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CHAPTER 8

By Dr Juan Aragón Martinez, Dra. Mª Amaya Hernández Rubio


Guidelines for the management of women with cellular morphological alterations in the cervical cancer screening programme.
Introduction.

The main objective of the programme of early detection of cervical cancer is to reduce cervical cancer morbidity and mortality. The early detection of cervical cancer is made up of a group of interventions and procedures whose objective is: identify at the proper time women with preneoplastic or neoplastic lesions, guide them to the services of final diagnosis and state in an adequate and proper way the best treatment, designed to increase the possibilities of recovery. These activities as a whole, are performed in three levels of assistance:

1. Population screening, which is the performance of periodical cytology to all the risk population. Its main objective is to select, into the target population, those women who are asymptomatic but have cellular morphological alterations. Both the target population and the periodicity are marked by the programme of cervical cancer prevention established in our community. To get this objective, it is important that the participation in the screening programme is high.

2. Diagnosis of the cytological alterations detected in the screening. Given that cervical cytology is not diagnostic, the histological evaluation is needed to establish a definitive diagnosis of the preneoplastic or neoplastic lesions. Colposcopy and directed biopsy are the perfect methods to do it.

3. The follow-up and treatment of women with morphological alterations. The most useful action to decrease cervical cancer morbidity and mortality is to guarantee correct follow-up and effective treatment of the women with screening-detected abnormalities.

Management of the cytological abnormalities found in the screening:

Identification of the women who have to be referred for diagnosis is done through the screening cytological report:

Classification of cytological reports: The Classification of cytological reports in our screening programme has not completely adopted the last Bethesda classification. The cytological reports are classified into the next categories:

1. Smear validity:

1.1
Satisfactory for evaluation.

1.2
Satisfactory but limited by …………

1.3
Unsatisfactory.

2. General assessment:

2.1
Normal

2.2
Benign cellular changes.

2.3
Cellular epithelial abnormalities

3. Descriptive diagnosis:

3.1
Infection.

3.2
Trichomonas.

3.3
Fungus.

3.4
Coccus bacillus.

3.5
Actinomyces.

3.6
Chlamydias.

3.7
Herpes virus

3.8
HPV.

3.9
Other.

4. Reactive changes because of:

4.1
Inflammation.

4.2
Atrophy.

4.3 Other.

5. Cellular epithelial abnormalities:

5.1
Squamous cells:

5.1.1
Atypical squamous cells of undetermined significance ASCUS.

5.1.2
Low-grade SIL (CIN I)

5.1.3
High-grade SIL (CIN II-CIN III)

5.1.4.
Squamous cells adenocarcinoma.

5.2.
Glandular cells:

5.2.1
Cytologically benign endometrial cells in postmenopausal women.

5.2.2.
Atypical glandular cells of undetermined significance AGUS.

5.2.3.
Endocervical adenocarcinoma.

5.2.4.
Endometrial adenocarcinoma.

5.2.5.
Extrauterine adenocarcinoma.

5.3
Other neoplasias.

6. Hormonal assessment:

6.1. Compatible with age and history of the patient.

6.2. Incompatible with age because of ………

6.3. Impossible hormonal assessment due to ………

As noted, women who have cytological reports are those who need to be studied to get a diagnosis as a previous step to appropriate management, treatment and follow-up.

For the diagnosis of women with cervical preinvasive lesions, it is necessary to have units of cervical pathology diagnosis. The staff in these units should be properly trained and qualified in colposcopy by an authorised institution. They should be professionals with special dedication and skill in the use of diagnostic and therapeutic means used in the management of the lower genital organs pathology: Colposcopy, biopsy directed by colposcopy, excision of the transformation zone with diathermic loop (LLETZ), LEEP conisation, with cold-knife or laser, endometrial and endocervical sampling,by means of endometrial or endocervical curettage or colpohysteroscopy / microcolpohysteroscopy-directed. Besides, these professionals should be qualified to carry out the appropriate treatment both in outpatient level and in a higher level when required because of the complexity.

Complementary tests used in diagnosis: Next, the different tests used in diagnosis for cervical pathology are detailed:

1. Colposcopy: It is the view of the cervix, vagina and vulva with a microscope adapted with that aim. In order to be able to see the areas where a lesion could be found, it is necessary an application of a 3-5% acetic acid solution. In the colposcopic report, it should be stated if the colposcopy is satisfactory or unsatisfactory, if it is negative  or normal, positive or abnormal. Besides, ther should be a description of the different colposcopic findings: location, extension, reasons for the colposcopy to be unsatisfactory, inflammatory changes and, in the case of an abnormal colposcopy, it should state the minor and higher changes and those changes related to the presence of viral lesions. Finally, a diagnostic printing should be done and the areas from which the biopsies were taken should be marked.

Satisfactory colposcopy: a colposcopic study will be satisfactory when the transition or squamocolumnar junction line can be visualized out of the endocervix.

Unsatisfactory colposcopy: a colposcopy is unsatisfactory when the transition line is not visible.

2. Directed biopsy: A small specimen of the cervix is taken with a leather punch. It is called directed because the area in which the biopsy is going to be performed is identified by colposcopy.

3. Excisional biopsy: It is a wide biopsy including the transition zone performed with diathermic loop (LEEP) and that includes all the atypical reepithelisation zones visualised in the colposcopy. It also includes laser conization, cold-knife and electrosurgical conization, so that the cervix can be histologically assessed.

