Integrated Outline of

Lecture 19 (03-04 PA; Kurman) - Cervix
Lecture 20 (03-4 PA; Kurman) - Vulva and Vagina
CERVICAL CANCER
Clinical


- Presents with vaginal bleeding after intercourse or douching


- Risk factors: ( # of sexual partners, young age at 1st intercourse, ( # of male partner’s partners

Pathophysiology


- Human papillomavirus (HPV) is the causative agent

- HPV infection of basal squamous cell leads to viral replication and viral E6/E7 genes mediate transformation to LSIL or condyloma (probably by binding p53 and pRB, respectively)

- HPV integration disrupts the E2 gene, leading to E6/E7 overexpression and unregulated proliferation, predisposing cell to further malignancy

- Some HPV subtypes are low-risk and others are high-risk; LSIL may be due to either subtype but HSIL is almost always due to high-risk subtypes


- HPV infection is extremely common and usually spontaneously regresses, but longer persistence of high-risk subtype increases risk for cervical cancer
Pathology


Normal histology

- Endocervix (glandular) and exocervix (squamous) are separated by a clear squamocolumnar junction or by a transformation zone (squamous metaplasia)



- Transformation zone is where cervical cancer arises


Precursors



Cervical intraepithelial neoplasia (CIN)



CIN 1: mild dysplasia, low grade squamous intraepithelial lesion (LSIL)




CIN 2: moderate dysplasia, high grade squamous intraepithelial lesion (HSIL)


CIN 3: severe dysplasia or carcinoma in situ, HSIL


Histology: progressively thicker abnormal basal layer

Squamous carcinoma of the cervix



Most common type of cervical cancer


Histology: islands of squamous cells w/ cytologic atypia, perhaps keratin whorls


Metastases may occur by lymphatic spread



Stage of tumor is best indicator of prognosis
Diagnosis and screening

- Colposcopy: examine HPV+ or LSIL lesion, choose areas to biopsy and/or resect HSIL

- Pap smear: used to examine cytology of exfoliated epithelium

- Hybrid capture II: direct detection of HPV, better HSIL sensitivity than pap smear (esp for cases of atypical squamous cells of undetermined significance)

- Vaccine



- Vaccine is based on empty viral particles made from recombinant virus capsids

- Vaccine trials have shown 100% efficacy in protecting against chronic infection, so cervical cancer may one day be totally eradicated
VULVA


Squamous cell lesions



- HPV associated condyloma acuminatum, see cervix above


Vulvar squamous carcinoma

- Similar to cervical carcinoma in epidemiology, possible HPV association, precursor lesion, and grading scale



- Presents with chronic pruritis, ulcers, bleeding, or infection



- Precursor is vulvar intraepithelial neoplasia (VIN 1,2,3; dysplasia and carcinoma in situ)


- Keratinizing squamous carcinoma is the most common form and is unrelated to HPV, where as basaloid and warty carcinoma are HPV associated

VAGINA (not covered in lecture)

- Primary vaginal tumors are rare


- Vaginal adenosis (glandular mucosa) and clear cell adenocarcinoma is associated with in utero exposure to diethylstilbesterol

