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GRAPHICAL ABSTRACT

Efficacy and safety of interleukin-1 blockers in kidney transplant recipients
with familial Mediterranean fever: a propensity score-matched cohort study
Data on use of IL-1 blockers in kidney transplant recipients (KTRs) with familial Mediterranean fever

Background (FMF) are very limited. We aimed to evaluate the efficacy and safety of anakinra and canakinumab
in the transplantation setting.
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KEY LEARNING POINTS

What is already known about this subject?

o Familial Mediterranean fever (FMF), the most common inherited autoinflammatory disease with a high prevalence
in populations originating from eastern Mediterranean, is characterized by recurrent episodes of fever and serositis
accompanied by increased levels of several acute-phase reactants including serum amyloid A (AA) protein, and AA
amyloidosis is the most severe complication which can result in kidney dysfunction and increased mortality.

o Several observational studies and two randomized clinical trials demonstrated the efficacy and safety of anakinra [a
recombinant human interleukin (IL)-1 receptor antagonist] and canakinumab (a human IL-18 monoclonal antibody)
in patients with colchicine-resistant/intolerant FMF in recent years.

o Only a handful of papers with very limited number of patients have reported use of IL-1 blockers in kidney transplant
recipients (KTRs) with FMF so far.

What this study adds?

o This study evaluated the efficacy of anakinra and canakinumab in KTRs whose primary kidney diseases were AA
amyloidosis caused by FMF and the safety of these agents using a propensity score-matched control group of KTRs without
FMF or AA amyloidosis.

o Anakinra and canakinumab were found to be very effective in KTRs suffering from FMF with longer graft survival and
lower rejection rates despite the increased number of deaths.

o The difference in patient survival might have partially originated not only from infections but also progression of the

What impact this may have on practice or policy?

FME

deposition of amyloid fibrils in various organs and tissues, especially cardiovascular and gastrointestinal systems.

o To the best of our knowledge, this is by far the largest study on use of anakinra and canakinumab for FMF in KTRs.
o These findings may provide some guidance for transplant nephrologists and rheumatologists in the care of KTRs with

ABSTRACT

Background. Data on use of interleukin (IL)-1 blockers in kid-
ney transplant recipients (KTRs) with familial Mediterranean
fever (FMF) are very limited. We aimed to evaluate the efficacy
and safety of anakinra and canakinumab in the transplantation
setting.

Methods. In this retrospective cohort study, we included
KTRs who suffered from AA amyloidosis caused by FMF and
treated with anakinra or canakinumab (study group, n = 36).
Using propensity score matching, we selected 36 patients
without FMF or amyloidosis from our database of 696 KTRs
as the control group. Primary outcomes were patient and graft
survival. Biopsy-confirmed graft rejection, changes in esti-
mated glomerular filtration rate (eGFR), high-sensitivity CRP
(hsCRP), erythrocyte sedimentation rate (ESR), proteinuria
and number of monthly attacks were secondary outcomes.
Results. All KTRs with FMF began IL-1 blocker therapy
with anakinra and nine (25%) were switched to canakinumab.
Opverall death was more frequent in the study group (19.4% vs
0%) (P = .005); however, overall graft loss was comparable
between study (27.8%) and control groups (36.1%) (P = .448).
Five- and 10-year graft survival rates were significantly higher
in the study group (94.4% and 83.3%, respectively) than in
the control group (77.8% and 63.9%, respectively) (P = .014
and P < .001, respectively). Rejections were numerically
lower in study group (8.3% vs 25%), but it did not reach to

statistical significance (P = .058). When compared with the
pre-treatment period, with IL-1 blockers, the number of attacks

per month (P < .001), and eGFR (P = .004), hsCRP (P < .001)
and ESR (P =.026) levels were lower throughout the follow-up,
whereas proteinuria levels were not.
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Conclusions. Anakinra and canakinumab are effective in
KTRs suffering from FMF; however, the mortality rate may be
of concern.

Keywords: amyloidosis, anakinra, canakinumab, familial
Mediterranean fever, kidney transplantation

INTRODUCTION

Familial Mediterranean fever (FMF) is the most common
inherited autoinflammatory disease, and is characterized by
recurrent episodes of fever and serositis with a high prevalence
in populations originating from the eastern Mediterranean
[1, 2]. EMF typically has an autosomal recessive pattern of
inheritance and the causative gene, MEFV, encodes the pyrin
protein [3, 4]. Variants of MEFV associated with the disease
have been demonstrated to increase activation of inflamma-
some leading to interleukin (IL)-18 production [5]. Beyond
its clinical manifestations including self-limited attacks of
fever, peritonitis, pleuritis, synovial inflammation, erysipelas-
like erythema and myalgia accompanied by increased levels of
several acute-phase reactants like C-reactive protein (CRP) or
serum amyloid A (SAA) protein, amyloid A (AA) amyloidosis
is the most severe complication of FMF, which can result in
multiple organ dysfunctions and increased mortality [6, 7].
Goals of treatment in FMF are to prevent inflammatory
attacks and to control subclinical inflammation in between
those attacks, thereby to avoid complications including AA
amyloidosis [8]. Colchicine is the mainstay of the treatment
with its well-established efficacy, whereas up to 10% of patients
show inadequate response to colchicine with recurrent attacks
and some patients are intolerant to colchicine mainly due to
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its gastrointestinal adverse effects [2, 8]. Along with increasing
burden of AA amyloidosis, these drawbacks triggered the
research for new biologic therapies. As a result, several
observational studies and two randomized clinical trials have
demonstrated the efficacy and safety of anakinra (a recom-
binant human IL-1 receptor antagonist) and canakinumab
(a human IL-18 monoclonal antibody) in patients with
colchicine-resistant/intolerant FMF (crFMF) in recent years
(2,9, 10].

