CERVICAL INTRAEPITHELIAL NEOPLASIA: TUTORIAL
Cervical Lesions Diagnostic Terminologies/Classification :

	Traditional Nomenclature
	CIN Nomenclature
	Bethesda System Nomenclature (SIL)

	Squamous Atypia
	Squamous Atypia
	ASCUS

	Condyloma
	Condyloma
	Low-Grade SIL

	Mild Dysplasia
	CIN I
	Low-Grade SIL

	Moderate Dysplasia
	CIN II
	High-Grade SIL

	Severe Dysplasia
	CIN III
	High-Grade SIL

	CIS
	CIN III
	High-Grade SIL


ASCUS: Atypical Squamous Cells of Undetermined Significance

CIN: Cervical Intraepithelial Neoplasia 

Dysplasia:  Abnormal cellular development. Note that in normal cellular development we      see progressive nuclear and cytoplasmic changes eventually leading to specialization for function. This is not the case in abnormal development.

Techniques for cervical smear taking

· Aspiration:  As in posterior fornix aspirations. Here gets mixture of cells from vagina and cervix. It is not reliable in hormonal or neoplastic assessments.

· Cervical canal sampling: External OS and the cervical canal for cervical lesions.

· Scrapping:  For vaginal lateral wall smears for hormonal evaluation.

Note: That the smear must be fixed immediately with 95% alcohol or ether-alcohol mixture or Alcohol-wax mixture. Fixing stops autolysis of the cells.

Why all the emphasis on Cervical Cancer Screening Programs

· Invasive cervical cancer is preceded by approximately 2 decades by pre-cancerous cervical lesions contemporarily termed as CIN.

· With no interference at all about 80% of dysplasias in general and 60% of very mild dysplasias will progress to CIS in about 10 years.

· In those countries with Cyto-diagnostic Pap smear screening programmes a significant drop in Ca Cx cases has been observed.  E.g. British Columbia – seen a 70% drop in the incidence of clinical sq. Carcinoma of the cervix in women over the age of 20 years and a drop in mortality of close to 60 %.

Association Factors

(a) Human Pailloma Virus: Sub-types 16 & 18 (high risk) and 6 & 11 (Low risk).

(b) HIV positive 

(c) Multiple sexual partners and early sexual debut

(d) Others

1. Patients with ASCUS or LGSIL: Common and frequently associated with spontaneously resolving, self-limited disease, thus colposcopy is a financially and emotionally costly first triage procedure. However, 9 to 19 percent of patients with ASCUS or LGSIL will have CIN II or III at colposcopy. ASCUS does require further evaluation, but it does not require treatment because it is not a precancerous or cancerous condition. Antibiotic treatment is initiated if there is a symptomatic infection. Hormonal therapy is given for vaginal atrophy (thin, dry vagina that bleeds easily due to oestrogen deficiency).

There are three reasonable management schemes for patients with minimally abnormal cervical cytology smears (ASCUS, LGSIL):

· Accelerated serial cytology smears — The Pap smear should be repeated after three to four months and if normal, accelerated (i.e., every four to six months) serial cytology smears are continued until there are three to four consecutive normal smears. A second abnormal smear should be evaluated with colposcopy.

· Triage to colposcopy based upon positive results on human papillomavirus testing. 

· Immediate referral to colposcopy

2. Patients with AGC:  Atypical glandular cells (AGC) on cervical cytology are a potentially significant marker for Gynaecologic neoplasia. These women should be referred for colposcopy and an evaluation of the endocervical canal. Older women may also need endometrial biopsy. 

3. Patients with HGSIL: Patients with high-grade squamous intraepithelial lesions (HGSIL or HSIL) on cervical cytology smear are evaluated by colposcopy, endocervical curettage (ECC), and directed biopsies. Further management is based upon correlation of the cervical cytology smear, the colposcopic impression, biopsy, and ECC results. Treatment options fall into one of two main categories: procedures that ablate the abnormal tissue and do not produce a specimen for additional histologic evaluation and procedures that excise the area of abnormality, allowing for further histologic study. 

Requirements for ablative treatment are:

· Accurate histologic diagnosis/no discrepancy between Pap/colposcopy/histology 

· No evidence of microinvasion/invasion 

· No evidence of adenomatous lesion (adenocarcinoma in situ or invasive adenocarcinoma) 

· Satisfactory colposcopy (the transformation zone is fully visualized) 

· The lesion is limited to the ectocervix and seen in its entirety 

· There is no evidence of endocervical involvement as determined by colposcopy/ECC

The most commonly used ablative treatment techniques are Cryotherapy (nitrous oxide or carbon dioxide) and Carbon dioxide (CO2) laser ablation.

TREATMENT
The five most common techniques for treatment of CIN are:

· Cryotherapy (nitrous oxide or carbon dioxide) 

· Carbon dioxide (CO2) laser ablation 

· Excisional (cold knife) conization 

· Carbon dioxide laser cone excision 

· Loop electrosurgical excision procedure (LEEP, LLETZ).

Indications for conization are:

· Suspected microinvasion 

· Unsatisfactory colposcopy (the transformation zone is not fully visualized) 

· Lesion extending into endocervical canal 

· ECC revealing dysplasia 

· Lack of correlation between the Pap smear and colposcopy/biopsies 

· Suspected adenocarcinoma in situ 

· Colposcopist unable to rule out invasive disease

Excisional treatment can be performed by cold knife conization using a scalpel, Carbon dioxide laser conization, or the loop electrosurgical excision procedure (LEEP), also called large loop excision of the transformation zone (LLETZ).

Hysterectomy — Hysterectomy is not considered a primary treatment for CIN. There are, however, some indications for which hysterectomy remains a valid treatment option for CIN:

· Conization specimen margins that are positive for dysplasia, especially in the setting of completed childbearing or expected poor compliance with follow-up 

· Presence of coexistent Gynaecologic conditions requiring hysterectomy 

· Patient request with CIN lll or carcinoma in situ.

(The End (
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