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lagpacyancnatmacy associated diseases, notably insulin resistance and type-II diabetes.™*!
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Obese adipose tissues (AT) shows hallmarks of chronic low-grade
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Ty inflammation, which is believed to facilitate the development of insulin
resistance.l) Insulin resistance is defined as a decreased response of

the peripheral tissues to insulin action. Individuals with insulin resistance are predisposed to
developing type-11 diabetes mellitus (T2DM). Increasingly, insulin resistance has been
recognized as the integral feature of the so-called metabolic syndrome, which includes
glucose intolerance, insulin resistance, obesity, hypertriglyceridemia, low HDL cholesterol,
hypertension, and accelerated atherosclerosis.”) The cluster of pathologies known as
metabolic syndrome, including obesity, insulin resistance, type-l1l diabetes, and
cardiovascular disease (CVD), has become one of the most serious threats to human health.
The dramatic increase in the incidence of obesity in most parts of the world has contributed to
the emergence of this disease cluster, particularly insulin resistance and type-11 diabetes."!

Obesity is commonly associated with insulin resistance and hyperinsulinemia and is a major
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risk factor for the development of type-11 diabetes and cardiovascular disease.® Obesity is an
epidemic, calling for innovative and reliable pharmacological strategies. ShK-186 shows that,
a selective and potent blocker of the voltage-gated Kv1.3 channel, counteracts the negative
effects of increased caloric intake in mice with a diet which rich in fat and fructose. ShK-186
reduced weight gain, adiposity and fatty liver, decreased blood levels of cholesterol, sugar,
HbA1c, insulin and leptin and enhanced peripheral insulin sensitivity. These changes mimic
the effects of Kv1.3 gene deletion. ShK-186 did not alter weight gain in mice on a chow diet,
suggesting that the obesity inducing diet enhances sensitivity to Kv1.3 blockade.*® There is a
growing evidence that Fatty acid-induced B cell apoptosis shows a link between obesity
and diabetes.l”! Peroxisome Proliferator Activated Receptors (PPARS) are members of the
nuclear hormone receptor super family. Three subtypes are described: PPARa, PPARd and
PPARg, encoded by different genes. PPARs form heterodimers with retinoic X receptors
(RXR) and regulate transcription of various genes after binding to PPAR Response Elements
(PPREs). PPARg is implicated in adipocyte differentiation 1+3 and regulates lipid and
glucose homeostasis.® A higher body mass index (BMI) is a strong predictor of type-1I
diabetes (T2D), with a linear increase in diabetes risk across the whole spectrum of BMI.
Although, diabetes risk is highest in obese people with BMI1~30 kg/m?, a great proportion of
future cases comes from the large population of overweight individuals with a BMI between
25 and 30 kg/m?. Recent national figures from the US and UK suggest that at least one third
of the population is now overweight and another third (24% UK) is obese [with severe
implications for the future burden of diabetes.”” In contrast, obesity increases the risk of
chronic age-related diseases, such as type-Il diabetes, heart disease, osteoarthritis, certain
types of cancer, and thus constitutes a major and rising global health problem.®® Moreover,
leptin treatment ameliorated type-11 diabetes mellitus and resolved hypogonadism. This study
has three unique features: (1) Firstly, it represents the only opportunity to study the effects of
leptin in leptin-naive adults. (2) Secondly, it describes hormone replacement treatment of a
genetic form of obesity in adults and thirdly, it addresses the effects of leptin replacement in
the only individual identified with leptin-deficiency who has a diagnosis of type-11 diabetes
mellitus. (11). Prevalence of childhood obesity is increasing world widely. This development

is accompanied by an increased prevalence of type-11 diabetes mellitus.!**

KEYWORDS: Diabetes Mellitus, Physicians attitude, Obesity, type-I1I Diabetes Mellitus,

patient Adherence.

WWW.Wjpr.net Vol 6, Issue 2, 2017. 69



http://www.wjpr.net/

Deneshwary et al. World Journal of Pharmaceutical Research

2. MATERIALS AND METHODS

2.1 Systemic literature search: A systemic literature search was conducted to identify
interventions containing information on investigating adherence to medical treatment of
diabetic patients. Apart from this article, that focus upon studies on overweight and obese
individuals issues were also collected to observe if an increase in weight of an individual
would indirectly cause type-Il Diabetes. Search terms consist of result of an overweight or

obese patient will cause type-11 diabetes for a prolong time.

2.2 Study Selection: Studies in primary care, outpatient, community settings and hospital
settings were included. Randomized controlled trials, controlled before and after studies,
observational studies were appropriate for inclusion. Complete articles were retrieved for

further assessment if the information given suggestions of that study.