4. Endocervical curettage (LEC): it is the taking of an endocervical sample, in a blind way or directed by a microcolpohysteroscopy. The aim of LEC is to dismiss that the cervical lesion can extends or invade the cervical canal.

5. Endometrial biopsy: an endometrial sample is taken so that it can be histologically assessed by means of a curette, after cervical dilation or by means of a hysteroscopy.

ESTABLISHED PROTOCOL IN OUR COMMUNITY FOR THE MANAGEMENT OF WOMEN WITH CERVICAL PREINVASIVE LESIONS.

The risk of a woman to have preneoplastic or neoplastic lesion is related to the morphological alteration grade found in the cytology. Women who have a low-grade cytological lesion have a low risk of having cancer 1, 2. It has been proved that a high percentage of low-grade alterations will progress to normality³.

The management of morphological alterations has to be effective and efficient, trying to avoid overdiagnosis and overtreatment. Unnecessary diagnostic tests should be avoided. The performance of diagnostic tests causes an anxiety state in the patient, and it should be avoided when possible.

Women with cytological abnormalities have to be given appropriate information, without being alarmed, considering that the main part of the alterations is a temporary manifestation and even if they persist the are not a disease themselves, but a risk marker.

Appropriate conduct with unsatisfactory smears: a cytological report of unsatisfactory smear means that its reading has been poor. A cervical smear can be unsatisfactory because of several reasons:

· Insufficient presence of squamous cells and / or lack of endocervical cells.

· Presence of blood, neutrophil or abundant flora.

· Inappropriate fixing, dried extension or with abundant cytolysis.

· Other manifestations that make the cytological reading difficult.

Repeating the cytology in an interval from three to six months is advised to women with unsatisfactory smears because it has been proved that immediately repeat cytology is not as efficient as it would be after several months.

Management of women with negative smear with reactive changes or presence of flora. These cytological extensions are negative for malignant cells, but with presence of abundant bacterial flora, associated to cytological alterations of reactive origin.

As a protocol, in these cases the cytology is advised to be repeat in three months:

· In the cases with presence of germs, specifical treatment will be administered before performing surgery again.

· If the associated germ is a virus or a germ of sexually transmitted disease, apart from the cytology HPV testing will be performed.

· If there are some reactive changes but there is not presence of flora, anti-inflammatory treatment and subsequent cytological control will be given.

Management of women with epithelial cells of unspecified significance – ASCUS. This term is used to report about those smear tests with cytological alterations, that are not enough to be reported as HPV or SIL, but they are more than the ones found in benign reactive process.

The clinical control of women with smear reported with ASCUS depends on various important reasons:

1. That the laboratory states if the smear tends to a reactive lesion or a SIL. The Bethesda system 2001 subcategorises ASCUS into two categories 4:

ASC-US, undetermined significance alterations but with little possibility of high –grade SIL

ASC-H: undetermined significance alterations, but cannot exclude high-grade SIL.

2. Just a small percentage of diagnosed women, after performing colposcopic and biopsy diagnosis, will report high-grade SIL.

3. A slightly higher percentage will have low-grade SIL.

4. In most of the women with ASCUS, pathology will not be found

5. A woman feels great anxiety when reported about the possibility of having SIL.

6. The cost of the performance of the diagnostic tests is high.

In our programme, ASCUS are not subclassified into two categories, and so, two alternatives for their control are considered:

1. After three months, the cytological study is repeated and HPV testing is performed. It has been proved that HPV infection is the main cause for cervical cancer 5, and that is why the subsequent management and follow-up of these women will depend on the presence of high-risk HPV.

a. If HPV testing is negative for high risk and the cytology is negative or positive for low-grade SIL, the cytological study should be repeat every six months for two years or until two consecutive negative results are got.

b. If HPV testing is negative for high risk and the cytology is positive for high-grade SIL, colposcopy will be performed.

c. If HPV is positive for high risk and whether the cytology is positive or negative, colposcopy will be performed. If, after colposcopic study, no lesion is confirmed cytology will be repeated every six months with HPV testing a year

2. The second possibility is the performance of colposcopy. It is the one used where there is a Pathology Unit of the lower genital organs and colposcopy. The protocol is similar to the one used with women with low-grade SIL; this option has the advantage of diminishing both anxiety in patients and cost of the process, because most times, diagnosis is performed at the same moment. The protocol used is as follows:

Cytology is repeated with colposcopy and HPV testing. What comes afterwards is going to depend on the HPV testing:

a. If the result of HPV testing is positive for high risk and the biopsy for low-grade SIL, local treatment is performed.

b. If HPV testing is negative for high risk and the biopsy for low-grade SIL and the biopsy for high-grade SIL, endocervical curettage and subsequent local destructive treatment or LEETZ or LEEP, or laser, depending on the extension of the lesion and the gestational wish, is performed.

c. If HPV testing is positive for high risk and colposcopy negative or unsatisfactory, endocervical curettage is performed, if negative annual control with HPV testing.

d. If HPV is negative for high risk, colposcopy negative or positive for low-grade SIL, cytological and colposcopic control is performed every six months.

e. If HPV negative for high risk and high-grade SIL, pathological anatomy has to be consulted and the case has to be individualised.

ASCUS in special circumstances

Postmenopausal women

Providing a course of intravaginal estrogen followed by cytological control after six months is advised. If the control study is negative, it is advised control every six months. If the cervical control is positive for ASCUS or SIL, colposcopy and HPV testing will be performed. The subsequent management will depend on the result of these tests.