The number of kidney transplant recipients (KTRs) who
suffer from end-stage kidney disease (ESKD) due to FMEF-
associated AA amyloidosis has increased considerably, and
continuing attacks and graft loss due to recurrence of amyloi-
dosis are a major concern in this population [7]. However, only
a handful of papers with very limited number of patients have
reported use of IL-1 blockers in KTRs so far [11-14].

Therefore, in this cohort study, we aimed to evaluate the
efficacy of anakinra and canakinumab in KTRs whose primary
kidney diseases were AA amyloidosis caused by FMF and the
safety of these agents using a propensity score-matched control
group of KTRs without FMF or AA amyloidosis.

MATERIALS AND METHODS
Study design

We examined data of adult KTRs (at least 18 years of age)
who underwent kidney transplantation (KTx) due to ESKD
caused by FMF-related AA amyloidosis and followed at our
institution between 1992 and 2019. A total of 36 KTRs who
were treated with anakinra and/or canakinumab were included
in the study group. Patients were diagnosed to suffer from
FMF according to Tel-Hashomer criteria [15]. Genetic analyses
of the MEFV gene were recorded. In addition, KTRs who
manifested with only AA amyloid deposition and harbored
two pathogenic variants in the MEFV gene was considered
to have “phenotype two” FMF [1]. Colchicine at a dosage of
1.5 mg/day was considered as initial therapy in patients with
normal kidney functions. Resistance or inadequate response to
colchicine was defined as recurrent clinical attacks (at least one
attack per month over 3 months) and/or laboratory evidence of
persistent inflammation in attack-free periods [16]. Starting in
2008, patients who showed inadequate response or significant
side effects due to colchicine or had recurrent AA amyloidosis
in the graft when using colchicine were first switched to
anakinra, then canakinumab if necessary. Initiation dose was
100 mg/day for anakinra which was escalated to 200 mg/day
if needed. Canakinumab was started as 150 mg/month. While
using IL-1 blockers, patients continued to use colchicine with a
target dose of 1-1.5 mg/day as long as they tolerated the drug.

Using the propensity score matching, 36 patients without
FMF or AA amyloidosis were selected as a control group
from a database of 696 KTRs followed at our institution.
Primary kidney diseases in this group were as follows:
five congenital anomalies of the kidney and urinary tract,
three focal segmental glomerulosclerosis, three hyperten-
sive nephrosclerosis, two chronic glomerulonephritis, two
polycystic kidney disease, and one of each with chronic
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tubulointerstitial nephritis, chronic pyelonephritis, diabetes
mellitus, fibronectin glomerulopathy and immunoglobulin A
(IgA) nephropathy. Underlying kidney diseases in 16 KTRs
were unknown; however, lack of any evidence (i.e. medical
history, clinical examination and laboratory findings) in these
patients helped to exclude FMF and amyloidosis. Flow chart of
the study is shown in Fig. 1.

All transplant candidates with a history of amyloidosis were
initially evaluated by echocardiography. A cardiac MRI was
performed if the echocardiographic findings were suggestive
or unclear for cardiac amyloidosis. Patients were eliminated
from the transplant program if results were in line with cardiac
amyloidosis and heart failure [17]. When patients with cardiac
amyloidosis were asymptomatic or echocardiographic findings
of heart failure were not detected, performing or avoiding
KTx was decided after a consultation with an experienced
cardiologist on a case-by-case basis.

All study procedures were conducted according to good
medical and laboratory practices and the recommendations of
the Declaration of Helsinki on biomedical research involving
human subjects or its later amendments. This study was
approved by the local ethical committee in our institution
(2019/1345). All patients enrolled in the study provided
written informed consent to extract their medical data into the
center’s research database. Reporting was carried out in line
with the Strengthening the Reporting of Observational Studies
in Epidemiology (STROBE) guidelines [18].

Follow-up principles and immunosuppressive
management

Patients were followed at the transplantation outpatient
clinic weekly in the beginning, and intervals were increased
to 1 month after the first 6 months and 3 months at the
end of the first year. Laboratory data including serum cre-
atinine, albumin, high-sensitivity CRP (hsCRP), erythrocyte
sedimentation rate (ESR), serum levels of tacrolimus (Tac) and
cyclosporine (CsA), complete blood count and quantitative
proteinuria measurements were retrieved from patients’ charts.
Alllaboratory values were measured using standard enzymatic
procedures. Urinary protein-to-creatinine ratio in the first
morning urine specimen was used to estimate quantitative
proteinuria and reported as g/g. Estimated glomerular fil-
tration rates (eGFRs) were calculated with Chronic Kidney
Disease Epidemiology Collaboration formula [19]. Laboratory
parameters measured during an acute infection episode were
not included in the analyses. Graft biopsy was performed
to patients in case of a graft dysfunction and/or proteinuria
>1glg.

Induction therapy (ATG Fresenius, 2 mg/kg/day, for 3-
7 days) was used in all transplantations from deceased donors.
All patients received intraoperative methylprednisolone bolus
injection at a dosage of 500 mg, and afterwards were treated
by triple maintenance immunosuppressive regimen including
a calcineurin inhibitor (CNi) (Tac or CsA), an antiproliferative
drug [mycophenolate mofetil (MMF), mycophenolate sodium
(MPS) or azathioprine (AZA)] and low-dose prednisolone.
CNis were initiated 2 days and antiproliferatives 1 day before
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Figure 1: Flow chart of the study.

in living donor transplantations. Target trough blood levels
of Tac and CsA were 8-12 ng/mL and 200-300 ng/mL
for first 3 months, and 4-8 ng/mL and 50-150 ng/mL
for subsequent months, respectively. MMF and AZA were
administered at dosages of 2 g/day (1440 mg/day for MPS) and
1.5 mg/kg/day, respectively. On postoperative Day 1, patients
received methylprednisolone 120 mg daily, with a rapid taper
and reaching to maintenance dose of 10 mg prednisolone daily
by the end of the first month and 5 mg daily within 3 months.
If necessary, alterations were made in treatment strategies
per immunologic risk and posttransplant complications. Since
CsA is known to increase the level or effect of colchicine
[20], Tac was chosen over CsA in patients using colchicine or
colchicine dose was reduced in patients using CsA.