1. Include patients with type-II diabetes mellitus

2. Patients whom are overweight or obese

3. Insulin tolerance or ineffective due to overweight problems

4. Issues of patient's adherence to weight control and medication dose as indicated by the
medical physician.

5. Aimed at patients as well as health care providers

6. Used a design as described in the inclusion criteria for study design.

2.3 Data Collection: All trials identified for inclusion were independently assessed. Trial
quality was assessed and the extracted data was required. Researches were not blinded about
information on authors and journals. The quality of an individual trial was assessed by
scoring a list of nine topics: randomization, concealment of allocation, patient blinding,
blinding of administrator of treatment, blinding of outcome assessment, description of losses
to follow-up or withdrawals, intentional to treat analysis, similarity of groups at the start of
the study and groups equally provided of care. Quality assessment was done individually by
every individual researcher by scoring on these questions where answers were compared
afterward. Overall quality was graded as A (good), B (medium), C (poor), by mutual
agreement. The extracted data were entered in a structured Excel sheet. Studies with

comparable interventions were grouped and the results were synthesized in a narrative way.
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3. RESULT

3.1 Methodology quality: The quality of the included studies was overall satisfactory except
for one which did not support and prove that diabetes cause is related to weight gain. Even
though the lipotoxic etiology of human adipogenic diabetes not proven directly the fact that
troglitazone, an agent that reduces islet fat in ZDF rats and prevents their diabetes, is equally
efficacious in the human form of the disease is consistent with a common aetiology. It is
therefore possible that prophylactic interventions that reduce fat accumulation and no
production in islets will prevent the anticipated epidemic of obesity associated NIDDM in the
U.S.[ Laboratory tests and experiments were done to investigate and proof that there is a
relation between obesity and diabetes mellitus, for example, articlel: 235 & & 1L 131 54 [14]
Clinical survey follow up was also conducted in article.”? A prospective study was conducted
in article’ and.!*®! White Hall Cohort Studies was under went using Oral Glucose Tolerance

Test (OGTT) in abstract.™”!

a) Data Collection from Hospital Databases: Ascertainment of incident type-1l diabetes
involved a review of the existing data sets at each centre using multiple sources of evidence
including self-report, linkage to primary-care registers, secondary-care registers, medication
use (drug registers), hospital admissions and mortality data. Information from any follow-up
visit or external evidence with a date later than the baseline visit was used.® An analysis was
based on cross-sectional data collected , the overall design of the survey was a modification
of the Third National Health and Nutrition Examination Survey (NHANES II1), conducted by
the US National Center for Health Statistics.™*

b) Questionnaire distribution: Research nurses administered to each man a standard
questionnaire including questions on smoking habits, alcohol intake, physical activity and
medical history. Details of classification methods for smoking status, social class, physical
activity and body mass index have been reported. Physical measurements were made and non
fasting blood samples taken. Five years after screening, a postal questionnaire similar to that
administered at screening, was sent to all surviving men and detailed information obtained on

changes in smoking behaviour, body weight, and other risk factors.

c) Laboratory Test: Frozen plasma samples that had been stored were included in this
analysis. All subjects were between 18 and 50 years of age, non smokers at the time of the
study and except for type-1l diabetes in 17 Pima Indians, healthy according to a physical

examination and routine laboratory tests. No subject had clinical or laboratory signs of acute
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infection and none had a history of, or presence of, clinically evident cardiovascular

disease.l!

Anthropometric measurements

Body composition was estimated by total body dual energy x-ray absorptiometry (DPX-L;
Lunar Corp., Madison, WI) with calculation of percent body fat, fat mass and fat-free mass as
described.”! Waist and thigh circumferences were measured at the level of umbilicus and the
gluteal fold in the supine and standing position, respectively and the waist-to-thigh ratio was

calculated as an index of body fat distribution.™

3.2 Intervention
In terms of therapeutics, our findings suggest that interventions that regulate the ER stress

response offer new opportunities for preventing and treating type-I1 diabetes.?!

3.3 Quantitative synthesis

Studies from[® 23 456.8.11.13] g4 [14]

shows that an increase in weight directly influences the
chances of getting diabetes mellitus. While Clinical survey follow up was also conducted
showing result based on 12,403 incident cases of T2D identified in 26 centres in eight
European countries as part of the Interact case cohort study showed independent, significant
contributions of both BMI and WC to the risk of T2D. We found greater HRs for WC in
women, compared to men, in analysis of standardised, continuous measures as well as using
recommended clinical thresholds for abdominal obesity. In terms of absolute risk, 7% of men
and 4.4% of women who were overweight and had a large WC at baseline developed diabetes
over a 10 years period, placing them at an absolute risk equivalent to or higher than that of
obese participants.l”V A prospective study was conducted in this 20 years follow up study and
possibly reflecting the duration of obesity and its consequences, increasing BMI was
associated with a progressive and significant increase in the adjusted risk of major CVD and
diabetes even after additional adjustments for systolic blood pressure and total cholesterol .
20 years follow up study and possibly reflecting the duration of obesity and its consequences,
increasing BMI was associated with a progressive and significant increase in the adjusted risk
of major CVD and diabetes, even after additional adjustments for systolic blood pressure and
total cholesterol. Moderate weight reductions (5-10%) have been shown to be associated
with an improvement in blood pressure, blood lipids, 3—7 insulin sensitivity and glycolated
haemoglobin.®
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4. DISCUSSION

