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1. Introduction

Metabolic Syndrome (MetS) consists of physical con-
ditions and metabolic abnormalities commonly found in 
association with increased risk for development of type-2 
diabetes mellitus (T2DM), cardiovascular disease (CVD) 
and other medical conditions [1]. Worldwide prevalence 
of MetS ranges from <10% to as high as 84%. Higher 
socio-economic status, sedentary lifestyle and high Ba-
sal Metabolic Index (BMI) were significantly associated 

with MetS. The prevalence of metabolic syndrome is 
increasing in India, both in the urban and rural areas. It 
has escalated in different parts of India to figures now 
ranging from 11% to 41% [1]. Furthermore, the prevalence 
is 1.5 -2 times higher in women compared to men [2,3]. 
The proposed central abnormality associated with MetS 
is insulin resistance (IR) [4]. Insulin secretory capacity can 
be assessed by measuring C-peptide. Serum C-peptide is 
commonly used as a surrogate marker of endogenous in-
sulin secretory capacity but due to perceived practical re-
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To assess the correlation between urinary C peptide creatinine ratio 
with serum C peptide, serum insulin and its correlation with clinical and 
biochemical parameters of metabolic syndrome. A total of 100 subjects 
more than 18 years of age with metabolic syndrome according to ATP III 
criteria with 100 controls were included in a prospective observational 
study for a period of 1.5 years. Individual parameters of metabolic 
syndrome was higher in females with hypertriglyceridemia was most 
common and hyperglycaemia least common parameter of metabolic 
syndrome. Fasting urinary C peptide creatinine ratio and Stimulated urinary 
C peptide correlate significantly with fasting serum C peptide (p<0.01), 
stimulated serum C peptide (p<0.01), serum fasting insulin (p<0.01) and 
HOMA IR (p<0.01). A fasting urinary C peptide creatinine ratio of more 
than 1.8 nmol/mmol, stimulated urinary C peptide creatinine ratio more 
than 2.8 nmol/mmol and HOMA IR >2.7 can be used as a parameter to 
distinguish individual with and without metabolic syndrome. Urinary C 
peptide creatinine ratio correlate with serum C peptide and parameters 
of metabolic syndrome and can be used as a non-invasive simple tool to 
assess insulin resistance and also to distinguish patients with and without 
metabolic syndrome.
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strictions associated with sample collection its widespread 
use is limited. A 24 hour urine C-peptide (UCP) excretion 
provides an accurate means of assessing beta cell-secreto-
ry capacity and correlate with both fasting and stimulated 
serum insulin and C-peptide [5,6]. However, obtaining an 
accurate and complete 24 hour urine collection has limited 
the utility of this test [7-9]. Creatinine adjusted urine C-pep-
tide concentration enables the use of ‘spot’ urine samples 
in place of 24-h urine collection. Several workers have 
established that high serum C peptide levels coexist with 
hyperinsulinemia in metabolic syndrome but there are 
very few studies on correlation of urinary C peptide cre-
atinine ratio with metabolic syndrome and so we decided 
to explore the correlation of urinary C-peptide creatinine 
ratio in patients with metabolic syndrome and also its 
correlation with parameters of metabolic syndrome at our 
place.

2. Materials and Methods

A prospective observational study was conducted from 
January 2018 to June 2019 on subjects attending Guwa-
hati Medical College. For calculating the sample size, 
at 10% population prevalence and 5.8% margin of error 
the required minimum sample size was 100. Total 100 
Individuals more than 18 years of age fulfilling criteria 
for metabolic syndrome according to ATP III with 100 
control subjects were included. All agreed to participate 
and gave oral and written consent. Criteria for metabolic 
syndrome according to ATP III includes any three of five 
criteria. Waist circumference >90 cm (M), >80 cm (F), 
Fasting glucose ≥100 mg/dl, Triglycerides≥150 mg/dl, 
HDL cholesterol<40 mg/dl (M), <50 mg/dl (F), Blood 
pressure->130 mm Hg systolic or>85 mm Hg diastolic. 
Exclusion criteria includes patients with chronic kidney 
disease (egfr<60 ml/min), post pancreatectomy, patients 
on insulin and sulphonylureas. Detailed history and thor-
ough clinical examination were done as per proforma. 
Anthropometric data collected from all the patients and 
includes height and weight measurement. BMI calculated 
for all patients and recorded, waist circumference and 
hip circumference was recorded in all patients and waist: 
Hip ratio calculated. Routine investigation like Haemo-
globin (Hb), Total Leucocytes Count (TLC), Differential 
Leucocytes Count (DLC), Erythrocyte Sedimentation 
Rate (ESR), Liver Function Test (LFT), Kidney Function 
Test (KFT), Plasma glucose, HBA1C, eGFR Calculated, 
Thyroid function test, ECG, Chest x ray, USG abdomen. 
Markers of metabolic syndrome like hsCRP, serum uric 
acid, fasting lipid profile (Triglycerides, Total cholesterol, 
High Density lipoprotein, Low Density lipoprotein), fast-
ing blood glucose (FBG) done in all cases. 