Pregnant women

The management is similar to the one of non-pregnant women.

Inmunosupressed women

Colposcopy and HPV testing are always performed for immunodepressed women. Management and subsequent follow-up will depend on its results.

Management of women with reported cytology of AGUS: The cytology with AGUS reports the glandular cells show bigger changes than those expected in reactive processes, but are not enough to inform the cytology as compatible with adenocarcinoma 6. The possibility of finding displastic lesions or carcinoma is higher in women with AGUS than in women with ASCUS: the histological alterations found may have their origin in the squamous or glandular tissue.

The new terminology in the Bethesda system advises to abandon the term AGUS because it may be confused with ASC-US. Usually, the morphology of the cells allows us to differentiate the endocervical cells from the endometrial ones 7. It also advises to differentiate between smears suggestive of reactive process from those with alterations more in favour of a premalignant lesion.

If the abnormal cells are clearly endometrial, it will be reported as AGUS of endometrial origin, and the study of the endometrial cavity is necessary. It has been recentlyadvised to separate as an independent category those smears with alterations compatible with adenocarcinoma “in situ”.

The Bethesda termibology refers to three categories: 1) atypical glandular cells, specifying endocervical, endometrial or other origin. 2) atypical glandular cells with suspect of neoplastic, specifying the origin and 3) adenocarcinoma endocervical “in situ” 8.

After the diagnostic study carried out in all women with this alteration, some cases of in situ or invasive adenocarcinoma endometrial pathology or lesion in squamous cells (SIL) can be found. This fact makes the clinical to be present in the management of these women. If the woman reports bleeding (spotting or metrorrhagia) a study of the endocervix and endometrium is advised.

Management of women with AGUS depends on if the anatomopathologist subclassifies the smear as changes of possible reactive origin or as changes of possible neoplastic or unspecified origin. If it is of possible reactive origin repeated cytology could be enough as a first step. If the cytology is normal, the woman will follow periodic controls every six months for two years. If the cytology is abnormal, she will be refrerred for colposcopy, biopsy and endocervical curettage.

In our protocol, as the previously subclassification does not exist, every woman with AGUS undergoes colposcopy biopsy and endocervical curettage. If there is clinical suspicion of endometrial pathology, a study of the endometrial cavity with hysteroscopy and / or scan will also be performed.

If both the colposcopy is positive and both the curettage and biopsy are negative, it is advisable to repeat the cytology in intervals of six months, for two years or until two consecutive negative results are got. If the colposcopy is unsatisfactory, cone biopsy is advised.

If the colposcopy is abnormal and the curettage and biopsy are positive, the appropriate treatment will be carried out, depending on the grade of the lesion. 

Besides, in women with clinical suspect of  endometrial pathology, the subsequent attitude will depend on the results of the endometrial cavity study.

Management of women with low-grade SIL:

Every woman with low-grade SIL is advised to undergo colposcopy:

If the colposcopy is satisfactory, directed biopsy and endocervical curettage are performed. There may be several suppositions:

The biopsy is positive for low-grade SIL; in this case cytological control every six months, with HPV testing a year is advised. If the control cytology is positive and the HPV testing is positive for high risk, a new colposcopy is performed.

If the biopsy is positive for high-grade SIL, treatment according to protocol is performed.

If the biopsy is negative, cytological control every six months is advised until two negative cytological results are got, in the year testing HPV testing is performed.

If the colposcopy is not satisfactory, endocervical curettage and hour biopsy are performed:

If the biopsy is negative or positive for low-grade SIL, cytological control every six months is advised until two negative cytological results are got.

If the biopsy is positive for high-grade SIL, treatment according to protocol is performed.

Low-grade SIL in special circumstances

Postmenopausal women

Providing external treatment of estrogen and cytological control every six months is advised mainly if there are signs of atrophy and there are not contraindications. If the control reports unspecified abnormalities or SIL, a colposcopy and HPV testing are performed. If the control cytology is negative, cytological control every six months is advised.

Adolescents

In adolescents, control at six moths with HPV testing is performed. If HPV testing is positive for high risk, colposcopy is performed, acting according to the result of the colposcopy.

Management of women with high-grade SIL: Every woman with a cytological report of high-grade needs colposcopy, biopsy and endocervical study. After that, two different situations can happen:

1. If the colposcopy is satisfactory, biopsy and endocervical curettage will be performed:

a. Biopsy confirms high-grade SIL, the appropriate treatment must be followed.

b. Biopsy is negative or positive for low-grade SIL, the Pathological Anatomy Department has to be consulted. If after review of the cytological study and biopsy there are no changes, the high-grade lesion is not confirmed or a lower grade is reported, LLETZ, LEEP or conisation is performed. If after the review, the diagnosis is modified, the protocol according to the result obtained will be followed.

2. If the colposcopy is not satisfactory:

a. No lesion is observed, hour biopsy and endocervical curettage will be performed; if they are negative, the Pathological Anatomy Department has to be consulted acting as we have just stated in the previous section.

b. If the biopsy confirms high-grade SIL, the appropriate treatment will be followed.

3. There is a resource that allows the performance of the diagnosis and treatment in the same act: colposcopy is performed, if it satisfactory, biopsy with diathermy loop (LEEP) will be done. If the biopsy includes the entire lesion and the edges are free, the biopsy will also be therapeutic.

