
IVIG group than control group (P¼0.010). Proteinuria at diagnosis of CAMR was sig-
nificantly higher in rituximab and IVIG group compared with control group (2.5 g/day
vs. 0.7 g/day, P¼0.045). Especially, the proportion of high proteinuria (>1.0 g/day)
was higher in rituximab and IVIG group compared with control group (84.6% vs.
47.4%). However, the proportion of graft failure was lower in rituximab and IVIG
group compared with control group (38.5% vs. 63.2%). Chronic change (ctþ ci score)
in the pathologic findings were significantly higher in the graft failure group
(P¼0.019). The proportion of high proteinuria was higher in the graft failure group
(P¼0.057). Changes in allograft function until 3 months after treatment were less in rit-
uximab and IVIG group compared with control group. In Kaplan-Meier analysis,
death-censored graft survival rate was higher in the rituximab and IVIG group up to 3
years, but there was no difference between the rituximab and IVIG and control groups.
Death-censored graft survival rate was higher in the low proteinuria group than high
proteinuria group. In multivariate analysis, high proteinuria (>1.0 g/day) and poor
allograft function at diagnosis of CAMR were independent risk factors for graft failure
in KTRs diagnosed to CAMR.

CONCLUSIONS: KTRs with severe chronic change, low allograft function, and high
proteinuria at diagnosis of CAMR showed the higher proportion of graft failure.
However, the rate of graft failure was lower and the change of allograft function was less
in rituximab and IVIG group. Therefore, rituximab and IVIG may be effective in KTRs
without risk factors such as high proteinuria, low allograft function, and severe chronic
change at diagnosis of CAMR.

SP766 IMPROVEMENT OF LUNG FUNCTIONS IN KIDNEY
TRANSPLANT RECIPIENTS: PRELIMINARY RESULTS
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INTRODUCTION AND AIMS: Tacrolimus (Tac), mycophenolic acid (MPA) and pre-
dnisolone are major immunosuppressive drugs after renal transplantation (RTx) and
Tac is often considered as the mainstay of the RTx therapy. There are reports in the lit-
erature regarding the use of Tac in bronchiolitis obliterans after lung transplation and
interstitial lung diseases related to connective tissue diseases. Also MPA is reported to
be effective in scleroderma induced interstitial lung disease even in lower doses. We
herein present the preliminary results of follow - up the lung functions of RTx recipi-
ents with no underlying lung disease.

METHODS: We collected data of 51 RTx patients, 19 Female and 32 Male, ages varying
between 23-67 years (mean age: 49.76 years) between January 2015 and January 2018
receiving standart immunosuppressive therapy. Those data included spirometry, CO
diffusion tests, Tac dosing regimen and serum Tac levels. Spirometry were performed
in 3 periods: before RTx (baseline), 3 to 9 months after RTx and first year post - RTx.

RESULTS: The mean percentage predicted baseline forced vital capacity (FVC) was
80.2 % 6 1.5 standart deviation (SD). The mean percentage predicted 1 year post - RTx
was 92.3 % 6 19 SD. The difference between the results were statistically significant
(p¼ 0.001) . The mean percentage predicted baseline forced expiratory volume in 1 sec-
ond (FEV1) was 78.2 % 6 0.7 SD. The mean percentage predicted FEV1 one year post -
RTx was 86.3 % 6 17 SD. The difference between those FEV 1 levels were also statisti-
cally significant (p¼ 0.031). The mean percentage predicted 3 to 9 months after RTx
FEV1 was 93.8 % 6 19.3 SD. The mean percentage predicted 1 year post - RTx FEV 1
was 86.3 %6 16.5 SD. When those results were compared, the difference was statisti-
cally significant (p¼ 0.018). There were no statistically significant difference between
CO diffusion test results obtained at the same time periods as spirometry.

CONCLUSIONS: Our findings suggest that, with appropriate immunosuppressive reg-
imens and proper follow - up, lung functions are preserved and even improved in RTx
recipients. As there is an expected decrease in FEV 1 levels in elderly patients, it is espe-
cially important that we have seen an increase in FEV 1 levels in a RTx patient group
consisting of relatively old individuals.