Ethics approval

The Institutional Review Board of Guwahati Medical 
College and Hospital approved the study protocol (Num-
ber-MC/190/2007/PT-11/47).

3. Method

Patient preparation

Stimulated urine sample collected to assess maximum 
endogenous C-peptide response. Patients were asked to 
collect second void fasting urine sample after voiding ear-
ly morning fasting urine. 75 gm of Glucose in water to be 
taken within 5-10 minute, patient should not eat anything 
else for the next 2 hours unless you have a hypoglycaemic 
episode, in which case test should be done on another day. 
Patient can drink water freely throughout the duration 
of the collection. 2 hours after collect urine and send for 
analysis. Sample processing done immediately for fasting 
C-peptide (Serum & Urine), Stimulated C peptide (120 
minutes post glucose) (Serum & Urine), fasting urinary C 
peptide and stimulated urinary C peptide creatinine ratio 
calculated and finding recorded, fasting serum Insulin. 
HOMA IR calculated using fasting serum insulin and fast-
ing plasma glucose and findings recorded. The C peptide 
and serum insulin measurement was done by electrochem-
iluminescence immunoassay “ECLIA” is intended for use 
on Elecsys and cobas e immunoassay analyzers. Urinary 
creatinine was assessed by Jaffé method using Roche/Hi-
tachi cobas c systems..

Statistical analysis

Statistical analysis was done using SPSS software. The 
continuous data were expressed as mean± standard devia-
tion (SD) and range. Correlation was established by Pear-
son correlation method. Multilinear regression analysis 
was used to determine association between dependent and 
independent variable.

Patient and Public Involvement (PPI) statement

Patients or the public were not involved in the design, 
or conduct, or reporting, or dissemination plans of our re-
search.

4. Results

Our study reveals significant gender differences with 
higher prevalence of metabolic syndrome in females as com-
pared to males. Out of total 100 patients, 43 (43%) patients 
were male and 57 (57%) were females with higher rates of 
metabolic syndrome in elderly. Females have significantly 
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higher baseline fasting urinary C peptide and fasting serum C 
peptide as compared to male (8.76±2.25 nmol/mmol; p-0.04; 
1.74±0.65 nmol/mmol, p<0.0001). Similarly, fasting 
urinary C peptide creatinine ratio, stimulated urinary C 
peptide creatinine ratio (3.4±1.12 nmol/mmol, p<0.0001; 
5.66±2 nmol/mmol p-0.02), serum insulin and HOMA IR 
(12.85±2.43 IU, p-0.04; 2.65±0.62, p-0.04) were statisti-
cally significant in female subjects as compared to males. 
Table 1 shows the baseline characteristics of patients and 

control subjects. Hypertriglyceridemia was the most com-
mon and hyperglycaemia least common component of 
metabolic syndrome in our study group (Table 2). There 
was significant positive correlation between fasting uri-
nary C peptide creatinine ratio with Serum triglyceride 
(r-0.721, p<0.01), CRP(r-0.783, p<0.01), fasting serum 
C peptide (r-0.422, p<0.01) (Figure 1), stimulated serum 
C peptide (r-0.663, p<0.01) (Figure 2), Serum Insulin 
(r-0.528, p<0.01), HOMA IR (r-0.626,p<0.01), FBS (r-