High-grade SIL in special circumstances

Pregnant woman

Colposcopy will be performed taking into account the colposcopic changes brought on by the pregnancy. Biopsy will be performed only if the colposcopy is positive. The performance of endocervical curettage will be avoided.

If the colposcopy is unsatisfactory to the negative biopsy, colposcopic and cytological controls will be carried out periodically.

Treatment will only be given if the diagnosis is invasive cancer.
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MANAGEMENT SYSTEM USED IN OUR PROGRAMME AND COMPARED TO THE AMERICAN SYSTEM.

The diagnostic protocols for women with cytological abnormalities used in our Community are different from those in the American system because of two reasons:

1. The anatomopathologists in our programme follow the Bethesda classification in an incomplete way. The presence of squamous and glandular cells of undetermined significance (ASCUS and AGUS) is not subclassified into other grades.

2. In our programme, it is established that the diagnosis has to be performed in specific centres for cervical pathology and colposcopy, which makes colposcopy to be a base diagnostic method.

ATYPICAL SQUAMOUS CELLS

As stated, management of women with atypical squamous cells (ASC) depends on whether the Papanicolaou test is subcategorized as of undetermined significance (ASC-US) or as cannot exclude high-grade squamous intraepithelial lesion (HSIL) (ASC-H).

Repeating the previous premise, this is one of the main differences between our programme and the American one. Our anatomopathologists do not classify ASC in two groups. Not having this subclassification and having Cervical Pathology and Colposcopy Units  allow us to be able to choose between repeating the cytological study and HPV testing periodically, together with the performance of colposcopy in all women with ASCUS.

The American protocol, then, is only different in the subclassification, because it states:

Approaches to the management of women with ASC

Repeating cervical cytological testing at specified intervals, performing immediate colposcopy, HPV DNA testing for high-risk types, or combining a single repeat cervical cytological test with another adjunctive method are all widely used in the United States for managing women with ASC. Each of these approaches has advantages and disadvantages.

Although repeat cytological testing is widely used for managing women with ASC, the sensitivity of a single repeat test for detecting CIN 2,3 is relatively low (0.67-0.85)

The advantage of colposcopy for the evaluation of women with ASC is that it immediately informs both the woman and the clinician of the presence or absence of significant disease.

The disadvantages of colposcopy are that many women consider the procedure to be uncomfortable, referral for colposcopy may raise false concerns about cervical disease, it is expensive, and it has the potential for overdiagnosis and overtreatment.

Several large studies have evaluated the performance of DNA testing using commercially available, highly sensitive molecular methods to detect high-risk types of HPV for the management of women with ASC.

Requiring women to return for HPV DNA testing or repeat cervical cytological testing is inconvenient and would be expected to increase cost. "Reflex" HPV DNA testing is an alternate approach, in which the original liquid-based cytology specimens or a sample co-collected for HPV DNA testing at the initial screening visit is tested for HPV DNA only if an ASC-US result is obtained.5 Reflex HPV DNA testing offers significant advantages since women do not need an additional clinical examination for specimen collection, and 40% to 60% of women will be spared a colposcopic examination. Moreover, women testing negative for HPV DNA can rapidly be assured that that they do not have a significant lesion.

In our protocol, we also have the problem of how to manage women who are positive in high risk AND HPV, but who do not report CIN. In our programme, we have not got the liquid-based cytology, and that is why the protocol states that these women should be cytologically controlled every six months and that HPV testing and colposcopy are repeated after one year.

Recommended Management of Women With ASC-US

A programme of repeat cervical cytological testing, colposcopy, or DNA testing for high-risk types of HPV are all acceptable methods for managing women with ASC-US (rating AI). When liquid-based cytology is used or when cocollection for HPV DNA testing can be done, reflex HPV DNA testing is the preferred approach (AI).

DNA testing for high-risk types of HPV should be performed using a sensitive molecular test, and all women who test positive for HPV DNA should be referred for colposcopic evaluation (AII). Women with ASC-US who test negative for high-risk HPV DNA can be followed up with repeat cytological testing at 12 months (BII). Acceptable management options for women who are positive for high-risk types of HPV, but who do not have biopsy-confirmed CIN, include follow-up with repeat cytological testing at 6 and 12 months with referral back to colposcopy if a result of ASC-US or greater is obtained, or HPV DNA testing at 12 months with referral back to colposcopy of all HPV DNA–positive women (BII).

When a program of repeat cervical cytological testing is used, women with ASC-US should undergo repeat cytological testing (either conventional or liquid-based) at 4- to 6-month intervals until 2 consecutive "negative for intraepithelial lesion or malignancy" results are obtained (AII). Women diagnosed with ASC-US or greater cytological abnormality on the repeat tests should be referred for colposcopy (AII). After 2 repeat "negative for intraepithelial lesion or malignancy" cytology tests are obtained, women can be returned to routine cytological screening programs (AII).

When immediate colposcopy is used to manage women with ASC-US, women who are referred for colposcopy and found not to have CIN should be followed up with repeat cytological testing at 12 months (BII). Women with ASC-US who are referred for colposcopy and found to have biopsy-confirmed CIN should be managed according the 2001 Consensus Guidelines for the Management of Women With Cervical Histological Abnormalities (Wright et al, unpublished data, 2001).

Because of the potential for overtreatment, diagnostic excisional procedures such as the loop electrosurgical excision procedure (LEEP) should not routinely be used to treat women with ASC in the absence of biopsy-confirmed CIN (EII).