SP767 OUTCOME OF ABO INCOMPATIBLE KIDNEY
TRANSPLANTATION IN DEVELOPING COUNTRY
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INTRODUCTION AND AIMS: ABO incompatibility has been considered as an
important immunological barrier for renal transplantation. ABO incompatible kidney

transplantation (ABOiKT) in now increasing used in developing country to increase
living donor kidney transplantation as ABO incompatibility has been considered as an
important immunological barrier for renal transplantation is in initial stages.

METHODS: We report prospective single center results of ABOiKT in 28 living-related
donor kidney transplantation (LDKT) patients during December 2014 to November
2017. The study was approved by institutional review board and ethical committee. We
describe patient survival, graft survival, rejection rate and cost analysis. Each donor-recipi-
ent pairs were given education, awareness and counseling about risk and benefits of
ABOiKT, kidney paired donation and DDKT. ABOiKT was performed after written
informed consent of donor-recipient pairs. Easy to match pairs (A donor and B recipient;
B donor and A recipient) and sensitized pairs preferred for KPD over ABOiKT and desen-
sitization protocol. Preconditioning protocol consisted plasmapheresis, low-dose intrave-
nous immunoglobulin (IVIG) (100mg/kg), and low-dose rituximab (200 mg) and
maintenance immunosuppression consisted of tacrolimus, mycophenolate sodium, and
prednisolone. All patients had negative lymphocyte, flow cross match and donor specific
antibody before transplantation.A pretransplantation isoagglutinin titer of�1:4 was con-
sidered acceptable for transplantation. Post-transplant plasmapheresis was done when
isoagglutinin titer of�1:16 and biopsy proven antibody mediated rejection.

RESULTS: Mean age of patients was 28 years and 27 were males. Mean age of donors
was 43 years and 2 were males. The donor relation was parents (n¼21) , Spouse (n¼5)
and siblings (n¼2). Mean HLA match ( A,B,DRB1 and A,B,DR B1) was 2.8 .Donor -
recepient blood group was A to O (n¼8) ,B to O ( n¼8) , AB to O (n¼6) A to B (n¼2)
B to A ( n¼2). Median ABO titers were 1:32 (1:4 -1:124).Patient survival was
89%(n¼25) ,death censored graft survival was 92%(n¼26), mean serum creatini-
ne(mg/dl)was 1.2 and BPAR was 17%(n¼5) respectively, over mean follow-up of 16.4
months. Infections were observed in 28% (n¼8) patients.C

CONCLUSIONS: We conclude that short-term outcome of ABOi KT is acceptable.
ABOiKT should be promoted in developing countries to expand the donor pool.
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INTRODUCTION AND AIMS: Recurrence of the focal segmental glomerulosclerosis
(FSGS) may appear in 20-50% of patients with primary FSGS. There is no established
treatment of FSGS after renal transplantation. The therapy may include among others
plasmapheresis, anty-CD20 antibody (rituximab), immunoadsorption, cyclosporine,
metyloprednisolone. The aim of our study was to evaluate the therapy of rituximab in
recurrent and de novo FSGS after renal transplantation.

METHODS: We analyzed 7 patients after transplantation who developed FSGS which
was diagnosed in a biopsy for cause. FSGS was the cause of own kidney insufficiency in
5 patients and 2 patients developed FSGS de novo. The treatment consisted of
Rituximab and plasmapheresis. One patient received Rituximab as induction of immu-
nosupressive therapy in day 0 and 7 after second kidney transplantation because of
recurrence of FSGS in the first transplant. Response to the treatment was evaluated by
measuring B-cell depletion by flow-cytometry.

RESULTS: The mean time after transplantation to transplant biopsy was 19,7 months.
The mean creatinine level at the time of rituximab treatment was 1,70mg/dl. Mean pro-
teinuria was 4,55g/24h. Mean protein level was 5,88g/dl and mean albumin level was
3,23g/dl. Stable renal function was observed in 5 patients after 12 months. Mean creati-
nine was 1,27mg/dl. The decreasing proteinuria was observed in 4 patients. Mean pro-
teinuria was 0,7g/24h. Two patients required dialysis in the first year. Severe infections
(recurrent CMV infections, sepsis) appeared in the same 2 patients. This patients
required graftectomy.

CONCLUSIONS: The treatment of Rituximab after renal transplantation was effective
in 5(62,5%) patients. Severe infections may appear after Rituximab therapy.