Table 1. Baseline characteristics between cases and control

Variable Control Cases P value

Age 36.69±12.9 35.95±12.1 0.672

Serum creatinine 0.82±0.1 0.83±0.1 0.578

Weight 63.69±8.83 84.82±12.33 <0.0001

EGFR 106.8±14.3 107.76±14.08 0.634

AST 19.27±4.25 40.79±9.14 <0.0001

ALT 17.32±3.87 40.94±13.84 <0.0001

Cholesterol 124.71±18.93 175.48±35.83 <0.0001

LDL 134.08±24.18 146.3±35.94 0.005

HDL 35.5±7.74 36.21±7.99 0.53

TG 207.27±44.16 208.27±47.72 0.878

Uric acid 6.01±0.85 6.02±0.87 0.902

hs-CRP 7.2±1.4 7.33±1.64 0.562

FBS 81.1±9.16 82.47±11.32 0.348

PPBS 128.96±9.02 134.78±13.16 <0.0001

Fasting urinary C peptide(nmol) 2.21±0.42 8.36±2.22 <0.0001

Stimulated urinary C peptide (nmol) 3.55±0.59 13.76±2.58 <0.0001

Urine creatinine(mmol) 2.73±0.69 2.83±0.84 0.371

Fasting serum C peptide (nmol) 0.87±0.29 1.51±0.73 <0.0001

Stimulated serum C peptide(nmol) 1.39±0.45 2.51±0.75 <0.0001

Fasting urinary C peptide creatinine ratio(nmol/mmol) 1.2±0.32 3.12±1.08 <0.0001

Stimulated urinary C peptide creatinine ratio(nmol/mmol) 2.05±0.37 5.28±1.86 <0.0001

Waist circumference(cm) 79.98±7.36 109.19±12.32 <0.0001

Hip circumference(cm) 85.62±7.71 105.88±7.57 <0.0001

W:H ratio 0.94±0.05 1.05±0.05 <0.0001

Height(cm) 161.98±9.33 162.58±9.58 0.654

Weight(kg) 65.28±9.6 84.82±12.33 <0.0001

BMI (kg/m2) 24.63±2.34 31.97±3.31 <0.0001

HBA1C (%) 5.37±0.27 5.53±0.5 0.005

Fasting serum insulin (MIU/L) 10.98±1.46 12.43±2.32 <0.0001

HOMA IR 2.19±0.33 2.54±0.62 <0.0001

EGFR-Estimated glomerular filtration rate, AST-Aspartate transaminase, ALT-Alanine transaminase, FBS-Fasting blood sugar, PPBS-
Post prandial blood sugar, TG-Triglycerides, LDL-Low density lipoprotein, HDL-High density lipoprotein, hs-CRP-High sensitivity 
C-reactive protein, BMI-Body mass index, HOMA IR-Homeostatic model assessment -Insulin Resistance
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0.384, p<0.01), PPBS (R-0.536 P<0.01), Waist: Hip 
ratio(r-0.421, p<0.01) (Table 3). Similarly there was sig-
nificant negative correlation between fasting urinary C 
peptide creatinine ratio with HDL (r-0.195, p<0.01) (Table 
4). Stimulated urinary C peptide creatinine ratio showed 
significantly positive correlation with Serum triglyceride 
(r-0.735, p<0.01), CRP (r-0.758, p<0.01), fasting serum 
C peptide (r-0.399, p<0.01) (Figure 3), stimulated serum 
C peptide (r-0.545, p<0.01) (Figure 4), Serum Insulin (r-
0.580, p<0.01), HOMA IR (r-0.634, p<0.01), FBS (r-0.331, 
p<0.01), PPBS (r-0.386 p<0.01), Waist: Hip ratio (r-0.330, 
p-0.001) (Table 5&6). On multiple linear regression 
analysis with fasting urinary C peptide creatinine ratio as 
dependent variable there was significant association with 
stimulated serum C peptide (p-<0.0001), Serum FBS (p-
0.04), Serum triglycerides (p<0.0001) and fasting serum 
insulin (p<0.0001) (Table 7). On multiple linear regres-
sion analysis with stimulated urinary C peptide creatinine 
ratio as dependent variable there was significant associ-
ation with stimulated serum C peptide (p-0.03), Serum 
triglycerides (p<0.0001) and fasting serum insulin (p-
<0.0001) (Table 8). The receiver operating characteristic 
(ROC) curve of fasting and stimulated urinary C peptide 
creatinine ratio for the diagnosis of Metabolic syndrome 
was depicted and the area under the curve (AUC) was 
calculated (Figure 5). The ROC curve identified a cut-off 
of fasting UCPCR ≥ 1.8 nmol/mmol and stimulated UCP-
CR >2.8 nmol/mmol for discriminating individual with 
metabolic syndrome from control population (AUC 0.980 
& 0.999) with 100% sensitivity and specificity. The ROC 
curve identified a cut-off of HOMA IR ≥2.7 for discrim-
inating patients with metabolic syndrome from control 
population (AUC 0.66) with 30% sensitivity and 95% 
specificity.