In our programme, we have the option to manage women with ASCUS with HPV testing and cytology every six months, although, as we do not make a difference between ASC-US and ASC-H, it is more advisable to perform apart from cytology colposcopy and biopsy if this is positive.

The performance of direct colposcopy allows us to get an early diagnosis, a decrease in cytological negative false and less anxiety and waiting time of the woman to know the diagnosis. If colposcopy is accompanied with HPV type and testing, it likewise avoids the negative false of the colposcopy. The main disadvantage is a possible higher number of negative biopsies, fact that is minimised when the colposcopist is well trained and has special dedication to diagnosis of cervical pathology. Having a base colposcopy helps the cost not be too high.

ASC-US in special circumstances

Postmenopausal women

Our protocol in the cases of cytological abnormalities in postmenopausal women is similar to the American protocol.

The cytological studies of postmenopausal women reported as of undetermined significance have a low risk to have high-grade SIL, and that is why in our protocol it is firstly advised a topic treatment with estrogens and repeat cytology in six months, until two negative cytological results are got. If the first post-treatment study still reports abnormalities, she is referred for colposcopic study.

Providing a course of intravaginal estrogen followed by a repeat cervical cytology test obtained approximately a week after completing the regimen is an acceptable option for women with ASC-US who have clinical or cytological evidence of atrophy and no contraindications to using intravaginal estrogen (CIII). If the repeat test result is "negative for intraepithelial lesion or malignancy," the test should be repeated in 4 to 6 months. If both repeat cytological test results are "negative for intraepithelial lesion or malignancy," the patient can return to routine cytological screening, whereas if either repeat test result is reported as ASC-US or greater, the patient should be referred for colposcopy (AII).

Immunosupressed women

The protocol for immunosupressed women is also similar to the guidelines advised in the American programme control.

Immunosupresed women who report undetermined significance alterations in their cytological study, have a high risk of high-grade SIL; that is why our protocol advises to perform immediate colposcopy with HPV testing. Depending on the result, the protocol suitable for the observed alterations will be followed.

Referral for colposcopy is recommended for all immunosuppressed patients with ASC-US (BII). This includes all women infected with human immunodeficiency virus (HIV), irrespective of CD4 cell count, HIV viral load, or antiretroviral therapy.

Pregnant women

The protocol for pregnant women is not different from the protocol for non-pregnant women, except for the contraindication related to endocervical curettage.

It is recommended that pregnant women with ASC-US be managed in the same manner as nonpregnant women (BIII).

Recommended Management of Women With ASC-H

The recommended management of women with ASC-H obtained using either conventional or liquid-based cervical cytology is referral for colposcopic evaluation (AII).

When no lesion is identified after colposcopy in women with ASC-H, it is recommended that, when possible, a review of the cytology, colposcopy, and histology results be performed (CIII). If the review yields a revised interpretation, management should follow guidelines for the revised interpretation; if a cytological interpretation of ASC-H is upheld, cytological follow-up at 6 and 12 months or HPV DNA testing at 12 months is acceptable (CIII). Women who are found to have ASC or greater on their repeat cervical cytology tests or who subsequently test positive for high-risk HPV DNA should be referred for colposcopy.

ATYPICAL GLANDULAR CELLS AND ADENOCARCINOMA IN SITU

The 2001 Bethesda System classifies glandular cell abnormalities less severe than adenocarcinoma into 3 categories3: atypical glandular cells, either endocervical, endometrial, or "glandular cells" not otherwise specified (AGC NOS); atypical glandular cells, either endocervical or "glandular cells" favor neoplasia (AGC "favor neoplasia"); and endocervical adenocarcinoma in situ (AIS).

Approaches to the management of women with AGC and AIS

In our screening programme there is no subclassification of AGUS category, so our protocol is different for the one advised in the American guidelines.

Initial Workup and Evaluation

All 3 methods (ie, repeat cytology, colposcopy, and endocervical sampling) traditionally used to evaluate women with AGC or AIS have limitations. Screening cervical cytology has a sensitivity of only 50% to 72% for identifying glandular neoplasia, and CIN is the most common form of neoplasia identified in women with a cytological result of AGC.38-44, 51-54 Moreover, repeat cervical cytological testing has been shown to be less sensitive than colposcopy for detecting CIN 2,3 and glandular lesions in women with AGC.52 This supports the inclusion of colposcopy in the workup of women with AGC. However, many cases of biopsy-confirmed AIS have had no observed colposcopic abnormalities, and even combinations of cytological testing and colposcopy can miss small endocervical adenocarcinomas and AIS localized in the endocervical canal.55 Although the sensitivity of endocervical sampling for the detection of glandular neoplasia localized in the endocervical canal is not well defined, many cases of biopsy-confirmed AIS have had no colposcopic abnormalities and in some series endocervical sampling has detected glandular neoplasia that was missed at colposcopy.52, 55-57 Age is a key factor in determining the frequency and type of neoplasia found in women with AGC. There is a higher risk of CIN 2,3 and AIS in premenopausal women compared with postmenopausal women, and premenopausal women with AGC have a lower risk of endometrial hyperplasia or cancer.44, 58-60 Approximately half of women with biopsy-confirmed AIS have a coexisting squamous abnormality and therefore the presence of a coexisting squamous abnormality does not change the management of women with AGC or AIS.61-63

