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1. RATIONALE AND OBJECTIVES
The main purpose of the Spanish Association of Cervical Pathologiy and Colposcopy (Asociación Española de Patología Cervical
y Colposcopia – AEPCC) is to “promote the knowledge and research of women’s lower genital tract”. Therefore, the AEPCC
has developed the “AEPCC-Guidelines” (AEPCC-guías) in order to guide decision making and to provide criteria for the diagnosis,
management and treatment of lower genital tract pathologies. These scientific evidence-based guidelines are systematically
developed and cover specific areas of knowledge of lower genital tract diseases, being characterized by their relevance and
important impact on clinical practice.
The specific objectives of the AEPCC-guidelines are to:

•
•
•
•
•

Promote standardized lines of management based on the current scientific evidence and on reliable information and scientific
consensus.
Ensure the equality of patients receiving health care, regardless of their location, thus promoting good practice.
Improve the effectiveness of interventions and the quality of health care.
Favor the implementation of quality control or clinical efficacy indicators.
Facilitate decision-making among administrative managers and planners of health resources.

Lastly, the methodological rigor established for the preparation of the AEPCC-guidelines is aimed at the development of
documents of outstanding scientific quality which will allow better clinical practice and greater knowledge of lower genital tract
diseases.

2. METHODOLOGY
The specific methodology followed for the preparation of the AEPCC-guidelines includes the following aspects:

•

The AEPCC Steering Committee appoints a coordinator responsible for the preparation of the AEPCC-guidelines. In
accordance with the Steering Committee, the Coordinator appoints the Writing Committee consisting of him/herself, a
Secretary and the participants. The members are professional experts who are members of the AEPCC or other scientific

•
•
•
•
•
•
•
•
•

societies with recognized prestige on this topic.
Consensual development of the index.
Critical review of the available literature and assignment of levels of evidence.
Discussion and consensus among the committee members for assigning the grade of recommendation.
Writing the document.
Final analysis of the document by a Review and Editing Committee.
Printed and online format of the final version.
Dissemination of the AEPCC-guidelines in congresses, courses and seminars organized by the AEPCC.
Development of online courses on the contents of the AEPCC-guidelines to provide detailed knowledge of these guidelines
and facilitate their implementation in daily clinical practice. (training credits)
Update of the AEPCC-guidelines.

2.1 Assessment of the scientific evidence and extent and strength of the recommendations.
The GRADE System.
“Clinical practice guidelines” consist of recommendations addressed to health care professionals to help them care for patients
with a particular clinical condition. They are based on the most important literature on a certain topic (systematic reviews of the
medical literature and identification of studies with greater scientific evidence) and on practical clinical experience. In general,
prospective randomized studies are granted the highest level of consideration, whereas data obtained from the opinion of experts
receive the lowest level. In this way it is possible to assess the quality of the evidence associated with the outcomes of a particular
strategy. All the recommendations of the AEPCC-guidelines have taken into account the quality of the current scientific literature.
The strength of each recommendation is agreed upon by the Writing Committee of the AEPCC-guidelines depending on the
quality of the studies available.
The GRADE (Grading of Recommendations Assessment, Development and Evaluation Working Group) system (www.
gradeworkinggroup.org) is used for the classification of scientific evidence and to determine the extent and strength of
the recommendations..
To do this the following steps are followed:
1. The PICO (patient, intervention, comparison, outcomes) questions are established and outcome variables (in terms of benefit
and risk) for each of the intervention questions asked are defined.
2. Outcome variables are scored from 1 to 9. Outcome variables considered key for decision making are scored from 7 to
9; important variables (but not key) from 4 to 6, and less important variables are scored from 1 to 3. The Working Group
identifies, assesses and agrees upon the importance of the outcome variables.
3. Evaluation of the quality of the evidence for each of the key outcome variables. Search strategies have been designed to
identify systematic reviews and randomized clinical trials and other studies published. The GRADE system assesses the
quality of the evidence for each variable as high, moderate, low and very low. The randomized clinical trials and systematic
reviews of randomized clinical trials have a high quality of evidence while observational studies and systematic reviews of
observational studies have a low quality of evidence. Table 1 shows the different aspects which decrease or increase the
quality of evidence.
4. Assessment of the overall quality of evidence. The overall quality of evidence is based across outcomes based on the lowest
quality of evidence achieved for key outcome variables. In cases in which evidence for all the key variables favors the same
alternative and there is high quality evidence for some, but not for all variables, the overall quality is considered as high. Low
quality evidence on unimportant benefits and risks does not decrease the overall grade of evidence.
5. Designating strength to the recommendation. The GRADE system differentiates between strong and weak recommendations
and makes explicit judgments about the factors that may affect the strength of the recommendation: balance between
benefits and risks, overall quality of evidence, values and preferences of the population and costs. Both categories, strong
and weak, may be for or against a particular intervention. Table II describes the importance of people being informed of the
benefits and risks of a particular procedure. Table II describes the meaning of the strong and weak categories.

Table 1.- GRADE system for classifying the quality of evidence.

Initial quality of
evidence

Study design

Randomized clinical
trials

Observational study

High

Low

In clinical trials,
decrease if *

In observational studies
increase if

Final quality of
evidence

Critical (- 1) or very important
(- 2) limitation to study quality

Consistent and direct
strong association** without
confusing factors

High

Important inconsistency (- 1)
Some (- 1) or major (- 2)
uncertainty about directness
of evidence

Very strong evidence**
without major threats to
validity (no biases) and direct
evidence (+2).

Moderate

Imprecise or sparse data

Dose response gradient (+1)

Low

High probability of reporting
bias (- 1)

All plausible confounders
could have reduced the
observed effect (+1)

Very low

* 1, Increase (+1) or decrease (-1) a level (e.g. from high to moderate); 2, increase (+2) or decrease (-2) two levels (e.g. from high to low)
** A statistically significant relative risk > 2 (< 0.5) based on evidences consisting in two or more observational studies without plausible
confounders.
*** a statistically significant relative risk > 5 (< 0.2) based on direct evidence and without major threats to validity.
Source: Adapted from: Balshem H, Helfand M, Schünemann HJ, Oxman AD, Kunz R, Brozek J, et al. GRADE guidelines: 3. Rating the quality of evidence. J
Clin Epidemiol. 2011;64:401-6.

Table 2.- GRADE system for assigning strength to recommendations
Strong

Weak

Most people would agree on the recommended
course of action and only a small number would
not.

Most informed people would choose the
recommended course of action, but a substantial
number would not.

Clinicians

Most patients should receive the intervention
recommended

Recognizes that there are different options for
different patients and healthcare professionals
must help each patient to make the decision
which is more consistent with their values and
preferences.

Managers/policy
makers

the recommendation can be adopted as a policy in
most situations

Policy making will require substantial debate and
involvement of many stakeholders

Patients

Source: Adapted from: Andrews J, Guyatt G, Oxman AD, Alderson P, Dahm P, Falck-Ytter Y, et al. GRADE guidelines: 14. Going from evidence to recommendations: the significance and presentation of recommendations J Clin Epidemiol. 2013;66 (7):719-25. doi: 10.1016/j.jclinepi.2012.03.013.
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Introduction
Cervical cancer (CC) is the third most frequent neoplasm in

without previous screening or with inadequate screening.

women worldwide. Adequate and continuous screening of

As stated in the “European Guidelines for Quality

healthy women has reduced the incidence and mortality of

Assurance in Cervical Cancer Screening” population

CC by 89-90%.

screening policies for CC are needed not only in Spain
but also in the remaining European counties. The latest

In the last two decades it has been confirmed that the human

advances in knowledge related to screening tests, their

papiloma virus (HPV) is the causal agent of practically all

efficacy, periodicity and criteria for application and patient

cervical neoplasias and their precursor lesions. Indeed, two

management after abnormal results are obtained justify the

high oncogenic risk genotypes of HPV (HR-HPV), HPV-

present “Guidelines for the Prevention of Cervical Cancer”.

16 and HPV-18, produce approximately 70% of invasive

The increasing number of women vaccinated against

cervical lesions, and another 10 genotypes cause 25-30% of

HPV (primary prevention) who should be followed by CC

the remaining cases. The model of cervical carcinogenesis

screening (secondary prevention) in the next years requires

is based on the persistence of HPV infection as a necessary

the incorporation of more sensitive and effective tests with

element for the development of precursor lesions and

indicators to evaluate the process and provide maximum

cancer. There is an elevated incidence of infection and viral

cost-efficacy benefits. To the contrary, suboptimal coverage

clearance during the first years of sexual life. More than

in both primary prevention and screening and the use of

90% of infections in this group of women are transitory and

inadequate tests and screening schedules may lead to an

irrelevant from an oncogenic point of view.

increase in costs with no reduction in the incidence and
mortality by CC in Spain1.

However, women over 30 years of age present a lower
prevalence of HPV infection, although with a higher

These important changes in primary and secondary

percentage of persistence, carrying greater risk and the

prevention approaches have led to new scenarios which

development of precursor lesions in this age group.

require different management regimes in women with
abnormal screening test results (i.e. in women with a

HPV detection tests are a very sensitive early marker of risk

positive HPV test and negative cytology). In the last years

of cancer or precursor lesions, especially in women over 30

there has also been new evidence providing answers to

years of age. In the last decade, most scientific societies

many questions and allowing individualization of the clinical

have included HPV tests in different settings of secondary

approach to be undertaken in these patients. Some of the

prevention of CC (screening, selection of abnormal

most significant changes are related to the selection of

cytology results, and post-treatment follow-up). In 2006, the

women showing minor alterations in the screening tests,

Spanish Society of Gynecology and Obstetrics (SEGO), the

follow-up without treatment in lesions with the potential for

Spanish Association of Cervical Pathology and Colposcopy

regression, the indications and technique chosen to treat

(AEPCC), the Spanish Society of Pathology (SEAP) and the

the lesions with the greatest risk of progression as well as

Spanish Society of Cytology (SEC) included HPV testing as

the follow-up of treated patients.

an optional test in the primary screening of women over 35
years of age1.

The present guidelines systematically cover each clinical
situation, including both the general population as well as

There is currently no common screening policy for CC

different populations (young women, immunosuppressed,

among the 17 Autonomous Communities in Spain, with

pregnant or menopausal) with determined characteristics

each Public Health Department having its own strategy.

requiring a specific approach. Based on the most updated

Screening programs for CC are mainly opportunistic, with

scientific evidence and knowledge, recommendations for

non optimal coverage and poor in terms of equality and

each clinical scenario (specifying the grade and quality

efficacy. It has been estimated that more than 60% of

of evidence) are made, and Justification and the clinical

neoplasias of the cervix diagnosed are found in women

actions carried out are described.
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STANDARIZATION OF THE
TERMINOLOGY

part and/or surface of the epithelium. HSIL includes
HSIL/CIN2 and HSIL/CIN3 lesions of the Richart/WHO
2014 classification.

The squamous intraepithelial lesions (SIL) caused by HPV
are morphologically identical in all the localizations of the

It is accepted that LSIL/CIN1 lesions represents the

lower anogenital tract in both sexes (cervix, vagina, vulva,

histological expression of a productive, self-limited HPV

anus, perianal region and penis). In 2012, the American

infection which share the same natural history and usually

College of Pathologists (ACP) and the American Society

regress spontaneously.

of Colposcopy and Cervical Pathology (ASCCP) have
established a histopathological terminology denominated

Strict follow-up of women with these lesions minimizes the

LAST

Terminology),

risk related to the lack of initial detection of HSIL (CIN3).

which includes the current knowledge on HPV infection

On the other hand, HSIL/CIN3 lesions are considered

and incorporates the use of biomarkers and facilitates

real intraepitelial lesions with an elevated potential of

communication among professionals2. This terminology

progression and are the precursor lesion of CC. In contrast,

has been described in the last classification of the World

the biological significance of HSIL/CIN2 lesions is poorly

Health Organization (WHO) for tumors of the female genital

defined since they may regress or progress.

(Lower

Anogenital

Squamous

tract published in 20143.
Immunohistochemical determination of p16 allows better
The LAST terminology classifies histological SIL associated

categorization of lesions which are borderline between low

with HPV into two grades: “low-grade” (LSIL) and “high-

and high-grade which have up to now been histologically

grade” lesions (HSIL). The classification therefore uses the

classified as HSIL/CIN2 using exclusively morphological

same terminology for the cytological result in the Bethesda

criteria. p16-positive HSIL/CIN2 lesions are included in the

system and uses similar criteria. The histological criteria

HSIL category because of their greater risk of progression,

defining these lesions are :

and p16-negative HSIL/CIN2 lesions are re-classified as

2

•

LSIL: Proliferation of squamous or metaplastic cells
with

abnormal

nuclear

characteristics

LSIL due to their benign nature and low risk of progression.