Table 2. Distribution of component metabolic syndrome 
among subjects(N-100) according to ATP III criteria

Component Male (N-43) Female (N-57) Total

FBS >100mg/dl 2(25%) 6(75%) 8(100%)

TG >150mg/dl 41(43.2%) 54(56.8%) 95(100%)

HDL

 <40mg/dl (Males) 32 (74.4%) - 43(100.0%)

<50mg/dl (Females) - 47 (82.5%) 57 (100.0%)

Waist Circumference 

Males >90cm 38 (88.4%) - 43 (100.0%)

Females >80cm - 51 (89.5%) 57(100.0%)

Systolic blood pressure 
(>130mmHg)

18(43.9%) 23(56.1%) 41(100%)

Diastolic blood pressure 
(>85mmHg)

33(49.3%) 34(50.7%) 67(100%)

Table 3. Pearson correlation: Fasting Urinary C peptide 
creatinine ratio in metabolic syndrome(N-100)

Parameter Correlation coefficient r P Value

Fasting serum C peptide(nmol) 0.422 <0.01

Stimulated serum C peptide(nmol) 0.663 <0.01

Serum Insulin (MIU/L) 0.528 <0.01

HOMA IR 0.626 <0.01

Table 4. Pearson correlation: Fasting urinary C peptide 
creatinine ratio in metabolic syndrome(N-100)

Parameter Correlation coefficient r P Value

Low Density Lipoprotein(mg/dl) 0.078 0.44

High Density Lipoprotein(mg/dl) -.195 <0.01

Triglyceride(mg/dl) 0.721 <0.01

Uric acid(mg) -0.011 0.913

hs-CRP (mg) 0.783 <0.01

Fasting Blood Sugar(mg/dl) 0.384 <0.01

Post Prandial Blood Sugar(mg/dl) 0.536 <0.01

HBA1C (%) 0.099 0.105

Waist Circumference(cm) 0.114 0.261

Waist: Hip Ratio 0.421 < 0.01

BMI (kg/m2) 0.188 0.06

Table 5. Pearson correlation: Stimulated Urinary C pep-
tide creatinine ratio in metabolic syndrome

Parameter Correlation coefficient r P Value

Fasting serum C peptide(nmol) 0.399 <0.01

Stimulated serum C peptide(nmol) 0.545 <0.01

Serum Insulin (MIU/L) 0.580 <0.01

HOMA IR 0.634 <0.01

Table 6. Pearson correlation: Stimulated Urinary C  
peptide creatinine ratio in metabolic syndrome

Parameter Correlation coefficient r P Value

Low Density Lipoprotein(mg/dl) 0.049 0.628

High Density Lipoprotein(mg/dl) -.163 0.105

Triglyceride(mg/dl) 0.735 <0.01

Uric acid(mg) 0.108 0.283

hs-CRP (mg) 0.758 <0.01

Fasting Blood Sugar(mg/dl) 0.331 <0.01

Post Prandial Blood Sugar(mg/dl) 0.386 <0.01

HBA1C (%) 0.105 0.298

Waist circumference (cm) 0.055 0.589

Waist:Hip Ratio 0.330 0.001

BMI (kg/m2) 0.142 0.16

DOI: https://doi.org/10.30564/jer.v3i2.3451



5

Journal of Endocrinology Research | Volume 03 | Issue 02 | July 2021

Distributed under creative commons license 4.0

Table 7. Multiple linear regression analysis with fasting 
urinary C peptide creatinine ratio as dependent variable

Dependent Variable: 
Fasting urinary C peptide 

creatinine ratio
   

95.0% 
Confidence 

Interval for B

 Β T Sig.
Lower 
Bound

Upper 
Bound

Fasting serum C 
peptide(nmol)

.091 .886 .378 -.114 .296

Stimulated serum C 
peptide(nmol)

.405 3.677 <0.0001 .186 .624

Triglycerides(mg/dl) .009 4.931 <0.0001 .005 .012
Waist:Hip Ratio 2.584 1.851 .067 -.189 5.357

Fasting Blood Sugar (mg/
dl)

.012 1.994 .049 .000 .024

Fasting serum Insulin 
(MIU/L)

.119 3.833 <0.0001 .057 .180

Low Density Lipoprotein 
(mg/dl)

.000 -.170 .865 -.004 .003

High Density Lipoprotein 
(mg/dl)

.004 .469 .640 -.013 .022

Table 8. Multiple linear regression analysis with stimulat-
ed urinary C peptide creatinine ratio as dependent variable

Dependent Variable: 
Stimulated urinary C 

peptide creatinine ratio

95.0% 
Confidence 

Interval for B

 Β T Sig.
Lower 
Bound

Upper 
Bound

Fasting serum C 
peptide(nmol)