Subsequent Workup and Evaluation of Women in Whom Lesions Are Not Identified

Because of the poor sensitivity of colposcopy, cytology, and endocervical sampling for detecting glandular abnormalities, women with AGC who do not have cervical neoplasia detected at the initial workup continue to be at increased risk. Because the risk varies with the subclassification of AGC (ie, either NOS or "favor neoplasia"), the most appropriate form of follow-up depends on the specific subclassification of AGC. Women with AGC NOS who have a negative initial workup have been found in some studies to be at relatively low risk for having a missed significant lesion.47 Therefore, some authors have recommended that these patients can be followed up with repeat cytological testing.47, 64 However, women who have persistent AGC are at high risk for significant glandular disease.47, 48 In some studies, women with a cytological result of AGC "favor neoplasia" or AIS who have a negative initial workup have been diagnosed subsequently with significant lesions, including invasive cancers.39, 44, 52 Therefore, some authors have suggested that the risk of a significant lesion in such patients is too great to rely on repeat cervical cytological testing alone, and have suggested that a diagnostic excisional procedure be used in this situation to rule out a serious endocervical lesion.47, 64 Other studies have reported that thermal damage can preclude the assessment of margins in electrosurgical or laser conization specimens obtained from women being evaluated for glandular cytological abnormalities and have recommended that cold-knife conizations be used in this setting.61, 65 The management of glandular cytological abnormalities can be quite challenging and women with unexplained glandular cytological findings should be referred to a clinician experienced in the management of complex cytological situations.

Recommendations for Managing Women With AGC or AIS

As in ASCUS, our pathologists do not make a difference between AGUS NOS and AIS, that is why in women with AGUS there is a difference in our protocol with respect to the American one.

In our protocol, every woman whose cytological study has been reported as with alterations in glandular cells of undetermined significance (AGUS) has to undergo colposcopy and endocervical curettage. If is also refers spotting or haemorrhage that may indicate endometrial pathology, a study of the endometrial cavity is performed.

Initial Evaluation

Colposcopy with endocervical sampling is recommended for women with all subcategories of AGC, with the exception that women with atypical endometrial cells should initially be evaluated with endometrial sampling (AII). Endometrial sampling should be performed in conjunction with colposcopy in women older than 35 years with AGC and in younger women with AGC who have unexplained vaginal bleeding (AII). Colposcopy with endocervical sampling is also recommended for women with a cytological test result of AIS. Management of women with initial AGC or AIS using a program of repeat cervical cytological testing is unacceptable (EII). Currently, there are insufficient data to allow an assessment of HPV DNA testing in the management of women with AGC or AIS (CIII).

Subsequent Evaluation or Follow-up

If invasive disease is not identified during the initial colposcopic workup, it is recommended that women with AGC "favor neoplasia" or endocervical AIS undergo a diagnostic excisional procedure (AII). The preferred diagnostic excisional procedure for women with AGC or AIS is cold-knife conization (BII). If biopsy-confirmed CIN (of any grade) is identified during the initial workup of a woman with AGC NOS, management should be according to the 2001 Consensus Guidelines for the Management of Women With Cervical Histological Abnormalities (Wright et al, unpublished data, 2001). If no neoplasia is identified during the initial workup of a woman with AGC NOS, it is recommended that the woman be followed up using a program of repeat cervical cytological testing at 4- to 6-month intervals until 4 consecutive "negative for intraepithelial lesion or malignancy" results are obtained, after which the woman may return to routine screening (BIII). If a result of either ASC or LSIL is obtained on any of the follow-up Papanicolaou tests, acceptable options include a repeat colposcopic examination or referral to a clinician experienced in the management of complex cytological situations (BIII).

LOW-GRADE SQUAMOUS INTRAEPITHELIAL LESION

In 1996 the median rate of occurrence of LSIL in the United States was 1.6%, but laboratories serving high-risk populations report LSIL rates as high as 7.7%.2, 66 Cytological grade is a relatively poor predictor of the grade of CIN that will be identified at colposcopy, and approximately 15% to 30% of women with LSIL on cervical cytology will have CIN 2,3 identified on a subsequent cervical biopsy.21, 22

Approaches to Managing Women With LSIL

Approaches that previously have been recommended for managing women with LSIL include repeat cytological testing or colposcopy. In some clinical settings, patients with LSIL are routinely followed up using cytology alone, without an initial colposcopic evaluation. The rationale for this is that the majority of women with LSIL have either no cervical lesion or CIN 1, the majority of which spontaneously regress without treatment or are completely excised with a cervical biopsy. However, follow-up cytological studies have usually had high rates of loss to follow-up, a 53% to 76% likelihood of abnormal follow-up cytology results requiring eventual colposcopy, and a small but real risk of delaying the identification of invasive cancers.35, 67-69 In contrast, referring all women with LSIL for colposcopy allows women with significant disease to be rapidly identified and would be expected to reduce the risk that women would be lost to follow-up. Disadvantages of colposcopy are those previously outlined for women with ASC, but they appear to be outweighed by the higher risk of abnormality in women with LSIL. Even in patients found to have biopsy-confirmed CIN 1, establishing a histopathologically confirmed diagnosis has merit since it allows a treatment plan to be developed based on knowledge of the patient’s cervical lesion.

