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BACKGROUND AND AIMS: Chronic inflammation plays an important role in the
progression of chronic kidney disease (CKD) to end-stage renal disease (ESRD). The
single nucleotide polymorphism (SNP) in the promoter region (-174G/C) of
interleukin-6 (IL6) gene regulates the levels of this cytokine, which have been
associated with a poor outcome in several pathologies. Our aims were to determine,
according to the genotype distribution of this polymorphism, the association between
the inflammatory mediators, high sensitivity C-reactive protein (hsCRP), IL6, and
pentraxin 3 (PTX3), shown to be increased in ESRD, and to estimate the risk for all-
cause mortality over a period of one year.
METHOD: 289 ESRD patients on hemodialysis (high-flux hemodialysis and
hemodiafiltration) were included in this study. Real-Time PCR TaqMan SNP
genotyping assays were used to assess allelic frequencies of IL6 (rs1800795). We
evaluated the circulating levels of PTX3, hsCRP and IL6 using commercially available
kits. Deaths occurring along 1-year follow-up period were recorded, and the all-cause
mortality hazard ratio (HR), according to IL6 polymorphisms in this patient cohort
were determined by Cox regression analysis. A p < 0.05 value was considered
statistically significant.
RESULTS: In all IL6 (-174G>C) genotypes, hsCRP was positively and significantly
correlated with IL6. For hsCRP and PTX3, a positive correlation with significance was
only found for the GG genotype. All genotypes showed positive correlations between
IL6 and PTX3 circulating levels, although only the GG genotype achieved a significant
value. The Cox regression survival analysis for all-cause mortality in ESRD patients,
using as reference the heterozygous patients for IL6 polymorphism, showed that CC
patients presented a significant higher mortality risk, with a HR of 3.275 [1.165 to
9.204]. Moreover, the median survival time of CC patients (100 [54 - 138] days) was
lower than that presented by the GG genotype patients (211 [83 - 290] days, p < 0.05
vs. CC) and by the heterozygous patients (291 [72 - 332] days, p = 0.157 vs. CC).
CONCLUSION: We observed different correlation profiles between inflammatory
biomarkers within each IL6 (-174G>C) genotype. The association of the CC genotype
of the IL6 polymorphism with a poorer outcome and shorter survival time for ESRD
patients was also observed. However, further studies are required and must consider
the underlying individual genetic background, since the inflammatory state appears to
be influenced by IL6 polymorphisms, which, in turn, might be determinant for disease
progression and outcome.
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BACKGROUND AND AIMS: A healthy lifestyle promotes cardiovascular health and
reduces cardiac-related mortality in the general population, but its benefits in patients
treated with hemodialysis are uncertain. The aim of this study was to evaluate the
association of a modified American Heart Association (AHA) healthy lifestyle score,
and its individual components, with all-cause and cardiovascular mortality in a large
multinational cohort of patients treated with long-term hemodialysis.
METHOD: Based on the AHA’s recommendations for cardiovascular prevention, a
modified healthy lifestyle score was derived from non-smoking, being physically active,
higher body mass index (BMI, obesity paradox of higher BMI being protective of death
in dialysis patients), healthy diet, and well-controlled systolic blood pressure for
participants in the DIET-HD study, a multinational cohort study of adults on
hemodialysis. Hazard ratios (aHR) were estimated to evaluate the association between
the healthy lifestyle score [low (0 -3 points) as the referent, medium (4-6), and high (7-
10)] and cardiovascular and all-cause mortality by using cox model.
RESULTS: 5483 out of 9757 (56%) patients with complete lifestyle data were followed
for a median of 3.8 years (17450.9 person-years). There were 2,163 deaths, of which
826 cardiovascular-related. Compared with patients with a low lifestyle score (963,
18%), the aHRs (95%CI) for all-cause mortality among those with medium (3,621,
66%) and high (899, 16%) were 0.70 (0.63-0.78) and 0.57 (0.49-0.66), respectively.
Cardiovascular death was 17% [aHR, 0.83 (0.68-0.99] and 30% (0.70, 0.55-0.90) lower
in patients with medium and high lifestyle score, respectively. Results were consistent
in stratified or complete-case analyses, and after excluding early deaths. Risk
reductions were largely driven by being a non-smoker, physically active and having a
higher BMI. 20% of deaths were attributed to a medium/low lifestyle score (population
attributable fraction; 95% CI 12-28%).
CONCLUSION: A healthier lifestyle, especially non-smoking, regular physical activity,
and a higher BMI, is dose-dependently associated with lower all-cause and
cardiovascular mortality in hemodialysis patients.
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