(increase

It has been estimated that the use of the p16 marker to

in nucleus size, irregular nuclear membrane, and

clarify the significance of a HSIL/CIN2 is only necessary in

increase in the nucleus-to-cytoplasm ratio). There

less than 10% of all biopsies2.

is little maturation of the cytoplasm in the lower third

•

of the epithelium, with maturation beginning in the

The LAST terminology proposes the use of the same

middle third and being relatively normal in the upper

terms (LSIL and HSIL) for all the SIL associated with HPV

third of the epithelium. Mitotic figures are only present

independently of their localization in the cervix, vulva,

in the lower part of the epithelium. Koilocytosis may

vagina, anus, perianal region or penis. The information

be observed and is characterized by multinucleation,

is complemented with the classical term of intraepithelial

nuclear enlargement and pleomorphism accompanied

neoplasia (IN) and the initials corresponding to the

by perinuclear halos without the characteristics of a

localization (cervix CIN, vagina VaIN, vulva VIN, anus AIN,

high-grade lesion. This term includes the LSIL/CIN1

perianal region PAIN and penis PeIN), together with the

lesions (cervical intraepithelial neoplasm grade 1) of

grade (-IN1, 2 or 3)2.

the Richart/WHO 2004 classification.
HSIL: Proliferation of squamous or metaplastic cells
with

abnormal

nuclear

characteristics

(increase

in nucleus size, irregular nuclear membrane and
increase in the nucleus/cytoplasm ratio, accompanied
by mitotic figures). There is little or nul cytoplasmatic
differentiation in the middle thirds and surface of the
epithelium. Mitotic figures are not limited to the lower
third of the epithelium and may be found in the middle
10

CONCEPT OF SCREENING
The fundamental objective of screening is to reduce the
incidence and mortality by CC. Ideally, screening is able to
identify women with HPV infections or precursor cervical
lesions with the greatest risk of progression to invasive
cancer (maximum benefit) and avoid the detection and

Prevención del cáncer de cuello de útero 2014

unnecessary treatment of non progressive or benign
intraepithelial lesions associated with transitory HPV
infections (potential damage). Therefore, the practice of
HSIL (CIN3) detection as the immediate precursor lesion

QUALITY CONTROL IN
COLPOSCOPY AND IN THE
HISTOLOGICAL STUDY

of invasive cancer provides the best evaluation of the

Quality control is defined as systematic monitoring and

efficacy of screening. Prevention of all CC is utopic. No

evaluation of the different aspects of a department to

test has 100% sensitivity. There is always a residual risk of

guarantee compliance with the standards of quality.

cancer after screening or interval cancer (false negatives or
neoplasias of rapid progression).

Benefits of screening
The main benefits of screening are: 1) cure in women
treated after early detection, who would have died by
invasive cancer without screening; 2) improvement in the
quality of life associated with the possibility of performing
less invasive techniques due to early detection, and 3)
psychological benefit of knowing that the result of the
screening test is negative (minimum risk of carrying a CC or
precursor disease)4.

Importance of quality control in
colposcopy
Quality control in colposcopy is a process which should
be carried out at three levels (individual, institutional and
externally at a regional or national level) in order to achieve
an elevated level of quality of health care8. The fundamental
objective of the European Federation of Colposcopy (EFC)
is to promote a high level of quality in colposcopy. To achieve
this, guidelines have been elaborated and indicators and
standards of quality have been established to support
satisfactory colposcopy practice in all member countries.

Disadvantages of screening

The EFC provides uniform, high quality information so

In a limited subgroup of women, screening may be

with common objectives and a similar structure with the

deleterious. The potential disadvantages of screening are:

aim of obtaining well prepared colposcopists. Although

1) detection of a non progressive intraepithelial lesion (over-

colposcopy may be performed in different settings and

diagnosis) which may lead to unnecessary treatments; 2)

with different indications, the EFC aims to identify common

false positive result producing anxiety, additional diagnostic

competences which constitute the objective of learning,

studies and unnecessary treatments with their associated

thereby establishing a training program and the basis of the

morbidity (possible reproductive impact); 3) false negative

design of the curriculum.

that all the affiliated societies provide training programs

results in a woman with cancer or progressive precursor
lesion inducing a false sensation of safety and delay of

In the last years, changes and improvement have been

possible diagnosis and treatment.

made in the identification and management of pathology of

Limitations of screening

the lower genital tract (LGT) due to the high incidence of
this disease and the need to train specialists in this field. It
is therefore recommended that the diagnosis and control of

The main limitation is the difficulty of obtaining access to

these patients be carried out by colposcopists who are well

screening by some part of the population. In countries with

trained in reference centers.

opportunistic screening such as the USA, approximately
50% and 10% of the total number of women diagnosed

In addition to adequate training, colposcopists should

with CC do not undergo screening or receive inadequate

undergo internal controls including analysis of all the aspects

screening, respectively . The reproduction of these data

of colposcopy practice and continuous evaluation of the

in other industrialized countries reinforces the need to

correlation between cytology and colposcopy, cytology and

implement populational screening programs 6,7.

histology and colposcopy and histology. Moreover, images

5

must be stored for adequate follow-up of clinical cases9.
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The progressive introduction of vaccines against HPV

Histological diagnosis is the gold standard with which both

and HPV testing in the screening program will lead to a

screening techniques (cytology and/or

reduction in the incidence of CC and HSIL (CIN3), which will

detection techniques) and colposcopy results are compared.

be translated into a reduction of the positive predictive value

Therefore, the reference of quality programs of these

(PPV) of colposcopy, greater difficulty in interpretation and

techniques is histological diagnosis. Lastly, histological

an associated risk of under- or over-treatment. Therefore,

diagnosis represents the main source of the diagnoses

quality control is essential in this area, ensuring impeccable

reported in cancer registries, and it is used to evaluate

colposcopy training and adherence to the indicators

screening programs11. Accordingly, for the secondary

and standards of quality, thereby achieving systematic

prevention of CC, it is very important to guarantee the

monitoring and continuous evaluation at a state level of

maximum quality of the diagnosis of biopsies and surgical

both colposcopists and specialized institutions .

pieces

Taking into account the need for high-grade training and

Pathology

specialization for correct colposcopy practice as well as

recommendations of the American College of Pathologists

the importance of maintaining adequate quality controls,

(ACP) for the use of p16: a) doubtful lesions in which the

it is highly recommended that colposcopy procedures be

differential diagnosis includes high-grade lesions (atrophy,

performed in specialized colposcopy clinics.

immature squamous metaplasia, etc.); b) disagreement

10

Importance of quality control in
histology
The final diagnosis of premalignant and malignant lesions of
the cervix is based on the histopathological study of target
biopsies and of pieces obtained on surgical resection.

12

laboratories

should

HPV molecular

consider

the

among pathologists; c) differential diagnosis between LSIL
and HSIL (CIN2 in Richart nomenclature); and d) cases with
HSIL cytology and biopsy < HSIL.
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Target population and screening strategy

Quality of the
evidence

Recommendation

Women who have initiated sexual activity and from 25 to 65 years of
age.

Moderate

Strongly in favor

Independently of the test used, the screening should guarantee a proposed population base with evaluation methods for coverage.

Moderate

Strongly in favor

Moderate

Strongly in favor

Age

Screening test

Before 25 years
of age

• No screening test

From 25 to 30
years of age

• Cervical cytology every 3 years

High

Strongly in favor

• HPV test every 5 years (preferential option)

High

Strongly in favor

• HPV test and cytology (co-test) every 5 years.
(acceptable option)

Low

Weakly in favor

• Cytology every 3 years (acceptable option)

Moderate

Weakly in favor

After 65 years
of age

• Finalize screening
previous adequate and negative screening
(10 years) and no CIN or CC (20 years).

Moderate

Strongly in favor

Hysterectomy
(No previous
CIN or CC)

• No screening test

High

Strongly in favor

History
of lesion ≥
HSIL/CIN2

• At least 20 years of screening

Moderate

Strongly in favor

• Cytology after 21 years of age

Low

Strongly in favor

• Co-test after 30 years of age

Low

Strongly in favor

From 30 to 65
years of age

Immunosuppressed

Screening sample collection
Cytology, liquid-based medium

Preferential

Cytology, conventional smear

Acceptable

Molecular studies, other approaches

Acceptable

Management of patients with abnormal screening test
HPV test
Cytology

• Reflex cytology if liquid-based medium

Acceptable

• HPV test or colposcopy (specific protocol)

Acceptable

HPV: human papilloma virus; CIN: cervical intraepithelial neoplasia; HSIL: high-grade squamous intraepithelial lesion, CC: cervical cancer

< 25 years old

25-30 years old

No screening

Cytology
every 3 years

30-65 years old
Cytology
every 3 years*

HPV test
every 5 years

> 65 years old
Co-test
every 5 years**

End screening

• 3 negative cytologies
• 2 negative or co-test
• No history of CIN in previous 20 years

* Although exclusive cervical cytology in primary screening prevails, providing that preceptive quality controls are made, the
transition to HPV screening tests should be an achievable objective in the next 3-5 years for all primary screening settings of
cervical cancer. This recommendation is justified based on the benefits in quaity and the validity of screening.
* * Globally, the HPV test plus cytology (co-test) does not provide a greater additional yield and efficacy than HR-HPV as the
only method and induces a greater use of resources. The choice of the co-test should have a transitory objective while the
technology for HPV detection is being incorporated and implemented. CIN: cervical intraepithelial neoplasia; HPV: human
papilloma virus.
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1. Screening recommendations
1.1 AGE AT FIRST SCREENING

rule out a possible lesion. In women with a negative result in
the co-test, further screening tests are not necessary. Once

Recommendation

screening has been discontinued, there is no reason for it

Screening for CC should be initiated at the age of 25.

to be reinitiated17,18.

Screening should not be initiated before 25, regardless of
the age of the initiation of sexual acitivity or other risk factors (see section “Screening in special subgroups”).

Justification
Screening beyond the age of 65 is not cost-effective. It is
estimated that the screening of 1,000 women from 65 to 90

Justification

years of age would prevent 1.6 CC and avoid 0.5 deaths19.

The incidence of CC in women less than 25 years of age is

A history of treated CIN represents a variable of high risk

extremely low, and sytematic screening has not shown any

associated with posterior development of CC20.

benefit in the reduction of the incidence of this type of cancer12,13. To the contrary, screening of young women allows
the detection of an elevated number of cases with minor
cytological alterations and transitory HPV infections, the
study of which is translated into high economic costs and

1.3 SCREENING OF WOMEN FROM
25 TO 35 YEARS OF AGE

over-diagnosis and over-treatment14,15.

Recommendation

Primary prevention of CC should be promoted before the

Screening of women from 25 to 30 years of age should only

age of 25, implementing health care measures devoted to
family planning and the prevention of other sexually transmitted diseases .

be performed with cytology, and in the case of a negative
result, repeat the cytology every 3 years up to the age of 30.

15

1.2 AGE AT THE END OF SCREENING
Recommendation
The screening of CC should end at 65 years of age provided that the following criteria are fulfilled:

•
•

Adequate and negative previous screening during the
previous 10 years.
No history of treated CIN or CC during the previous 20
years.