SP769 THE ROLE OF CYP3A5 GENOTYPE AND TACROLIMUS
MONITORING IN STABLE KIDNEY TRANSPLANTATIONS
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INTRODUCTION AND AIMS: Despite Tacrolimus (TAC) dosing is routinely
directed by Therapeutic Drug Monitoring (TDM), some patients reach the
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concentrations target (CT) quickly, while others achieve the same CT slower, increasing
the risk of graft-rejection caused by TAC under-exposure.

METHODS: We studied the CYP3A5 genotype in patients receiving very high doses of
TAC, to confirm them as extensive metabolizers (EM) [1]. We focused on CYP3A5
6986A>G, the most important polymorphism related to TAC metabolism in which
the wild-type genotype is CYP3A5*1 and its variant is CYP3A5*3 [2]. We performed
TAC TDM among kidney transplant (KTx) recipients who were clinically stable for
over a year. The immunosuppressive regimens included TAC, mycophenolate mofetil
and corticosteroids for all patients. All patients had stable liver and kidney functions
and concomitant TAC inducing or inhibiting drugs. One year after transplantation, the
target blood concentration of TAC (CT) was 5-8 ng/ml. We use an immunoassay
method to measure TAC levels (ACMIA on a Siemens Dimension

VR

Integrated
Chemistry Systems Tacrolimus). The patients were divided in two groups based on the
TAC doses at the moment of TDM: Group 1, patients with TAC daily doses<6 mg/24
hours; Group 2, patients with TAC daily doses> 6 mg / 24 hours. The doses were uni-
formed to 1 mg/Kg. All patients underwent Sanger sequencing of CYP3A5 gene to char-
acterize CYP3A5 polymorphisms. Patients with CYP3A5*1 and *1/*3 were considered
extensive metabolizer (EM), while the ones with CYP3A5*3 were poor metabolizer
(PM) [3]. Statistical analysis was performed using Sigma Stat and results were consid-
ered significant when p<0.05.

RESULTS: A total of 22 KTx recipients were included in the study. Mean age was
51614 years. Mean weight was 64.9 614.3 Kg. All patients had reached CT with mean
daily dose of TAC after at least one year from transplantation of 11.8 611.2 mg. Group
1 and 2 mean doses (dose/Kg) at the moment of TDM were 2.96 1.4 (0.0560.03 mg/
Kg) and 12.5 6 3.5 (0.260.05), respectively (p<0,001). Analysing the CYP3A5 geno-
type, we demonstrated that Group 1 presents the PM genotype, while Group 2 could
arbour both PM and EM polymorphisms. The clinical use of TAC is complicated by its
high pharmacokinetic variability among patients as well as its narrow therapeutic
index. This can lead to under-exposure, which potentially increases the risk of rejection,
or over-exposure with the risk of toxicity such as nephrotoxicity, hypertension, hyper-
glycaemia, and neurotoxicity. TAC blood concentrations variabilities were partially
dependent on variations in the CYP3A5 gene. In KTx, individuals with genotype
CYP3A5 *1/*1 or *1/*3 require minor adjustments of significantly lower doses com-
pared with the genotype CYP3A5 *3/*3, with the expression 1, which requires 1.5 to 2
times the required dose to reach target concentrations [4]. CYP3A5 genotype guided
dosing allows to achieve initial target TAC concentrations promptly after transplanta-
tion, thus potentially reducing the risk of graft-rejection due to under-exposure.

CONCLUSIONS: This study shows that cooperation between nephrology, clinical
pharmacology and genetics may optimize the therapy with TAC to achieve faster CT
and reduce the risk of rejection and welfare cost.
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INTRODUCTION AND AIMS: Although kidney transplant recipient from HLA iden-
tical sibling show excellent long-term graft outcomes and low immunological risk,
there is no clear recommendation regarding best immunosuppressive regimen that pre-
vents rejection episodes and allows avoidance of potential drug related adverse events
without over-immunosuppressing the patientThis study aims to evaluate feasibility
and efficacy of mycophenolate plus short course steroids as the immunosuppressive
protocol for kidney transplant recipients from identical HLA sibling