.202 1.145 .255 -.148 .551

Stimulated serum C 
peptide(nmol)

.409 2.173 .032 .035 .782

Triglycerides(mg/dl) .019 6.338 <0.0001 .013 .025
Waist:Hip Ratio 2.454 1.030 .306 -2.276 7.183

Fasting Blood Sugar 
(mg/dl)

.019 1.842 .069 -.001 .039

Fasting serum insulin 
(MIU/L)

.231 4.382 <0.0001 .126 .336

Low Density Lipoprotein 
(mg/dl)

.000 .074 .941 -.006 .006

High Density 
Lipoprotein (mg/dl)

.021 1.410 .162 -.009 .051

Figure 1. Scatter plot: Fasting urinary c peptide creatinine ratio and Fasting Serum C Peptide

Figure 2. Scatter plot: Fasting urinary c peptide creatinine ratio and stimulated Serum C Peptide

DOI: https://doi.org/10.30564/jer.v3i2.3451
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Figure 3. Scatter plot: stimulated urinary c peptide creatinine ratio and Fasting Serum C Peptide

Figure 4. Scatter plot: stimulated urinary c peptide creatinine ratio and stimulated Serum C Peptide

Figure 5. ROC curve to identify patients with metabolic syndrome from control population
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ROC curve to identify patients with metabolic syn-
drome from control population. The ROC curve identified 
a cut-off of fasting UCPCR ≥ 1.8 nmol/mmol and stim-
ulated UCPCR >2.8nmol/mmol for discriminating indi-
vidual with metabolic syndrome from control population 
(AUC 0.980 & 0.999) with 100% sensitivity and specific-
ity. The ROC curve identified a cut-off of HOMA IR ≥2.7 
for discriminating patients with metabolic syndrome from 
control population (AUC 0.66) with 30% sensitivity and 
95% specificity.

5. Discussion

Higher levels of central obesity are found among 
South Asians compared to European Whites with in-
sulin resistance is the central feature of the Metabolic 
syndrome. In our study, we found higher prevalence of 
metabolic syndrome in females (57%) as compared to 
males (43%), metabolic syndrome rate increases with in-
creasing age and was higher in elderly. In a similar study 
Seerat Beigh [10] and D S Prasad [11] found that female have 
higher prevalence of metabolic syndrome as compared 
to males and rates are higher in older age groups. On the 
other hand, Anthonia o ogbera [12] found that frequency 
of occurrence of the metabolic syndrome was similar for 
men and women and it increases with age in both sex-
es. Hypertriglyceridemia (95%) was the most common 
and hyperglycaemia (8%) least common component of 
metabolic syndrome in our study group. Also, individual 
component of metabolic syndrome was higher in female 
subjects as compared to males. Yasmeen khan [13] in her 
study found hyperglycaemia as the most common parame-
ter of metabolic syndrome followed by high Triglyceride, 
obesity, high blood pressure and low HDL. Seerat Beigh 
[10] found hypertension (38%) the most important metabolic 
syndrome parameters in the study subjects. Fasting urinary 
C peptide creatinine ratio and stimulated urinary C peptide 
creatinine ratio was higher in females as compared to male 
subjects (2.76±0.93 nmol/mmol vs 3.4±1.12 nmol/mmol, 
p<0.0001) & (5.66±2 nmol/mmol vs 4.79±1.56 nmol/mmol, 
p-0.02) which was very similar to study by Nicholas J 
Thomas [14] where he found that gender affects urinary C 
peptide excretion, with values 1.48-fold higher in women 
than men. This difference is because of gender differ-
ences in muscle mass in females as compared to males 
which leads to higher creatinine excretion (3.02±0.91 vs 
2.69±0.77, p-0.05). Similarly, Kulkarni et al [15] found that 
urinary C peptide creatinine ratio to be 1.5 times higher in 
women than men. Serum fasting insulin (12.85±2.43 IU 
vs 11.88±2.06 IU, p-0.04) and HOMA IR (2.65±0.62 vs 
2.39±0.6, p-0.04) was significantly higher in female sub-
jects than males which is similar to study by Chen-Huan 