Several approaches, including HPV DNA testing and LEEP, do not appear to be useful for the initial management of women with LSIL. In the ALTS study, 83% of women referred for the evaluation of an LSIL cytology result tested positive for high-risk HPV types.70 Receiver operator curve analysis evaluating the performance of HPV DNA testing for the detection of women with CIN 2,3 has reported a lower specificity at a given level of sensitivity among women being evaluated for LSIL, compared with those being evaluated for ASC.5 Loop electrosurgical excision procedures to excise the transformation zone in women referred for an abnormal cervical cytology result, but in whom biopsy-confirmed CIN has not been documented, frequently fail to identify neoplasia.71, 72

Management of Women With LSIL but No Cervical Lesions

For women with low-grade SIL with satisfactory colposcopy but negative biopsy, cone biopsy with LLETZ or LEEP is advised

Relatively few studies have addressed the issue of how to manage patients with LSIL who have satisfactory colposcopic examinations but no cervical lesions. One study found that 47% of such women had CIN diagnosed on a subsequent LEEP specimen; in the ALTS study, a considerable number of these women with LSIL who had no CIN detected at their initial colposcopic evaluation were subsequently found to have biopsy-confirmed CIN 2,3 (D. Solomon, MD, written communication, September 6-8, 2001).73 Endocervical sampling reduces the risk of missed endocervical lesions among these women, as well as among women with LSIL and unsatisfactory colposcopic examinations. However, other studies of women with LSIL and an unsatisfactory colposcopic examination have found that the risk of missing a significant lesion is relatively low if neoplasia is not identified at the initial evaluation.74 One study of 29 patients with cytology-confirmed LSIL or with biopsy-confirmed CIN 1 who had an unsatisfactory colposcopy and underwent cone biopsy identified only 2 cases of CIN 2,3 on the conization specimen and no invasive cervical carcinomas.74

Recommendations for Managing Women With LSIL

In our protocol, every woman with low-grade SIL has to undergo colposcopy, and two situations are possible:

Negative colposcopy, when repeat cytology every six months is advised. After tow negative cytology results or after tow years of follow-up every six months the patient is again referred for screening.

If the colposcopy is positive, a biopsy is performed. If the biopsy is positive for high-grade repeat cytology in six months with HPV testing a year is advised.

Colposcopy is the recommended management option for women with LSIL (AII). Subsequent management options depend on whether a lesion is identified, whether the colposcopic examination is satisfactory, and whether the patient is pregnant. The routine use of diagnostic excisional procedures such as LEEP or ablative procedures is unacceptable for the initial management of patients with LSIL in the absence of biopsy-confirmed CIN (DII).

Satisfactory Colposcopy

Endocervical sampling is acceptable for nonpregnant women with satisfactory colposcopic findings and a lesion identified in the transformation zone (CII), but it is preferred for nonpregnant women in whom no lesions are identified (BII). If biopsy, with or without endocervical sampling, fails to confirm CIN and the colposcopy is satisfactory, acceptable management options include follow-up with repeat cytological testing at 6 and 12 months with a referral for colposcopy if a result of ASC-US or greater is obtained, or follow-up with HPV DNA testing at 12 months with referral for colposcopy if testing is positive for a high-risk type of HPV (BII).

Unsatisfactory Colposcopy

Endocervical sampling is preferred for nonpregnant women with unsatisfactory colposcopic findings (BII). If biopsy fails to confirm CIN and the colposcopy is unsatisfactory, acceptable management options include follow-up with repeat cytological testing at 6 and 12 months with a referral for colposcopy if a result of ASC-US or greater is obtained, or follow-up with HPV DNA testing at 12 months with referral for colposcopy if testing is positive (BII).

Women with LSIL who are found to have biopsy-confirmed CIN should be managed according to the 2001 Consensus Guidelines for the Management of Women With Cervical Histological Abnormalities (Wright et al, unpublished data, 2001).

LSIL in Special Circumstances

Our protocol is not different from the one proposed by the American system.

Postmenopausal Women

In postmenopausal patients, follow-up without initial colposcopy is an acceptable option using protocols of either follow-up with repeat cytological testing at 6 and 12 months with a threshold of ASC-US or greater for referral for colposcopy, or follow-up with HPV DNA testing at 12 months with referral for colposcopy if testing is positive (CIII).

A course of intravaginal estrogen followed by a repeat cervical cytology test approximately a week after completing the regimen is acceptable for women with LSIL who have clinical or cytological evidence of atrophy, with a referral for colposcopy if a result of ASC-US or greater is obtained and there are no contraindications to using intravaginal estrogen (CIII). If the repeat cervical cytology test result is "negative for intraepithelial lesion or malignancy," cytological testing should be repeated in 4 to 6 months. If both repeat cytology test results are "negative for intraepithelial lesion or malignancy," the patient can return to routine cytological screening, whereas if either repeat result is reported as ASC or greater, the patient should be referred for colposcopy (CIII).

Adolescents

In adolescents, an acceptable option is follow-up without initial colposcopy using a protocol of repeat cytological testing at 6 and 12 months with a threshold of ASC for referral for colposcopy, or of HPV DNA testing at 12 months with a referral for colposcopy if testing is positive for high-risk HPV DNA (CIII).

Pregnant Women

For the recommended management of pregnant women with a diagnosis of LSIL, see the "HSIL in Special Circumstances" section, below.

