
difference in eGFR at baseline (DM2 44.64 (95% CI41.42-49.78) vs. noDM2 44.31 (95%
CI41.14-46.72)) and in eGFR decline (DM2 -1.23 (95% CI -1.75 to -0.80) vs. noDM2 -
1.27 (95% CI-1.55 to -1.09)) mL/min/year; p 0.9) between the two groups. Mean renal
survival time for the entire population was 8.4 (95% CI 8.2-8.6) years. DM2 (HR 0.36
(95% CI0.13-0.92)), primary renal disease (p 0.001), higher albuminuria (p 0.03), hyper-
cholesterolemia (HR 1.00 (95% CI1.00-1.01)), higher cardio-vascular comorbidity score
(HR 0.59 (95% CI0.41-0.87)), treatment with calcium channel blockers (HR 2.19(95%
CI1.23-3.92)) and absence of renin-angiotensin system inhibitors (HR 0.57 (95% CI0.32-
1.02)) were associated with RRT initiation in the Cox regression model.

CONCLUSIONS: Initiation of an appropriate treatment, i.e.renin-angiotensin system
inhibitors, and intensive management of the modifiable risk factors (albuminuria,
hypercholesterolemia, cardio-vascular comorbidities) are necessary to retard progres-
sion of CKD and, subsequently, to improve renal survival in diabetic patients.
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INTRODUCTION AND AIMS: Atherosclerosis and microangiopathy within the brain
parallel diabetic nephropathy (DN) in the course of Type 2 diabetes mellitus (DM).
The aim of our study was to evaluate the time frame of vascular remodelling in the
course of Type 2 diabetes mellitus (DM) in two vascular territories, the kidney and the
brain, both affected by diabetic vasculopathic complications. The pattern of vascular
involvement was evaluated in relation to miRNAs profile.

METHODS: Seventy-six patients with Type 2 DM and 19 healthy subjects were assessed
concerning urine albumin: creatinine ratio (UACR); urinary nephrin, podocalyxin,
and synaptopodin as biomarkers of podocye injury; urinary N-acetyl-b-D-glucosami-
ninidase (uNAG), urinary kidney injury molecule-1 (uKIM-1) as biomarkers of proxi-
mal tubule dysfunction; eGFR. MiRNAs were quantified in blood and urine by a real-
time PCR System. The neurosonology methods included intima-media thickness
(IMT) in the common carotid arteries, the resistance index (RI) in the internal carotid
arteries and the middle cerebral arteries; the cerebrovascular reactivity was assessed
through the breath-holding index (BHI).

RESULTS: Within the kidney miRNA21 and miRNA125a correlated directly with
podocalyxin, uNAG, UACR, and indirectly with eGFR (R2¼0.702; p<0.0001);
miRNA124, miRNA126, and miRNA146a correlated directly with podocalyxin, synap-
topodin, uNAG, KIM-1, UACR, and indirectly with eGFR (R2¼0.761; p<0.0001);
miRNA192 correlated indirectly with synaptopodin, uNAG, UACR, and directly with
eGFR (R2¼0.881; p<0.0001). With regard to the cerebral haemodynamics indices,
miRNA21 and miRNA192 correlated directly with IMT and RI, and indirectly with
BHI (R2¼0.792; p<0.0001), pointing to negative effects of these miRNAs to cerebral
vessels remodelling; miRNA124, miRNA125a, miRNA126, miRNA146a correlated
indirectly with IMT, RI, and directly with BHI (R2¼0.835; p&lt0.0001), suggesting neu-
roprotective effects.These observations were consistent across all groups studied, even
in normoalbuminuric patients.

CONCLUSIONS: In Type 2 DM patients the time frame of vascular remodelling is dis-
sociated within the brain and the kidney. Sequentially, changes to the cerebral vessels
appear to precede renal involvement in early DN. This phenomenon may be explained
by the variability of miRNAs expression within the two organs.

SP443 BETATROPHIN AND RENAL FUNCTION IN DIABETIC
PATIENTS

Samar Abd ElHafeez3, Noha Amin2, Yasmine Issa1

1Biochemistry, Faculty of Medicine, Alexandria, Egypt, 2Internal Medicine, Faculty of
Medicine, Alexandria, Egypt and 3Epidemiology, High Institute of Public Health,
Alexandria, Egypt

INTRODUCTION AND AIMS: Human betatrophin has been discovered a few years
ago, and its link to diabetes mellitus (DM) is gaining more attention. Being an

adipokine/hepatokine, betatrophin seems to be a player in lipid and carbohydrate
metabolism, though its exact role is still controversial. Several studies have shown that
circulating levels of betatrophin are increased in type 2 diabetes compared to non-dia-
betics; however, the determinants of this increase have been scarcely studied. We aimed
to study the association between the betatrophin level and DM and to investigate the
influence of renal function on this relationship.

