1996 (24) 3 0(0) 3(0) 0 3(0) 3(0) 0

Myberg, 1997 (26) 17 4(2) 13 (3) Lt LA,

Rostaing, 1997 (25) B 31(0) 5(1) 4(0) 4(1) 71} 1(0)

Haubitz, 1897 (9) 18 15 (3) 3(1) 13 (3) 3(1) G61(2) 11 (1)

Iniv. of Lund, 1923 (15) 11 4(0) T(2) 6(0) 5(2) MA,

GDCM, 1229 (15) 14 3(0) 11 () 51(0) B(0) MA,

Elmedhem, 2003 (27) 9 5(2) 4(O 5(2) 4(0) 40 4(2)

Deegens, 2003 (11) 33 B(1) 25 (0) ML, B(1) 18 (D)

Geetha, 2011 (29) B85 42 (5) 43(2) LA, 29(4) 36 (1)

Maoroni, 2007 (12) 19 10(2) a(5) g 1! MA

=3 | Present study 43 511} 44 (2] 10 (1} 37 (2] 151(2) 3011}

Total 299 124 (23) 173 (17) 61(12) 77 B2(14) 100 (5)

[18.5% H.5% l 19.7 % 10% [ 1F. 1% oo ]
* Taxa recidiva GW vs PAM p=0.038

» Taxa recidiva ANCA PR3 0 c-ANCA vs MPO o p-ANCA
 Taxa recidiva ANCA+enel TRvs ANCA-enel TR p =0.008
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treatable recurrence of primary Kidney disease
from IgA nephropathy, MPGN, anti-GEM disease,
or ANCA-associated vasculitis for microhema-
turia, (2€) at least:
+« once in the first month to determine a base-
line 2D});
every 3 months during the first year (2D}
annuallv. thereafter. 20V

105.2: We ‘suggmr-t high—dl:-l-ﬂ-ﬂ-. corticosteroids

and cyclophosphamide in patients with
recurmrent ANCA-associated vasculitis or
anti-GBM disease. (2D]
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Canvis en els nivells de ANCA pot ajudar a diferenciar una recidiva d’altres causes de
disfuncio de I’empelt renal* > monitoritzacio ??

(11) Segelmark M et al. Presse Med 2013
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RISC DE RECIDIVA

/Tﬂhle 1: Relapse rate after transplant \

Study subjects Helapse per patient per year
schmitt, 1993 12 20 0.1

Haubitz, 1997 18 0.06

Allen, 1998 22 0.02
Elmedham, 2003 2 0.04

Nachman, 1999 127 0.07 (17.3%)
Gera, 2007 35 (8.6%)
Little MA, 2009 107 0.01

Geetha D, 2011 © 85 0.02
warco 2013 49 0.01 /
(12) Una taxa de recidiva global (n=20 GPA) més elevada durant la dialisi vs el
postrasplantament renal (0.3 per any vs 0.1 per any)

(3 Taxes recidiva més baixes - efecte beneficids de la terapia antirebuig per prevenir
les recidives.

(3) Geetha D et al. Transplantation 2011. (12) Schmitt WH et al. Lancet 1993.
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TRACTAMENT RECIDIVES

 Tractament: Prednisona (Pd) + Ciclofosfamida (CF)

* inducci6 de la remissio en un 90% pacients TR.

« canvi pronostic de les ANCA-vasculitis (pronostic fatal = supervivencia pacient
als 5 anys posTR 78%)

* actualment malgrat Pd + CF = 20-30% MRC terminal.

» 42% pacients desenvolupen morbiditat relacionada amb el tractament

« ALTERNATIVA TERAPEUTICA - RITUXIMAB (cél.lules B = produccié ANCA)

Successful Induction of Remission With Rituximab
for REIapse Of ANCA'ASSOCiatEd Vascu"tis Amencan Journal of Transplantation 2007; 7: 2821-2825
Post-Kidney Transplant: Report of Two Cases

Rituximab for remission induction in recurrent ANCA-
associated glomerulonephritis postkidney transplant

Christine Murakami,' Pradeep Manoharan,? Naima Carter-Monroe? and Duvuru Geetha' Transplant International 26 (2013} 12251231
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Rituximab for remission induction in recurrent ANCA-
associated glomerulonephritis postkidney transplant
Christine Murakami,' Pradeep Manoharan,” Naima Carter-Monroe® and Duvuru Geetha'

Table 1. Baseline characteristics of patients with recurrent A&Y.

