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1. WHAT DO YOU UNDERSTAND BY PRIMARY OR SIMPLE OBESITY

    Primary or Simple obesity is characterized by a normal or increased growth rate with an acceleration of bone age maturation. When longitudinal growth slows down in the presence of obesity, a hormonal disturbance should be sought. Despite normal growth, simple obesity is characterized by a reduced GH secretion evaluated by standard provocative tests, the administration of GH-releasing hormone or spontaneous 24-hour secretion. In obese children GH secretion may be as low as in poorly growing children with classical GH deficiency. The endocrine abnormalities along the GH axis seem to involve complex mechanisms at the hypothalamic, pituitary and peripheral level. Recent data suggest that simple obesity is associated with an increase in GH clearance and a decrease in GH synthesis and secretion. It is also associated with high insulin and insulin-like growth factor I levels which may interfere in the complex endocrine interactions. In conclusion, simple obesity is characterized by normal growth in the presence of ‘hyposomatotropism’.

 2. HOW DOES CONGENITAL SYNDROME AND DRUG THERAPY AFFECTS OBESITY

    Children with Down syndrome are more likely than their unaffected siblings to have higher levels of a hormone associated with obesity, according to pediatric researchers. The hormone, leptin, may contribute to the known higher risk of obesity among children and adults with Down syndrome. Genetic syndromes associated with childhood obesity include the following:

· Prader-Willi syndrome

· Pseudohypoparathyroidism

· Laurence-Moon-Biedl (Bardet-Biedl) syndrome

· Cohen syndrome

· Down syndrome

· Turner syndrome

Hormonal disorders associated with childhood obesity include the following:

· Growth hormone 

· Hypothyroidism

· Leptin deficiency or resistance to leptin action

· Glucocorticoid excess (Cushing syndrome)

     Pharmacotherapy is a second step in the treatment of obesity, approved only when weight loss targets were not reached through lifestyle intervention. During the history of antiobesity drugs, many of them were withdrawn because of their side effects. Various guidelines recommend prescribing drug therapy for obesity through consideration of the potential benefits and limitations. Orlistat deactivates intestinal lipase and inhibits intestinal fat lipolysis. It is actually the only drug on the European market approved for the treatment of obesity. Orlistat therapy reduces weight to a modest extent, but it reduces the incidence of diabetes beyond the result achieved with lifestyle changes. Recently, some effective antiobesity drugs like sibutramine and rimonabant have been removed from the market due to their side effects. The new combination of topimarate and fentermine is approved in the US but not in Europe. The cost effectiveness of long-term pharmacotherapy of obesity is still an unresolved question.Various pharmacologic agents, referred to as anorectic drugs, are used as adjuncts to behavioral therapy in weight reduction programs. The two classes of anorectic drugs currently available are the noradrenergic and the serotonergic agents. Noradrenergic Agents. Noradrenergic drugs affect weight loss through action in the appetite center. Serotonergic Agents. The serotonergic drugs partially inhibit the reuptake of serotonin and release serotonin into the synaptic cleft, thus acting on the hypothalamus to decrease satiety.

 3. OUTLINE THE AETIOLOGY OF CANCER AND ITS MOLECULAR BASIS.

     In most persons, obesity is primary—no obvious cause exists other than an imbalance in energy intake and expenditure. Medical disorders such as Cushing's syndrome, hypothyroidism and hypogonadism rarely cause obesity. Genetic factors play a role, but the specific mechanism is unclear. Recently, a mutation in the gene coding for the beta3-adrenergic receptor has been found to be associated with an increased capacity to gain weight in some morbidly obese persons. In theory, low beta3-adrenergic activity could promote obesity by slowing lipolysis, causing retention of lipids in fat cells.  Regardless of recent developments in understanding this problem, obesity should be considered a condition with multiple causes. Genetic, cultural, socioeconomic, behavioral and situational factors all play a role in dietary habits and weight control. The substances that cause cancer are called carcinogens. A carcinogen may be a chemical substance, such as certain molecules in tobacco smoke. The cause of cancer may be environmental agents, viral or genetic factors. We should bear in mind, though, that in the majority of cancer cases we cannot attribute the disease to a single cause.  We can roughly divide cancer risk factors into the following groups: 

1. Biological or internal factors, such as age, gender, inherited genetic defects and skin type

2. Environmental exposure, for instance to radon and UV radiation, and fine particulate matter

3. Occupational risk factors, including carcinogens such as many chemicals, radioactive materials and asbestos

4. Lifestyle-related factors.

· Lifestyle-related factors that cause cancer include: tobaccoalcoholUV radiation in sunlightsome food-related factors, such as nitrites and poly aromatic hydrocarbons generated by barbecuing food).Lifestyles can prevent cancer

· Cancer causing factors related to work and living environments include: asbestos fibrestar and pitchpolynuclear hydrocarbons (e.g. benzopyrene)Some metal compoundsSome plastic chemicals (e.g. Vinyl chloride)

· Bacteria and viruses can cause cancer: Helicobacter pylori (H. pylori, which causes gastritis)HBV, HCV (hepatitis viruses that cause hepatitis)HPV (human papilloma virus, papilloma virus, which causes changes eg. Cervical cells)EBV (Epstein-Barr virus, the herpes virus that causes inflammation of the throat lymphoid)

· Radiation can cause cancer: ionising radiation (e.g. X-ray radiation, soil radon)non-ionised radiation (the sun’s ultraviolet radiation)

· Some drugs may increase the risk of cancer: certain antineoplastic agentscertain hormonesmedicines that cause immune deficiency

Molecular basis of cancer 

Cancer is a group of diseases characterized by an autonomous proliferation of neoplastic cells which have a number of alterations, including mutations and genetic instability. Cellular functions are controlled by proteins, and because these proteins are encoded by DNA organized into genes, molecular studies have shown that cancer is a paradigm of acquired genetic disease. The process of protein production involves a cascade of several different steps, each with its attendant enzymes, which are also encoded by DNA and regulated by other proteins. Most steps in the process can be affected, eventually leading to an alteration in the amount or structure of proteins, which in turn affects cellular function. However, whereas cellular function may be altered by disturbance of one gene, malignant transformation is thought to require two or more abnormalities occurring in the same cell. Although there are mechanisms responsible for DNA maintenance and repair, the basic structure of DNA and the order of the nucleotide bases can be mutated. These mutations can be inherited or can occur sporadically, and can be present in all cells or only in the tumor cells. At the nucleotide level, these mutations can be substitutions, additions or deletions. Several of the oncogenes discussed below, including the p53, c-fms, and Ras genes, can be activated by point mutations that lead to aminoacid substitution in critical portions of the protein.

