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Abstract

Problem statement: Diabetes mellitus is a global public health problem with increasing prevalence. The purpose
of this study was to investigate changes in some haematological parameters in patients with type 1 diabetes (T1D)in
Sokoto, North Western Nigeria and to compare the results with non-diabetics.

Material and methods: A total of 100 consecutively recruited confirmed T1D patients constituted the subjects
for this case-control study. Subjects included 52 males (52%) and 48 females (48%). The age range and mean
range was 25-60 years and 42.45 years + 12.23 years respectively. Forty age and gender-matched non-diabetics
were monitored as controls. The packed cell volume, platelet and total white cell count and blood glucose level was
determined using standard methods and results were compared statistically with values obtained from non-diabetic
controls.

Results: The mean PCV was significantly lower among subjects with (T1D) (36.93 + 2.19) compared to the
non-diabetic controls (39.80 + 2.24), p=0.003. Diabetics with poor glycaemic control had lower packed cell volume
compared to those with lower blood sugar level. The mean platelet and total white cell count was significantly higher
among diabetics compared to non-diabetic controls (464.76 + 158.66 and 8.48 + 3.27) compared to (297.13 + 94.25
and 6.48 + 2.12) p=0.0001 and 0.001 respectively. Platelet and total white cell count increased with increasing
hyperglycaemia (t=7.66 and 6.33, p-value=0.001). We observed a significant positive correlation between high
platelet and total white cell count count and raised blood sugar level among the diabetic subjects studied (r=0.52
and 0.45) respectively. There were no statistically significant differences between haematological values based on
the gender of diabetic subjects.

Conclusion: The packed cell volume is lower among diabetic patients compared to non-diabetics. Platelet and
total white cell count are significantly higher among diabetic subjects compared to non-diabetic controls. Anaemia,
thrombocytosis and leucocytosis were associated with raised blood sugar levels among patients with type 1 diabetes.
We recommend the routine haematological monitoring of patients with type 1 diabetes to prevent complications
associated with deranged haematological values in this patient group.

identified in this group of Type2 Diabetic patients [9]. About 27% of
diabetics” patients are anaemic [10]. The mean values of TRBC, Hb,
PCV and MCHC for the diabetic patients were found to be lower than
the values of control group [11].

Keywords: Haematological parameters; Type- 1 Diabetes; Sokoto;
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Introduction

It is predicted that about 366 million people worldwide will be
diabetic by the year 2030 [1]. There are 2 types of diabetes; T1D and
Type2 Diabetes (T2D). TID is a heterogeneous disorder associated
with the destruction of pancreatic beta cells, with the resultant effect
of absolute insulin deficiency. Type2 diabetes on the other hand is
characterized by resistance to insulin action and suboptimal insulin
secretory response. Causes of diabetes ranges from autoimmune-
mediated destruction of beta cells and idiopathic destruction or
failure of beta cells [2,3]. About 5-10% of the total cases of diabetes
worldwide are due to T1D. T1D is the most common type of diabetes
in children and adolescents while Type2 Diabetes (T2D) is common
among young adults [4-6]. Typel Diabetes (T1D) has been increasing
by 2% to 5% worldwide. Approximately 1 in 300 persons in the United

Diabetes is a common community based disease among Nigerians
[12,13]. Nigeria has the highest prevalence of diabetes in Africa [14].
There is paucity of data on the effect of T1D on the haematological
parameters in Nigerians with T1D diabetes. The aim of this study was
to investigate changes in some haematological parameters in patients
with T1D in Sokoto, North Western Nigeria and to compare the results
with non-diabetics.
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States are diabetic at the age of 18 years. Epidemiologic patterns show
that several factors play a role in distribution of T1D; demographic,
geographic, biologic, cultural, and other factors (the role of infections,
early childhood diet, vitamin D exposure, environmental pollutants,
increased height velocity, obesity, and insulin resistance) [7]. Patients
with diabetes mellitus show a significant derangement in various
haematological parameters [8]. A high prevalence of anaemia was
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Materials and Methods
Subjects and study design