The optimal screening interval is the period in which the
development of a CC is very improbable. The optimal interval betwen cytologies is established taking into account the
number of cancers and mortality avoided and the number
of colposcopies and associated costs20-23. In the absence
of screening, in industrialized countries, the predicted number of CC per 1,000 women along a lifetime is of 31-33 cases. The estimated number of carcinomas diagnosed with
screening every 1, 2 or 3 years is of 3, 4-6 and 5-8 cases,

Adequate and negative screening is considered as the presence of three consecutive negative cytological results or
two negative HPV tests or two negative co-tests (HPV test
plus cytology) undertaken in the previous 10 years, the last
having been performed within the last 5 years. In these cases the incidence of lesions ≥ HSIL/CIN2 is extremely low .
16

Women of 65 years of age or greater who have not adequately fulfilled previous screening should undergo a co-test to
14

Justification

respectively, and the mortality for these same intervals is
0.03, 0.05 and 0.05 per 1,000 women, respectively. The
estimated number of colposcopies performed according to
cytology results every 1, 2 or 3 years is 2,000, 1,080 and
760, respectively20,23. Therefore, the most adequate interval
between cytologies is every 3 years (better relationship between incidence, mortality, costs and morbidity associated
with the number of colposcopies)18.
The previous history of the woman and the risk factors
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should not induce modifications in the interval of screening,

risk for the same period after a negative cytology is 0.97%.

except in immunosuppressed women.
The greater sensitivity of the HPV test compared to cytology
Screening with the HPV test in women under 30 years of

is confirmed by the lower incidence of CC at 5 years after

age is not indicated since in this age group approximately

a negative HPV test than the incidence at 3 years with a

one third are carriers of transitory HPV infections.

negative cytology result27-29.
Lastly, the HPV test substantially increases the detection of

1.4 SCREENING OF WOMEN FROM 30
TO 65 YEARS OF AGE
Recommendation

cervical adenocarcinoma and its precursor lesions. The incidence of this subgroup of neoplasias has neither risen nor
fallen in some countries in which screening is exclusively
based on cytology 30-32.

Screening of women from 30 to 65 years of age should be

Among the many methods available for the detection of

done with a clinically validated HPV test every 5 years (pre-

HPV, only those which are clinically validated and reliable

ferential option).

should be used33. Ideally, the HPV test should not seek the
maximum detection capacity (analytical sensitiviity) but ra-

Sample taking should preferably be performed in reflex me-

ther the best detection of lesions (HSIL or CC) related to

dium, that is, from the same material used for the HPV test,

HPV (clinical sensitivity).

thereby facilitating later study with cytology or additional
tests.
Primary screening with the HPV test should be performed
within a populational screening program. The study of
HPV-positive cases (between 4-10% of the total number

1.5 OTHER SCREENING OPTIONS IN
WOMEN FROM 30 TO 65 YEARS OF
AGE

of women screened) requires agile, referral circuits to well

Recommendation 1

established specialized centres following defined protocols

Cytological screening every 3 years (acceptable option).

(see corresponding section).

Justification 1

Justification
The HPV test has shown greater sensitivity than cytology

(from 23% to 43% in the case of hybrid capture 2 [HC2]
test) based on the detection threshold used (≥ HSIL/CIN2 or
≥ HSIL/CIN3) or the cytological cut-off (atypical squamous

cells of undetermined significance [ASC-US] or LSIL) . On
24

the other hand, the specificity is lower compared to cytology
(between 6-8% for HC2).

Validated HPV tests have demonstrated a greater reproducibility compared to cytology (less inter-laboratory variability)

25,26

. In addition, they have an elevated negative predic-

tive value (NPV) of close to 99% in women over the age of
30, which means that a negative determination is translated
into a low probability of having a current lesion ≥ HSIL/CIN2

Exclusive cytological screening every 3 years up to the age
of 65 has shown to be effective in reducing the incidence

and mortality of CC. Screening every 1-2 years has not
demonstrated any benefit in the reduction of mortality and
considerably increases the number of colposcopies, costs,

over-diagnosis and over-treatment. Cytological screening

with an interval of more than 3 years is not recommended18.
Screening with cytology alone should only be justified by
a lack of resources and infrastructure which impede the
implementation of HPV testing. In these cases, exclusive
screening with cytology should follow a structured program

(populational screening) in order to guarantee the efficacy,
quality control, equality and lower overall costs.

and in the following 5-7 years25,27. After having a negative

In the next 3-5 years health care systems based on cytolo-

llowing 6 years is 0.27%, a value similar to the risk after ha-

preferential option of screening based on HPV testing.

HPV test result the risk of developing ≥ HSIL/CIN3 in the fo-

gical screening should have the capacity to adhere to the

ving a negative co-test result of 0.28%27. The estimation of
15
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Recommendation 2
Screening combining cytology with the HPV test every 5
years (co-test)(acceptable option).

Justification 2
Performance of the co-test every 5 years confers the pre-

cytological alterations of less than 1% and no case of vaginal cancer after 20 years of follow-up35-38.

Women with a history
of a lesion ≥ HSIL/CIN2
Recommendation

viously described benefits of the HPV test. The co-test does

Women referred to routine screening with a history of a

not provide greater benefits in the detection of lesions (sen-

treated lesion ≥ HSIL/CIN2 should be followed for a period

sitivity) or increase the screening interval.

of at least 20 years.

Some HPV tests do not have a control to determine whether the test is inadequate due to absence or scarcity of
material. However, in these clinically exceptional cases, the

Justification

co-test would provide the advantage of evaluating the ade-

Women with a history of a lesion ≥ HSIL/CIN2 which has

quacy of the sample by simultaneous cytologic study.

been treated or has resolved spontaneously within the previous 2 years carry a 5 to 10-fold greater risk of develo-

The main argument in favor of the co-test versus the HPV

ping CC than the general population39,40. Routine screening

test without cytology is justified by the foreseeable low ad-

should be prolonged to up to 20 years in these women inde-

herence among professionals to incorporate such a large

pendently of whether they reach the age of 6518,41,42.

change in an opportunistic screening system with the subsequent health care and economic implications18. However,
this screening option should be considered as a transitory
option until screening based on the HPV test is established.

1.6 SCREENING OF SPECIAL SUBGROUPS
Women with previous hysterectomy
Recommendation
Women who have undergone total hysterectomy for benign
disease should end screening after hysterectomy (regard-

Women with immunosuppression
Recommendation
Annual cytology after 21 years of age.
At 30 years of age,

•
•

Co-test every 3 years in women with a CD4 count >
200 cells/μL or with active antiretroviral treatment.
Co-test annually with a CD4 count < 200 cells/μL or if
not receiving antiretroviral treatment.

Justification

less of the age, the presence or not of adequate negative

Patients with congenital or acquired immunosuppression or

previous screening or sexual risk factors).

those with human immmunodeficiency virus (HIV) infection
are highly susceptible to present persistent HPV infection

Women referred to routine screening after hysterectomy for

and have a greater risk of developing precursor lesions of

a lesion ≥ HSIL/ CIN2 should be followed for at least 20

CC43. The prevalence of HPV in these populations is usually

years.

greater than 30%, and an elevated proportion of cytological

Justification

alterations may also be presented44,45. However, recent studies have reported that the clinical course of HPV infection

Screening following total hysterectomy not indicated for

and the risk of CIN in women with HIV receiving antiretro-

CIN or CC is not justified since primary cancer of the vagi-

viral treatment is usually the same as that of HIV negative

na is the least frequent of the genital tract (0.69 cases per

women.

100,000)34. Different studies evaluating the performance of
screening in this group of women have reported a rate of
16

Correctly treated HIV positive women who are co-test ne-

Prevención del cáncer de cuello de útero 2014

gative at 5 years present a similar rate of pre-malignant
cervical lesions to that described in HIV-negative women46.
The elevated NPV of the HPV test allows immunosuppressed women who are co-test negative to safely forgo annual
controls.
In HIV patients with a CD4 count ≤200 cells/μL the controls
should be much stricter43. In a multivariate analysis, a low
CD4 count was the most powerful independent predictive
factor of HPV infection in this population group. In addition,
HIV patients with a low CD4 count presented a higher rate
of multiple HPV infections with a greater frequency of infection by many high risk types and a greater risk of persistence47.
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2. Management of abnormal screening test results
2.1. POSITIVE HPV TEST

percentage of women with ≥ HSIL/CIN2; 2) waitingassociated anxiety; 3) possible loss to follow-up. There

Referral of all patients with a positive HPV test for immediate

are several valid options related to molecular techniques:

colposcopy study is costly both economically and due to

a) HPV genotyping: positive DNA/RNA cases of some

over-diagnosis/over-treatment.

HPV types 16/18 (+/-45) carry a greater risk of underlying

Specific

protocols

are

needed for the selection of these patients.

cervical lesions, b) E6 and E7 mRNA testing: the detection
of E6 and E7 mRNA has a sensitivity similar to the hybrid

Recommendation

capture tests, having a better specificity in patients with LSIL
and ASC-US (data with APTIMA®, cannot be extrapolated

In cases with a positive HPV test, cytology should be

to all the commercial tests). For this reason mRNA testing

performed (preferentially the reflex test using the material

has been proposed in patients with a negative cytological

from the same sample if in liquid-based medium).

test and HPV-positive result whose risk of progression may

•
•

HPV-positive test plus cytology ≥ASC-US: specific

be similar to the previous patients48, c) p16/Ki67 dual-

protocol should be followed.

stained cytology: dual-staining is a surrogate marker of

HPV-positive test plus negative cytology: the following

dysregulation of the cell cycle secondary to HPV-induced

strategies are accepted:

transformation. In this method the test is positive if there

1. HPV test at one year (moderate quality of evidence,

is at least one cell showing cytoplasmatic staining for p16

recommendation strongly in favor).

(brown) and nuclear staining for Ki67 (red).

2. Immediate molecular test, preferentially performed
using previously obtained material (liquid-based
medium) (low quality of evidence, recommendation
strongly in favor).

•
•
•

Clinical management
1.

Genotype HPV-16/18 and optional for HPV-45.
E6/E7 mRNA test.
p16/Ki67 dual-stained cytology study.

2.

According to the result of the HPV test at one year:

•
•

HPV-positive test: refer to colposcopy.
HPV-negative test: refer to routine screening.

According to the result of the reflex molecular test
(genotyping, E6/E7 mRNA or dual-stained cytology):

Justification
Patients with an HPV-positive test and negative cytology
present a 5-10%risk of ≥ HSIL/CIN2 at 5 years. There
is no consensus as to the best option, but the strategies
available present the best results. An HPV test at 12
months has shown good sensitivity in detecting lesions ≥
HSIL/CIN2 comparable to immediate colposcopy, having
the great advantage of substantially reducing the number
of

colposcopies (lower cost and over-diagnosis/over-

treatment).
The disadvantages are: 1) delay in diagnosis in a small

18

•
•
•
•

Positive: refer to colposcopy.
Colposcopy confirms intraepithelial lesion: specific
protocol.
Negative colposcopy: co-test at one year.
Negative: co-test at one year.
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Algorithm 2.1 Positive HPV test

Positive HPV test

Cytology
(preferentially reflex)

Negative

Positive

Molecular test (reflex)
(immediate)

HPV test (1 year)

HPV-16/18 genotyping
(HPV-45 optional)

Positive

Dual-stained
cytolog

E6/E7 mRNA

Positive

Negative

Specific protocol

Negative

Colposcopy

CIN

Routine screening

Negative

Specific protoc

HPV test (1 year)

2.2. UNSATISFACTORY CYTOLOGY

Justification

The absence of representative cellular elements in these

A cytology result reported as unsatisfactory is not reliable.

cases impedes sample evaluation. This occurs in less than

However, if this study was performed in the context of com-

1% of all cytology studies49,50.

bined cytology and HPV test screening and the latter is negative, the probability of the presence of a high-grade lesion

Recommendation

or greater is extremely low51.

Repeat the cytology in the next 2-4 months (low quality of
evidence, recommendation strongly in favor). If the cytology
was performed in combination with the HPV determination
(co-test) the management will depend on the HPV test result.

•
•
•

HPV test is adequate and negative: routine screening.
HPV test is inadequate: repeat in 2-4 months.
HPV-positive test (in women over 30 years
of age): Repeat the cytology at 2-4 months.
Colposcopy.

When two consecutive cytologies are unsatisfactory, colposcopy is recommended.
19
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Algorithm 2.2. Unsatisfactory cytology.

