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INTERLEUKIMNE-6 PROMOTER POLYMORPHISM -174G/C IS
MOT ASSOCIATED WITH ACUTE REJECTIOM EPISODES
AFTER KIDMEY TRAMSPLANTATION: A META-AMALYSIS
Bruno A Lima', Miguel Mendes', Helena Alves®

1-Oficing de Bioestatistica, Ermesinde, Portugal; 2-Instituto
Maocional de Sadde, Dr Ricardo lorge, Porto, Portugal.

Proinflammatory and anfi-inflammatory eylokines play key roles in
immunologic phenomena leading to Acute Rejection Episodes (ARE)
after kidney transplantation which are responsible for kidney groft
loss. The cytokines' powerful immunomodulatery molecules, Inter
leukin-& {IL-&), regulate os mediotors of inflammation and the im-
mune response by acting on various cells including differentiation
and maturation of B and T cells or mocrophoges. A bi-allelic poly-
maorphism within the promater region of the IL-6 at posifion -174
G-C was detected, the GG and GC genotypes were found to be
associated with higher production of IL-& and the CC Is associated
with low production. Many researchers presented conflicting results
when investigating the effect of recipient’s IL-& -1 74G/C genotypes
an ARE after renal transplantation.

The results of this investigation seek to clarify the clinical impact on
ARE of IL-& -174G/C polymorphisms,

Relevant published doto was retrieved through Medline and Web of
Science pertaining to kidney transplant cutcome and IL-& polymor-
phisms. Odds ratios (OR) with 95% confidence intervals (Cl) were
used to assess the sirength of the assaciation. Z test was used to de-
termine the significance of the pooled OR. Stafisfical heterogeneity
was measured using the Q statistic. The effect of heterogeneity was
quantified using the IP-stafistic. Begg's rank corelafion method ond
Egger weighted regression methed were also used to stotisfically as-
sess the publication bias. Statistical analyses were performed with
STATA12.0 software. A total of 14 studies, including 672 ARE trans-
planted coses and 1290 transplonted controls without rejection
episodes, were collected in this meta-analysis. For high vs. low IL-6
genotypes, no heterogeneity (G = 12.07, p = 0.67, P = 0.0%)
wos observed among individual estimates, and eriginal data was
combined using the fised-effects model. For the total population, we
found no ossociafion between G/G and G/C IL-6 genotypes with
ARE, we obtained an effect summary OR = 1.14, witha 95% Cl =
0.84-1.55, and p = 0.4. In conclusion, recipients high producer
(G/G and G/C) genotype of IL-& -174G/C polymorphism is not as-
sociated with acute rejection of renal ollograft.
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Intredugieo: O aparecimento de anficorpos anti-HLA de novo confra
dodor, apds transplante renal, aumenta o possibilidode de rejeigio.
E conhecida a imponéncia do aparecimento de anlicorpos tanio de
claomse | como de dasse |, todavia o nosso estudo incidiu sobre doen-
tes que apresentovam unicomente anficorpos de classe I,
Objectives: Comelacionar a presenga de anficorpos anfi-HLA de
classe Il contra o dador (D5A) com a ocoméncia de epistdios de
rejeigdo.

Material @ métodos: Forom estudodos 255 amostros de doentes
transplantodos renais, no periodo de 201 1-2014 (inclusive). Em 84
destes doentes detectou-se a presenca de DSA, em que 30 destes
openas opresentavam [5A anfi HLA de classe |1,

A pesquisa de anficorpos anti HLA foi efectuodo por citometria com
esferas, uiilizonde o kit LABScreen Single Antigen TM{One
Lambda,lnc) e a lecnologia X Map® no equipamente Luminex
{LABScan 100).

Resultodes: Observou-se a presengo de anticorpos anfi-HLA closse
ll, no ouséncio de DA onti HLA de cdlasse |, em 30 doentes subme-
tidos a clotronsplontacéo renal, Em 7 dos 30 doentes [23%), foi
diognosticado um episddio de rejeigio, 2 destes com depdsite de
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C4d na bidpsia renal. Em 4 dos doentes com episddio de rejeicho
diagnosticads (57% dos casos), a deteccdo dos DSA foi observada
antes desse epistdio e 2 apresentavom depdsite de Cdd na bidpsio
renal, apresentando estas, D5A antfi-HLA-DR. & anti-HLA-DClbeta.
As duas restantes sé apresentavam D5A onfi-HLA-DGalfo.
Conclusée: Os resullades preliminares sugerem que a presenga
de anficarpos anti HLA de classe Il contra antigénios do dodor, no-
meadomente para os loci HLA-DR e HLA-DGIB podem contribuir,
pelo menos em pare, para a ocorréncia de episddios de rejeicio
com anvalviments humoral, pelo que se considera importante a sua
determinagéio no pds fransplonte renal.
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