Tumours of cervix & uterus – 29-10-03

CERVICAL CANCER (Robbins pp 1048)
Cervical cancer was at one stage, the leading cause of death among females. Now, it ranks low on the ladder of cancer deaths, thanks to the Pap smear. 
Pathogenesis / Risk factors: The pathogenesis of cervical cancer largely relates to the risk factors and the HPV. The cardinal risk factors are: 1) Early age of intercourse, 2) Multiple sexual partners, 3) A male partner who has had multiple sexual partners previously. HPV is also related to the pathogenesis in the following ways (I doubt you need to know this, but makes perfect sense): 1) HPV DNA has been isolated from cervical cancers & precancerous lesions, 2) HPV have oncogenes which can transform keratinocytes into cells found in precancerous lesions, 3) HPV has oncoproteins that bind to p53 tumour suppressor gene. There are various types of HPV, which produce low(high risk lesions (remember that 16, 18, 31, 33 are all high risk types). It is important to note that a vast number of women with HPV infection DO NOT develop CIN or CERVICAL CANCER.
Cervical Intraepithelial Neoplasia (Robbins pp 1049, Figs: 24-19 – 24-21)

General: The majority of cervical cancer lesions are preceded by a precancerous lesion. The thing about these precancerous lesions is that: they may regress spontaneously or become invasive carcinomas, and they are associated with HPV. These are classified according to the cervical intraepithelial neoplasia 1-3 (mild, moderate, severe dysplasia) classification. The higher the classification, the more risk of progression to carcinoma. The squamocolumnar junction (transformation zone) is the most common place where CIN arises.
Morphology: CIN I: Very similar to condylomata acuminata. There is very few alterations of the epithelial cells. HPV nucleic acid is prominent under certain stains. CIN II: There is atypical cells in lower layers of squamous epithelium. These cells show changes such as: high nuclear/cytoplasmic ratio, hyperchromasia, loss of polarity, increased mitotic figures, abnormal mitoses. CIN III: This is when there are atypical cells are seen throughout all layers of epithelium. 

Interesting points: If the CIN is of squamous type ( it is easier to detect on Pap smear. If it is made up of glandular cells ( difficult to detect on Pap smear. 

SQUAMOUS CELL CARCINOMA (Robbins pp 1051, Figs: 24-22)

General: 80% of the cancers of the cervix are of the squamous type. 15% are adenocarcinomas, & 5% are other types. 

Epidemiology: Peak incidence is @ 45 years for invasive cancer, and @ 30 years for CIN III. 
Clinical features / course: The clinical course of the disease is over many years. Patients may be asymptomatic. Pap smears are recommended every year after sexually active. Cytologic examination merely detects an abnormality, whether it be cancer or CIN. Diagnosis comes after specimens are retrieved for histological examination. Colposcopic examination also reveals the macroscopic view: punctuated irregularities of mucosa. When disease is obvious symptomology is: irregular vaginal bleeding, leukorrhea (whitish discharge), pain on coitus, dysuria. 
Morphology: Cervical carcinomas exists in three forms: 1) exophytic, 2) infiltrative, 3) ulcerative. Microscopically: You can see large squamous cells with atypia throughout all layers of the epithelium (squamous variety). The cancer is of squamous (arise from epithelium), adenocarcinoma (arise from endocervical glands), adenosquamous (arise from reserves cells of basal layer of epithelium) variety. There are various staging classifications (Read Robbins pp 1052/3). Cervical cancer (like other structures) can spread locally (vagina, uterus, bladder, rectum) or distally (bones, lungs, liver, brain, lymph nodes). 
Treatment: Invasive cancers result in hysterectomy with radiation. 

ENDOMETRIAL CARCINOMA (Robbins pp 1061)
General: Most common cancer of female genital tract, more common than cervical carcinoma. 

Epidemiology/At risk individuals: peak incidence: 55-65 year old. At risk individuals: endogenous factors:  1) obesity, 2) diabetes, 3) hypertension, 4) infertility, 5) ovarian abnormalities (polycystic disease, ovarian cancer ( esp oestrogen secreting), exogenous factors: 1) unopposed oestrogen administration (i.e.: treatment of menopausal symptoms ( increased risk by 5X), Tamoxifen (antioestrogen used in Breast Ca ( 4X increased risk). 
Clinical features / course: There are two clinical settings evident: 1) younger aged patients that are perimenopausal, 2) older age patients that are post-menopausal. Symptoms include: irregular vaginal bleeding, leucorrhea. The cancer can be divided into various stages, the more advanced the stage ( the poorer the prognosis. 
Morphology: Macroscopically, the tumour can be locally polypoid or diffuse over entire endometrium. Microscopically: 85% are adenocarcinomas, proliferating glands with malignant epithelial cells, sometimes squamous metaplasia of epithelium  present (adenocarcinoma with squamous metaplasia). Three grades of differentiation are evident (i.e.: mild, moderate, well). 

Treatment: Hysterectomy + radiation. 
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