METHODS: Data collection and Participants We searched database at Al Mowasat
university hospital for cases with HLA-identical sibling living kidney transplantation
during the period from June 2014 to June 2017. Inclusion criteria: (I) age>18 years,
(II) first kidney transplant, (III) HLA-identical sibling living donor, (IV) absence of
panel reactive antibodies (PRA) class I and II antibodies as tested with
luminexTMImmunosuppression protocol All patients received no induction therapy
but started MMF (2gm/day) five days before transplantation and received 3 doses of
intravenous (IV) methylprednisolone (0.5 gm/day) starting the day before transplanta-
tion then maintained on daily oral prednisolone 60 mg plus MMF (2gm/day). Oral pre-
dnisolone was tapered gradually till complete withdrawal after 3 months Routine

follow up of kidney transplant recipients on outpatient basis. Graft function was eval-
uated with serum creatinine and GFR estimation according to the Modification of Diet
in Renal Disease equation (MDRD). Vital signs, general examination and routine labs
were performed. Doppler assessment of the renal graft.

RESULTS: We retrieved 5 patients who underwent 1st kidney transplantation from liv-
ing HLA-identical sibling. Mean (SD) follow up duration was 16 months (6 10). At
time of transplantation, mean recipient age was 32 years; mean donor age was 40 years.
male to female donation represented 40%, male to male represented 40%, female to
male donation was 20%. 1ry kidney diseases included CGN (n¼1), ADPKD(n¼1),
obstructive uropathy(n¼1) and unknown (n¼2). 4of patients had started hemodialysis
for 6,1,2 and 120 months respectively before transplantation. Patient and graft survival
were 100% at 6 moths and at last follow up. No unplanned rehospitalizations were nec-
essary after transplantation. No one has experienced drug related adverse events that
required change in medications or doses. the Most common complication was recur-
rent UTI. Patients didn’t experience any attacks of acute rejection. We don’t perform
protocol biopsies in our centre however, patients had stable serum creatinine over the
whole duration of follow up. Mean serum creatinine was 0.98 6 0.12 at 3 months, 1.06
6 0.2 at 6 months, 1.1 6 0.21 at 1 year. Three patients were tested for PRA class I and
class II nine months after transplantation and it was negative No major abnormalities
of the haemoglobin or lipid profile were observed.

CONCLUSIONS: mycophenolate monotherapy plus steroids for first HLA-identical
sibling living kidney transplant recipients can be a feasible and practical immunosup-
pressive protocol that offer less drug related adverse events with good clinical outcomes
at 1 year follow up.
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INTRODUCTION AND AIMS: In the last years, gut microbiome, the complete genetic
material of all the microbes living in our intestine, is emerging as an important
dynamic/fluid system that, if altered by environmental, dietetic and pharmacological
factors could considerably influence drug response. However, at the moment, the
immunosuppressive drug-induced modifications of this system is still poor defined.

METHODS: We employed an innovative bioinformatic approach to assess differences
in the whole gut microbial metagenomic profile of 20 renal transplant recipients in
maintenance treatment with two different immunosuppressive protocols. In particular,
9 patients were treated with Everolimus plus mycophenolate mofetil (EVEþMMF
group) and 11 patients with a standard therapy with Tarcolimus plus mycophenolate
mofetil (TACþMMF group).

RESULTS: Statistical analysis demonstrated that, although similar according to the
degree of Shannon diversity (alpha diversity) at taxonomic level, a comparative high-
throughput analysis revealed that three functional genes clearly discriminated
EVEþMMF versus TACþMMF (cut off: Log 2-fold change�1, FDR�0.05). Flagellar
motor switch protein (fliNY) and type IV pilus assembly protein pilM (pilM) were sig-
nificantly enriched in TACþMMF-treated patients, while macrolide transport system
mrsA (msrA) was up-regulated in patients treated with EVEþMMF. Finally,
Permanova analysis revealed that, among the variables analyzed and included in our
model, only the consumption of sugar significantly influenced beta diversity.

CONCLUSIONS: Our study, showed, for the first time, specific immunosuppressive-
related effects on fecal microbiome that could potentially have clinical effects (e.g., alter
virulence, modify resistance to antibiotics). Additionally, it showed that diet has a role
in the microbiome diversity underlining the clinical necessity to personalize it (e.g., by
reducing the intake of sugars) and to increase the employment of probiotics in order to
potentiate immunosuppressive therapeutic effects and minimize their toxicities/
adverse effects (including rate and severity of infections). However, multicenter studies
with inclusion of healthy controls should be undertaken to better address this objective.
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