Chen [16] in Chinese population. In our study fasting uri-
nary C peptide creatinine ratio was positively correlated 
with fasting serum C peptide (r-0.422, p<0.01), stimulated 
serum C peptide(r-0.663, p<0.01), fasting Serum Insulin 
(r-0.528, p<0.01), HOMA IR (r-0.626,p<0.01) and Waist: 
Hip ratio(r-0.421, p<0.01).Richard A Oram [17] found that 
in participants with normal renal function, fasting sec-
ond void UCPCR correlate with serum insulin, serum C 
peptide, and HOMA2- IR. kulkarni et al [15] and Jose E [18] 
similar to our study found urinary C peptide correlated 
with serum C peptide and serum insulin. Mary T [19] found 
that the fasting urinary C peptide may serve as a practical 
method for estimating the secretion rate of insulin. Studies 
on correlation between serum C peptide with blood sugar 
level shows positive correlation but there are sparse stud-
ies on urinary C peptide and blood sugar level. We found 
fasting urinary C peptide creatinine ratio to be positively 
correlated with FBS (r-0.384, p<0.01) and post prandial 
blood sugar (r-0.536, p-0.01). HsCRP and dyslipidaemia 
known to be associated with metabolic syndrome and its 
component but studies on urinary C peptide are lacking, 
our study showed significant positive correlation with 
hsCRP (r-0.783, p<0.01) and Serum triglyceride (r-0.721, 
p<0.01). Yanai Wang [20] on the other hand didn’t find 
correlation between fasting urinary C peptide creatinine 
ratio and triglyceride, HDL and LDL cholesterol. In our 
study stimulated urinary C peptide creatinine ratio has 
significant positive correlation with fasting serum C pep-
tide (r-0.399 p<0.01), stimulated serum C peptide (r-545 
p<0.01), fasting serum insulin (r-580 p<0.01), HOMA IR 
(r-634 p<0.01) which is in accordance with study con-
ducted by Richard A Oram [17] where he showed 120 min 
stimulated urinary C peptide creatinine ratio correlate 
with serum insulin and serum C-peptide. Mary T [19] found 
that post prandial and 24 hour urinary C peptide excretion 
correlate with secretion rate of insulin. Renato pasquali [21] 
while evaluating clinical application of the 24-h urinary 
C-peptide excretion rate found positive correlation with 
fasting and post prandial serum C peptide. Pokhriyal BN 
[22] found that home urine C-peptide determination could 
be practical alternative to serum C-peptide in detecting 
severe insulin deficiency. Although no study has correlat-
ed stimulated urinary C peptide with metabolic syndrome 
parameters, we found significant positive correlation be-
tween stimulated urinary C peptide creatinine ratio with 
waist: Hip ratio (r-0.330 p<0.01), serum triglyceride (r-735 
P<0.01), hsCRP (R-0.758 p<0.01), fasting blood sugar 
(r-331 p<0.01) and significant negative correlation with 
High density lipoprotein (r-241 p-0.016). We found that 
on multivariate analysis both fasting and stimulated uri-
nary C peptide creatinine ratio correlate with stimulated 
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serum C peptide as compared to fasting serum C peptide. 
Literature also suggests that stimulated serum C peptide 
to be more accurate as compared to fasting serum C pep-
tide. The receiver operating characteristic (ROC) curve of 
fasting and stimulated urinary C peptide creatinine ratio 
for the diagnosis of Metabolic syndrome was depicted and 
the area under the curve (AUC) was calculated (Figure 5). 
The ROC curve identified a cut-off of fasting UCPCR ≥ 
1.8 nmol/mmol and stimulated UCPCR >2.8 nmol/mmol 
for discriminating individual with metabolic syndrome 
from control population (AUC 0.980 & 0.999) with 100% 
sensitivity and specificity. HOMA IR cut-off of 2.5 is 
established for the diagnosis of metabolic syndrome with 
sensitivity of >70% and specificity of >60% as shown by 
previous studies in Indian adolescents [23]. The ROC curve 
identified a cut-off of HOMA IR ≥2.7 for discriminating 
patients with metabolic syndrome from control population 
(AUC 0.66) with 30% sensitivity and 95% specificity.

This study opens the door for future clinical research 
to establish additional criteria for diagnosis of Metabolic 
syndrome and to assist in refining the definition of Met-
abolic syndrome. In view of lack of comparative studies 
on urinary C peptide creatinine ratio in patients with 
metabolic syndrome, small sample size and observational 
design it is difficult to establish clinical significance of 
subtle abnormalities noticed in this study. Further studies 
are needed to verify the finding of our studies

In conclusions, urinary C-peptide is a useful indicator 
of beta cell function owing to sensitivity, reproducibility 
and convenience of the test. Urinary C peptide creatinine 
ratio is feasible and reliable marker of insulin secretion 
and insulin resistance in patient with metabolic syndrome. 
Fasting and stimulated urinary C peptide creatinine ratio 
correlate positively with markers of metabolic syndrome 
and can be used for differentiating individuals with and 
without metabolic syndrome with high sensitivity and 
specificity. Urinary C peptide creatinine ratio may be in-
corporated in diagnostic criteria in the future. Similarly, 
HOMA IR of >2.7 can also be used as cut off in individual 
at high risk of metabolic syndrome. Further work is need-
ed to examine the potential clinical uses of this novel test 
and to verify the finding of our study.

