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 PRIMARY OR SIMPLE OBESITY

         It is a kind of obesity that doesn't show clinical disorders. It is not as a result of genetic mutation but due to nutritional disorder such as overeating. This kind of obesity can be acquired by no genetic factors but mainly physical situations. At an individual level, a combination of excessive food energy intake and a lack of physical activity are thought to explain most cases of obesity. Increasing rates of obesity at a societal level are felt to be due to an easily accessible and palatable diet, increased reliance on cars, and mechanized manufacturing. A 2016 review supported excess food as the primary factor.

       Consumption of sweetened drinks such as soft drinks, fruit drinks, iced tea, and energy and vitamin water drinks is believed to be contributing to the rising rates of obesity and to an increased risk of metabolic syndrome and type 2 diabetes. Vitamin D deficiency is related to diseases associated with obesity.

      HOW CONGENITAL SYNDROME AND DRUG THERAPY AFFECTS OBESITY
             Obesity is most commonly caused by a combination of excessive food intake, lack of physical activity, and genetic susceptibility. A few cases are caused primarily by genes, endocrine disorders, medications, or mental disorder. Obesity is mostly preventable through a combination of social changes and personal choices. Changes to diet and exercising are the main treatments. Diet quality can be improved by reducing the consumption of energy-dense foods, such as those high in fat or sugars, and by increasing the intake of dietary fiber. Medications can be used, along with a suitable diet, to reduce appetite or decrease fat absorption. If diet, exercise, and medication are not effective, a gastric balloon or surgery may be performed to reduce stomach volume or length of the intestines, leading to feeling full earlier or a reduced ability to absorb nutrients from food. 

            Excessive body weight is associated with various diseases and conditions, particularly cardiovascular diseases, diabetes mellitus type 2, obstructive sleep apnea, certain types of cancer, osteoarthritis, and asthma. As a result, obesity has been found to reduce life expectancy. Obesity increases the risk of many physical and mental conditions. These comorbidities are most commonly shown in metabolic syndrome, a combination of medical disorders which includes: diabetes mellitus type 2, high blood pressure, high blood cholesterol, and high triglyceride levels. 

          Like many other medical conditions, obesity is the result of interplay between genetic and environmental factors. Polymorphisms in various genes controlling appetite and metabolism predispose to obesity when sufficient food energy is present. Obesity is a major feature in several syndromes, such as Prader–Willi syndrome, Bardet–Biedl syndrome, Cohen syndrome, and MOMO syndrome. (The term "non-syndromic obesity" is sometimes used to exclude these conditions.) In people with early-onset severe obesity (defined by an onset before 10 years of age and body mass index over three standard deviations above normal), 7% harbor a single point DNA mutation.

          Medical illnesses that increase obesity risk include several rare genetic syndromes (listed above) as well as some congenital or acquired conditions: hypothyroidism, Cushing's syndrome, growth hormone deficiency, and some eating disorders such as binge eating disorder and night eating syndrome. Certain medications may cause weight gain or changes in body composition; these include insulin, sulfonylureas, thiazolidinediones, atypical antipsychotics, antidepressants, steroids, certain anticonvulsants (phenytoin and valproate), pizotifen, and some forms of hormonal contraception. 

CURRENT PHARMACOTHERAPEUTIC OPTIONS FOR OBESITY TREATMENT

A) Drugs decreasing energy intake

I)  Classical Centrally Acting Anorexiant Medications: The classical anorexiants act within the central nervous system to alter the release and reuptake of neurotransmitters long known to be implicated in appetite: norepinephrine, serotonin, and dopamine.

II) Drugs in development or used off-label that may act centrally as anorexiant medications: Hormones and neurotransmitter systems involved in modulating the hypothalamic leptin signaling pathway have therefore been investigated for their potential ability to alter body weight in obese individuals.

B) Drugs affecting nutrient trafficking

I) Medications affecting digestion in the gut 

a. Orlistat. By inhibiting gastrointestinal lipases, Orlistat reduces the absorption of approximately 30% of ingested dietary fat. Orlistat 120 mg three times a day was approved by the FDA in 2003 for management of obesity in adolescents 12–16 years of age.

 ETIOLOGY OF CANCER AND its MOLECULAR BASIS

Normally, body cells tend to duplicate and when they grow older the old cells are removed by apoptosis. The molecular basis of this is seen in the shortening of the telomeres of chromosomes on the cells. Telomeres are part of the cell during cell division. Cancer cells are able to escape apoptosis of the normal cell cycle. They accomplish this by the production of the enzyme Telomere polymerase which tends to elongate the telomeres on the chromosomes which prolongs cell life. In this way apoptosis is prevented and the cancer cells are thus immortalized. All normal cells receive signals for apoptosis. Chemicals that cause cancer destroys this signal hence, cells continue to multiply uncontrollably.

Cancer arises from factors within the cell and external factors within the environment e.g. inherited mutations and mutations due to environment factors. Cancer cause the mutation of genes during replication and gene mutation results in cancer. Etiology of cancer is multifactorial. Physical, chemical, hormonal, metabolic, genetic and environmental factors all play a role in cancer development. Oncogene is the coordinating system of all cancer. Carcinogens are mutagens and vice versa. Whatever causes mutation of genes cause cancer. In summary carcinogens whether physical or chemical cause DNA damage which leads to mutation and mutation causes cancer. 

Every normal cell has DNA gene repair mechanism that corrects defects that occur during replication. Carcinogens affect a hereditary mutation which affects the repair genes and hence cancer results. About 50% if human cancer is due to mutation or deletion of this repair gene called anti-oncogene or oncosuppressor gene. 

THINGS THAT CAUSE CANCER

1. CARCINOGENES

· Physical carcinogens: x-ray, UV light, gamma rays etc.

· Chemical carcinogens: (a). Asbestos, tobacco (components are nicotine, carbon monoxide, nitrogen oxide), aminine.

(b). Good additives and coloring agents.

(c). Natural chemicals like aflatoxin B this is found in aspargenus fungus that grows in moist and dry food.

2. Hormones: like steroids

3. Hereditary: mutated genes causing cancer has 50% i.e. 1 in 2 chance of being passed to the offspring because each parent chromosome is being passed to each offspring e.g. xeroderma pigmentosa, Familial adenomatous polyposis coli.

4. Oncogenic viruses: these viruses get integrated into the host DNA leading to multiplication of viral gene overtaking most of the host therefore causing uncontrollable number of cells.

