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INTRODUCTION: Thrombotic microangiopathy (TMA) related to kidney
transplantation (KTx) is a life-threating and infrequent condition driven by
complement system which need a multicentre study approach. Therapy is based on
Plasmapheresis (PLASMA) and EculizumabVR (ECU). ECU is a monoclonal antibody
against human C5 available in Spain since 2011 that prevents C5b-9 complex
production.

METHODS: Study Design: Multicentre retrospective cases study. Joint initiative from
KTx Research Public Net and Genetic-Complement reference lab. An ethic committee
approved this study.

Aim: to describe characteristic, therapy management and clinical outcomes and to
explore risk factors.

Inclusion criteria: Case1: Profilaxis for TAM recurrence in patients with previous
TAM diagnosis who receive a KTx (PRO group). Case 2: Proved TMA superimposed
on KTx (Novo-TMA Group).

RESULTS: We include 33 patients from 9 hospitals.

PRO Group 11 patients (mean age 30.0 y) on dialysis after proved TMA, 8 of them with
complement mutation. They received a graft (8 brain death-BDD, 1 cardiac death-
CDD & 2 unrelated living donor LD) with thymoglobuline induction regimen. 8
patients receive pre-emptive ECU treatment according to guidelines and presented no
any TMA recurrence. One case (without mutations) withdraw ECU after 1-month
others still on it (mean 3,2 years). 3 other cases without ECU got 2 recurrences, 1
received ECU as rescue therapy and got complete remission, the other one lost their
graft. All cases who receive ECU are still alive and with graft function. No single serious
adverse event (SAE).

Novo-TMA Group 22 patients (aged 47,7, without previous TMA as component for
ESRD) they had received a graft BDD (15), CDD (5) or LD (2).

15 patients presented an early TMA (2 to 14 days post KTx) 66% with immediate graft
function, some without TACRO or m-TOR without any added trigger to KTx itself.
Biopsy available in 12/15. Plasmapheresis got no response or only partial hematologic
remission. Then 12 cases received ECU and got: 7 complete, 4 partial remission and 1
Nephrectomy. ECU was withdrawn after 2 months in 11 cases. One recurrence after 1
year without ECU. No any SAEs. We are unable to identify risk-factors from Genetic,
immunosuppressive or type of graft donor.

7 late cases (> 1 year after KTx) with infective triggers, all of them received
plasmaferesis with partial remission, and ECU, got 5 total remission.

CONCLUSIONS: We have defined different clinical presentation and the therapeutic
approach in a real life large TMA clinical series. Preemptive use of ECU allow successful
KTX with graft coming from different donors ECU present good efficacy and safety
profile in TMA novo. More multicenter study are needed to stablish response factors
and optimum therapy.
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INTRODUCTION: Post-transplantation diabetes (PTDM) affects over a third of
patients within the first-year post-transplantation and is linked to long-term
cardiovascular events and all-cause mortality. It also ranks as a leading concern for

kidney transplant recipients themselves. Both generic and PTDM-specific international
guidelines advocate lifestyle intervention to minimise the risk of PTDM but
acknowledge the lack of any strong evidence-base to support this guidance. Previous
work has shown the potential benefit of renal dietitian intervention to attenuate
progression of abnormal glucose metabolism but no randomised-controlled trial has
ever been conducted and that was the aim of the CAVIAR study.

METHODS: CAVIAR was a single-centre, randomised, controlled trial recruiting
stable kidney transplant recipients without diabetes between 3-24 months’ post-
transplantation. Participants were randomly assigned to active (personalised renal
dietetic-led sessions using evidence-based Behaviour Change Techniques [BCTs])
versus passive lifestyle intervention (current standard of care). Randomisation was
stratified by age, body mass index and ethnicity in random permutated blocks. The
primary outcome was six-month change in surrogate measures of glucose metabolism
(insulin secretion, insulin sensitivity, disposition index) on an intention-to-treat basis.
Pre-defined secondary endpoints included patient-reported and cardio-metabolic
clinical outcomes. We aimed to recruit 130 patients (65 per randomised arm) for 95%
power (assuming a 5% significance level and a two-sided test) to detect a 20%
difference in the primary outcome (assuming a 20% drop out). The trial was registered
on clinicaltrials.org (identifier: NCT02233491).

RESULTS: Between August 17th 2015 and December 18th 2017, 130 individuals were
recruited of whom 103 completed the study (drop-out rate 20.8%). Active versus
passive intervention was not associated with any change in glucose metabolism; insulin
secretion (mean difference -446 [-3184 to 2292], p=0.748), insulin sensitivity (mean
difference -0.45 [-1.34 to 0.44], p=0.319) or disposition index (mean difference -940 [-
5655 to 3775], p=0.693). Clinically, active versus passive lifestyle intervention resulted
in reduced incidence of post-transplantation diabetes (7.6% versus 15.6% respectively,
p=0.123) and significant improvement in weight (mean difference -2.47kg [-.401 to -
0.92], p=0.002). No serious adverse events were noted.

CONCLUSIONS: This study demonstrates kidney transplant recipients can be
encouraged to undertake lifestyle modification under the supervision of a renal
dietician with pro-active intervention, underpinned by defined BCTs, which may
potentially improve their cardio-metabolic risk profile. The immediate interpretation
of our ‘negative’ primary outcome suggests one of two conclusions; 1) the active
lifestyle intervention was ineffective, or; 2) the chosen primary outcome for analysis
was invalid. A critical appraisal of our analysis supports the latter conclusion. This
study is one of the first lifestyle intervention trials designed to improve health and
wellbeing after kidney transplantation, and introduces the concept of incorporating
evidence-based BCTs into post-transplant care. However, further research
investigation is warranted to determine beneficial effects on clinical outcomes.
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INTRODUCTION: Acute Antibody Mediated Rejection (ABMR) in kidney
transplantation is a severe complication that frequently occurs after transplantation.
However, appropriate treatment for late AMR has not yet been defined. The present
RCT designed to evaluate the role of standard of care therapeutic regimen with plasma
exchange, intravenous immunoglobulins and rituximab with or without Bortezomib in
chronic-active antibody-mediated rejection (cAMR) settings.

METHODS: 20 kidney transplant recipients (KTRs) with a biopsy proven diagnosis of
cAMR and positive DSA in a randomized clinical trial were compared: Ten KTRs
treated with plasmapheresis, intravenous immunoglobulins and rituximab (PE-IVIG-
RTX ) plus bortezomib versus 10 patients treated with standard of care regimen
without bortezomib. We examined kidney survival and functional outcomes 6 and 12
months after diagnosis.

RESULTS: Statistical difference in graft survival between the two groups was noted:
three out of ten patients in the PE-IVIG-RTX group (35.3%) and 1/10 in the
bortezomib group (9%) experienced loss of allograft function at a median time after
diagnosis of 6 mo (min 3-max 9) and 12 mo (min 9-max 20), respectively. Kidney
functional tests and proteinuria 12 mo after cAMR diagnosis were also better in
bortezomib group. Regarding pathological changes microvascular inflammation
(glomerulitis + peritubular capillaritis score) was significantly reduced after PE-IVIG-
RTX plus bortezomib in seven out of ten patients (87.5%) (median score 3 in pre-
treatment biopsy vs 1 in post-treatment biopsy; P = 0.036), accompanying by lower
MFI titer for DSAs .
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