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WHAT DO YOU UNDERSTAND BY PRIMARY OR SECONDARY OBESITY?

Obesity is a medical condition that occurs when a person carries excess body weight or body fat that might affect their health. Obesity is usually measured by a high body mass index( over 30 BMI). Obesity is occurs when the body take in more calories than it burns,caused by eating habit such as too much sugar,fatty and processed food , lack of physical activity and alcohol or beverages hence increase in body weight and mass index.Excess body fat is accompanied with structural and functional abnormalities that reduce the quality of life.

PRIMARY OBESITY

Primary obesity is a pre-obesity state promoted by positive caloric balance in genetically and environmentally susceptible individuals, here endocrine and immune response has not yet deteriorated hence no prevalent metabolic disease or symptoms. Progressively metabolic disease most associated with primary obesity contribute to Atherosclerosis, Hypertension, Dyslipidemia, Diabetes type II, Hyperandrogenemia in women and Hyperestrogenemia in men.

HOW DOES CONGENITAL SYNDROME AND DRUG THERAPY AFFECT OBESITY?

· Congenital syndrome.

Congenital syndrome such as Prader willi syndrome, Pseudohypoparathyroidism, bardet biedl syndrome, Cohen syndrome, Down syndrome, Turner syndrome, Cushing syndrome, Growth hormone deficiency.

In Pseudohypoparathyroidism: due to maternal transmission of a mutation of the GNASI gene leading to the inability to activate adenyl cyclase and therefore causing target organ to become unresponsive to multiple hormones. Multiple pathway affected by GNASI mutation might contribute to the development of obesity .

In cushing syndrome: results from prolonged exposure of glucocorticoids caused by pituitary tumor, adrenal tumor etc. Glucocorticoids conribyte to significantly in regulating protein, carbohydrate,lipid and nucleic acid enhancing the production of blood glucose by antagonizing the the secretion and action of insulin and enhance the the activation of lipoprotein lipase in adipocytes which in turn increases fat accumulation.

In Growth hormone deficiency: Growth hormone plays significant roles in regulating energy expenditure, body composition, bone mineral density, lipid metabolism, and cardiovascular function. Deficiency in GH increase truncal fat deposition with a net weight increase of 3.6-7.5kg of body weight.

In prader willi syndrome: Result In hypotonic infants and later insatiable obese, mildly retarded, behaviorally disturbed adolescent. 

· DRUG THERAPY.

Some medications can lead to weight gain if not compensated through diet/activity e.g Antidepressants, Anti seizure medications, Diabetes medications,Anti psychotic medications ,Steroids and Beta blockers.  

OUTLINE THE AETIOLOGY OF CANCER AND ITS MOLECULAR BASIS.

Cancer is caused by accumulated damage to genes. Such changes may be due to chance or exposure to a cancer causing substance.however cancer cannot be attributed to a single cause.

LIFESTYLE RELATED FACTORS THAT CAUSE CANCER

· Alcohol

· UV radiation in sunlight

· Tobacco

· Nitrites and poly aromatic hydrocarbon derived from barbecuing food

ENVIRONMENTAL/WORK RELATED FACTORS THAT CAUSE CANCER

· Tar and pitch

· Abestos fibre

· Some metal compounds

· Some plastic compounds

· Poly nuclear hydrocarbons

RADIATIONS THAT CAN CAUSE CANCER

· Ionizing radiation (X-ray, soil radon)

· Non-ionized radiation (sun UV radiation)

BACTERIA AND VIRUSES THAT CAN CAUSE CANCER

· Epstein -Barr virus that cause inflammation of the throat lymphoid.

· Human pailloma virus which cause changes in Cervical cells

· Helicobacter pylori that cause gastritis

DRUGS THAT INCREASE RISK OF CANCER

· Certain hormones

· Drugs that cause immune deficiency

· Antineoplastic agents.

MOLECULAR BASIS

Genes that promote autonomous cell growth in cancer cells are called oncogenes and their normal regular counterparts are called proto-oncogenes . Proto-oncogenes are physiologic regulators of cell proliferation and differentiation while oncogenes are characterized by the ability to promote cell growth in the absence of normal mitogenic signals, their products On coproteins resemble normal product of proto-oncogenes with the exception that oncoproteins are devoid of important regulatory elements, hence that become independent of growth factors or external signals. Proto-oncogene can be converted to Oncogenes by Point mutation and Gene amplification resulting in I) overproduction of growth factors ii) flooding the cell with replication signals iii) cell growth by elevated levels of transcription factors.

Selected oncogenes and associated cancer

                          Table below
	Protein function
	Proto-oncogene
	Mode of Activation
	Associated Cancer

	Growth factors
Fibroblast growth factors


	SIS

INT-2
	Over expression

Amplification
	Astrocytoma

Stomach cancer, Bladder and breast cancer

	Growth factors receptors

EGF-receptor family
	ERB-B1

ERB-B2
	Over expression

Amplification
	SCC of the lungs

Gliomas

	Proteins involved in signal transduction

GTP-binding

Non-receptors tyrosine kinase
	K- RAS

H- RAS

N-RAS
	Point mutation

Point mutation

Point mutation
	Colon, Lung, pancreatic tumours

Bladder and Kidney tumor

Melanoma.

	Nuclear Regulatory Proteins
Transcriptional activators
	C- MYC

N- MYC

L-MYC
	Translocation

Amplification

Amplification
	Burkitt lymphoma,Neuroblastoma,small cell carcinoma of lungs.

SCC of the lung.