This case-control study was designed to investigate some
haematological parameters among diabetics’ patients in Sokoto, North
Western Nigeria. We monitored the Packed Cell Volume (PCV), Total
White Cell Count (TWBC), Platelet (PLT) COUNT and blood glucose
level of 100 consecutively recruited confirmed T1D subjects made
up of 52 males (52%) and 48 females (48%). The age range and mean
range was 25-60 years and 42.45 years + 12.23 years respectively. Forty
age and gender-matched non-exposed individuals were monitored as
controls. Haematological values obtained from subjects were compared
with that of controls and the difference analysed statistically. The effects
of socio-demographic factors were also being compared statistically.

Eligibility criteria, informed consent and ethical clearance

One hundred consecutively recruited and consenting adults
>18 years with confirmed T1D constituted the subjects for this case-
control study. Exclusion criteria included; age <18 years, non-diabetics
and failure to give written informed consent after counselling. The
mean duration of T1D was 8.9 years * 6.5 years. Socio-demographic
information; age, gender and duration of diabetes mellitus was collected
from each subjects. Written informed consent was obtained from all
participants recruited into this study (controls and subjects). Ethical
clearance was obtained from the ethical review board in the Faculty
of Medical Laboratory Science of Usmanu Danfodiyo University in
Sokoto, Nigeria.

Study area

This present research work was carried out at the Department
of Haematology Faculty of Medical Laboratory Science in Usmanu
Danfodiyo University Sokoto State, Nigeria in collaboration with
the Department of Haematology in Usmanu Danfodiyo University
Teaching Hospital in Sokoto State, Nigeria. The faculty is a centre of
excellence in the undergraduate and post graduate training of Medical
Laboratory Scientist in Nigeria. Usmanu Danfodiyo University
Teaching Hospital is a tertiary health hospital in the Northwest
geopolitical zone of Nigeria offering quality care services to residents
of Sokoto metropolis and neighbouring states of Zamfara and Kebbi.
Sokoto State is located in the extreme North Western part of Nigeria
near to the confluence of the Sokoto River and the Rima River. With
an annual average temperature of 28.3°C (82.9°F), Sokoto is, on the
whole, a very hot area. However, maximum daytime temperatures
are for most of the year generally under 40°C (104.0°F). The warmest
months are February to April when daytime temperatures can exceed
45°C (113.0°F). The rainy season is from June to October during which
showers are a daily occurrence. There are two major seasons, wet and
dry which are distinct and are characterized by high and low malarial
transmission respectively. Report from the 2007 National Population
Commission indicated that the state had a population of 3.6 million
[15].

Methods

Six millilitres of blood was collected from each participant. Three
millilitres of blood were collected into 3 tubes containing EDTA and
fluoride oxalate respectively. EDTA anticoagulated sample was used
for determination of haematological parameters while the fluoride
oxalate sample was used for the determination of blood glucose
level. PCV was estimated according to standard method described
by Dacie and Lewis [16]. The percentage Packed Cell Volume (PCV)

was determined according to the microhematocrit method [17] using
Hawksley microhematocrit centrifuge (Hawksley and Sons, UK). WBC
and PLT count was done using the haemocytometry method using the
improved Neubauer’s counting chamber.

Statistical analysis

Data were entered and analysed using statistical package SPSS
version 9 (SPSS Inc., Chicago, IL). Statistical analysis included
descriptive analysis of mean, standard deviation, student’s t-test and
chi-square analysis. A p-value of <0.05 was considered to be statistically
significant in all statistical analyses. Correlation was compared using
a version of linear regression analysis. Student’s t-test was used to
compare the differences between mean haematological values of
diabetic subjects and non-diabetic controls.