Age at Disease AMNCA status Best creatinine

Patientnumber ~ TX{years)  Gender  phenotype  ANCAtype  atthetimeof KTX  Inductiontherapy  post-KTX surgery (mg/dl)

1 23 F fPA F {MFO) Megative MNone 0.9

2 B F MEPA P{MPO) Positve ATG 06

3 26 I GPA CI{PR3) Positive ATG 1

4 39 I GPA C (PR3) Positive ATG 1.2

5 19 F MPA P {MPO) Positive MNone 13

ALV, ANC A-associated vasculitides; TX, fransplant; GPA, granulomatosis with polyangiitis; MPA, microscopic polyangiitis; ATG, antithymocyte globu-
lin; KTX, kidney transplantation.

Table 2. Characteristics at time of vasculitis relapse.

Serum
creatinine
Time from 1 month  Peak serum Serum
KTX to ANCAstatus  preceding  creatinine at creatinine Serum creatinine
Patient relapse at time of relapse time of relapse post-RTX  Follow-up  at last follow-up
number {months) Organs invohed relapse {mg/dl) {mg/dl) Treatment  {mgfdl) {months)  {mg/dl
1 72 Lung, kidney Positive 09 2.1 F/RTX 1 85 1.0
2 & kidney Positive 06 0.9 F/RTX 0.9 10 0.9
3 13 Sinus, joints, kidney  Positive 16 2.2 F/RTX 2 59 2.0
4 46 Lung, skin, kidney Positive 1.4 6.2 FRTX/ATG 2.1 92 ESRD
5 26 laoints, kidney Positive 13 1.7 FRTX/CYC  ESRD 38 ESRD

P, prednisone; RTX, ntuximab; ATG, antithymocyte globuling CYC, cyclophosphamide; ESRD, end-stage renal disease; KTX, kidney ransplantation.
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SUPERVIVENCIA PACIENT | EMPELT RENAL
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Cumutative patent survival

— Vasculitis
——  Control

Supervivéncia pacient als 10 anys:
67% ANCA — vasculitis vs 61% control
(p=0.72)

(10) Marco H et al. Clin Transplant 2013
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Time ater ransplantation (years)

Supervivencia empelt als 10 anys:
64% ANCA —vasculitis vs 52% control
(p=0.69)
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Renal transplantation in anti-neutrophil cytoplasmic | Germans Trias i Pujol
Hospital
antibody-associated vasculitis

Zdenka Hruskova', Duvuru Geetha® and Vladimir Tesar"

Table 1. Overview of studies reporting the outcomes of AAV patients after RTx

Wumber of Mean follow- Vascuolitis relapse  Graft survival Patient survival
patients up post-RTx  rate/patient/year
(months)
Allen et al. [12] 197497 .1 WA 0.02 69% al 5 years B5% at 5 years
Schmitt of al. [19] 1982-93 20 48 0.1 MNA NA
Nachman et al. [20] 1970-97 127 44 0.07 (estimated)  NA NA
Deegens etal [21]  1968-2000 33 62 0.01 60% at 5 years 77% at 5 years
Gera et al [22 1996-2005 35 53 0.02 100% at 5 years 04% al 5 years
Little et al. [23] 1977-2007 107 66 0.m 90% at 5 years and 70% at 10 0% at 5 years and 65% at 10
years years
Geetha et al [24] 1996-2010 85 64 0.02 O8% al 5 years and 79% at 10 93% at 5 years and 67% at 10
years years
Marco et al. [25] 19342007 49 62 0.01 64% at 10 years 67% at 10 years
Tang et al. [§] 1996-2010 93 A NA 82% at 5 years and 50% at 10 B2% at 5 years and 63% at 10
years for MPA and 96%at 5 years  years for MPA and 96% at 5 years
and 62% at 10 years for GPA and 85% at 10 years for GPA

-Taxa de supervivencia dels pacients: 86-93% (5 anys posTR)
- No diferéencies entre PAM i PG

