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OBIJECTIVES METHODS

The progressive deterioration of kidney The study recruited a total of 376 kidney transplant recipients transplanted at
allograft function which leads in most cases to our center from January 2005 to June 2011. The follow-up period was 2.6 + 1.4
transplant failure remains a central clinical years. A case-control study was carried out to assess potential associations
challenge for improving long-term graft survival between polymorphisms in inflammation- and apoptosis-related genes and the
rate. In the .decade, polymorphlsms N genes risk for chronic impairment of kidney graft function: the control group included
involved in inflammation e.md apoptosis have 256 renal transplant recipients with stable graft function (SGF group), whereas
?een suigestdedfas potentlal genetlc. markers the group of the cases was composed by 120 patients with worsening graft
of .grabtl Y lect::?n, ;eprtatsc::-cnt.lng. .;nel' function (WGF group) within the follow-up period, based on the observation of
concelvable —explanation — 1ot INterndividua a constant and irreversible increase in serum creatinine at least 30% above

differences in kidney transplant outcomes. . . .
. . . e - L baseline in the absence of recurrent primary nephropathy or other ascertained

This work was aimed at identifying genetic risk _ _ _ _ _
. . . causes. After genomic DNA isolation from white blood cells, all the patients

profiles for transplanted kidney function by

studying the impact of interleukin 6 (IL-6), were gent?typed for IL-6/G—-174C, TGFB1/L10P, .TGFBl/R.ZSP, Fas/G—.67.0A
polymorphisms using PCR-RFLP (Polymerase Chain Reaction - Restriction

transforming growth factor beta 1 (TGFB1) and
Fas gene polymorphisms. Fragment Length Polymorphism) and direct sequencing.

Table 1. Demographic, clinical and transplant-related parameters in SGF group and WGF group. Table 2. Contingency table for genotype RESU LTS
Parameter SGF group (n= 256) WGF group (n= 120) P combination of IL-6 and Fas variants.

Sex M: 120: F: 136 M: 56: F: 64 ns Genotype combination = SGF group  WGF group

Recipient age, years 43.3 +13.2 (range: 19-70) 41.9 + 14.3 (range: 20-72) ns (n=256) (n=120)

Donor age , years 42.8 +17.2 (range: 15-74) 42.8 + 15.8 (range: 17-77)  ns IL_GiGG FasﬁGG 37 EM'B;&; 0 ({:%) %) ConSidering the Single | L'G, TGFB1
IL-6/GG Fas/AA 26(10.2% 13 (10.8%

Dialysis vintage, months 26.6 + 24.4 (range: 1.6-117.8) 24.9 + 20.8 (range: 2.5-76.4) ns .

Cold ischemia time, hours 16.9 + 6.2 (range: 1-31) 17.5 * 8.2 (range: 2-32) ns IL-6/CC Fas/AA 2 (3.5%) . 15 (12.5:’:-) a_nd_ FaS pOIVmorph ISms, We found

HLA DR mismatches 0.68 + 0.59 0.66 +0.58 ns Other (heterozygous) 184 (71.5%) 92 (76.7%) similar allelic and genotype

HLA A, B, DR mismatches 3.12 +1.15 3.20x1.13 ns frequenCies between the tWO groups

Number of acute rejections 24/256 41/120 <.001 _

Serum creatinine at discharge, mg/dL 1.52 + 0.48 1.65 + 0.58 023 of patients (SGF vs WGF group).

Serum creatinine at 1 year, mg/dL  1.55 + 0.64 1.71 +0.41 .013 Figure 1. Genotype analysis on genomic DNA To test the hypothesis of mutual

from 376 kidney transplant recipients.

Serum creatinine at 2 years, mg/dL 1.48 £0.53 1.82+0.57 <.001 ff f I h I . I
Serum creatinine at 3 years, mg/dL 1.491+0.47 1.97+x0.56 <.001 € ECtS O po ymorp |5m5, mu tlp €
Serum creatinine at 4 years, mg/dL  1.59 +0.81 2.21+0.63 <.001 IL-E/{G-l?L’lC TGF-B/L10P logistic regression was performed
| ive th Fas/G-670A TGF-B/R25P : : :
Immunosuppressive therapy e/t 16120 ~ » | [ _ incorporating data for all the possible
— Cyclosporin A 131/256 31/120 ns - | TR —— IR [ oicen Beansemn e dual genotypic associations. The
— Azathioprine 33/256 8/120 ns '

~ Mycophenolate mofetil 46/256 11/120 ns o association of IL-6 high producer and
— Tacrolimus 123/256 30/120 ns ! }llH e /| |'r" e " b

— Sirolimus/Everolimus 26/256 6/120 ns i i\ IIIE'II'“.",I.I 5.4”.“:'-54' ll'm,'lﬂﬁuﬁ'u-r\*,' ! Fas low prOd ucer genotype resulted
Primary disease %E__ gt -E .- %ﬂh_&”ﬁ“&"}x%ﬂiﬂmu : tect : ff t : t ft
— Glomerulonephritis 71/256 36/120 ns e e in 4d pro €Clive €lrec agalns gra

— Polycistic kidney disease 55/256 29/120 ns dySfU nction (O R — 0 79 . 95% C | —
— |gA nephropathy 20/256 13/120 ns RFLP Direct T o

_ Interstitial nephritis 27/256 12/120 ns Restriction Fragment sequencing 0.72-0.86).

— Vascular nephropathy 31/256 10/120 ns Lenght Polymorphism

— Hereditary nephropathy 16/256 9/120 ns

— Not diagnosed 39/256 14/120 ns
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