Result

This case -control study included 100 consecutively recruited
subjects with T1D diabetes aged 25-60 years with mean age 42.45 years
+ 12.23 years. The mean PCV was significantly lower among subjects
with T1D compared to the non-diabetic controls (p=0.003). Table 1
show the mean PCV, PLT and TWBC count of diabetic subjects and
non-diabetic controls. We observed that patients with poor glycaemic
control defined as higher blood sugar had lower PCV compared to
those with lower blood sugar level. The mean platelet and TWBC
was significantly higher among compared to non-diabetic controls
(p=0.0001 and 0.001) respectively. We observed that PLT and TWBC
count increased with increasing hyperglycaemia (t=7.66 and 6.33,
p-value=0.001). Table 2 show the mean PCV, PLT and TWBC count
of diabetic subjects based of their blood sugar levels. We observed a
significant positive correlation between high PLT and TWBC count
and raised blood sugar level among the diabetic subjects studied (r=0.
52 and 0.45) respectively.

Discussion

A wide range of haematology laboratory values change significantly
in patients with diabetes [18,19]. In this present study, we observed that
the PCV as an index of anaemia was significantly lower among diabetic
subjects compared to non-diabetic controls. Anaemia is prevalent

Participant Number Mean PLT count| Mean TWBC PCV (%)
Groups (x10%/1) count (x10%1)

Diabetic Subjects 100 464.76 + 158.66 | 8.48 +3.27 36.93 +2.19
Non- Diabetic 40 297.13+94.25 | 6.48+2.12 39.80 +2.24
Controls

t-value 7.70 4.27 3.10
p-value 0.0001 0.001 0.003

Table 1: The mean + SD of platelet count, white blood cell count and packed cell
volume of diabetic patients and control subjects.

Random sugar level PLT (x10°/1) WBC (x10°/1)
(mmol/l) among Diabetics
3.5-5.8 368.38 + 140.51 4.20 £ 0.00
5.9-7.0 390.00 + 0.00 6.59 + 1.84
7.1-9.0 447.75 £ 99.68 8.30 + 2.65
9.1-11.0 511.70 £ 109.47 9.44 +245
11.1-13.0 584.25 + 163.24 10.96 + 5.08
>13.1 626.72 + 84.76 11.16 £ 4.47
t-value 7.66 6.33
p-value 0.001 0.001

Table 2: Mean PCV, PLT and TWBC count of diabetic subjects based of their blood

sugar levels.
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among diabetic’s patients and may also be significant in determining
the outcome of heart failure and hypoxia-induced organ damage
in patients with diabetes [20,21]. Anaemia is a common finding in
patients with diabetes, particularly in those with overt nephropathy or
renal impairment [22]. Anaemia is associated with an increased risk
of diabetic complications including nephropathy, retinopathy and
macrovascular disease. Similarly, a previous study observed that the
mean values of TRBC, Hb, PCV and MCHC for the diabetic patients
are lower than the values of control group, indicating the presence of
anemia in the former group [11]. Anaemia has been shown to be a
risk factor for cardiovascular disease in diabetic patients particularly
those with chronic kidney disorder. There is advocacy to monitor and
manage the development of anaemia in patients with Typel Diabetes
as its presence may predate an abnormality in renal function. Anaemia
may also be significant in determining the outcome of heart failure
and hypoxia-induced organ damage in diabetes. While several factors
contribute to the increased prevalence of anaemia in diabetes, the
failure of the kidney to increase erythropoietin in response to falling
haemoglobin appears to be the dominant factor. Previous report
indicated that the occurrence of anaemia in diabetes mellitus is due
to the increased non-enzymatic glycosylation of RBC membrane
proteins, which correlates with hyperglycemia [22,23]. Previous
reports have suggested that recombinant human erythropoietin
treatment is effective in correcting erythropoietin-deficiency anaemia
in patients with diabetes [24]. About 50% of patients with diabetic
nephropathy were at CKD stages 4 and 5. Anaemia is common and
predicted mortality and there is increasing advocacy that all diabetic
patients from CKD stage 3 should be screened for anaemia [25,26].
PCV may be decreased in patients with T1D because of higher levels
of blood glucose which can potentially cause intracellular dehydration.
This finding does indicates that PVC may not be a good marker for the
monitoring of anaemia among patients with T1D. It may be better to
use haemoglobin level in the monitoring of anaemia among patients
with T1D.

