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In the study by Marco et al.

» 38% of relapsing patient had renal involvement
« 48% extrarenal involvement

« and the remaining patients displayed signs of
both renal and extra renal involvement.

« extrarenal involvement (particularly of upper
and/or lower respiratory tract) being more
common in patients with PR3-ANCA

Clin Transplant 2013 DOI: 10.1111/ctr. 12084
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Clinical manifestions:

e vasculitis activity should be monitored every
3-6 months clinically and by measurement of
serum creatinine and urinalysis.

» Microscopic hematuria can be an early
indicator of vasculitis relapse before a rise in
serum creatinine becomes.

» persistent positivity for ANCA or rise in ANCA
titer are not reliable predictors of relapse.
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AAV

When cyclophosphamide is used for remission
induction:

 stopping mycophenolate mofetil and resuming once
remission is achieved.

When using rituximab for remission induction:

« mycophenolate is continued with monitoring of
blood count.

The choice of induction therapy should be
individualized based on:

» patient age, disease severitx, prior exposure to
cyclophosphamide, and ANCA type.
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AntiGBM

TREATMENT:

perform plasmapheresis as soon as possible to remove the
circulating anti-GBMantibody.

The plasmapheresis prescription and duration of treatment
are similar to those used in the treatment of disease in the
native kidneys

start oral cyclophosphamide and discontinue the
antimetabolite used for maintenance immunosuppression
(mycophenolate or azathioprine).

The dose of cyclophosphamide and duration of treatment are
similar to those used in the treatment of disease in the native
kidneys.

Clin Transplant
Jan-Feb 2009;23(1):132-6.
doi: 10.1111
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AntiGBM

high-dose oral Eredm’sone (1 mg/kg per day to a
maximum of 60 to 80 mg/day), followed by a taper to the

original maintenance dose once remission 1s induced.

In [Jatients who present with pulmonary hemorrhage, give
pulse metl?)ylpredmsplone (15 to 30 mg/kg to a maximum
dose of 1000 mg) daily for three doses prior to starting

daily oral prednisone.

Augment maintenance immunosuppression by targeting
higher trough levels of the calcineurin inhibitor (ie,
tacrolimus [evels of 7 to 10 ng/mL or

cyclosporine levels of 100 to 150 ng/mL).

Daniel C Brennan, MD, FACP
Andrew Malone, MB, BCh, MRCPI
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AntiGBM
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Administer antimicrobial and antiviral prophylaxis
for the patient receives cyclophosphamide

This includes :

» prophylaxis against Pneumocystis pneumonia
(PCP).

e cytomegalovirus (CMV) infection and disease, and
herpes simplex infection (in patients who are at
low CMV risk).

 antifungal prophylaxis, although this practice may
vary by transplant center.
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* Increase the dose of mycophenolate mofetil to 2 to 3 g/day.

» Administer cyclophosphamide and discontinue the current
antltrRetabollte (which is usually mycophenolate mofetil/sodium or
azathiopri

» cyclophosphamide (0.5 to 1 g/m2 iv pulses monthly for six months)

+ methylprednisolone 7 mg/kg/day (or 500 mg) iv for three days
followed by a tapering oral glucocorticoid regimen.

» For patients who have failed treatment with both mycophenolate and
cyclophosphamide:

» rituximab (1000 mg given on days 1 and 15)
* in addition to increasing mycophenolate to 3 g/day

» and increasing glucocorticoids 1(ie methylprednisolone 7 mg/kg/day
or 500 mg daily for three days ollowed y a tapering oral
glucocorticoid regimen)

Fre de ric A. Houssiau
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The N EW ENGLAN D
JOURNAL of MEDICIN E

ESTABLISHED IN 1812 JULY 24, 2014 VOIL. 371 NO. 4

Inhibition of the mTORC Pathway
in the Antiphospholipid Syndrome

Guillaume Canaud, M.D., Ph.D., Frank Bienaimeé¢, M.D., Ph.D., Fanny Tabarin, M.S._,
Guillaume Bataillon, M.D., Danielle Seilhean, M.D., Laure-Héleéne Noé&l, M.D.,
Marie-Agneés Dragon-Durey, M.D., Ph.D., Renaud Snanoudj, M.D., Ph.D., Gérard Friedlander, M.D., Ph.D.,
Lise Halbwachs-Mecarelli, Ph.D., Christophe Legendre, M.D., and Fabiola Terzi, M.D., Ph.D.

* Inhibitors of the mammalian target of
rapamycin (mTOR) may decrease the
recurrence of APS-associated vascular lesions
among kidney transplant recipients.
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In the study by JohnW.Eikelboom

2014

« 10 patients +APS+sirolimus

27 patients+APS -siroli






TMA

Other risk factors that have been associated
with recurrent TMA in the renal allograft include

» short duration between disease onset and
ESRD or transplantation

* receiving a living-related donor kidney
» and use of calcineurin inhibitors

Patients with recurrent TMA usually present
within one year after transplantation and
often within days to weeks (3m)
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TMA

Avoid using a living-related donor kidney for
patients with TMA attributed to a genetic
mutation.because:

« some patients have more than one mutation,

» one-third of patients with TMA have
complement mutations presently unidentified.

 nephrectomy may trigger complement-
mediated TMA in the genetically susceptible
donor.






TMA

In patients who are receiving a living-unrelated donor kidney:

« administer eculizumabn at 900 mg iv 24 hours prior to
transplantation and on days 7, 14, and 21 following
transplantation, followed by 1200 mg every 2weeks
thereafter.

» Supplemental doses (900 mg or 1200 mg) may need to be
administered in settings where complement activation is
known to occur, such as following surgery or when there is
infection

In patients who are receiving a deceased-donor kidney:

« administer eculizumab at 900 mg iv on postoperative day 3
(after completion of antithymocyte globulin induction) and
continue 900 mg weekly for 3 additional doses, followed by
1200 mg every 2weeks thereafter.
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TMA

TREATMENT:

All patients with recurrent TMA with
eculizumab, 900 mg iv administered weekly for
4 weeks followed by 1200 mg every 2weeks
thereafter

In patients with recurrentTMA, plasmapheresis
is generally reserved for patients who have TMA
associated with (CFH) antibodies or

used as a temporizing measure in patients
awaiting the availability of eculizumab therapy.



Post-transplant TMA management

Hemolytic microangiopathic anemia TMA on

Proven TMA — | Thrombocytopenia OR  kidney biopsy
Increase or non improvementin sCr

Treatment of the ofending event

Inmmunosuppresive
reduction/withdrawal Treatment of infection ABMR treatment

Consider Belatacept

Donor selection
Reduced isquemiatime

,  Consider primary
TMA

ADAMTs 13 Exclusion Shiga Toxin
Activity >5- diagnosis. +
10% Genetic
Plasmic study
score>6*

Plasma Exchange

Plasma Eculizumab [l Maintenance
While TTP is discharged Limited course of treatment exchange treatment

If persistent TMA or While TMA resolves or

persistent kidney failure complement mutation is
discharged







TMA

Monitoring during eculizumab therapy
« Among patients treated with eculizumab, monitor:
 hemoglobin, platelet count, lactate dehydrogenase (LDH)

daily while patients are hospitalized and then at each
subsequent clinic visit.

« To assess the effectiveness of complement blockade, measure
(CH50) prior to each dose of eculizumab for the first four
doses; patients with complete suppression should have a CH50
of <10 percent.

» trough serum eculizumab levels (if available) can be measured
with a target level of >100 mcg/mL .
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THANKS FOR ATTENTION .




