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QUALITY ASSURANCE GUIDELINES FOR PATHOLOGY IN CERVICAL SCREENING

7.0 Executive summary and introduction 

Although nationwide screening programs have resulted in a dramatic decrease of invasive cervical cancer worldwide, it is still one of the most common malignant disaeses in women.

As a result of cervical screening, the number of cervical pre-malignant precursor lesions detected has raised significantly. In addition, patient´s presenting with cervical lesions have become considerable younger over the last 30 years due to changes of sexual habits.

Cervical histopathology should work hand- in hand with cervical ctyology and colposcopy.

One important part in cervical histopathology are biopsies, since further management heavily depends on their results. Since these speimens are often very small, careful handeling and work- up is required.

If there is suspect or evident dysplasia in cytology, but not in the biopsy, the pathologist should always consider that dysplastic lesions might be rather small and difficult to reach, and therefor might not have been targeted by a biopsy. For that reason histology and cytology should be closely correlated in such cases, and the gynecologist should get an impression of the individual diagnostic situation, if the changes found in the biopsy might explain the cytological changes, or if not, a. re-biopsy should be considered.

The aim of a cone biopsy is the complete removal of dysplastic lesions, in most cases confirmed by a previous biopsy and cytology. Important information to be communicated by the pathologist to the gynecologist should include a clear diagnosis of the primary lesion and if the resection margins are clear. Since micro-invasion has a severe impact on clincial managment of patients, complete work- up of specimens in serial sections is recommended.

Additional immunohistochemistry could support a diagnosis of possible microinvasion or vessel involvement. 

7.1 Cervical biopsies

7.1.1
Indication


Positive Cytology

Suspect Cytology

Suspect Colposcopy (Leucoplacia, Condyloma, Polyps)

7.1.2
Diagnostic goal
Histological evaluation of suspect lesions

In the case of small lesions, the biopsy might also be therapeutic, i.e. it removes the suspect lesion completely.

7.1.3
Technique

Biopsy pliers, sharp spoon, LEEP (Loop- electrosurgical- Excision Procedure)

Macroscopic description: 

Number, diameter and color of specimens should be documented.

Sections:

Small specimens should be worked up in toto in serial sections. For paraffin embedding, it sould be considered that the cutting plane level should be at a normal angle to the surface of the specimen.

Larger specimens should be devided in half, and should also be worked up in serial sections.

Since the differences between LEEP and LLETZ are quite floating in clinical practice, LEEP specimens should be worked up like LLETZ-cone-biopsies (see below) 

Diagnosis: 

It should include: histological type and gade of the lesion (CIN I- III), circumference of the lesion, uni/ multifokal, HPV –typical changes? Margins? Stroma reaction? Is normal epithelium present? Invasion? If yes: uni/ multifokal, depth of invasion, circumference of invasion, stroma reaction? Dripping off of tumor cells? Lymphovascular invasions? 

7.2 Endocervical curettage 

7.2.1
Indication

Suspect glandular cells in cervical smear; at fractionated curretage, in combination with cervical cone biopsy. 

7.2.2
Diagnostic goal

Histological evaluation of 

· endocervical neoplasms

· endometrial carcinoma involving the cervix

· remnants of CIN

7.2.3
Technique (Serial sections)

If specimens are very small, they might be embedded wrapped in paper. There sould be always several sections of the specimen.

Diagnosis:

Of great importance is to describe the various types of tissues found in the curretage: Endocvervical glands, endometrial tissue, squamous epithelium present? Evidence of dysplasia/ invasiveness? Special attention should be payed to necrotic tissue found in an endocervical curretage.

7.3 Cone biopsy
7.3.1
Indication

Diagnostic evaluation and clarification of positive cytology

Cone biopsy should not be performed at clinically evident invasive carcinoma.

7.3.2
Diagnostic goal

Diagnosis and treatment (resection) of neoplastic lesions

7.3.3
Technique
Knife conisation

As a general rule, the specimens are quite large and can be orientated easily. As a consensus requirement, the specimen  sould be marked at 12 o´clock for orientation by the gynecologist. Today this technique has been mostly replaced by LLETZ-conisation.

Laser conisation

Resection margins are in most cases damaged by the heat. This technique is performed rarely today, and has been mostly replaced by LLETZ-conisation.

LLETZ (Large Loop Excision of the Transformation Zone)

For this technique, the specimen ist sent to the pathological laboratory mostly in two portions, one ectocervical and a second endocervicval one. There sould be marks for orientation at 12 o´clock at the ectocervical specimen ,and at the endocervical margin of the endocervical piece. The gynecologist should try to retrieve especially the ectocervical specimen intact, i.e. with central cervical channel and well preserved circumferentia. Only this fact enables the pathologist to determine, if a lesion (dyslasia) has been resected in sano.

The gynecologist should also not try to expand the cervical channel prior to conisation.

· Macroscopic description:
a.-p. diameter, height of the specimen, location of the cervical channel (central, paracentral, at the margin), any macroscopically visible lesion, postition of marks

· Adequate orientation of cone specimens to define resection margins prior to paraffin embedding

Ectocervival specimen: The mark (at 12 o´clock) should be replaced by ink.  If required, another clearly distinguishable marking might be applied using an additional, color.

Endocervical specimen: the endcoervical margin should be marked. 

· Serial sectioning

It is recomended to devide the ectocervical- as well as the endocervical specimen in half.

The ectocervial specimen should be cut and devided from 12 to 6 o´clock, running through the cervival channel.

In case of a small ectocervical specimen, both parts might be placed in one cup. In this case, we recommend to mark the specimens also at 6 o´clock with a different color to allow easy  orientation.

At the endocervical specimen, both halves are usually put together in one cup.

For serial section work- up, we recommend to make sections all 0.1- 0.2. mm. This method resulting in 100- 200 sections/ specimen enables the pathologist to assess possible microinvasion and vasular involvement more relaibly. We also recomemnd to place each 10th section on a silanized slide, thus allowing immunhistochemitry if required. This slide might also be processed for H& E staining. For immunohisochemistry removal of coverslips is required.

· Immunohistochemistry to support diagnosis of microinvasion or vascular involvement

Microinvasion: Immunohistochemical markers (antibodies directed to extracellular matrix components of the basal lamina) could be used in selected cases for the assessment of microinvasion.

Vascular invasion: Sveral studies have shown that routine H&E slides are not always adequate for the detection of vascular invasions in all cases, especially if there is a strong inflammatory stroma reaction. Antibodies to endothelial marker proteins like Factor VIII- related antigen,  stain lymphatic and blood endothelium and represent therefore a well  established tool for detection of lymphovascular invasion in cervical cancer. For more selective assessment of blood vessel CD31 can be recommended whereas for detection of lymphatic vessel invasion, immunostaining with newly recognized lymphendothelial proteins like podoplanin could be performed. 

Histological diagnosis: should include: histological type and gade of the lesion (CINI- III), circumference and localisation of the lesion, uni/ multifokal, distance to the endocervical and ectocervical margins. Microinvasion? If yes: uni/ multifokal, depth of invasion, circumference of invasion, stroma reaction? Dripping off of tumor cells? Lymphovascular invasion? 

The endocervical margin is of special interest for the gynecologist: If ectocervical margins are not clear, re-conisation is possible in most cases, while a dysplsia reaching very high up in the cervical channel might also make hystercetomy necessary, if the lesion cannot be removed by cone biopsy.
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