Unsatisfactory cytology

No Co-test

Co-test

Cytology
2-4 months

HPV
positive

inadequate HPV

HPV
negative

Unsatisfactory
cytology

Colposcopy

Co-test
2-4 months

Routine
Screening

2.3. ATYPICAL SQUAMOUS CELLS
OF UNDETERMINED SIGNIFICANCE
(ASC-US)

is equivalent to immediate colposcopy in terms of sensitivity

Atypical squamous cells of undetermined significance

One of the main advantages of the HPV test is that it can

(ASC-US) are diagnosed in 2-5% of the cytologies and are
the most common cytologic alteration, being found in less
than 2% of 70,000 cytologies performed in screening programs in Catalunya.
The global prevalence of HPV infection in women with ASCUS ranges from 33-51% (reaching 70% in women under 25
years of age and progressively decreasing with age). The
presence of lesions ≥ HSIL/CIN2 in women with ASC-US
cytology ranges between 5-12% and between 0.1- 0.2 %
for CC.

for the detection of high-grade lesions, with the advantage
of reducing the number of colposcopies by half.

be deferred (reflex) in residual liquid-based cytology samples without the need for a new consultation. Recent data in
women over 30 years of age with ASC-US have an estimated risk of approximately 3 % for presenting lesions ≥ HSIL/
CIN3 at 5 years, thereby justifying cytologic control at one
year instead of at 6 months. Women with ASC-US cytology and a negative HPV test present a low risk of lesions ≥
HSIL/CIN3, comparable to the risk observed at 3 years with
a negative cytology but slightly higher to that observed at 5
years in women with a negative co-test.
Therefore, the first control after ASC-US cytology and a negative HPV test should be made at 3 years53.

Recommendation
With ASC-US cytology there are three possible approaches52:
1) HPV test (preferential option) (high quality of evidence,
recommendation strongly in favor).

Clinical management
1. According to the HPV test result:

•

2) Annual cytology for two years (acceptable option) (movor). Liquid-based medium is advised.

--

3) Immediate colposcopy (acceptable option) (moderate
quality of evidence, recommendation weakly in favor).

The three recommendations are equally effective and safe
for the study of patients with ASC-US cytology. HPV testing
20

---

derate quality of evidence, recommendation weakly in fa-

Justification

HPV-positive test: refer to colposcopy.

•

Evaluable colposcopy without visible lesion: Co-

test at one year.

Non-evaluable colcoscopy: Endocervical study,
and if negative, co-test at one year.

Colposcopy and biopsy confirm lesion: Management according to specific protocol.

HPV-negative test: co-test at 3 years, if negative, routine screening (moderate quality of evidence, recommendation strongly in favor).

2. According to cytology result:
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•
•

Both cytologies negative: routine screening (moderate

The algorithm for the clinical management of women under

quality of evidence, recommendation strongly in favor).

25 with ASC-US cytology overlaps that applicable to women

An ASC-US Cytology:

less than 25 years of age with LSIL cytology (see specific

--

HPV test (preferential option): according to recom-

--

Refer to colposcopy (moderate quality of evidence,

mendations in section 1 (moderate quality of evidence, recommendation strongly in favor).
recommendation weakly in favor).

section).

Pregnant women
Recommendation

ASC-US cytology in special populations

The management of pregnant women should be similar to

Under 25 years of age

study can be postponed at 6 months post-partum54,55.

mended in women under 25 years of age.

Justification

that of non pregnant women except that the colposcopic

According to the present guidelines screening is not recom-

Recommendation
Annual cytology during 2 years (moderate quality of evidence, recommendation strongly in favor).

The incidence of CC in pregnant women is similar to that
of non pregnant women of the same age. The only indication for treatment in pregnant women diagnosed with CIN is
suspicion of invasive cancer42,56. Targeted biopsy by colposcopy is only indicated in cases in which invasion must be

Justification
The elevated rate of regression of ASC-US in this population (91% at 2 years) justifies cytologic follow-up. The determination of HR-HPV is not recommended in any case
before the age of 25.This is based on the high prevalence
of HR-HPV infection in adolescents and young women with
ASC-US cytology (up to 88% from 15-19 years of age and
67% among women from 20-24 years old). These infections
are sequentially acquired after the initiation of sexual activity
and involve multiple genotypes which lead to repeated positive HPV test results in a large number of young women,
having scarce clinical relevance. Therefore, the determination of HPV is not an efficient option for the management of
ASC-US in this population.

ruled out. Biopsy studies during gestation show that cases
of CIN remit or persist similar to non pregnant women, with
progression to cancer being exceptional57.
Colposcopy in pregnant women with minimal cytologic alterations is complex and does not have clear benefits. Therefore, it is acceptable to postpone colposcopy in pregnant
women with a low risk of cancer (low quality of evidence,
recommendation strongly in favor).

Clinical management
Endocervical curettage is contraindicated in pregnant women. In cases in whom cytology, colposcopy and eventual
biopsy do not suggest lesions ≥ HSIL/CIN2, post-partum
follow-up is recommended55.

Clinical management
According to the follow-up cytology results:

•

ASC-H, HSIL, atypical glandular cells (AGC) or cancer
cytology at one year: refer to colposcopy (moderate

•

quality of evidence; recommendation strongly in favor).
ASC-US cytology at 2 years: refer to colposcopy (moderate quality of evidence; recommendation strongly in

•

favor).
Both cytologies negative: refer to routine screening
(moderate quality of evidence; recommendation stron-

Post-menopausal women
In a high percentage of cases ASC-US cytology in menopausal women is reactive to atrophy and estrogen deficiency. Therefore, local estrogen treatment during 6-8 weeks is
an acceptable treatment option in post-menopausal women
with marked atrophy and ASC-US before repeating cytology
and improves the cytological and colposcopic studies58.

gly in favor).
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Recommendation

Clinical management

Management similar to that followed in the general popu-

In women ≥ 65 years of age who have ASC-US cytology

lation.

and are HPV-negative, follow-up is advised prior to their exclusion from the screening program55.
• Follow-up with cytology or co-test at one year.

Justification

If negative, end screening.

The prevalence of HPV in women over 40 years of age is

≥ASC-US cytology or HPV-positive: colposcopy.

less than 20%59. Therefore, HPV determination to stratify
the risk of an underlying histological HSIL lesion or (lesion ≥
HSIL/CIN2) is more effective in this age group than in younger women, with a lower number of women being referred
to colposcopy.
Algorithm 2.3 ASC-US cytology

ASC-US cytology
Annual cytology (2 years)
(liquid–based)

Both
negative

>ASC-US

Reflex HPV test
(preferential)

ASC-US

Negative

Immediate
colposcopy

Positive

Colposcopy
(+ Biopsy)

Colposcopy
(+ Biopsy)

ZT
evaluable:
no lesión

HPV test

ZT
evaluable:
confirms
lesión

ZT
not
evaluable

Endocervical study

Negative

Routine
screening

22

Epecific
protocol

Co-test (3 years)

Co-test (1 year)

Positive

Specific
protocol
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Algorithm 2.3.1 ASC-US/LSIL cytology in women under 25 years of age

ASC-US / LSIL
(under 25 years of age)
Annual cytology
(2 years)

Citology
ASC-H,-AGC, HSIL, cancer

Citology
ASC-US/LSIL

Both cytologies
Negative

Citology at one year

≥ASC-US

Negative

Colposcopy

2.4 ATYPICAL SQUAMOUS CELLS
WHICH DO NOT RULE OUT HIGHGRADE INTRAEPITHELIAL LESIONS
(ASC-H)

Routine screening

Clinical management

•

screening cytologies), representing less than 10% of all

cytology at 6 months and co-test at 12 months:

-- Follow-up

cytology ≥ ASC-US or HPV-positive test:

colposcopy.

-- Both cytologies and HPV test negative: refer to rou-

The diagnosis of atypical squamous cells cannot exclude
HSIL (ASC-H) is infrequent (between 0.27 and 0.6% of all

Absence of histological lesion ≥ HSIL/CIN2-3: repeat

•

tine screening.

Histologic lesion ≥ HSIL/CIN2-3: see specific protocol.

atypical cytologies. ASC-H cytology has a greater risk of lesions ≥ HSIL/CIN3 over time than ASC-US or LSIL cytology
and has a lower risk than HSIL cytology.

ASC-H cytology is special populations

Recommendation

Women under 25 years of age, pregnant
or menopausal

Immediate colposcopy (moderate quality of evidence, recommendation strongly in favor).

According to the present guidelines, screening is not recommended in women under the age of 25.

Justification

Recommendation

The prevalence of HSIL/CIN2-3 in women with ASC-H ran-

Colposcopy (the same schedule as the general population))

ges from 26 to 68%. The mean prevalence of HPV ranges
from 60 to 87%. Thus, the selection of these patients with
the HPV test is not adequate (moderate quality of evidence,
recommendation weakly in favor).

(moderate quality of evidence, recommendation strongly in
favor).

Justification
There are no significant differences in the risk of lesion ≥
23
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HSIL/CIN2-3 at 5 years of follow-up in women from 21 to

does not differ from that of women over the age of 25.

24 years of age compared to those from 25-29 years or

In pregnant and menopausal women the risk of lesion ≥

between 30 and 64 years of age with ASC-H cytology (16%

HSIL/CIN2-3 does not differ from that of the general popu-

vs. 24% vs.18%, respectively). Therefore, the management

lation, and as such, a different protocol is not necessary.

of women from 21 to 24 years of age with ASC-H cytology
Algorithm 2.4 ASC-H cytology

ASC-H Cytology

Colposcopy

ZT not evaluable
or evaluable without lesion

Confirms
SIL/CIN

Endocervical study

Negative

Positive

Cytology at 6 months

2.5 LOW-GRADE SQUAMOUS
INTRAEPITHELIAL LESION (LSIL)
Low-grade squamous intraepithelial lesions (LSIL) repre-

Specific protocol

RISK AT 5 YEARS
Initial
Cytology

≥ a HSIL/
CIN2

HSIL/CIN3

Invasive
carcinoma

LSIL

16%

5,2%

0,16%

LSIL VPH
negative

5,1%

2%

_

LSIL VPH
positive

19%

6,1%

_

sent 2-3% of all cytologies. More than 70% of women with
LSIL cytology present a positive HPV test and between
12-16 % of these women have a lesion ≥ HSIL/CIN2 after
colposcopy and biopsy. The natural history of women with
LSIL cytology is very similar to that of those with ASC-US
cytology and a positive HPV test.

Recommendation
Immediate colposcopy (high quality of evidence, recom-

Justification

mendation strongly in favor).

More than two thirds of LSIL cytologies are associated with

In the cases in which the co-test has been performed the

HPV test is therefore not useful. Cases undergoing the co-

clinical management depends on the result of the HPV test:

• Negative HPV test: co-test at one year (low quality of

evidence, recommendation strongly in favor).

• Positive HPV test: colposcopy (high quality of evidence,

recommendation strongly in favor).
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HPV infection60. The selection of these patients using the
test will obtain the HPV result which will allow differentiated
management according to the risk.
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The risk of progression to invasive carcinoma of lesions

•

with a cytologic LSIL result is low. The following table shows

ted biopsy (endocervical curettage not

the percentage of cases developing a lesion ≥ HSIL/CIN2,
HSIL/CIN3 or carcinoma at 5 years according to the initial
cytology result (LSIL with an HPV-positive or -negative test).

Colposcopy is adequate with lesions identified: targe-

•

If the subgroup of women under the age of 30 is analyzed
separately, the percentage of underlying high-grade lesion

essential).

---

Negative: co-test at one year.

--

Endocervical curettage + vaginoscopy.

CIN: specific management.

Colposcopy is not adequate or TZ type 3:
a. Negative: co-test at one year.
b. CIN/VaIN: specific management.

is even lower (3% of HSIL/CIN3 in women from 21 to 24
years and 5% of HSIL/CIN3 in women between 25 and 29
years of age), with no case of invasive carcinoma.

2. According to the co-test result at one year:

•

Negative co-test: repeat both tests at 3 years. If the results remain negative in the new determination, refer to

Clinical management

•

routine screening.
ASC-US or greater and/or HPV-positive test: colposcopy.

1. According to the colposcopy result

•

Colposcopy is adequate with no evidence of lesion:

--

Vaginoscopy
a. Negative: co-test at one year
b. WPositive: vaginal biopsy

Algorithm 2.5 LSIL cytology

LSIL cytology

In case with co-test

Colposcopy

HPV positive

ZT
Not evaluable

ZT evaluable:
no lesion

ZT evaluable:
confirms lesion

Endocervical
study

Vaginoscopy

Targeted biopsy

Negative

Positive

Positive

HPV negative

Co-test (1 year)

Negative

Positive

Co-test (3 years)

Negative

Cytology + Colposcopy
(6 months)

Specific protocol

Routine screening

25

AEPCC-Guidelines

Algoritmo 2.5.1. LSIL cytology in menopausal women

Cytology: LSIL
(menopause)

Cytology 6 and 12 months

Negative

Positive

Routine
screening

HPV test

Colposcopy

Positive

ZT
Not evaluable

ZT evaluable:
no lesion

ZT evaluable:
confirms lesion

Endocervical
Study

Vaginoscopy

Targeted biopsy

Negative

Positive

Co-test
(at 12 months)

Specific
protocol

LSIL cytology in special populations
Under 25 years of age

According to the present guidelines, screening is not recommended in women under the age of 25.