(14) Nephrol Dial Transplant (2015) 30: i159-1163
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CONCLUSIONS

v’ Trasplantament renal és el tractament d’eleccié en pacients amb ANCA - vasculitis
(supervivencia pacient i empelt renal).

v" Es recomana realitzar el trasplantament renal > 12 mesos d’induccid de la remissio de
la malaltia.

v' La positivitat dels ANCA en el moment del trasplantament no es considera una
contraindicacio (abcencia de malaltia clinica activa)

v ANCA status per se no s’associa a pitjor supervivéencia de I’empelt renal.
v Malgrat el risc de recidiva postrasplantament renal és relativament baix amb les

noves terapies immunosupressores, la recurrencia de la malaltia pot apareixer i cal tenir-
la en compte.
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INTRODUCCIO

= La frequencia i I’'impacte clinic de la recurrencia de la nefritis Iupica (RLN) en I’empelt
renal de pacients trasplantats amb LES varia de forma considerable tant en estudis
prospectius com retrospectius

= Mojcik and Klippelt 3.8% RLN
= Goral et al.? 30% RLN
= Nyberg et al.3 44% RLN
= Contreras G*. 2.44% RLN (3.1% (TR < 1996) vs 1.98% (TR > 1996))
= Diagnostic AP: [ microscopia d’IF positiva GN mesangial
{ diposits electrodensos (ME) Lesions proliferatives focals

=La RLN és poc freqiient* (inactivacié de la malatia en HD: clinica com serologica).
Alguns casos presenten brots de la malaltia en HD (corticoides 1 altres 1S).

» Tot i que la RLN s’associa a un alt risc de fracas de I’empelt renal, el risc acumulat total
de perdua de I’empelt és baix. La incidencia de perdua de I’empelt per un rebuig és molt
més superior a la pérdua de I’empelt per una RLN.

(1) Mojcik CF et al. Am J Med 1996. (2) Goral S et al. Transplantation 2003. (3) Nyberg G et al. Nephrol Dial Transplant 1992. (4) Contreras G et al.
J Am Soc Nephrol 2010
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INTRODUCCIO

= Ac antifosfolipid (aPL) poden afectar de forma negativa al resultat del trasplantament
renal®.

= Ac anticardiolipina s’associen a la preséncia d’events trombotics en el pacients TRS.

Y

El risc de trombosi de I’empelt i de perdua de I’empelt és elevat
en pacients amb Sindrome antifosfolipid (SAF)

"

Es recomana la realitzacié d’un screening pretrasplantament renal per tal de
coneixer el risc de péerdua preco¢ de I’empelt i per indicar quins pacients es
podrien beneficiar d’iniciar anticoagulacié de forma precog’2.

(5) Moroni G et al. Am ] Kidney Dis 2004. (6) Radhakrishnan | et al. Am ] Kidney Dis 1994. (7) Ponticelli C et al. Lupus 2005. (8) Vaidya S et al.
Transplantation 2000
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Preemptive Kidney Transplantation in Systemic Lupus Erythematosus Hospial

A. Naveed, C. Nilubol, J.K. Melancon , R. Girlanda, L. Johnson, and B. Javaid

n=8001TR 104 [ penps
(MRC secundaria a LES)
(1987-2009) ue-

. ! Preemptive kidney transplant
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Fig 1. Kidney allograft survival among presmptive and non-
preemptive kidney transplant recipients with kidney failure due

to systemic lupus enythematosus.

TR predialisi s’associa a:
- menor risc de perdua empelt renal (HR=0.56;95%C1=0.49-0.68; p< 0.01)
- menor risc de perdua empelt ajustada (HR=0.69;95%C1=0.55-0.86; p<0.01)
- menor risc mort del pacient (HR=0.52;95%C1=0.38-0.70; p< 0.01)
- menor risc mort pacient ajustada (HR=0.55;95%CI1=0.36-0.84; p< 0.01

(11)  Transplantation Procesdings, 43, 3713-3714 (2011)
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Association of Time to Kidney Transplantation Germans s Puo
With Graft Failure Among US Patients With

- I 111 Arthritis Care & Research
End-Stage Renal Disease Due to Lupus Nephritis Arthritis Care & Research ~

LAURA C. PLANTINGA,! RACHEL E. PATZER,? CRISTINA DRENKARD,* MICHAEL R. KRAMER,*
MITCHEL KLEIN,* S. SAM LIM,* WILLIAM M. McCLELLAN,* ano STEPHEN 0. PASTAN?