The TWBC count was significantly higher among diabetics
compared to non-diabetics. We observed a positive correlation
between raised TWBC and platelet and hyperglycaemia. Previous
report indicates that diabetic foot ulcer and associated amputations are
common among diabetics particularly those with high random blood
sugars. Baseline levels of acute phase reactants (white blood cell count,
polymorphonuclear leukocyte count, platelet count, Erythrocyte
Sedimentation Rate (ESR), serum C-Reactive Protein (CRP) and
albumin) and decreased haemoglobin levels were associated with foot
ulcer-associated amputation risk [27,28]. Previous report indicates that
the total microbial load was positively correlated with the number of
isolates on tissue cultures, White Blood Cell count (WBC) and Platelet
count (PLT) [29].

In this present study, we observed that the PLT count was
significantly higher among diabetics compared to non-diabetics.
We observed a positive correlation between platelet count and poor
glycaemic control defined as raised blood sugar level. Our finding is
in agreement with previous reports which suggest that platelet counts
are higher and contribute to vascular events in patients with insulin
resistance [30]. Diabetes mellitus is a metabolic syndrome. Previous
report show that PLT and TWBC counts are higher in patients with
T1D than without the metabolic syndrome and that the rise is in a
“dose-dependent” fashion. Increase in PLT and TWBC with increasing
blood glucose in patients with T1D could be a result of a stress response.
WBC counts correlated positively with platelet counts, which may
suggest that a shared mechanism drives both the elevated platelet and

WBC counts in patients with this syndrome [31]. Clinically elevated
platelet counts are frequently seen in diabetics with a long duration
of disease. Elevated platelet levels as well as platelet dysfunction could
be injurious to the microcirculation and enhance the risk for vascular
complications. Previous report seems to suggest the possibility that
elevated platelet count could be used as a prognostic indicator of
future diabetic complications [32]. Similarly previous report has
shown that raised PLT values are commonly seen in inflammatory
and infectious diseases [33]. Reactive thrombocytosis has also been
reported among diabetic patients particularly those with poor diabetic
control associated with raised blood sugar level [34,35]. Reactive
thrombocytosis is defined as an abnormally high platelet count in
the absence of a chronic myeloproliferative disease and is associated
with many medical illnesses, including infection. Previous report
among a cohort of patients with T1D in Japan showed that reactive
thrombocytosis was common during the recovery phase of this critical
illness [36]. Similarly, a pprevious report among Japanese patient
with Type2 Diabetes which estimated insulin by the insulin resistance
index of Homeostasis Model Assessment (HOMA-IR) observed that
HOMA-IR was positively correlated to platelet count and white blood
cell count [30].

There were no statistically significant differences between
haematological values based on the gender of subjects. Our finding
is consistent with previous report which indicated that the RBC and
hematocrit concentrations were similar in male and female diabetic
patients [9]. However a previous report showed that there also seems
to be a connection between raised platelet number and female gender
[32].

Conclusion

The mean values of PCV are lower among diabetic patients
compared to non-diabetic controls. PLT and TWBC are significantly
higher among diabetic subjects compared to non-diabetic controls.
Anaemia, thrombocytosis and leucocytosis were associated with raised
blood sugar levels among T1D subjects. The findings from this present
study have implications for the effective management of diabetes
patients in Nigeria. There is the urgent need to include routine full
blood counts in the management of patients with T1D in Nigeria.