Histopathological evaluation

Adequate renal biopsy specimens, which were defined as
having 10 or more glomeruli with at least two arteries, were
evaluated. Three to four micrometer sections were used for all
histochemical and immunohistochemical staining. 0.4-0.6 cm
unfixed tissue was frozen with liquid nitrogen for immunoflu-
orescence staining (IgG, IgM, IgA, Clq, C3, fibrinogen, and
kappa and lambda light chains). Remaining tissues were fixed
in Hollande’s fixative, embedded in paraffin, and processed
routinely for light microscopic evaluation (hematoxylin and
eosin, periodic acid-Schift, methenamine silver-periodic acid,
Masson trichrome, Congo red). Banft criteria were used when
evaluating the specimens by light microscopy [21-24]. C4d
staining was performed by immunohistochemistry on paraffin
embedded tissue blocks. Linear and circumferential staining in
peritubular capillaries were regarded as positive according to
the Banff scoring system (C4d >0) [21-24]. Histopathological
diagnosis of AA amyloidosis in the kidney was determined by
demonstration of an apple green birefringence under polarized
light by Congo red staining and positive immunostaining with
specific monoclonal antibodies to SAA.
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KTRs without FMF or AA
amyloidosis assessed
for eligibility (n=696)

Patients excluded
due to lack of proper
matches (n=660)

KTRs without FMF or
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matched (n=36)

KTRs without FMF or
AA amyloidosis
analyzed (n=36)

Study outcomes

Primary outcomes were patient and graft survival rates.
Graft loss was defined as the graft dysfunction necessitating
dialysis or re-transplantation, or death with a functioning graft.
Death-censored graft survival (DCGS) rates were evaluated
separately. Secondary outcomes were biopsy-confirmed graft
rejection, changes in eGFR, hsCRP, ESR and proteinuria levels,
and monthly attack frequencies between the time of IL-1
blocker initiation and last follow-up. Infections, malignan-
cies, leukopenia episodes and injection site reactions were
recorded as adverse events. Impacts of various features of
recipients and donors [including age at KTx, sex, donor type
(living/deceased), donor age, donor sex, number of human
leukocyte antigen (HLA) mismatches] on graft survival were
also investigated.

Statistical analyses

Statistical analyses were performed by using SPSS for
Windows (SPSS version 25.0, IBM Corp., Armonk, NY, USA).
Propensity scores were generated using a multivariable logistic
regression model based on recipient sex, donor type (living or
deceased), donor sex and number of HLA mismatches, and the
continuous variables of recipient age, donor age and follow-up
duration (months) [25]. In order to obtain the most similar
KTR control without FMF and amyloidosis for each case with
FMF-associated amyloidosis, matching process was executed
by using the nearest neighboring method in 1:1 ratio [25].

Results were expressed as mean =+ standard deviation
(SD) when normally distributed or as median [interquartile
range (IQR)] otherwise. Categorical variables were shown as
frequencies (%). Comparisons of continuous variables between
the two groups were evaluated by ¢-test or the Mann-Whitney
U test, where appropriate. Paired t-test or Wilcoxon signed-
rank test was used to compare various features before and after
treatment with IL-1 blockers. Differences in the proportions of
different patient groups were compared using the chi-squared
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Table 1: Demographic, clinical and laboratory characteristics of all patients.

Study group Control group

Characteristics (n=36) (n=36)

Age at transplantation (years), 3524123 3474117 .861
mean + SD
Sex (male), n (%) 22 (61.1) 19 (52.8) 475
Donor age (years), mean £SD 451 £12.6 43.6+10.7 .601
Donor sex (male), 1 (%) 16 (44.4) 14 (38.9) .633
Donor type, 1 (%)
Living 32 (88.9) 34 (94.4) 394
Deceased 4(11.1) 2 (5.6)
Number of HLA mismatches, 3 (3-3.75) 3 (3-5) 764
median (IQR)
Duration of follow-up (months), 115.5 55.5 <.001

median (IQR)
Transplantation year, n (%)

(80.8-138.5) (33.3-61.8)

1992-99 1(2.8) 0 (0) 561
2000-09 21 (58.3) 20 (55.6)
2010-17 14 (38.9) 16 (44.4)

HLA: human leukocyte antigen.

test or the Fisher’s exact test. Paired t-test or Wilcoxon signed-
rank test was used to compare various features of KTRs with
FMF before IL-1 blocker initiation and at the last follow-
up. Univariate survival comparisons were made by using the
log-rank test. Patient and graft survival rates were analyzed
using Kaplan-Meier curves and graft survival time for each
patient was computed from KTx time to the last follow-
up or the primary outcome. Variables previously found to
affect graft survival in the univariate analyses (P < .10) were
included in multivariate Cox proportional hazards model.
Results of this model were described as hazard ratios (HRs)
and 95% confidence intervals (CIs). Graphics were generated
using MedCalc for Windows (MedCalc version 19.0, MedCalc
Software, Ostend, Belgium). All tests were two sided and
a P-value of <.05 was considered as statistically significant.

RESULTS
Baseline characteristics of all patients

In total, 72 KTRs (56.9% male) with a mean age of 34.9 + 12
(range 18-61) years who were followed for a median duration
of 64.5 (43.3-115.8) months after KTx were included in the
study. Pretransplant panel reactive antibodies (PRA) were
<10% in all patients. Demographic, clinical and laboratory
characteristics of the patients were generally comparable
between study and control groups (Table 1). Even though years
of transplantations were similar (P = .561), the study group had
a longer duration of follow-up as compared with the control
group (P < .001).

