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There is an acute graft rejection in 20% of recipients after renal transplantation in the early postoperative period.

The acute rejection remains the most serious problem and the one of the main causes of graft loss in both early and late postoperative period.
The acute rejection reactions number and severity has a direct correlation with nephrons mass loss transplant survival.

Modern immunosuppression is honspecific and increases the risk of infection.

Drugs that suppress the immune response to allografts, do not generate immunological tolerance to transplant.

Extracorporeal photopheresis (ECP) was proposed in 1987 by a team of researchers at Yale University for therapy of T-cell skin lymphoma.
Application of this method in patients with T-cell skin malignant lymphoma leds to increase twice in median survival.
Currently, this method of treatment is used in about 200 largest medical centers in the world .

mesnemaessscm 10 recipients with recurrent renal transplant rejection
Brief Report | resistant to all kinds of therapy (methylprednisolone, antithymocyte globulin)

Photopheresis Therapy for Problematic
Renal Allograft Rejection

i e s | After application ECP rejection was suppressed in all 10 patients. 6 patients have a stable graft function
ot e e e T T S S e | during 71 months. 3 patients subsequently died because of nonephrological diseases,
ot e o 2 e e o e T i S | 1 patient has graft loss due to recurrent glomeluronephritis. Repeated rejection was not observed

ECP may be an adjuvant therapy or as a method of choice

TR EE e T | for the prevention of rejection in organ transplantation

Application of the ECP In patients after renal transplantation can improve graft function and reduce risk of rejection.
The mechanism of action ECP after renal transplantation is not completely understood

Primary aim: evaluate the efficacy of ECP in preventing of acute graft rejection.
Secondary aim: determine the ECP mechanism of action.

Material and methods. It was a comparative prospective study that included 40 patients after renal transplantation.

There was 2 groups: G1 — with ECP and G2 with a standard therapy. Immunosuppressive therapy included calcineurin inhibitors - tacrolimus,
mycophenolate, and corticosteroids. Induction therapy was a monoclonal anti-CD25 antibodies and methylprednisolone.

In each G1 patients was performed a 15 ECP treatments in 6 month with special scheme.

Parameter Main group, Comparison P
. . . . (n=15) group, (n = 15)
In G1 diuresis recovering was faster (median: G1 — day 5, G2 — day 8) . Blood Urea. mmol /1 30 days 15,2+8.8 14,4+58 | >0,05
A month after the Tx in G2 GFR was 36,1+ 17 ml/ min, in G1-59,6 £ 23 ml / min. ’ 180 days| 12,4446 15,3494 | >0,05

The difference in GFR between the groups at 6 months increased more Blood creatinine, mmol /1 |—>09ay | 0.22+0.1 0,17+0,06 | >0,05

T . . g =
and became StatIStICEI"y Slgmflcant (p - 0’006) Glomerular filtration rate 1n, 1??[? di?f}f 05155,’;[:]_;36 ??é?lif il'f }g:gg
ml/min 180 days 59,6+23 31,5+11,7 |0,006
Daily proteinuria, g /day 30 days 0,92+0.8 0,92+0.,7 >(0,05
180 days 0,3+0.06 0.51+0.4 >(0,05
The mechanism of ECP.
L At the same time, there was no significant change
There was a slgnlflcaqt decrease of of the number of CD28+ Th-naive cells
number CD28.+ Th-!TEIIVG cellgs and mef'an and also no change of mean MFI
fluorescence intensity (MFI) in G1 patients. in G2 after 1 month after Tx.
CD28+ Th-naive cells in group 1 patients CD28+ Th-naive cells in group 2 patients
Ei I e We can explain this fact. Ammifurin molecule having high avidity
S D S - . for pyrimidine nucleobases and intercalates between DNA thymine
. BN e s o e e s and primary mRNA uracil. As result of formation of strong cross links,
i R F e N B oy M MRNA transcription process can be interrupted, which reduces
— — the translation of the protein. As a result ECP was disturbed synthesis
IR i oroun 2 ot of actively synthesizing molecules - especially the CD28.
Py — g In the absence of the signal generated by receptor CD28 naive
ol B e — o T CD4+ cells forming Th1- phenotype with negative regulation of
3 . . ) cytokines - mediators of cell and humoral response.
] gzﬂ - The absence of a costimulatory signal leads to the clonal anergy
3 T fal . Az and the induction of molecules associated with apoptosis.
5L B = e S — Moan

Conclusion: ECP can be considered as a tolerance process inductor after renal transplantation.
ECP is effective adjuvant therapy for prevention and treatment of renal graft rejection.

N) Renal Transplantation. N1) Transplantation basic science and immune-tolerance of allogenic and Poster ers
xenogenic transplants.

presented at: o poS ter T U ' Ino
Alexey Zulkarnaev DOI: 10.3252/pso.eu.51era.2014 - O e ss,o n n I ne

<
|_
()]
H
<
o
w
—
LN