Recommendation
Annual cytology for two years (moderate quality of evidence, recommendation strongly in favor).
Without colposcopy (moderate quality of evidence, recommendation weakly against).

Negative

Co-test
(3 years)

Pregnant women
Recommendation
Colposcopy (preferential option, although not imperative)
(moderate quality of evidence, recommendation strongly in
favor).

Postponing colposcopy until 6 weeks after delivery is an acceptable option (low quality of evidence, recommendation
weakly in favor).

Justification
The risk of occult carcinoma or lesion which progresses to

Justification
Management is the same as in patients under the age of
25 with ASC-US since the natural history of these lesions
is similar.

Clinical management
The use of HPV testing is not recommended in the follow-up
of LSIL in women under 25 years of age.

The clinical management is the same as in women under 25
years of age with ASC-US (see specific section).
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invasive carcinoma in pregnant women with LSIL cytology

is extremely low, thereby justifying a conservative study
approach and follow-up during gestation.

Clinical management
In cases in which cytology, colposcopy and eventual biopsy

do not suggest a lesion ≥ HSIL/CIN2, follow-up can be postponed until post-partum (low quality of evidence, recommendation weakly in favor).

Endocervical curettage is contraindicated in pregnant women. Cytologic controls or additional colposcopies during
pregnancy is not recommended.
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Post-menopausal women

(0.6%) than in those from 40-49 years of age (0.2%) and
between 50-59 years (0.1%).

Recommendation
There is no preferential recommendation. Three possible
approaches are accepted (low quality of evidence, recommendation weakly in favor).

•
•
•

Recommendation
Two possible strategies are accepted in cases with HSIL
cytology.

Repeat cytology at 6 and 12 months.

1) Colposcopy (preferential option) (moderate quality of

HPV test.

evidence, recommendation strongly in favor).

Colposcopy.

2) Direct see-and-treat treatment by conization (type 2 or

Justification

3 resection). This treatment should be considered excep-

A significant percentage of LSIL cytologies in menopausal

tional and only applicable in patients in whom colposcopy

women are related to atrophy and a deficit in estrogen. The-

shows evidence of grade 2 alterations and in those in whom

refore, the percentage of cases with HPV infection is low,

follow-up is not possible (moderate quality of evidence, re-

and the HPV test may be useful in the selection of cases .

commendation weakly against).

Clinical management

Justification

1) According to the cytology results at 6 and 12 months:

With HSIL cytology the definitive diagnosis shows a lesion

55

•
•

Two negative results: refer to routine screening (mode-

≥ HSIL/CIN2 in approximately 60% and invasive carcinoma

rate quality of evidence, recommendation strongly in favor).

in 2%. In women over 30 the risk of invasive cancer at 5

Cytology ≥ ASC-US: Colposcopy (moderate quality of

years of follow-up is of 8%28,61. These data justify the study

evidence, recommendation strongly in favor).

of these patients.

2) According to the HPV test result:

•
•

Negative: co-test at 3 years.

Clinical management

Positive: colposcopy (moderate quality of evidence, re-

The selection of patients with HSIL cytology according to

commendation strongly in favor).

a reflex HPV test or repeated cytologies is not considered
an acceptable option (moderate quality of evidence, recom-

3) According to the colposcopy result:

•

•

mendation strongly against).

Adequate with no evidence of lesion:

--

Vaginoscopy

Excisional treatment is not acceptable without a previous

a. Negative: follow-up at 12 months (co-test)

adequate colposcopy to rule out the possible presence of

b. Positive: vaginal biopsy.

an invasive lesion. Neither is it acceptable when the presen-

Not adequate or TZ type 3: endocervical curettage +

ce of a histological endocervical lesion is confirmed (mode-

vaginoscopy

rate quality of evidence, recommendation strongly against).

---

Negative: follow-up at 12 months (co-test).
CIN/VaIN: specific management.

2.6. HIGH-GRADE SQUAMOUS
INTRAEPITHELIAL LESION (HSIL)
High-grade squamous intraepithelial lesions (HSIL) represent between 0.5 and 1% of all screening cytologies. The
prevalence is higher in women from 20-29 years of age

According to the colposcopy result:

•

Colposcopy is adequate:

--

Confirms exocervical and/or endocervical lesion (≥

--

No evidence of exocervical lesion: endocervical

HSIL/CIN2 or undetermined CIN): see specific protocol.
evaluation.
• Negative: cytologic and colposcopic control at
6 months.
• Positive: management according to protocol.
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•

Colposcopy is not adequate: endocervical evaluation.

•

Colposcopy is adequate with no evidence of exocervi-

--

Negative: cytologic and colposcopic control at 6

cal lesion: cytologic and colposcopic control at 6 and

--

months.

12 months:

Positive: management according to protocol.

---

HSIL cytology in special populations
Under 25 years of age

According to the present guidelines, screening is not re-

Both controls negative: routine screening.
If the colposcopy at 6 months shows grade 2 alterations or the HSIL cytology persists: cervical biopsy
and evaluation of the endocervix.

•

Colposcopy is not adequate: endocervical evaluation:

•

commended in women under 25 years of age.

Negative or LSIL/CIN1: cytologic and colposcopic
control at 6 and 12 months.

In young women (under 25) HSIL cytology is associated

• Both controls are negative: routine screening.

with an extremely low risk of invasive carcinoma61.

• After one year of follow-up the colposcopy
shows grade 2 alterations or HSIL cytology
persists: cervical biopsy and evaluation of the

Recommendation

endocervix. If negative or LSIL/CIN1 biopsy per-

Colposcopy (preferential option) (low quality of evidence,

sist, maintain wait and see management one

recommendation strongly in favor).

more year providing that an endocervial histo-

Immediate treatment is considered as a non acceptable op-

logical lesion is not confirmed or this lesion co-

tion (moderate quality of evidence, recommendation stron-

rresponds to LSIL/CIN1.

»» HSIL cytology persists during 3 years

gly against).

with

no other findings: perform type 2 excision.
Perform type 3 resection treatment if the

Justification

colposcopy does not allow evaluation of the

Colposcopy allows targeted biopsy and adaption of the cli-

squamo-columnar junction or on the obser-

nical management to the definitive histological result. There

vation of an endocervical lesion ≥HSIL/CIN2

is evidence that the rate of spontaneous regression of HSIL

or non classified CIN 78-80.

in young women is approximately 40% (and up to 65% in

•

≥ HSIL/CIN2: manage according to the specific

women under 25 years of age), and only 5% have a long-

protocol (see section on HSIL/CIN3 in patients un-

term risk of progression to an invasive lesion. Immediate

der 25).

treatment represents over-treatment in a significant percentage of women under 25.

Clinical management
The clinical management of these patients depends on the
result of colposcopy and eventual targeted biopsy:

•

Colposcopy is adequate to confirm exocervical and/
or endocervical lesion (≥ HSIL/CIN2 or undetermined
CIN): see specific protocol. (See section HSIL/CIN2-3
in patients under 25 years of age).
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Algorithm 2.6 HSIL cytology

Cytology: HSIL

Excisional treatment
See-and-treat

Colposcopy

Exception proced
- No possibility of follow-up
- Colposcopy: grade 2 alterations

TZ not evaluable
or evaluable without lesion

Confirms CIN

Endocervical study

Negative

Positive

Cytology and colposcopy
(every 6 months)

Treatment according
to protocol

Algorithm 2.6.1 HSIL cytology in women under 25 years of age

Cytology: HSIL
Under 25 years of age
Colposcopy

No CIN

Conﬁrms CIN

Cytology and colposcopy
(at 6 and 12 months

Negative

HSIL
or colposcopy grade 2 alterations

Biopsy

LSIL/CIN1
and negative endocervical
study
Routine
screening

Follow-up
at 1 year

HSIL/CIN2-3
or positive endocervical
study

Specific protocol

Persistent HSIL
(2-3 years)
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2.7. CYTOLOGY OF ATYPICAL
GLANDULAR CELLS (AGC)

case of AGC cytology is high (9-54%). In general, lesions

An AGC result is very infrequent (approximately 0.4% of all

dular disease in women over the age of 35.

≥ HSIL/ CIN2 are more often found in young women with
AGC-H cytology, while there is a greater prevalence of glan-

cytologies) and also has a low reproducibility.
Glandular and squamous lesions may often co-exist (half of
The Bethesda system standardized the nomenclature to

the cases diagnosed with AIS are also diagnosed with CIN).

differentiate the origin of the alterations in glandular cells.

Therefore, with AGC cytology the diagnosis of CIN does not

The report should describe whether the alterations of the

completely exclude AIS or adenocarcinoma.

glandular cells are endometrial, endocervical or not otherwise specified (AGC-NOS). The risk of neoplasia is greater in

Lastly, AGC may also be associated with carcinomas not

the presence of a AGC cannot exclude high grade lesion

related to HPV. Thus, with an AGC cytology, an HPV-nega-

(AGC-H)

tive test does not completely rule out the possible presence
of an invasive lesion.

Recommendation

In these cases, an HPV-negative test identifies a subgroup
with a greater risk of endometrial than cervical neoplasia.

All women with an AGC cytology should be studied. The
study should be specific based on the type of atypical cells:

Clinical management

AGC-NOS/AGC-H: refer to colposcopy and perform biopsy

According to the results of the study of women with AGC,

of the abnormal zones including an endocervical sample in-

the following should be performed:

dependently of the HPV test result.

Initial cytology AGC-NOS:

•

Women over or under 35 years of age with criteria of

•

risk of endometrial cancer (unexplainable vaginal ble-

lesions ≥ HSIL/CIN2 and AIS or cancer in any locali-

eding or chronic anovulation): endometrial biopsy (mo-

zation: follow-up with co-test every 12 months for two

derate quality of evidence, recommendation strongly in

years.

favor) and evaluation of fallopian tubes and ovaries by
gynecologic ultrasound.
Atypical findings of endometrial origin: perform endometrial and endocervical biopsy.

•
•

Colposcopic evaluation and targeted biopsy rule out

•

--

Both controls negative: perform co-test every 3

--

Some of the controls show alterations: re-evaluate

years (2 rounds).
by colposcopy.

Colposcopic evaluation and targeted biopsy confirm

If both studies are negative: perform colposcopy (mo-

histologic lesion ≥ HSIL/CIN2 without glandular neopla-

derate quality of evidence, recommendation strongly in

sia: proceed following specific protocol.

favor).
If one study is positive: manage according to specific
protocol.

Initial cytology AGC-H:

•

Colposcopic and endometrial evaluation do not confirm
invasive disease: perform diagnostic resection (cervical
type 3 excision) (moderate quality of evidence, recom-

Justification

mendation strongly in favor) including a sample of the

AGC cytology is associated with both benign and malignant

endocervix obtained after resection (moderate quality

disease (polyps, metaplasia, squamous carcinoma, and

of evidence, recommendation strongly in favor).

adenocarcinoma of the cervix, endometrium, fallopian tu-

•

bes or ovaries). AGC cytology is more frequently associated
with squamous cervical lesions (CIN of any grade) than with
glandular lesions.

Colposcopic and endometrial evaluation confirms
squamous histological lesion: proceed according to

•

specific protocol.
Biopsy confirms AIS: proceed according to specific protocol.

The probability of diagnosing lesions ≥ HSIL/CIN2 in the
30
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Algorithm 2.7 Cytology of atypical glandular cells (AGC)

Cytology: ACG

AGC-NOS cytology

Cytology:
Endometrial alterations

Cytology AGC-H

Colposcopy and endocervical biopsy
Endometrial biopsy (>35 years,
abnormal metrorrhagia, risk factors)
Transvaginal ultrasound

Endometrial biopsy
Endocervical biopsy
Transvaginal ultrasound

Colposcopy and endocervical biopsy
Endometrial study
Transvaginal ultrasound

Negative

Conﬁrms
lesion

Conﬁrms
lesion

Negative

Negative

CIN/AIS
/Neoplasia

Colposcopy

Conizacion
+endocervical
curettag

Specific
protocol

co-test
(At 12 and 24 months)

Negative

Co-test
Every 3 years,
2 rounds)

Specific
protocol

AGC cytology in special populations
Under 25 years of age.