Features of FMF

Thirty-five KTRs (97.2%) were diagnosed with FMF ac-
cording to Tel-Hashomer criteria (phenotype 1) and one
(2.8%) was considered to have phenotype two FMF, who was
homozygous for M694V. Most of the patients (33, 92.1%)
harbored an M694V variant of MEFV, 26 of whom (72.2%)
were homozygous. Eleven patients (30.6%) underwent graft

IL-1 blockers in transplantation

biopsy due to the described indications. Eight KTRs had re-
currence of AA amyloidosis, two had T-cell mediated rejection,
and one had borderline rejection. Biopsy details are provided
in Supplementary data, Table S1. While using colchicine, 18
(50%) experienced gastrointestinal intolerance and 3 (8.3%)
had elevations of aminotransferase levels. Inadequate response
to colchicine (28, 77.8%) and recurrent AA amyloidosis in
grafts (7, 19.4%) were the main causes of IL-1 blocker use.
All KTRs used anakinra and nine (25%) were switched to
canakinumab due to inadequate response (n = 8) or moderate
to severe injection site reactions (n = 1). IL-1 blockers were
initiated 29.9 + 12.1 years after the onset of FME Two
patients (5.6%) started to use anakinra 1 month and 24 months
before KTx, whereas remaining 34 (94.4%) began IL-1 blocker
therapy after a median of 75.3 (48.6-114.4) months after KTx.
None of the patients was known to have been complicated by
cardiac amyloidosis before KTx. Most of the KTRs (86.8%)
were on a triple immunosuppressive regimen consisting of a
CNi, an antiproliferative agent and low-dose prednisolone at
the time of IL-1 blocker initiation. Various features of patients
with regard to FMF are summarized in Table 2.

Study outcomes

Opverall, seven patients (9.7%) died. Death was significantly
higher in study group (7, 19.4%) as compared with the control
group (0) (P = .005). Infections (n = 4) were the leading
cause of death. One patient who was diagnosed with cardiac
amyloidosis after KTx died due to sepsis following a graft
loss caused by recurrent amyloidosis (Supplementary data,
Table S2). Overall graft loss rates were comparable between the
study (10, 27.8%) and control groups (13, 36.1%) (P = .448).
However, death-censored graft loss rate was significantly lower
in the study group (4, 11.1%) compared with the control group
(13, 36.1%) (P = .013). Kaplan-Meier analyses revealed that
5-year graft survival rate was significantly higher in the study
group (94.4%) than in the control group (77.8%) (P = .014)
(Fig. 2a), and DCGS rates at 5 years were 100% and 77.8%,
respectively (P =.001) (Supplementary data, Fig. S1). The graft
survival rate was still significantly higher at 10 years in the
study group (83.3% vs 63.9%) (P < .001) (Fig. 2b). DCGS at
10 years were 94.4% in the study and 63.9% in control groups
(P < .001) (Supplementary data, Fig. S2).

In total, 12 KTRs (16.7%) experienced biopsy-proven graft
rejection 57.7 & 45.3 months after KTx. Even though it did not
reach statistical significance, the rejection rate was numerically
lower in study group (3, 8.3%) compared with the control
group (9, 25%) (P = .058). In the study group, rejection
episodes were seen 32.4 £ 27.8 months after IL-1 blocker
initiation. No KTRs in study group had antibody-mediated
rejection (Table 3).

KTRs in the study group were followed for 30.1 (9.6-57.7)
months after IL-1 blocker initiation. Eight of them (22.2%)
were tested for PRA and donor-specific antibodies (DSA)
during the follow-up, and one patient had a 46% class I PRA,
but no patients had DSA. One patient had a recurrence of AA
amyloidosis in the graft while using anakinra, and hence was
switched and responded well to canakinumab. Another KTR
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Table 2: Various characteristics of patients regarding FMF.

Characteristics

FMF phenotype, 1 (%)
Phenotype 1
Phenotype 2
Clinical manifestations, 7 (%)
Fever
Serositis
Peritonitis
Pleuritis
Pericarditis
Arthritis
Distribution of MEFV variants, 1 (%)
M694V homozygosity
M694V heterozygosity
M694V/V726A compound heterozygosity
Genetic analysis not performed
Indications for IL-1 blockers, 1 (%)
Inadequate response to colchicine
Recurrence of AA amyloidosis in the graft
Gastrointestinal intolerance to colchicine
1L-1 blockers, n (%)
Anakinra
Canakinumab
Indications for the switch to canakinumab, 7 (%)
Inadequate response to anakinra
Moderate to severe injection site reactions with anakinra
Posttransplant colchicine dose (mg/day), median (IQR)
Age at IL-1 blocker initiation (years), mean £ SD
Disease duration before IL-1 blocker initiation (years), mean £ SD

Posttransplant duration before IL-1 blocker initiation (months), median (IQR)

Immunosuppressive regimen at IL-1 blocker initiation, # (%)
CNi + MPA + prednisolone
CNi + AZA + prednisolone
mTORi + MPA + prednisolone
CNi + mTORi + prednisolone
Pretransplant

Study group
(n=36)

35(97.2)
1(2.8)

32(88.9)
33(91.7)
32(88.9)
12 (33.3)
4(11.1)
28 (77.8)

26 (72.2)
5(13.9)
2 (5.6)
3(7.9)

28 (77.8)
7 (19.4)
1(2.8)

36 (100)
9 (25)

8(22.2)
1(2.8)
1(1-1.5)
416+ 128
29.9 £ 12.1
73.8 (34.1-112.2)

18 (50)
13 (36.1)
2 (5.6)
1(2.8)
2 (5.6)

MPA: mycophenolic acid; mTORi: mTOR inhibitor.

who was started on anakinra due to recurrent AA amyloidosis
in the graft was further diagnosed with cardiac amyloidosis.
Number of attacks per month (P < .001) and levels of hsCRP
(P < .001) and ESR (P = .033) decreased throughout the
follow-up. The mean eGFR declined from 59.2 £ 26.2 to
50.2 +25.3 mL/min/1.73 m? (P = .004). Proteinuria and serum
albumin levels remained quite similar (Table 4).