Acknowledgements

The authors would like to thank all subjects and control participants for their
collaboration. We are also grateful to staff of the Faculty of Medical Laboratory
Science of Usmanu Danfodiyo University, Sokoto (UDUS) and the Department of
Haematology and Blood Transfusion of Usmanu Danfodiyo University Teaching
Hospital (UDUTH) Sokoto, Nigeria for their support with laboratory testing and data
collection.

References

1. Wild S, Roglic G, Green A, Sicree R, King H (2004) Global prevalence of
diabetes: estimates for the year 2000 and projections for 2030. Diabetes Care
27:1047-1053.

2. Boitard C (2012) Pancreatic islet autoimmunity. Presse Med 41: e636-650.

3. Vcelakova J, Blatny R, Halbhuber Z, Kolar M, Neuwirth A, et al. (2013) The
effect of diabetes-associated autoantigens on cell processes in human PBMCs
and their relevance to autoimmune diabetes development. J Diabetes Res
2013: 589451.

4. SEARCH for Diabetes in Youth Study Group, Liese AD, D’Agostino RB Jr,
Hamman RF, Kilgo PD, et al. (2006) The burden of diabetes mellitus among US
youth: prevalence estimates from the SEARCH for Diabetes in Youth Study.
Pediatrics 118: 1510-1518.

5. Writing Group for the SEARCH for Diabetes in Youth Study Group, Dabelea D,
Bell RA, D’Agostino RB Jr, Imperatore G, et al. (2007) Incidence of diabetes in
youth in the United States. JAMA 297: 2716-2724.

J Blood Lymph
ISSN: 2165-7831 JBL, an open access journal

Volume 3 ¢ Issue 1+ 1000110


http://www.ncbi.nlm.nih.gov/pubmed/15111519
http://www.ncbi.nlm.nih.gov/pubmed/23182678
http://www.ncbi.nlm.nih.gov/pubmed/23841104
http://www.ncbi.nlm.nih.gov/pubmed/17015542
http://www.ncbi.nlm.nih.gov/pubmed/17595272

Citation: Uko EK, Erhabor O, Isaac 1Z, Abdulrahaman Y, Adias TC, et al. (2013) Some Haematological Parameters in Patients with Type-1 Diabetes
in Sokoto, North Western Nigeria. J Blood Lymph 3: 110. doi:10.4172/2165-7831.1000110

Page 4 of 4

. Forlenza GP, Rewers M (2011) The epidemic of type 1 diabetes: what is it
telling us? Curr Opin Endocrinol Diabetes Obes 18: 248-251.

. Maahs DM, West NA, Lawrence JM, Mayer-Davis EJ (2010) Epidemiology of
type 1 diabetes. Endocrinol Metab Clin North Am 39: 481-497.

. Al-Khoury S, Afzali B, Shah N, Covic A, Thomas S, et al. (2006) Anaemia
in diabetic patients with chronic kidney disease--prevalence and predictors.
Diabetologia 49: 1183-1189.

. Ezenwaka CE, Jones-Lecointe A, Nwagbara E, Seales D, Okali F (2008)
Anaemia and kidney dysfunction in Caribbean type 2 diabetic patients.
Cardiovasc Diabetol 7: 25.

10. Dipta Tashmim Farhana, Quamrun Nahar, Subhagata Choudhury (2009)
Pattern of Haematological Disorders in a Tertiary Diabetic Hospital: A Pilot
Study. J Bangladesh Coll Phys Surg 27: 148-154.

11. Ruchi Kothari, Pradeep Bokariya (2012) A comparative study of haematological
parameters in type i diabetes mellitus patients & healthy young adolescents. Int
J Biol Med Res 3: 2429-2432.

12. Alebiosu OC, Familoni OB, Ogunsemi OO, Raimi TH, Balogun WO, et al.
(2013) Community based diabetes risk assessment in Ogun state, Nigeria
(World Diabetes Foundation project 08-321). Indian J Endocrinol Metab 17:
653-658.