6. Strength and Limitation

Very few studies have been done on fasting and stimu-
lated urinary C peptide creatinine ratio and its correlation 
in metabolic syndrome.

This study opens the door for future clinical research 
to establish additional criteria for diagnosis of Metabolic 
syndrome and to assist in refining the definition of Meta-
bolic syndrome.

In view of lack of comparative studies on urinary C 
peptide creatinine ratio in patients with metabolic syn-
drome, small sample size and observational design it is 
difficult to establish clinical significance of subtle abnor-
malities noticed in this study. 

Further studies are needed to verify the finding of our 
studies.

Contributor Ship Statement

Dr Dipti Sarma developed the research concept pre-
sented here along with Dr Manoj Gedam and Dr Bipul 
Choudhury. Dr Manoj contributed to the study design and 
managed the database. Dr Dipti Sarma, Dr Manoj Gedam 
and Dr Bipul Choudhury participated in the data analy-
sis. Dr Dipti Sarma and Dr Manoj Gedam wrote the first 
draft along with Dr Bipul Choudhury and were primary 
responsibility for final content. All authors have read and 
approved the final draft of the manuscript.

Conflict of Interest

No conflict of interest.

Source of Funding

This research did not receive any specific grant from 
any funding agency in the public, commercial or not-for-
profit sector.

Patient Consent

Informed verbal consent was obtained from the patient 
or primary caregiver.

Data Sharing Statement

Data are available upon reasonable request. Extra data 
is available by emailing- dr.manojvgedam@gmail.com.

References

[1] Misra A, Khurana L. Obesity and the Metabolic 
Syndrome in Developing Countries. J Clin Endo-
crinol Metab. 2008;93(11_Supplement_1):s9 -30. 
[PubMed].

[2] D. Prabhakaran, V. Chaturvedi, P. Shah et al., “Dif-
ferences in the prevalence of metabolic syndrome in 
urban and rural India: a problem of urbanization,” 
Chronic Illness, vol. 3, no. 1, pp. 8 -19, 2007.View 
at: Publisher Site.

[3] A. Misra and L. Khurana, “The metabolic syndrome 
in South Asians: epidemiology, determinants, and 
prevention,” Metabolic Syndrome and Related Disor-
ders, vol. 7, no. 6, pp. 497 -514, 2009.View at: Pub-

DOI: https://doi.org/10.30564/jer.v3i2.3451



9

Journal of Endocrinology Research | Volume 03 | Issue 02 | July 2021

Distributed under creative commons license 4.0

lisher Site | Google Scholar.
[4] John B. Buse, Kenneth S. Polonsky, Charles F. Bu-

rant. Type 2 Diabetes Mellitus. In: Williams textbook 
of endocrinology. Shlomo Melmed, Kenneth S. Po-
lonsky, P. Reed Larsen, Henry M. Kronenberg (ed), 
Elsevier Saunders.12th edi., 2011.chap.31.pp 1371-
435.

[5] Gjessing HJ, Matzen LE, Froland A, Faber OK. 
Correlations between fasting plasma C-peptide, 
glucagon-stimulated plasma C-peptide, and urinary 
C-peptide in insulin-treated diabetics. Diabetes Care 
1987;10:487-90.

[6] Huttunen NP, Knip M, Kaar ML, Puukka R, Akerblom 
HK. Clinical significance of urinary C-peptide excretion 
in children with insulin- dependent diabetes mellitus. 
Acta paediatrica Scandinavica 1989;78:271-7.

[7] Meistas MT, Zadik Z, Margolis S, Kowarski AA. 
Correlation of urinary excretion of C-peptide with 
the integrated concentration and secretion rate of in-
sulin. Diabetes 1981;30:639-43.

[8] Aoki Y. Variation of endogenous insulin secretion 
in association with treatment status: assessment by 
serum C-peptide and modified urinary C-peptide. Di-
abetes Res Clin Pract 1991;14:165-73. 