IL-1 blockade requires titration of anti-IL-1 treatment
dose according to patient’s IL-1 activity, but all patients
received standard dose of 100 mg/day anakinra at the
beginning. Nine patients in the study group (25%) were
switched to canakinumab 150 mg/month, eight of whom
(88.9%) responded quite well to the treatment possibly due
to dose-dependent relatively higher IL-1 blocking activity.
One KTR experienced graft loss caused by a rejection. The
unresponsive patient who was homozygous for M694V died
with a functioning graft due to pneumonia.

When the study group was analyzed with regard to the
MEFYV variants, KTRs with M694V homozygosity (26, 72.2%)
were younger at the time of KTx (32.5 &+ 10.5 vs 42.2 +
14.5 years, respectively, P = .032) and more balanced in terms
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of distribution of sex (50% vs 90% males, P = .027) compared
with the other patients (10, 27.8%). Most of the characteristics
and study outcomes were generally similar between KTRs
who were homozygous for M694V and those who were not
(Supplementary data, Table S3).

Infection rates were comparable between study (17, 47.2%)
and control groups (14, 38.9%) (P = .475). Pneumonia and
other respiratory tract infections were more common in the
study group (10 vs 3 patients), whereas urinary tract infections
were mostly seen in the control group (3 vs 8 patients).
One patient in each group developed malignancies which
were non-Hodgkin lymphoma and cervical carcinoma in situ.
Two patients in study group (5.6%) experienced leukopenia
(Table 3). Four patients with FMF (11.1%) suffered from
injection-site reactions with anakinra.

Predictors of graft loss

In regression models, we evaluated the effects of several
variables (recipient and donor age and sex, donor type and
number of HLA mismatches) present at the time of KTx
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Figure 2: Graft survival rates at 5 (a) and 10 years (b) were significantly higher in study group when compared with the control group (P =.014

and P < .001, respectively).

and using IL-1 blockers on graft loss. In multivariate Cox
regression analysis, usage of IL-1 blockers was significantly
associated with reduced graft loss rates (HR 0.039, 95% CI
0.010-0.180, P < .001). Number of HLA mismatches (HR
1.817, 95% CI 1.174-2.813, P = .007) also predicted the graft
loss (Supplementary data, Table S4).

For the study group, we calculated the effects of various
confounders that were present at the time of IL-1 blocker
initiation on graft loss for the time between IL-1 blocker
initiation and last follow-up. Multivariate Cox regression
analysis showed that only proteinuria at the time of IL-1
blocker initiation (HR 3.857, 95% CI 1.291-11.527, P = .016)
significantly affected the outcome (Supplementary data,
Table S5).

DISCUSSION

In the beginning of development of new pharmaceutical
agents, patients with special conditions are generally excluded
from clinical trials; therefore, observational data after admin-
istration of these agents becomes very important. The efficacy
and safety of anakinra and canakinumab in patients with
crFMF were demonstrated in two randomized controlled trials
[9, 10, 26], whereas data are still scarce when it comes to the use
of these agents in KTRs. In this observational study, we showed
that death was more common in these patients; however, graft
survival rates were significantly higher and rejection rates were
lower. The number of infections was not higher in KTRs with
FMF. Anakinra and canakinumab were also associated with
decreased numbers of attacks and hsCRP levels.

KTx offers a significant survival benefit compared with
dialysis in patients with AA amyloidosis despite the increase
in mortality rates compared with patients without amyloidosis
[7,27]. Contemporary papers from various countries reported
survival rates as 73%-84% at 5 years and 45-66% at 10 years,
whereas DCGS was higher: 91%-94% for 5 years and 66%-—
78% for 10 years in the same series of AA amyloidosis [27-
29]. In this study, we reported 72.2% as the overall survival

IL-1 blockers in transplantation

rate; 5- and 10-year DCGS rates were 100% and 94.4%,
respectively, which was significantly higher than previous stud-
ies. Additional immunosuppression caused by IL-1 blockers
may have contributed to not only the higher DCGS, but
also to higher mortality rates observed in our patients by
increasing the immunosuppressive state. Indeed, infections
were the leading cause of death in the FMF group followed
by unknown causes, which might be associated with the
progression of the amyloid deposition in cardiovascular and
gastrointestinal systems despite the preserved kidney function.
Even though only one patient was diagnosed with cardiac
amyloidosis, subclinical amyloid deposition could not be ruled
out in heart and other tissues. Supporting the latter view, we
previously reported a higher risk of mortality in KTRs with AA
amyloidosis possibly linked with the progression of extrarenal
deposition of amyloid fibrils [7].