13. Alebiosu CO, Familoni O, Ogunsemi O, Raimi TH, Balogun W, et al. (2009)
Strategies for Improving Diabetes Care in Nigeria Research Group. Knowledge
of diabetes and hypertension care among health care workers in southwest
Nigeria. Postgrad Med 121: 173-177.

14. King H, Aubert RE, Herman WH (1998) Global burden of diabetes, 1995-2025:
Prevalence, numerical estimates, and projections. Diabetes Care 21: 1414-1431.

15. National Population Commission (NPC) (2007). National Census Figures,
Abuja, Nigeria.

16. Dacie SJV, Lewis SM (1991) Practical Haematology. (7thedn), Churchill
Livingstone Edinburgh. 521-524.

17. Alexander RR, Grifiths JM (1993) Basic biochemical methods. 2ndEdn, New
York: Wiley-Liss. 186-187.

18. Pilsczek FH, Renn W, Hardin H, Schmilling RM (2008) Clinical laboratory
values during diabetic pregnancies. J Ayub Med Coll Abbottabad 20: 3-6.

19. Farhana DT, Quamrun N, Subhagata (2009) Pattern of Haematological
Disorders in a Tertiary Diabetic Hospital: A Pilot Study. J Bangladesh Coll Phys
Surg 27: 148-154.

20. Thomas M, Tsalamandris C, Maclsaac R, Jerums G (2005) Anaemia in
diabetes: an emerging complication of microvascular disease. Curr Diabetes
Rev 1: 107-126.

2

=

22.

23.

24.

2

(&)

26.

27.

28.

2

©

30.

3

=

32.

3

w

34.

35.

36.

. Bilous R (2002) Anaemia--a diabetologist’s dilemma? Acta Diabetol 39 Suppl

1:15-19.

Oyedemi SO, Yakubu MT, Afolayan AJ (2011) Antidiabetic activities of aqueous
leaves ex- tract of Leonotis leonurus in streptozotocin induced diabetic rats. J
Med Plant Res 5: 119-125.

Thomas S, Rampersad M (2004) Anaemia in diabetes. Acta Diabetol 41 Suppl
1:13-17.

Hadjadj S, Torremocha F, Fanelli A, Brizard A, Bauwens M, et al. (2001)
Erythropoietin-dependent anaemia: a possible complication of diabetic
neuropathy. Diabetes Metab 27: 383-385.

.Ritz E (2005) Managing anaemia and diabetes: a future challenge for

nephrologists. Nephrol Dial Transplant 20 Suppl 6: 21-25.

Joss N, Patel R, Paterson K, Simpson K, Perry C, et al. (2007) Anaemia is
common and predicts mortality in diabetic nephropathy. QJM 100: 641-647.

Yesil S, Akinci B, Yener S, Bayraktar F, Karabay O, et al. (2009) Predictors
of amputation in diabetics with foot ulcer: single center experience in a large
Turkish cohort. Hormones (Athens) 8: 286-295.

Dalla Paola L, Faglia E (2006) Treatment of diabetic foot ulcer: an overview
strategies for clinical approach. Curr Diabetes Rev 2: 431-447.

.Demetriou M, Papanas N, Panopoulou M, Papatheodorou K, Maltezos E

(2013) Determinants of microbial load in infected diabetic foot ulcers: a pilot
study. Int J Endocrinol 2013: 858206.

Taniguchi A, Fukushima M, Seino Y, Sakai M, Yoshii S, et al. (2003) Platelet
count is independently associated with insulin resistance in non-obese
Japanese type 2 diabetic patients. Metabolism 52: 1246-1249.

. Jesri A, Okonofua EC, Egan BM (2005) Platelet and white blood cell counts are

elevated in patients with the metabolic syndrome. J Clin Hypertens (Greenwich)
7:705-711.

Sterner G, Carlson J, Ekberg G (1998) Raised platelet levels in diabetes
mellitus complicated with nephropathy. J Intern Med 244: 437-441.