Chung MC et al. (Tranplant Proc 2014) - pacients amb més temps en dialisi previ TR,
tenen pitjors resultats a nivell de I’empelt renal.

Table 1. Characteristics of US patients with ESRD attributed to lupus nephritis who received a transplant (January 1, 2000 to
September 30, 2011), overall and by categories of time to transplant™

Time to transplant, months

N Owerall -3 ( 312 12-24 24-3i =16 \ Pt
No. (%] 4,743 - 564 [12.0) 655 (13.8) 801 (16.9) 643 (13.6) 2,075 (43.8) —
Mo. (%) graft failures in 4,743 1.239(26.1) 91 (16.0) 163 (24.9) 232 (29.0) 185 (30.3] 558 (26.9) = 0.001

category

Pacients trasplantats < 3 mesos després d’iniciar la dialisi presenten un % inferior de
fracas de I’empelt renal que aquells que fan dialisi per un periode superior.
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Figure 1. Kaplan-Meier curves for time to graft failure among all (A],
African American (B), and white (C) US patients with end-stage renal
disease attributed to lupus nephritis who received a transplant (Janu-
ary 1, 2000 to September 30, 2011), by categories of time to transplant.
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Recurrence of Lupus Nephritis after Kidney
Transplantation

Gabriel Contreras,* Adels Mattiazzi,* Giselle Guerra,* Luis M. Ortega,* Elaine C. Tozman,*
Hua Li,* Leonardo Tamariz,*t Cristiane Carvalho,* Warren Kupin,* Marco Ladino, *
Baudouin LeClercq,* Isabel Jaraba,* Decio Carvalho,* Efrain Carles,* and David Roth®

N = 6850 receptors (LES). Efecte de la RNL sobre empelt renal, supervivencia del

receptor 1 factors de risc de RLN.

Germans Trias i Pujol
Hospital

B, Table 2. Factors associated with increased risk for
— recurrence of lupus nephritis in the allografts
= [ 95% Cl
— Black non-Hispanic race/ethnicity 1.37 to 2.57
= ™ Female gender 1.05 to 2.76
E = Age <33 years 1.23 to 2.31
by — Logistic model adjusted for type of transplant (deceased versus living donar),
preemptive transplantation, and rejection.
P
_ = El dx de LES en una dor_1a jove de raca negra prediu
I e L T una forma més agressiva de la malatia que pot

Day=

recorrer en qualsevol moment despreés del TR.

Altres potencials factors de RLN : dialisi previ TR, donant cadaver, rebuig, falta d’induccié amb

agents biologics i tractament IS manteniment - factors menys importants.

4 Am Soc Nephml 217 1200-1207, 20010 dak: 1001 881785N 20071 01053
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TRACTAMENT IMMUNOSUPRESSOR

o Els pacients TR amb LES no requereixen cap canvi en el tractament
Immunosupressor de base (Pd + CNI + MMF).

o Hi ha un grup de pacients (malaltia clinica evident i lesions histopatologiques
severes) que requereixen un tractament IS adicional.

o En funci6 d’aquests factors:

o augmentar la dosis de MMF (2g/d) + bolus MTP

o ciclofosfamida e.v (suspenent MMF) + bolus MTP (deteriorament rapida
funcio renal i histologia amb semillunes extracapilars).

O en casos resistents: Rituximab + augment de corticoides

o Minimitzacio de corticoides —> evitar complicaciones CV, osteoporosi, DM,
cataractes , infeccions,....
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CONCLUSIONS

v La RLN és poc freqiient (10 primers anys postrasplantament).

v" Les lesions histopatologiques en I’empelt renal s6n menys severes que les lesions en
el ronyons natius.

v’ Parametres serologics (nivells complement, anti-DNA) no sén utils per establir el
diagnostic en el rony0 trasplantat.

v La RLN s’associa a un risc baix de pérdua de I’empelt renal.

v’ Trasplantament en fase predialisi s’associa amb millors supervivencia tant a nivell del
pacient com de I’empelt renal.
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