In the present study, graft rejection was lower in the
FMF group compared with the control group as was the
case in our previous report (8.3% vs 25%) [7]. Upregulation
of IL-1 during an acute rejection was shown in murine
models [30, 31], and IL-1 secreted by peripheral blood
mononuclear cells and monocytes was associated with chronic
rejection and transplant glomerulopathy [32, 33]. Therefore,
use of IL-1 blockers on top of conventional maintenance
immunosuppressive regimen may explain the lower rejection
rates in the present series. However, only six patients (7.4%)
used IL-1 blockers in our previous study [7], which suggests
that there might be an additional factor in play. Various in vitro
models of experimental autoimmune encephalomyelitis (EAE)
revealed that activated CD4™" T cells were targeted by amyloid
beta (AB) [34, 35]. Amyloid fibrils also stimulated pathways
which resulted in reduced IL-6, tumor necrosis factor-alpha
and interferon-gamma (IFN-y) levels [36, 37], and genetic
deletion of amyloid precursor proteins exacerbated the EAE
[34, 35]. A recent investigation demonstrated that adaptive T
cells were hyporesponsive to AB showing a weak activation
and proliferation, reduced expression of IFN-y and downreg-
ulation of antigen presentation function [38]. Extrapolating
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Table 3: Study outcomes and various features of patients.

Study group Control group
Outcomes (n=136) (n=36)
Death, 1 (%) 7 (19.4) 0 (0) .005
Infections 4(11.1) 0(0)
Unknown 3(8.3) 0(0)
Graft loss, n (%) 10 (27.8) 13 (36.1) 448
Death with a functioning graft 62 (16.7) 0(0)
Graft rejection 1(2.8) 6 (16.7)
Chronic allograft injury 0 (0) 4(11.1)
Recurrent AA amyloidosis 3(8.3) 0(0)
Posttransplant glomerulonephritis 0 (0) 3(8.3)
Death-censored graft loss, 1 (%) 4(11.1) 13 (36.1) .013
Graft rejection, n (%) 3(8.3) 9 (25) .058
Borderline 1(2.8) 2 (5.6)
T-cell mediated rejection 2(5.6) 5(13.9)
Antibody-mediated rejection 0 (0) 1(2.8)
Mixed 0 (0) 1(2.8)
eGFR at the last follow-up (mL/min/1.73 m?), 50.4 (36.7-65.2) 51.6 (10.3-84.5) .999
median (IQR)
Infections, 1 (%) 17 (47.2) 14 (38.9) 475
Urinary tract infections 3(8.3) 8(22.2)
Pneumonia and other respiratory tract infections 10 (27.8) 3(8.3)
CMYV infection 0(0) 3% (8.3)
Soft tissue infections 2 (5.6) 0(0)
Osteomyelitis 1(2.8) 0 (0)
Sepsis without a determined source 1(2.8) 0(0)
Malignancies, 1 (%) 1(2.8) 1(2.8) 1.000
Leukopenia 2 (5.6) 0 (0) -
Immunosuppressive regimen at the last follow-up, n (%)
CNi + MPA + prednisolone 19 (52.8) 19 (52.8) .058
CNi + AZA + prednisolone 8(22.2) 2 (5.6)
CNi + mTORIi + prednisolone 2 (5.6) 0(0)
mTORi + MPA/AZA + prednisolone 1(2.8) 1(2.8)
Double therapies 2 (5.6) 1(2.8)
CNi + prednisolone 1(2.8) 0(0)
MPA + prednisolone 1(2.8) 0(0)
AZA + prednisolone 0(0) 1(2.8)
Withheld immunosupression due to graft failure 4(11.1) 13 (36.1)

*One patient died shortly after suffering from graft loss; *one patient had accompanying infective endocarditis.

CMV: cytomegalovirus; MPA: mycophenolic acid derivative; mTORi: mTOR inhibitor.

Table 4: Clinical and laboratory characteristics at the time of IL-1 blocker initiation and last follow-up in study group (n = 36).

Initiation of IL-1

Characteristics blocker

Last follow-up

Number of attacks per month, median (IQR) 0.8 (0.2-2.3)
Serum creatinine (mg/dL), median (IQR) 1.3 (1.1-2)
eGFR (mL/min/1.73 m?), mean % SD 59.2 £ 26.2
Serum albumin (g/dL), mean £ SD 42404
Proteinuria (g/g), median (IQR) 0.2 (0.1-0.8)
hsCRP (mg/L), median (IQR) 20.2 (10.5-27.3)
ESR (mm/h), median (IQR) 21 (11-48)

0 (0-0) <.001
1.5(1.2-2) .003
50.2 £ 25.3 .004

42406 687
0.2 (0.1-0.8) 283
3.1(1.3-9.8) <.001

10 (3-33) .033

from these studies, we can speculate that amyloid deposition
might blunt immune responses in KTRs which may have also
contributed to the increased infection-related death rates in
these patients.

Anakinra and canakinumab both performed well regarding
manifestations of the disease in KTRs with crFME Attack
frequencies and levels of hsCRP and ESR significantly declined
after treatment, namely the number of attacks was decreased
from a median of 0.8 to 0 per month. Proteinuria levels were
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very low at the time of IL-1 blocker initiation; therefore, no
changes were observed, though various studies suggested a
significant decline in proteinuria with IL-1 blockers [39, 40].
Despite the low levels, proteinuria still was the predictor of
graft survival in the study group, which was previously shown
[41]. eGFR levels demonstrated a decrease throughout the
follow-up which can be expected in all KTRs [42], and FMF
and control groups had similar eGFR levels at the end of the
follow-up in our study. Both drugs were well tolerated and
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adverse events including infection rates were generally similar
with the control group, which was in line with the previous
studies [9].