[9] Cote AM, Firoz T, Mattman A, Lam EM, von 
Dadelszen P, Magee LA. The 24-hour urine collec-
tion: gold standard or historical practice? American 
journal of obstetrics and gynecology 2008;199:625 
e1-6.

[10] Beigh SH, Jain S. Prevalence of metabolic syn-
drome and gender differences. Bioinformation. 
2012;8(13):613 -616. 

 DOI: 10.6026/97320630008613.
[11] Prasad DS, Kabir Z, Dash AK, Das BC. Prevalence 

and risk factors for metabolic syndrome in Asian In-
dians: A community study from urban Eastern India. 
J Cardiovasc Dis Res. 2012;3(3):204 -211. 

 DOI: 10.4103/0975-3583.98895.
[12] Ogbera, A.O. Prevalence and gender distribution of 

the metabolic syndrome. Diabetol Metab Syndr 2, 1 
(2010). 

 DOI: 10.1186/1758-5996-2-1.
[13] Prevalence of metabolic syndrome crossing 40% in 

Northern India: Time to act fast before it runs out of 
proportions Khan Yasmee, Lalchandani Arati, Gupta 
Ajesh Chandra, Khadanga Sagar, Kumar Sanjeev.

[14] Thomas, N. J., Shields, B. M., Besser, R. E. J., Jones, 
A. G., Rawlingson, A., Goodchild, E., … Hattersley, 
A. T. (2012). The impact of gender on urine C-peptide 
creatinine ratio interpretation. Annals of Clinical Bio-
chemistry, 49(4), 363 -368. https://doi.org/10.1258/

acb.2011.011164.
[15] Urinary c-peptide and urine c-peptide/creatinine ratio 

(ucpcr) are possible predictors of endogenous insu-
lin secretion in t2dm subjects - a randomized study 
kulkarni c m1, sumangala patil2.

[16] Correlation of fasting serum C-peptide and insulin 
with markers of metabolic syndrome-X in a homoge-
neous Chinese population with normal glucose toler-
ance a,c, c b * Chen-Huan Chen, Shih-Tzer Tsai, Pe-
sus Chou aDepartment of Social Medicine, National 
Yang-Ming University, Taipei, Taiwan bCommunity 
Medicine Research Center, National Yang-Ming 
University, Taipei, Taiwan cDepartment of Medicine, 
Veterans General Hospital-Taipei, Taipei, Taiwan.

[17] Oram RA, Rawlingson A, Shields BM, et al. Urine 
C-peptide creatinine ratio can be used to assess in-
sulin resistance and insulin production in people 
without diabetes: an observational study. BMJ Open 
2013;3: e003193. 

 DOI: 10.1136/ bmjopen-2013-003193.
[18] Urinary C-Peptide Excretion: A Novel Alternate 

Measure of Insulin Sensitivity in Physiological Con-
ditions Jose E. Galgani1, Lilian de Jonge1, Jennifer 
C. Rood1, Steven R. Smith1, Andrew A. Young2 and 
Eric Ravussin1 Obesity (2010) 18, 1852 -1857. 

 DOI: 10.1038/oby.2010.70.
[19] Correlation of Urinary Excretion of C-Peptide with 

the Integrated Concentration and Secretion Rate of 
Insulin MaryT Meistas, Zvi Zadik,Simeon Margolis, 
A Avinoam KowarskiDiabetes Aug 1981, 30 (8) 639-
643.

 DOI: 10.2337/diab.30.8.639.
[20] Wang Y, Gao Y, Cai X, et al. Clinical Implications 

of Urinary C-Peptide Creatinine Ratio in Patients 
with Different Types of Diabetes. J Diabetes Res. 
2019;2019:1747684. Published 2019 Aug 7. 

 DOI: 10.1155/2019/1747684.
[21] Pasquali, R., Biso, P., Baraldi, G. et al. Acta di-

abet. lat (1983) 20: 153. https://doi.org/10.1007/
BF02624916.

[22] URINE C-PEPTIDE TEST: A NOVEL NON-INVA-
SIVE TECHNIQUE FOR DIAGNOSIS AND MAN-
AGEMENT OF PATIENTS WITH TYPE-1 DIA-
BETES Pokhriyal BN*, Thorat K, Dubey R, Limaye 
DA, Joshi YM and Kadam VJ IJRPC 2012, 2(2).

[23] https://www.researchgate.net/publication/259499343A 
study of Insulin Resistance by HOMA-IR and its Cut 
off Value to Identify Metabolic Syndrome in Urban 
Indian Adolescents.

DOI: https://doi.org/10.30564/jer.v3i2.3451