According to the present guidelines, screening is not recommended in women under 25 years of age.

Recommendation
Initial evaluation and follow-up similar to that in women over
25 years of age (moderate quality of evidence, recommendation strongly in favor).

Pregnant women
Recommendation
The initial evaluation is the same as that in non pregmant
women except that endocervial curettage and endometrial
biopsy are contraindicated (low quality of evidence, recommendation strongly in favor).
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2.8. CYTOLOGY WITH THE
PRESENCE OF ENDOMETRIAL
CELLS
The presence of endometrial cells and stroma cells or
histiocytes is rarely associated with premalignant lesions

•

Pre-menopausal women: if the patient is asymptomatic
with the presence of benign endometrial cells, stromal
cells, endometrial cells or histiocytes, no evaluation is
recommended (moderate quality of evidence, recom-

•

mendation strongly in favor).
Post-menopausal women: it is recommended to rule

or cancer in young women. However, these findings in

out endometrial disease (moderate quality of evidence,

post-menopausal women are associated with the risk of

recommendation strongly in favor).

disease including endometrial adenocarcinoma in approximately 5% of these women.

•

Women with hysterectomy: no evaluation is recommended (moderate quality of evidence, recommendation
strongly in favor).

Recommendation
The management of patients presenting cytology showing
the “presence of endometrial cells” depends on the population studied:
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3. Management of abnormal histological results
Diagnostic evaluation of patients with an abnormal screening test confirms the presence of an histological lesion in
some cases. The management of cases with an abnormal
histological result depends on the grade and characteristics
of the lesion, the age of the patient, previous cytology results, etc. The objective of treatment is to reduce the risk of
progression to cancer using the most conservative procedures, with fewer sequelae and reproductive consequences.
Observation without treatment is based on the elevated po-

3.1.1. Histological diagnosis of LSIL/
CIN1 preceded by ASC-US, LSIL or HPV
cytology
Recommendation

•
•

Co-test at 12 months (preferential option) (moderate
quality of evidence, recommendation strongly in favor).
Colposcopy and cytology at 12 months (acceptable
option) (moderate quality of evidence, recommenda-

tential of regression of some lesions in which unnecessary

tion weakly in favor).

treatments may be avoided by strict monitoring.

Justification

3.1. MANAGEMENT ON HISTOLOGICAL
DIAGNOSIS OF LSIL/CIN1

The natural history of these patients with a LSIL/CIN1

Women with a biopsy result of LSIL/CIN1 have a low pro-

These women present a risk of having an underlying HSIL/

bability of having or developing CC. The objective of clinical
management in this group of patients is to prevent possible
progression of the lesion and avoid the morbidity associa-

biopsy result is similar to that of patients with an LSIL cytology without CIN or ASC-US with a positive HPV test.
CIN2-3 lesion or developing a high-grade lesion in the
following 6-24 months regardless of whether the colposcopy-biopsy confirms LSIL/CIN1 or if the biopsy is nega-

ted with over-treatment.

tive53,62. This risk ranges from 4-13%, and invasive carcino-

Histological LSIL/CIN1 lesions are related to both HR-HPV

patients specifically present a 3.8% risk of being HSIL/CIN3

and HPV-BR60. Independently of the type of HPV causing

mas have not been reported in this population53,62-64. These
positive at the 5-year follow-up65.

the lesion, around 60-80% of LSIL/CIN1 resolve spontaneously without the need for treatment, and only 5-10%
progress to HSIL/CIN3. The probability of a patient with a
histological diagnosis of LSIL/CIN1 having an underlying

Clinical management

•

der 30 years old only repeat cytology), and if the result

HSIL/CIN3 lesion is conditioned, in part, by the preceding

is negative, refer to routine screening (moderate quality

cytology result.
When the previous cytology shows ASC-US or LSIL, the risk
of diagnosis of an HSIL/CIN2-3 lesion within the following 5
years is low. However, the risk is substantially greater if the
previous cytology is ASC-H or HSIL. Therefore, the therapeutic attitude in cases with a histological diagnosis of LSIL/
CIN1 depends on the previous cytology result.

Co-test negative: repeat at 3 years (if the woman is un-

•
•

of evidence, recommendation strongly in favor).
In some of the controls, cytology ≥ ASC-US or HPV-positive: refer to colposcopy.
Persistent LSIL/CIN1 for at least 2 years (moderate
quality of evidence, recommendation weakly in favor):
two possible approaches are accepted:

---

Annual follow-up with co-test64.
Treatment of the lesion. In this case a confirmatory
biopsy of the persistence of the histological lesion
is required. Cytological diagnosis alone is not considered an indication for treatment. The treatment
may be excisional or destructive (see criteria in corresponding section).
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Hysterectomy as the initial treatment of LSIL/CIN1 is not

be better than cytology or HPV alone. The risk of a lesion ≥

considered an acceptable option (moderate quality of

HSIL/CIN2 at 5 years after a negative co-test is 1.1%, be-

evidence, recommendation strongly against) .

ing lower than the risk at 5 years after a negative cytology

In the follow-up of these patients the co-test has shown to

(4.0%) or a negative HPV test (1.8%)53.

55

Algorithm 3.1.1 LSIL/CIN1 biopsy and previous ASC-US, LSIL or HPV cytology

LSIN/CIN1 Biopsy

Previous ASC-US, LSIL or persistent HPV cytology)
Co-test
at 12 months

Positive

Colposcopy and cytology
(annually x 3 years)

Negative

LSIL/CIN1
persistent >2 years

Negative

Co-test (at 3 years)

Positive

Colposcopy

34

Negative

Routine screening

Cytology and
colposcopy

Treatment
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3.1.2. Histological diagnosis of LSIL/
CIN1 preceded by HSIL, ASC-H or AGC
cytology
Recommendation

•
•
•

colposcopy is not adequate or if the endocervical sample
presents any alteration or is not evaluable. This procedure
is based on the risk of under-detection of the lesion in the
previous colposcopy and biopsy. However, the possible
morbidity associated with the treatment should be carefully

Co-test at 12 and 24 months (preferential option)

weighed (evaluate the benefits/risks).

favor).

findings are not very consistent such as in patients with

(low quality of evidence, recommendation strongly in

Review of the diagnostic tests is recommended when the

Excisional treatment (acceptable option) (low quality

previously normal screening results.

of evidence, recommendation weakly in favor).

Review the cytologic, colposcopic and histological
findings (acceptable option) (moderate quality of

Clinical management

evidence, recommendation weakly in favor)66.

According to the results of the co-test:

•

Both co-tests are negative: repeat the co-test at 3
years (if the woman is <30 years old, only repeat

Justification
In this group the risk of diagnosing a positive HSIL/CIN3
within the following 5 years is 15% . However, if the col53

poscopy performed prior to the biopsy of LSIL/CIN1 is adequate and the endocervical sample is negative, follow-up
without treatment may be followed for a maximum of 2

cytology), and if the result is negative, refer to routine

•
•

screening.
If any of the controls show positive LSIL, ASC-US or
HR-HPV results: refer the patient to colposcopy.
If HSIL or ASC-H cytology persists in the controls,
treat with cervical conization.

years. Excisional treatment is a recommended option if the
Algorithm 3.1.2 LSIL/CIN1 biopsy preceded by HSIL, ASC-H or AGC cytology.

LSIL/CIN1 biopsy
(Previous HSIL, ASC-H or AGC cytology)
Co-test
at 12 and 24 months

Positive

Cytology + colposcopy
at 12 and 24 months

Negative

Visible TZ
Negative
Endocervical study

Non visible TZ
Endocervical lesion
Persistent HSIL, ASC-H
or AGC cytology

Cytology + colposcopy
annually (max. 2 years)

Excisional treatment

Persistent HSIL, ASC-H
or AGC cytology

YES

Co-test (at 3 years)
Cytology if < 30 years old

Negative

Colposcopy

Specific protocol

Routine screeningo

NO
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3.1.3. Histological diagnosis
of endocervical LSIL/CIN1

Clinical management
Co-test negative: repeat the co-test at 3 years (if the wo-

Preceded by ASC-US, LSIL, or
HPV cytology

man is under 30 years of age only repeat cytology), and if
the result is negative, refer to routine screening (moderate
quality of evidence, recommendation strongly in favor).

Recommendation
Co-test positive endocervical sample (by micro-curettage
or cytobrush) at 12 months (moderate quality of evidence,
recommendation strongly in favor).

Preceded by HSIL, ASC-H or
ACG cytology
Recommendation
Excisional treatment by cervical conization (moderate qua-

Justification

lity of evidence, recommendation strongly in favor)55.

Historically, excisional treatment was recommended in women with endocervical LSIL/CIN1. However, this recommendation no longer prevails taking into account the high
rate of spontaneous regression of these lesions.

Justification
The possibility of the endocervical lesion finally being HSIL/
CIN2-3 or greater is high and follow-up without treatment is

The risk of HSIL/≥ HSIL/CIN2 in patients with endocervical

not justified.

LSIL/ CIN1 is similar to that of patients with an exocervical LSIL/CIN1 lesion67,68. In addition, endocervical samples
may be positive due to contamination (false positive) by the

Clinical management
After conization the follow-up should be adapted to the re-

presence of an exocervical lesion55.

sult of the histological piece (see specific section).
Algorithm 3.1.3 Endocervical LSIL/CIN1 biopsy

Endocervical LSIL/CIN1 biopsy

Previous persistent ASC-US, LSIL
or HPV cytology

Previous HSIL, ASC-H or AGC cytology

Co-test + Endocervical study
at 12 months

Excisional treatment

Positive

Negative

Co-test (at 3 years)
Cytology if < 30 years old

Negative

Colposcopy
(specific protocol)
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Routine
screening
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3.1.4. Histological diagnosis of LSIL/
CIN1 in special populations

Clinical management
Management according to the colposcopy results

•

Under 25 years of age

not recommended in women under the age of 25. Clinical

management depends on the result of previous cytology.

•

ment of a woman less than 25 years of age diagnosed with

•

Nonetheless, independently of the cytological history, treatLSIL/CIN1 is not recommended (moderate quality of evi-

•

Repeat the cytology at 12 and 24 months. An HPV test is

•

not recommendable (moderate quality of evidence, recommendation strongly against).

Clinical management
LSIL or ASC-US cytology: repeat the cytology at 12
months and if the alteration persists, refer the patient
to colposcopy.

ASC-H or HSIL cytology: refer the patient to colposcopy.

Negative cytology 2 consecutive years: refer the patient
to routine screening.

Colposcopy is evaluable confirming HSIL/CIN2: management according to specific protocol.

Colposcopy is not evaluable: endocervical curettage
and management according to the result.

follow-up cytology:

Recommendation

•
•

recommendation strongly in favor).

Clinical management according to the result of the

1) With previous ASC-US or LSIL cytology

•

traepithelial lesion: follow-up by cytology and colposcopy every 12 months for 2 years (low quality of evidence,

According to the present guidelines, routine screening is

dence, recommendation strongly in favor).

Colposcopy is evaluable without confirmation of in-

HSIL cytology persists for 2 or more years: excisional

treatment by conization (low quality of evidence, recommendation weakly in favor).

Negative cytology and normal colposcopy at 2 years:
refer patient to routine screening

Pregnant women
Recommendation
Follow-up without treatment (moderate level of evidence,
recommendation strongly in favor).

Justification

2) With previous ASC-H or HSIL cytology

Treatment of a pregnant woman with LSIL/CIN1 is not ac-

Recommendation

ded (if woman is <30 years old) or co-test (if woman is ≥30

Colposcopy and cytology at 12 and 24 months.

ceptable. Post-partum control with cytology is recommenyears of age).

Algorithm 3.1.4 LSIL/CIN1 biopsy in women under 25 years of age

LSIL/CIN1 biopsy
(Women less than 25 years of age)
No treatment

Previous cytology
Persistent ASC-US, LSIL or HPV

Previous cytology
HSIL, ASC-H or AG

Cytology
(at 12 and 24 months)

Cytology + colposcopy
(at 12 and 24 months)

Positive

Colposcoy

Negative

Negative

Routine screening

Positive

Specific protocolo
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3.2. MANAGEMENT ON
HISTOLOGICAL DIAGOSIS
OF HSIL/CIN2-3

Patients with HSIL/CIN3 not receiving treatment present a
short- and long-term risk of progression to CC of 30% and
50%, respectively72.