HIGH-GRADE SQUAMOUS INTRAEPITHELIAL LESION

Approaches to Managing Women With HSIL

A cytological result of HSIL identifies a woman at significant risk for having CIN 2,3 or invasive cancer; therefore, colposcopy with endocervical assessment has traditionally been considered the best approach to managing these patients.31 Usually, a colposcopic evaluation will identify a high-grade cervical or vaginal lesion.58, 75, 76 However, those women with HSIL in whom a high-grade cervical or vaginal lesion is not identified after colposcopy appear to be at considerable risk for having an undiagnosed CIN 2,3 lesion. In some studies, up to 35% of women with a biopsy diagnosis of CIN 1 and a cytological result of HSIL have been found, after additional workup, to have biopsy-confirmed CIN 2,3.77, 78 Therefore, additional steps are usually taken when a high-grade cervical or vaginal lesion is not identified in a woman with HSIL. One of the first steps that is often taken is to perform a careful review of the colposcopic findings, biopsy results, and initial cervical cytology results. Numerous studies have shown that cytopathologists and histopathologists frequently differ in their interpretation of both cytological and histological cervical abnormalities, and that such a review can sometimes resolve the discrepancy.11, 79-81

Many colposcopists believe that a cytology test result of HSIL in a pregnant patient requires special consideration. Pregnancy accentuates both normal and abnormal colposcopic findings, and clinicians may not obtain appropriate cervical biopsies out of concern of increased bleeding.82, 83 Although cervical biopsy during pregnancy is associated with an increased risk of minor bleeding, it has not been associated with increased rates of major bleeding or pregnancy loss in the large studies, and a failure to perform cervical biopsies in pregnant women has been associated with missed cancers.84 Because of the risk of potential injury to the fetus, endocervical sampling is proscribed during pregnancy.

The approach of managing nonpregnant women with HSIL by immediate LEEP of the transformation zone (ie, “see and treat”) has been shown to be safe, efficacious, and cost-effective, particularly in the hands of expert colposcopists.85-88 However, most studies of women undergoing immediate LEEP for cytological abnormalities have reported that a significant number of the excised specimens will lack histologically confirmed CIN.71, 72 Therefore this approach appears to be most appropriate for patients from populations at risk of loss to follow-up and for older patients in whom possible adverse effects of LEEP on fertility are not an issue.

Recommendations for Managing Women With HSIL

The protocol proposed in our programme is similar to the one proposed by the American society.

Colposcopy with endocervical assessment is the recommended management of women with HSIL (AII). Subsequent management options depend on whether a lesion is identified, whether the colposcopic examination is satisfactory, whether the patient is pregnant, and whether immediate excision is appropriate.

Satisfactory Colposcopy

When no lesion or only biopsy-confirmed CIN 1 is identified after satisfactory colposcopy in women with HSIL, it is recommended that, when possible, a review of the cytology, colposcopy, and histology results be performed (BIII). If the review yields a revised interpretation, management should follow guidelines for the revised interpretation; if a cytological interpretation of HSIL is upheld or if review is not possible, a diagnostic excisional procedure is preferred in nonpregnant patients (BII). A colposcopic reevaluation with endocervical assessment is acceptable in special circumstances (see below) (BIII).

Unsatisfactory Colposcopy

When no lesion is identified after unsatisfactory colposcopy in women with HSIL, a review of the cytology, colposcopy, and histology results should be performed when possible (BIII). If the review yields a revised interpretation, management should follow guidelines for the revised interpretation. If a cytological interpretation of HSIL is upheld, review is not possible, or biopsy-confirmed CIN 1 is identified, a diagnostic excisional procedure is recommended in nonpregnant patients (AII). Ablation is unacceptable (EII).

Omission of endocervical sampling is acceptable when a diagnostic excisional procedure is planned. In women with HSIL in whom colposcopy suggests a high-grade lesion, initial evaluation using a diagnostic excisional procedure is also an acceptable option (BI). Triage using either a program of repeat cytological testing or HPV DNA testing is unacceptable (EII). Women with HSIL who are found to have biopsy-confirmed CIN should be managed according the 2001 Consensus Guidelines for the Management of Women With Cervical Histological Abnormalities (Wright et al, unpublished data, 2001).

HSIL in Special Circumstances

Pregnant Women

It is preferred that the colposcopic evaluation of pregnant women with HSIL be conducted by clinicians who are experienced in the evaluation of colposcopic changes induced by pregnancy (BIII). Biopsy of lesions suspicious for high-grade disease or cancer is preferred; biopsy of other lesions is acceptable (BIII). Endocervical curettage is unacceptable in pregnant women (EIII). Since unsatisfactory colposcopy may become satisfactory as the pregnancy progresses, it is recommended that women with unsatisfactory colposcopic findings undergo a repeat colposcopic examination in 6 to 12 weeks (BIII). In the absence of invasive disease, additional colposcopic and cytological examinations are recommended, with biopsy recommended only if the appearance of the lesion worsens or if cytology suggests invasive cancer (BII). Unless invasive cancer is identified, treatment is unacceptable (EII). A diagnostic excisional procedure is recommended only if invasion is suspected (BII). Reevaluation with cytology and colposcopy is recommended no sooner than 6 weeks postpartum (CIII).

Young Women of Reproductive Age

When biopsy-confirmed CIN 2,3 is not identified in a young woman with cytology-confirmed HSIL, observation with colposcopy and cytology at 4- to 6-month intervals for 1 year is acceptable, provided colposcopic findings are satisfactory, endocervical sampling is negative, and the patient accepts the risk of occult disease. If a lesion appears to progress to a colposcopic high-grade lesion or if HSIL cytology persists, a diagnostic excisional procedure is recommended (BIII).
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