This study suffered from several limitations. First, it was
designed as a retrospective study which led to the evaluation
of only preexisting data. Second, the number of patients is
quite limited; however, to the best of our knowledge, this is
the largest study on use of anakinra and canakinumab for
FMF in KTRs. To date, the number of patients has been <10
in the largest cohorts in the literature [12, 14]. Third, the
study did not have a control group of KTRs with FMF using
only colchicine, since all of these patients experienced ESKD
due to AA amyloidosis and most of them carry deleterious
M694V variants which together necessitate the use of anti-
IL-1 therapies in this susceptible group. Fourth, even though
we used propensity score matching when forming the control
group, all characteristics were not collapsible: KTRs in the
control group had a shorter duration of posttransplant follow-
up, which may have partially caused an overestimation of
patient and graft survival in the control group. Fifth, we could
not select a control group suffering from AA amyloidosis due
to other causes, since the major factor affecting the outcome
was due to development and progression of amyloidosis, and
the comparative analysis of amyloidosis patients with FMF and
other inflammatory conditions could not be done. Sixth, we
did not perform protocol biopsies in our institution; therefore,
recurrence of AA amyloidosis and episodes of rejection might
have been underdiagnosed. Seventh, 5- and 10-year graft
survival rates in the control group could be considered as low,
further perplexing the analysis with a possible underestima-
tion. Finally, anti-IL-1 therapy was commenced in the study
group after a median of 74 months after KTx creating an
immortal time bias.

In conclusion, anakinra and canakinumab were effective
in KTRs suffering from crFMF with longer graft survival
and lower rejection rates. Although they were associated with
high number of deaths, the difference in patient survival
might have partially originated from not only infections
but also progression of the deposition of amyloid fibrils
in various organs and tissues, especially cardiovascular and
gastrointestinal systems.

SUPPLEMENTARY DATA

Supplementary data are available at ndt online.

FUNDING

None declared.

AUTHORS’ CONTRIBUTIONS

S.M., A.G. and M.S.S. designed the study. S.M. had full access
to all of the data and performed the analyses. Y.O. and
LK. carried out pathological examinations. All authors were
involved in drafting the article or revising it critically for
important intellectual content, and all authors approved the
final version to be submitted.

IL-1 blockers in transplantation

DATA AVAILABILITY STATEMENT

Deidentified data are available upon reasonable request from
the corresponding author.

CONFLICT OF INTEREST STATEMENT

Outside the submitted work, A.T. reported receiving honoraria
from Novartis, and A.G. reported receiving honoraria and
support for studies and meeting attendance from Novartis.
The remaining authors have no relevant conflicts of interest
to declare. The results presented in this paper have not been
published previously in whole or part, except in abstract
format.

REFERENCES

1. Gul A. Approach to the patients with inadequate response to colchicine in
familial Mediterranean fever. Best Pract Res Clin Rheumatol 2016;30:296—-
303.

2. Kuemmerle-Deschner JB, Gautam R, George AT et al. A systematic
literature review of efficacy, effectiveness and safety of biologic therapies
for treatment of familial Mediterranean fever. Rheumatology (Oxford)
2020;59:2711-24.

3. Consortium The International FMF. Ancient missense mutations in
a new member of the RoRet gene family are likely to cause familial
Mediterranean fever. Cell 1997;90:797-807.

4. French FMF Consortium. A candidate gene for familial Mediterranean
fever. Nat Genet 1997;17:25-31.

5. Omenetti A, Carta S, Delfino L et al. Increased NLRP3-dependent
interleukin 18 secretion in patients with familial Mediterranean fever:
correlation with MEFV genotype. Ann Rheum Dis 2014;73:462-9.

6. Lachmann HJ. Periodic fever syndromes. Best Pract Res Clin Rheumatol
2017;31:596-609.

7. Sarihan I, Caliskan Y, Mirioglu S et al. Amyloid A amyloidosis after
renal transplantation: an important cause of mortality. Transplantation
2020;104:1703-11.

8. Ozen S, Demirkaya E, Erer B et al. EULAR recommendations for
the management of familial Mediterranean fever. Ann Rheum Dis
2016;75:644-51.

9. Ben-Zvil, Kukuy O, Giat E et al. Anakinra for colchicine-resistant familial
Mediterranean fever: a randomized, double-blind, placebo-controlled
trial. Arthritis Rheumatol 2017;69:854-62.

10. De Benedetti F, Gattorno M, Anton ] et al. Canakinumab for the
treatment of autoinflammatory recurrent fever syndromes. N Engl ] Med
2018;378:1908-19.

11. Alpay N, Sumnu A, Caliskan Y et al. Efficacy of anakinra treatment in a
patient with colchicine-resistant familial Mediterranean fever. Rheumatol
Int 2012;32:3277-9.

12. Trabulus S, Korkmaz M, Kaya E et al. Canakinumab treatment in kidney
transplant recipients with AA amyloidosis due to familial Mediterranean
fever. Clin Transplant 2018;32:e13345.

13. Sendogan DO, Saritas H, Kumru G et al. Outcomes of canakinumab
treatment in recipients of kidney transplant with familial Mediterranean
fever: a case series. Transplant Proc 2019;51:2292-4.

14. Simsek C, Karatas M, Tatar E et al. The efficacy of interleukin-1
antagonist drugs in combination with colchicine in patients with FMF-
AA with colchicine resistance after kidney transplantation: a study with
histopathologic evidence. Clin Transplant 2021;35:e14309.

15. Livneh A, Langevitz P, Zemer D et al. Criteria for the diagnosis of familial
Mediterranean fever. Arthritis Rheum 1997;40:1879-85.

16. Ozen S, Sag E, Ben-Chetrit E et al. Defining colchicine resistance/
intolerance in patients with familial Mediterranean fever: a
modified-Delphi consensus approach. Rheumatology (Oxford) 2021;
60:3799-808.

17. Metra M, Teerlink JR. Heart failure. Lancet North Am Ed 2017;390:1981-
95.

1335

G20z AINf 60 UO J9sN ISAYISISAIUN WY I-Wwzeg Aq BEESYBI/LZE L/S/BE/RID1ME/PU/WOD dNO"OIWSPEeoE//:Sd)y WOy papeojumod


https://academic.oup.com/ndt/article-lookup/doi/10.1093/ndt/gfac335#supplementary-data

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

Vandenbroucke JP, von Elm E, Altman DG et al. Strengthening the Re-
porting of Observational Studies in Epidemiology (STROBE): explanation
and elaboration. Epidemiology 2007;18:805-35.