. Williams WJ, Bentler E, Erslev AJ, Lichtman MA (1983) Thrombocytosis In:,

eds. Hematology, 3rd edn. New York: McGraw-Hill. 1342-1344.

Carobbio A, Antonioli E, Guglielmelli P, Vannucchi AM, Delaini F, et al. (2008)
Leukocytosis and risk stratification assessment in essential thrombocythemia.
J Clin Oncol 26: 2732-2736.

De Stefano V, Za T, Rossi E, Vannucchi AM, Ruggeri M, et al. (2010)
Leukocytosis is a risk factor for recurrent arterial thrombosis in young patients
with polycythemia vera and essential thrombocythemia. Am J Hematol 85: 97-100.

Schafer Al (2004) Thrombocytosis. N Engl J Med 350: 1211-1219.

J Blood Lymph
ISSN: 2165-7831 JBL, an open access journal

Volume 3 ¢ Issue 1+ 1000110


http://www.ncbi.nlm.nih.gov/pubmed/21844707
http://www.ncbi.nlm.nih.gov/pubmed/20723815
http://www.ncbi.nlm.nih.gov/pubmed/16609874
http://www.ncbi.nlm.nih.gov/pubmed/18752687
http://www.banglajol.info/index.php/JBCPS/article/view/4292
http://www.biomedscidirect.com/803/a_comparative_study_of_haematological_parameters_in_type_i_diabetes_mellitus_patients_healthy_young_adolescents/articlescategories
http://www.ncbi.nlm.nih.gov/pubmed/23961481
http://www.ncbi.nlm.nih.gov/pubmed/19179829
http://www.ncbi.nlm.nih.gov/pubmed/9727886
http://books.google.co.in/books?id=cwljCCv50SIC&pg=PA151&lpg=PA151&dq=15.%09National+Population+Commission+(NPC)+(2007).+National+Census+Figures,+Abuja,+Nigeria.&source=bl&ots=Wq8Esi28TK&sig=x3NdHiMCcHUv58uQFtGrkuktjIs&hl=en&sa=X&ei=UKNzUqTbCsL_rQfgm4GICA&
http://www.arpapress.com/Volumes/Vol11Issue3/IJRRAS_11_3_21.pdf
http://www.ncbi.nlm.nih.gov/pubmed/19024174
http://www.bcpsbd.org/Journal/BCPS%20J%20September%202009.pdf
http://www.ncbi.nlm.nih.gov/pubmed/18220587
http://www.ncbi.nlm.nih.gov/pubmed/12038697
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3614195/
http://www.ncbi.nlm.nih.gov/pubmed/15103543
http://www.ncbi.nlm.nih.gov/pubmed/11431605
http://www.ncbi.nlm.nih.gov/pubmed/15958822
http://www.ncbi.nlm.nih.gov/pubmed/17921197
http://www.ncbi.nlm.nih.gov/pubmed/20045802
http://www.ncbi.nlm.nih.gov/pubmed/18220646
http://www.ncbi.nlm.nih.gov/pubmed/23878539
http://www.ncbi.nlm.nih.gov/pubmed/14564674
http://www.ncbi.nlm.nih.gov/pubmed/16330892
http://www.ncbi.nlm.nih.gov/pubmed/9893096
http://www.indianpediatrics.net/july1995/787.pdf
http://www.ncbi.nlm.nih.gov/pubmed/18443353
http://www.ncbi.nlm.nih.gov/pubmed/20052743
http://www.ncbi.nlm.nih.gov/pubmed/15028825

	Title

	Corresponding author
	Abstract
	Keywords
	Introduction
	Materials and Methods
	Subjects and study design
	Eligibility criteria, informed consent and ethical clearan
	Study area
	Methods
	Statistical analysis

	Result
	Discussion
	Conclusion
	Acknowledgements
	Table 1

	Table 2

	References