In the last years, systematic treatment of all women with

Recommendation

HSIL/ CIN2-3 is considered an undoubtable option in clini-

Treat all patients with HSIL/ CIN2-3 except in special situa-

cal guidelines. Therefore, knowledge of the natural history

tions (see specific section) (high quality of evidence, recom-

of these lesions is limited since it is not deemed ethical to

mendation strongly in favor).

perform studies involving non treatment of lesions which
have a risk of transformation to invasive cancer.

Justification
Globally, HSIL/CIN2-3 lesions present a greater risk of per-

The histological changes of HSIL/CIN2 are grouped with

sistence or progression than regression. There is evidence

those of HSIL/CIN3 under the category “high-grade le-

that treatment of these lesions reduces the incidence and

sions”. Distinction between individual cases of HSIL/CIN2

mortality of CC72-74.

and HSIL/CIN3 may be difficult.

The type of treatment chosen (excisional or destructive)
should be individualized based on age, cytology and col-

Recent studies show that up to 40-74% of patients with a

poscopy results (grade, localization and extension of the

histological diagnosis of HSICL/CIN2 may spontaneously

lesion), diagnosis of the targeted biopsy and the result of

regress in the 2 years following diagnosis.The factors most

the HPV test (see specific section).

frequently associated with regression are: 1) age less than
25 years, 2) lesions with little extension, 3) HPV negativization, and 4) absence of HPV-16 infection69-71.

Algorithm 3.2 HSIL/CIN2-3 biopsy

HSIL/CIN2-3 biopsy
Treatment
(except in special situations)

HSIL/CIN2-3 in special situations

Small lesion (less than 1 quadrant)

Treatment
(Type 1 excision)

HSIL/CIN2 in patients from 25-30
years of age

Observation
(maximum 2 years)
· Patient consent
· Follow-up possible
· Colposcopy evaluable and TZ visible
· Lesion completely visible
· Lesion not extensive (<50% of cervix)
· No endocervical involvement
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Immediate
treatment

Pregnant women

Observation
· Invasion not suspected
· Cytology and colposcopy
(3 months)
· Biopsy if carcinoma suspected
· Study 6 weeks post-partum
(accepted)
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Histological diagnosis of HSIL/CIN2-3 in
special situations

Clinical managemen

HSIL/CIN2-3 and small lesion (less than
one quadrant) without endocervical
involvement

progression (increase in lesion size or HSIL/CIN3 biopsy) or

Recommendation
Observation without treatment (during a maximum period of
2 years). In selected cases fulfilling strict criteria (see treat-

HSIL/CIN2 with observation without treatment presenting
lesion persistence at 24 months: specific treatment (moderate quality of evidence, recommendation strongly in favor).

Pregnancy
Recommendation

ment section) (preferential option) (low quality of eviden-

Observation without treatment. (high quality of evidence,

ce, recommendation strongly in favor).

recommendation strongly in favor).

Specific treatment (acceptable option).

•

Follow-up with cytology and colposcopy at intervals of
no less than 12 weeks (moderate quality of evidence,

Justification

•

recommendation strongly in favor).
Repeat biopsy only in cases in whom the cytology sug-

The rate of regression in patients with a histological diag-

gests cancer or the characteristics of the lesion worsen

nosis of HSIL/CIN2-3 is high in lesions with a size that is

the colposcopic evaluation (moderate quality of eviden-

so reduced that the biopsy itself excises most or all of the

ce, recommendation strongly in favor).

lesion. In these cases biopsy-associated lesion excision or

•

Postponing the study until 6 weeks post-partum is ac-

regression justifies the disappearance of the lesion in up

ceptable (moderate quality of evidence, recommenda-

to 20% of the cases . This phenomenon explains, in part,

tion weakly in favor).

105

that in 15-20% of conizations performed after HSIL/CIN2-3

Conization in exceptional cases with suspicious signs of in-

biopsy there is no lesion in the histological specimen (blank

vasion.

conization).

Justification

Women under 25-30 years of age diagnosed with HSIL/CIN2
Recommendation
Observation without treatment (during a maximum period
of 2 years). In selected cases fulfilling strict criteria (see
treatment section) (preferential option) (moderate quality
of evidence, recommendation strongly in favor). Treatment
after diagnosis (acceptable option).

•
•

Treatment of HSIL/CIN2-3 during pregnancy is associated with an elevated rate of complications.
The rate of progression to invasive cancer in the short
term is exceptional and does not justify systematic

•
•

treatment of all pregnant women with HSIL/CIN3.
Approximadely 20-30% of the cases may regress during pregnancy.
On clinical/colposcopic or histologic suspicion of invasion not confirmed by targeted biopsy, diagnostic conization should be performed.

Justification
A non negligible rate of regression has been described in
patients with a histological diagnosis of HSIL/CIN2 presenting younger age, lesions of little extension and without
endocervical involvement. Negativization of the HPV test
during follow-up is associated with a greater probability of
lesion regression. The persistence of HPV (especially HPV16) is associated with a higher frequency of lesion persistence or progression.
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3.3. MANAGEMENT ON
CYTOLOGICAL OR HISTOLOGICAL
DIAGNOSIS OF ADENOCARCINOMA
IN SITU (AIS)

Patients with endocervical positive margins and/or curet-

The diagnosis of AIS by biopsy whether by targeted colpos-

preserve their fertility. This procedure carries a risk of < 10%

copy or endocervical curettage is provisional. The diagnosis

of persistence of AIS and a small risk of underlying cancer

of adenocarcinoma in situ should be made from a cervical

even when the margins of the surgical piece are evaluable

conization specimen. It is important that, independently of

and negative.

the technique chosen, the conization be carried out in order

In the long-term follow-up of patients undergoing conser-

to obtain a single non fragmented surgical piece that allows

vative treatment for cervical AIS, the HPV test is the most

evaluation of the surgical margins. Therefore, on cytologic or targeted biopsy suspicion of AIS, cervical conization
should be performed with type 3 cervical excision.

Recommendation
Simple hysterectomy in cases without reproductive desire

tage or brush cytology, and/or the presence of histological
suspicion of invasion have a very high risk of invasive adenocarcinoma76.
Conziation is an acceptable option in women who wish to

important predictive factor of recurrence. Women with a negative HPV test post-treatment present a very low risk of
persistent or recurrent AIS77.

Clinical management

•

Margins of the conization specimen which are disea-

and previous conization ruling out an invasive lesion (pre-

se free: follow-up with co-test, colposcopy and endo-

ferential option) (moderate quality of evidence, recom-

cervical study at 6 months. If the results are negative,

mendation strongly in favor). Strict follow-up in patients with

long-term follow-up (cytology, colposcopy and eventual

reproductive desire (acceptable option) (moderate quality

endocervical study every 6 months and HPV test at 24

of evidence, recommendation strongly in favor). On com-

months and every 3 years).

pletion of reproductive desire perform individual evaluation

•

Margins of the conization piece which are affected:

of performing hysterectomy.

--

Hysterectomy or evaluate reconization or simple

Justification

--

Follow-up with co-test, colposcopy and endocervi-

Colposcopic changes associated with AIS may be minimal,
and therefore, determining the extension of the lesion by
colposcopy is difficult. In addition, AIS often extends cranially in the endocervical canal, is multifocal or shows in depth involvement of the endocervical glands, thereby making
complete excision difficult. Even with conization with negative margins it is not possible to ensure that the excision of
the lesion is complete.
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trachelectomy.
cal study at 4 months. Based on the result:
• Cytology and/or biopsy AIS: reconization or
simple trachelectomy.
• Negative results or positive HPV test with cytology and negative biopsy: long-term follow-up
(cytology, colposcopy and eventual endocervical study every 6 months and HPV test at 24
months and every 3 years.
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Algorithm 3.3 Cytology or biopsy of adenocarcinoma in situ (AIS)

Adenocarcinoma in situ
(Cytology /Biopsy)
Conization
(Type 3 excision)

Reproductive desire

Negative margins

Co-test + colposcopy
+ endocervical study
(6 months)

No reproductive desire

Positive margins

Co-test + colposcopiy
+ endocervical study
(4 months)

Negative

Cytology/biopsy AIS

Long-term follow-up
Cytology + colposcopy
± endocervica study
(every 6 months)
HPV test
(24 months and every 3 years)

Re-conizaton or
Simple trachelectomy

Hysterectomy

Completion of
reproductive desire
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4. Therapeutic options in premalignant lesions
The treatment of choice for premalignant cervical lesions
aims to eradicate the lesions and prevent the development
of invasive carcinoma while also minimizing the possible
adverse effects and avoiding over-treatment.
The results obtained with different techniques are largely

ring treatment. Their use is obligatory in the following cases:

•
•
•
•
•

Unsatisfactory colposcopy
Endocervical lesion.
Glandular lesion.
History of treatment for cervical lesions.
Impossibility of follow-up.

good depending on the experience of the surgeon and the
use of adequate equipment. Therefore, patients with a positive screening test requiring a specific treatment should

Advantages

be referred to a Colposcopy Unit which will guarantee care

Excisional treatment allows confirmation of accurate histolo-

by specialized personel, and the availability of all the te-

gical results and evaluation of the surgical margins (incom-

chniques and sufficient health care volume to endorse the

plete excision) and also rules out invasion of the stroma.

fulfillment of the prevailing criteria of quality control of these
treatments (see specific section).

disadvantages

Treatment not following these criteria may produce a higher

Histological evaluation of the resection margins is difficult

percentage of therapeutic failure and the developement of

when techniques causing thermic damage are performed

CC or a greater risk of complications or over-treatment with

(laser and loop electrosurgical excision).

the subsequent reproductive consequences.

EXCISIONAL TREATMENTS
Objective
Resection of all of the lesion in order to perform histological
evaluation including the excision of all the transformation
zone.

Techniques
There are different methods available for tissue excision
under local, regional or general anesthesia which should,
ideally, be performed under colposcopic vision.

•

used in reference to different electrosurgery procedures such as the loop electrosurigcal excision procedure

In general, the excision should be adapted to the lesion and

(LEEP) or large loop excison of transformation zone

the characteristics of the lesion. There are 3 types of exci-

(LLETZ). This technique is simple, rapid and inexpen-

sion according to the presence of an endocervical compo-

sive. Terminals with different loop sizes and shapes

nent in the lesion: Type 1 excision (applicable in cases with

may be used. The loop and the type of excision chosen

a type 1 transformation zone in whom the diathermic loop

should be adapted to the characteristics of the lesion.

does not include the endocervical canal or is not greater

Excisions of one single piece are recommended, avoi-

than 8 mm in depth); Type 2 excision (indicated in type 2

ding fragmentation. In lesions with deep endocervical

transformation zones and involves the resection of a small

involvement it is preferable to perform double exocervi-

part of the endocervical canal visible by colposcopy); and

cal and endocervical excision (top hat excision). Loop

type 3 excision (indicated in type 3 transformation zones
and includes part of the endocervical epithelium).

Loop electrosurgical excision. Different acronyms are

electrosurgical excision is currently the technique most

•

widely used.

Laser conization: the technique requires more complex

Indications

and expensive equipment. Its application requires a

Excisional treatments may be carried out in all cases requi-

duces a greater thermal artifact than loop electrosur-
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longer learning curve. In general, this procedure progery. It is not frequently used.
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•

Cold-knife conization. This procedure allows the exci-

Disadvantages

resection margins (important in cases with suspicion

1) Impossible to histologically evaluate all the HISIL/CIN2-3

conservative method which often produces greater

areas with microinvasion or invasion.

anatomical distorsion. This technique is practically in

tissue destroyed.

electrosurgery.

Techniques

sion of extensive lesions and optimal evaluation of the
of invasion or with glanduar disease). This is a less

lesion thereby implying the risk of unnoticed destruction of

excision of the cervical tisse and consequently greater

2) Cryotherapy does not accurately control the quantity of

disuse and has been substituted by conization by loop

•

Justification

•

chnique in settings with low resources. Although the
probes are of different sizes and shapes, this treatment

The rates of cure for the different excisional procedures
are similar (90- 97%) .
78

•

The rates of residual CIN post-treatment are similar for

•

is not very selective.
CO2 laser vaporization: complex and expensive technique requiring a longer learning curve. Its use under

the different excisional procedures (laser conization,

colposcopic control allows selective destruction of the

cold-knife conization and loop electrosurgical exci-

•

Cryotherapy: simple, economic and an accessible te-

sion)78.

tissue and adequate control of the depth of the tissue

Microinvasive lesions are frequently under-diagnosed

destroyed.

in targeted biopsy by colposcopy and are confirmed in
the excision piece79.