METHODS: A case control study was done among 100 recently diagnosed ( within 3
months) type 2 DM adult (aged�18 years) patients, randomly selected from those
attending the out-patient diabetic clinic at the Main Alexandria University Hospital
(serves four Egyptian governorates) and age and sex-matched 100 healthy controls.
Controls were selected from healthy workers at the Alexandria University without the
history of DM or impaired glucose level. Participants with type 1 DM, history of
chronic kidney disease, acute infections, blood loss or transfusion, or malignancy were
excluded. Demographic and clinical data were collected by interviewing eligible
patients after their informed consent. Blood pressure, weight, height, fasting and ran-
dom blood sugar, serum betatrophin by ELISA, HBA1c, LDL, HDL, VLDL, AST, ALT,
triglyceride, urea, and serum creatinine were measured. Glomerular filtration rate
(eGFR) was estimated by cystatin C CKD-EPI equation. The independent relationship
between betatrophin and DM was tested in a un-adjusted model, model adjusting for
demographic and clinical data, and model for the two sets of variables combined
together with eGFR.

RESULTS: ,Age mean6 standard deviation (SD) was 51610 and 50612 years among
diabetics versus (vs.) non-diabetics. 51% of diabetics and 46% of non diabetics were
males. Serum betatrophin was significantly higher among diabetics vs. non-diabetics
[median, interquartile range (IQR): 33000(6050-148500) vs. 1900(1100-79950) pg/ml,
p¼0.006]. Estimated GFR was significantly lower among cases vs. controls [median
(IQR): 49.02(16.28-61.87) vs 80.83(72.15-89.21) ml/min/1.73 m2, p<0.001]. Systolic
blood pressure, lipid profile, serum urea, serum albumin, HbA1c, AST, and ALT were
significantly associated with DM (p<0.05). Serum betatrophin was directly correlated
with HBA1c (r¼ 0.28, p<0.001), ALT (r¼ 0.30, p¼0.001), and AST (r¼ 0.28,
p<0.001), while inversely correlated with eGFR (r¼-0.22, p¼0.003). The un-adjusted
model showed that the risk of DM was 5 times higher among patients in the 2nd tertile
of betatrophin (Odds ratio (OR)¼ 5.44, 95 % confidence interval (CI): 1.80-16.43,
p¼0.003) and 4 times higher in the 3rd tertile of betatrophin (OR¼ 4.03, 95 % CI: 1.37-
11.84, p¼0.01). Adjustment for smoking status, cardiovascular disease, systolic blood
pressure, body mass index, LDL, and ALT data substantially increased the direct rela-
tionship between betatrophin and DM [ 2nd tertile (OR¼ 7.82, 95%CI: 1.68-36.39,
p¼0.009), 3rd tertile(OR¼ 6.26, 95%CI: 1.21-32.50, p¼0.003)] which became largely
not significant for both betatrophin tertiles after adjustment of eGFR [ 2nd tertile (OR¼
3.38, 95%CI: 0.30-38.78, p¼0.33), 3rd tertile(OR¼ 2.17, 95%CI: 01.0-49.84, p¼0.63)]

CONCLUSIONS: This study highlights a possible renal link to the significantly elevated
circulating betatrophin levels in type 2 diabetic subjects Further longitudinal studies
are required to understand the role of kidney in the increased level of betatrophin
among type 2 diabetic patients
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INTRODUCTION AND AIMS: Retinopathy and nephropathy are two important
microvascular complications in diabetic patients. Proteinuria is a known predictor of
the development of diabetic retinopathy (DR) in type 1 diabetic subjects. However, a
few studies have demonstrated the effect of abnormal renal profiles on the development
or progression of DR in type 2 diabetes. The aim of this study was to investigate the
association of renal function with the progression of DR in Korean patients with type 2
diabetes.

METHODS: We enrolled the 1,483 patients with type 2 diabetes who had undergone
fundus photography for examinations of DR from August 2006 to February 2014, and
had been measured consecutively for renal profiles. The subjects were divided into two
groups with or without a progression of DR (new-onset DR or proliferative DR). Cox
regression analyses were used to evaluate the hazard ratios (HRs) for the renal profiles
of progression of DR.

RESULTS: The mean age of the study participants was 58.4612.1 years and 798 (54%)
were women. The mean follow-up period was 4.062.0 years. A higher serum creatinine
level (HR of 1.917 for an increase of 1 mg/dL; 95% CI, 1.363-2.698; P<0.001), a protei-
nuria (HR, 1.571; 95% CI, 1.296-1.904; P<0 .001), and HbA1c at baseline (HR, 1.250;
95% CI, 1.150-1.358; P<0 .001) were all associated with progression of DR. After
adjusting the baseline values, the follow-up renal profiles, including a decreased esti-
mated glomerular filtration rate (eGFR) of more than 20% (HR, 1.897; 95% CI, 1.248-
2.884; P¼ 0 .003), and a development of proteinuria (HR, 2.142; 95% CI, 1.260-3.640;
P¼ 0.005) were still correlated with progression of DR.

CONCLUSIONS: Our study showed that abnormal kidney function predicted the pro-
gression of DR in patients with type 2 diabetes. Abnormal follow-up renal profiles such
as decreased eGFR and development of proteinuria were also associated with
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