The present study revealed two important findings. First, the confirmation of previous
findings that obesity and type-Il diabetes are associated with low plasma adiponeptin
concentrations and indicated that this hypo-adiponectinemia is evident across different ethnic
groups with marked differences in the propensity for obesity, type-Il diabetes, and
atherosclerosis. Second, the results and fasting insulinemia than to adiposity and glycaemia,
which suggests that the hypo-adiponectinemia in people with obesity and type-II diabetes is
in large part attributable to insulin resistance and/or hyperinsulinemia.l® Studies demonstrate
the presence of Kv1.3 in human BAT, it may provide a rationale for evaluating ShK-186’s
effectiveness as an inducer of energy expenditure in obese humans. The liver, a key organ for
whole-body energy metabolism balance and signal integration, is a second target for ShK-186
therapy. ShK-186 therapy caused widespread changes in central energy and lipid metabolism
in the liver, which may contribute to the peptide’s anti-obesity effects.l*¥) Laboratory tests
and experiments have being conducted at overseas to prove the point. But a collection of
statistical reading on patient information such as weight, BMI, age, daily life style has not yet
being conducted yet in the South pacific. In addition to obese and severely obese individuals,
at high risk of diabetes, more than a third of the population in the US and UK is overweight.
These individuals’ risk of T2D is much less well defined, despite its potentially greater
contribution to the absolute burden of diabetes and related complications. We show that
assessment of WC identifies those at high risk of T2D among the large group of individuals
who are overweight.”! Moderate weight reductions (5%-10%) have been shown to be
associated with an improvement in blood pressure, blood lipids, 3-7 insulin sensitivity and
glycolated haemoglobin.! In the context of diabetes prevention, it may therefore not be
optimal to focus only on promoting weight loss in the most obese individuals, but also aiming
at preventing small weight gains in the entire population (i.e., shifting the entire BMI
distribution to the left). This will only give a small benefit to each individual, but may prove
effective at the population level in terms of preventing diabetes and CVD events in the
future.'™ It remains to be shown how the inflammatory response initiated in WAT ultimately
causes systemic insulin resistance. Increased lipolysis is one possible piece of the puzzle. The
observed increase of lipolysis in obese WAT could result in the release of a large amount of
FFAs, and an increased FFA level in the circulation has been shown to result in resistance to
insulin signalling in skeletal muscle and liver. Therefore, it is possible that FFAs are an
important link between chronic adipose inflammation and systemic insulin resistance.™

However, in the presence of chronic ER stress, such as we see in obesity, the effect of ER
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stress on metabolic regulation would lead to the development of insulin resistance and,
eventually, type 2 diabetes.”! WC is independently and strongly associated with T2D,
particularly in women, and should be more widely measured. If targeted measurement is
necessary for reasons of resource scarcity, measuring WC in overweight individuals may be
an effective strategy since it identifies a high-risk subgroup of individuals who could benefit
from individualised preventive action.[”) In this 20 years follow up of middle aged men,
overweight/ obesity is associated with a significant increase in risk of major CVD and
diabetes even after additional adjustment for systolic blood pressure and total cholesterol.
Our findings provide evidence supporting the benefits of weight reduction in
overweight/obese men 3(3) and suggest that the younger the age at intervention the greater
the probable benefit.!”! Compared with lifestyle changes alone, or list at plus lifestyle changes
resulted in a greater reduction in the incidence of type 2 diabetes over 4 years and produced
greater weight loss in a clinically representative obese population. Difference in diabetes
incidence was detectable only in the IGTT subgroup; weight loss was similar in subjects with
IGTT and or NGT.!"®!

5. CONCLUSION

The question whether obesity and weight gain would improve treatment of patient adherence
towards type-I1 diabetes mellitus still has some misconceptions cause not all the abstracts has
proof example, although there is currently no experimental evidence to support this, it is at
least possible that adiponeptin itself may affect insulin sensitivity and/or insulinemia.l® But
regardless of some mishap there are some survey base abstract that shows and proof the

alternate answer.

In the end only eleven studies could be included in this subgroup analysis of a systematic
review. Though, the term "adherence' is often mentioned in titles or abstracts, adherence itself
is not the subject of the research presented.

It is important though to state that this review did not show evidence that educational
interventions may be ineffective or even harmful. Finally, this review process point at how

trustworthy research in the future should be conducted.
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