Justification

•

Cryotherapy: rate of cure of HSIL/CIN3 of 77-93%,

DESTRUCTIVE TREATMENTS

being considered as low compared to other techni-

Objective

ses of LSIL/CIN1, or in healthcare settings with limited

Elimination or complete destruction of the lesion including
all of the transformation zone.

Indications

ques81,82. At present, there is a valid alternative for ca-

•

resources.
CO2 laser vaporization: rate of cure of HSIL/CIN3 of
95-98%83,84. This is the technique of choice in extensive
lesions and in those with extension to the vaginal fundus. Provides excellent anatomical recovery.

These treatments may be performed in selected cases requiring treatment. The following requisites must be met:

•
•
•
•
•
•

Satisfactory colposcopy, visualizing all of the transformation zone.
No evidence of endocervical involvement (negative endocervical curettage).
No suspicion of microinvasion or invasion.
No suspicion of glandular neoplasia.
Concordant results (cytology and biopsy)80.
Special indication in the vaginal extension of CIN (combined with excision)

“SEE-AND-TREAT” TREATMENT WITHOUT PREVIOUS BIOPSY
Objective
Resection with loop electrosurgery in patients with HSIL
cytology and colposcopy with major alterations without a
previous biopsy.

Advantages
Diagnosis and definitive treatment are achieved in a single

Advantages

visit impeding the loss of patients who do not attend visit

for treatment after diagnosis. This treatment avoids possi-

This is a little invasive procedure, applicable even without

ble under-diagnosis with targeted biopsy and reduces the

of cryotherapy.

anxiety of waiting for treatment.

local anesthesia and with absence of bleeding in the case

costs, and the immediacy of the procedure reduces the
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Disadvantages

Justification

An elevated percentage of conizations with negative histolo-

Hysterectomy is not indicated as a primary treatment of

gy have been described (greater than 40% in some series).

HSIL/CIN2-3. However, it may be justified in cases requiring

Non justified over-treatment is involved in these cases .

excisional treatment and in whom conization is not possible

85

with another technique due to vaginal stenosis, important

Techniques
Loop electrosurgical excision: technique of choice for its ac-

anatomical distorsion or previous conizations.
Hysterectomy is also justified if there is a concomitant disease indicating the need for this procedure.

cessibility and simplicity which allow this procedure to be
carried out in the consulting office.

Justification

•
•

OBSERVATION WITHOUT TREATMENT
Objective

The main justification are patients with an elevated risk

Avoids treatment in many cases of LSIL/CIN1 and some

of loss to follow-up after the diagnosis of HSIL/CIN2-3.

cases of HSIL/CIN2-3 with the capacity to spontaneously

This procedure should be performed by teams with

regress.

wide experience who have results confirming the presence of CIN in more than 90% of the cases86. Cytology
of HSIL and colposcopy showing major changes performed by an expert colposcopist are needed.

HYSTERECTOMY
Objective
Excisional treatment of HSIL/CIN2-3 in cases in whom
other more conservative procedures cannot technically be
performed.

Advantage
Hysterectomy allows treatment of cases in whom the remaining conservative procedures are not applicable.

Disadvantages
This procedure has greater morbidity and a greater risk of
under-treatment in infrequent cases with occult carcinoma.

Indications
Except in the case of pregnant women, before offering observation without treatment as an option the following criteria should be met:

•
•
•
•
•

Patient consent.

•

No endocervical involvement (negative brush cytology

•

Possibility of follow-up.

Evaluable colposcopy and visible transformation zone.
Lesion completely visible.

Non extensive lesion (less than 50% of the cervical surface).

or curettage).

Criteria – Mandatory criteria, the presence is associated with possible regression: high risk HPV other than
HPV-16/18 87 and low viral load (HC2 <10 URL)88.

Advantages
Avoids unnecessary treatment, especially in young women.
It also indirectly avoids the morbidity of these treatments
related to reproductive capacity and pregnancy.

Techniques

Disadvantages

Simple vaginal or abdominal hysterectomy: resection via

Any option involving control of disease evolution carries the

the abdomen (by lapraotomy or laparoscopy) is used in cases with stenosis or vaginal anatomical distorsion while the
vaginal approach is used whenever access is possible or
there is genital prolapse.
44

risk of loss to follow-up without being able to ensure against
possible lesion progression in these cases. Another disadvantage is the possibility of delaying necessary treatment
with the associated costs this induces.
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Methodology
Observation without treatment requires the need for strict

Justification

•

patient monitoring with the following:

•
•
•

•
•

The HPV test has shown to be useful in the follow-up
without treatment of LSIL/CIN1 since the biological

Cytologic and colposcopic control every 6 months for

prognosis is significantly related to persistence of the

2 years.

infection (necessary for the development and mainte-

Repetition of the HPV test at 12 months.

nance of intraepithelial neoplasia)89.

If the cytology, the HPV test and the colposcopy are

•

HPV-16 and HPV-18 have a higher rate of persistence

negative at 12 months, repeat these studies at 3 years,

and neoplastic progression than the remaining types of

and if the results remain negative, follow with routine

HR-HPV87.

screening.

•

A negative HPV test or a low viral load less than 10

If the cytology or the colposcopic appearance of the le-

relative light units (RLU) in the HC2 test significantly in-

sion persists at one year: repeat the biopsy.

creases the possibility of absence of CIN in the surgical

In cases with persistent HSIL/CIN2-3 (> 2 years) treat-

piece compared to patients with a high viral load. These

ment is recommended.

patients can be excluded from immediate resection and
considered for wait-and-see follow-up46.
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5. Post-treatment follow-up
Approximately 15% (range: 5-25%) of treated women are

women with persistent or recurrent HSIL/CIN2-3 (low

newly diagnosed with a intraepithelial lesion within the fo-

quality of evidence, recommendation weakly in favor),

llowing 2 years post-treatment . An incompletely resected

especially if:

90

----

or treated lesion which is detected in the controls during the
first year is arbitrarily designated as persistent. The lesion
is denominated recurrent when diagnosed in the follow-up
after one year. All the secondary CC prevention protocols
include post-treatment follow-up strategies to identify and

•

re-treat these lesions.

Over 50 years of age.
Involvement of the endocervical resection margin.
Involvement of more than one margin (exocervical,
deep, endocervical).

Hysterectomy is an exceptional procedure in women
with persistent or recurrent HSIL/CIN2-3 who meet the
following criteria: (moderate quality of evidence, recom-

In addition, the risk of CC among women treated for CIN is 3

mendation weakly in favor).

---

to 12-fold greater than that of the general population during
the following 10-20 years

39,40,91

.

Desire to become pregnant fulfilled.
Impossibility to perform a new excisional procedure.

The objective of post-treatment follow-up is to diagnose le-

Any type of treatment or hysterectony for a persistently po-

sion persistence or recurrence early and avoid progression

sitive HPV test is unacceptable (moderate quality of eviden-

to cancer.

ce, recommendation strongly against).

Recommendation and clinical management

Justification

Negative margins: co-test at 6 months (high quality of evidence, recommendation strongly in favor).

•
•

Any positive test result: colposcopic examination with

46

Patients treated for HSIL/CIN present a 5-10-fold grea-

Negative: another co-test at 24 months.

is maintained during 20 years post-treatment40,92.

--

Any positive test result: colposcopic examination

--

with targeted biopsy and endocervical study.

ciated with lesion persistence. Involvement of the en-

Negative: co-test at 3 years and then routine scree-

docervical margin represents a greater risk of residual

ning for at least 20 years, independently of the age

lesion than involvement of the exocervical margin. In-

of the patient (moderate quality of evidence, recom-

volvement of 2 or 3 margins (exocervical, endocerivcal

mendation strongly in favor)55.

and deep or lateral) presents an elevated probability of

•

•

Involvement of the resection margins is a factor asso-

development of residual lesion93.
The presence of affected margins is not synonymous

Control at 4 months by cytology, colposcopy and endo-

with residual CIN. Approximately 60% of patients with

cervical study (preferential option) (moderate quality

positive margins do not present CIN during follow-up94.

of evidence, recommendation strongly in favor).

•

independently of the therapeutic approach is 3-10%78.
ter risk of cancer than the general population. This risk

curettage:

•
•

•

The rate of persistence or recurrence after conization

targeted biopsy and endocervical study.

Affected margins or positive post-conization endocervial

•

•

---

•

Women with an elevated risk of HPV persistence (wo-

Any positive test result: specific treatment.

men over 50 years of age with extensive lesions and/or

Negative: co-test at 12 and 24 months.

affected margins or with immunosuppression) present

Any positive test result: colposcopy.
Both tests negative: co-test at 3 years and then rou-

•

a high risk of recurrence95.
There is currently conclusive evidence that infection by

tine screening for at least 20 years independently of

any type of HR-HPV is not only necessary for the deve-

the age of the patient (moderate quality of evidence,

lopment of high-grade lesions but also for the develo-

recommendation strongly in favor).

pment of second lesions after treatment95-98. Moreover,

Repeat excisional treatment. Acceptable option in

numerous studies have shown that effective treatment
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eliminates both pre-malignant and the causative HR-

test represents an extremely low risk of persistence or

HPV 99,100. To the contrary, in women who develop a

recurrence (negative predictve value of close to 100%).

persistent/recurrent lesion, HR-HPV infection also per-

The HPV test is more accurate than cytology in the fo-

sists after treatment

llow-up to predict cure or lesion persistence/recurrence

99,100

. Therefore, in the last years

the HR-HPV test has been introduced in the post-treatment control protocols and is currently considered a

•

•

(greater sensitivity and slightly lower specificity)96,101.
Complete lesion resection achieves HPV negativization

standard test.

in approximately 70% of the patients, being demonstra-

A HR-HPV test which is positive at 6-12 months

ted in the determination immediately after conization or

post-treatment has a high sensitivity to identify patients

in the control at 6-12 months100.

with treatment failure. To the contrary, a negative HPV
Algorithm 5: Post-treatment follow-up

Post-treatment control of CIN

Postive margins or post-conization
endocervical curettage

Negative margins

Co-test
at 6 months

Co-test + colposcopy
+ endocervical study at 4 months

Negative

Co-test at one year

Positive

Negative

Co-test at 3 years

Negative

Colposcopy

No confirma CIN

Excisional treatment
• Over 50 years old and postive
endocervical margins
Hysterectomy (exceptional)
• No reproductive desire
• Impossibility of a new excisional
Treatment

Confirma CIN
Tratamiento escisional

Annual co-test (2 years)

Negative

Positive

Co-test at 3 years

Negative

Routine screening (at least 20 years)

Colposcopy
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6. HPV vaccination in patients treated for SIL/CIN
There is evidence that vaccination against HPV in women
undergoing treatment of cervical lesions reduces the risk
of second lesions. Women who have been treated for

Justification

•

In patients who have undergone conization and pre-

cervical lesion are a group which is especially susceptible

sent a negative follow-up (cytology and HPV test ne-

to developing new lesions and even cervical cancer. The

gative at 6, 12 and 24 months), the risk of HSIL/CIN2-

expected benefits of vaccination in treated women are:

3 at 5 and 10 years is 16.5% and 18.3% respectively90.

1) if the lesion is produced by non-vaccine types, vaccina-

•

The risk of cancer at 10-20 years after treatment for

tion protects against new infections by vaccine types and

HSIL/CIN2-3 is from 5-10-fold greater than that of the

also provides cross-protection against other non-vaccine

general population40,92.

types.

•

Vaccination against CC has not shown therapeutic be-

2) if the lesion is produced by vaccine types and there is

nefits in patients with intraepithelial lesions, especially

post-treatment clearance, the vaccine protects against

in the subgroup of women with HSIL/CIN2-3. Adminis-

reinfection/reactivation by the same vaccine type.

tration of the vaccine prior to treatment does not imply
any change in the potential evolution of the current

Recommendation

•

lesion102.
The prevention of recurrence also has repercussions

Administer the vaccination against HPV in women treated

on the genesic outcome of the patient since a second

for SIL/CIN (high quality of evidence, recommendation

conization is associated with a 2-fold greater risk of

strongly in favor).

premature delivery103.

•

HPV vaccination in women who have undergone
conization for HSIL/CIN2-3 reduces the presence of a
posterior lesion ≥ HSIL/CIN2 in 64-88% of the cases
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