Levey AS, Stevens LA, Schmid CH et al. A new equation to estimate
glomerular filtration rate. Ann Intern Med 2009;150:604-12.

Wason S, Digiacinto JL, Davis MW. Effect of cyclosporine on the phar-
macokinetics of colchicine in healthy subjects. Postgrad Med 2012;124:
189-96.

Colvin RB, Cohen AH, Saiontz C et al. Evaluation of pathologic criteria
for acute renal allograft rejection: reproducibility, sensitivity, and clinical
correlation. ] Am Soc Nephrol 1997;8:1930-41.

Haas M, Sis B, Racusen LC et al. Banff 2013 meeting report: inclusion
of c4d-negative antibody-mediated rejection and antibody-associated
arterial lesions. Am | Transplant 2014;14:272-83.

Loupy A, Haas M, Solez K et al. The Banff 2015 Kidney Meeting Report:
current challenges in rejection classification and prospects for adopting
molecular pathology. Am J Transplant 2017;17:28-41.

Haas M, Loupy A, Lefaucheur C et al. The Banff 2017 Kidney Meeting
Report: revised diagnostic criteria for chronic active T cell-mediated rejec-
tion, antibody-mediated rejection, and prospects for integrative endpoints
for next-generation clinical trials. Am J Transplant 2018;18:293-307.
Caliendo M, Kopeinig S. Some practical guidance for the implementation
of propensity score matching. J Econ Surv 2008;22:31-72.

Ozen S, Ben-Cherit E, Foeldvari I et al. Long-term efficacy and safety of
canakinumab in patients with colchicine-resistant familial Mediterranean
fever: results from the randomised phase III CLUSTER trial. Ann Rheum
Dis 2020;79:1362-9.

Kofman T, Grimbert P, Canoui-Poitrine F ef al. Renal transplantation
in patients with AA amyloidosis nephropathy: results from a French
multicenter study. Am J Transplant 2011;11:2423-31.

Green H, Lichtenberg S, Rahamimov R et al. Familial Mediterranean fever
is associated with increased mortality after kidney transplantation-a 19
years’ single center experience. Transplantation 2017;101:2621-6.

Law S, Cohen O, Lachmann HJ et al. Renal transplant outcomes in
amyloidosis. Nephrol Dial Transplant 2021;36:355-65.

Mulders-Manders CM, Baas MC, Molenaar FM et al. Peri- and postoper-
ative treatment with the interleukin-1 receptor antagonist anakinra is safe
in patients undergoing renal transplantation: case series and review of the
literature. Front Pharmacol 2017;8:342.

1336

31.

32.

33.

34,

35.

36.

37.

38.

39.

40.

41.

42.

Nagano H, Nadeau KC, Takada M et al. Sequential cellular and molecular
kinetics in acutely rejecting renal allografts in rats. Transplantation
1997;63:1101-8.

Batal I, De Serres SA, Mfarrej BG et al. Glomerular inflammation
correlates with endothelial injury and with IL-6 and IL-1p secretion in
the peripheral blood. Transplantation 2014;97:1034-42.

De Serres SA, Vadivel N, Mfarrej BG et al. Monocyte-secreted inflam-
matory cytokines are associated with transplant glomerulopathy in renal
allograft recipients. Transplantation 2011;91:552-9.

Grant JL, Ghosn EE, Axtell RC et al. Reversal of paralysis and reduced
inflammation from peripheral administration of g-amyloid in TH1 and
TH17 versions of experimental autoimmune encephalomyelitis. Sci Transl
Med 2012;4:145ral05.

Huang YM, Hong XZ, Shen J et al. Amyloids in site-specific autoimmune
reactions and inflammatory responses. Front Immunol 2019;10:2980.
Kurnellas MP, Schartner JM, Fathman CG et al. Mechanisms of action of
therapeutic amyloidogenic hexapeptides in amelioration of inflammatory
brain disease. ] Exp Med 2014;211:1847-56.

Kurnellas MP, Rothbard JB, Steinman L. Self-assembling peptides
form immune suppressive amyloid fibrils effective in autoimmune
encephalomyelitis. Curr Top Behav Neurosci 2015;26:221-32.

Ferretti MT, Merlini M, Spani C et al. T-cell brain infiltration and
immature antigen-presenting cells in transgenic models of Alzheimer’s
disease-like cerebral amyloidosis. Brain Behav Immun 2016;54:211-25.
Ugurlu S, Ergezen B, Egeli BH et al. Safety and efficacy of anti-
interleukin-1 treatment in 40 patients, followed in a single centre, with
AA amyloidosis secondary to familial Mediterranean fever. Rheumatology
(Oxford) 2020;59:3892-9.

van der Hilst J, Moutschen M, Messiaen PE et al. Efficacy of anti-IL-
1 treatment in familial Mediterranean fever: a systematic review of the
literature. Biologics 2016;10:75-80.

Fernédndez-Fresnedo G, Plaza JJ, Sanchez-Plumed | et al. Proteinuria:
a new marker of long-term graft and patient survival in kidney
transplantation. Nephrol Dial Transplant 2004;19 :iii47-51.

Marcén R, Morales JM, Fernandez-Rodriguez A et al. Long-term graft
function changes in kidney transplant recipients. NDT Plus 2010;3:ii2-8.

Received: 10.9.2022; Editorial decision: 6.12.2022

S. Mirioglu et al.

20z AINM 60 UO JoSN 1Sa)ISISAIUN WIBlY -Wzag Aq EE8YE9/LZE L/G/BE/RIOILENPU/WOY"dNO"DIWSPEDE//:SA)Y WO PaPEOjuMOd



