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Summary: The International Federation of Gynecology and Obstetrics (FIGO) updated its
staging system for cervical cancer in 2018 with changes that affect size criteria for early stage
disease, as well as including pathology and radiology in addition to clinical assessment to be
used in staging. Lymph node involvement was also included in the staging system. In early stage
disease, pathologic findings are crucial in determining stage, which in turn determine treatment
and prognosis for the patient. Therefore, it is imperative that there are unified and consistent
methods and recommendations for assessing and reporting pathologic parameters for accurate
staging. We describe the changes in the revised FIGO staging scheme and discuss controversial
issues in cervical cancer staging from a pathologic perspective. We also provide practical
recommendations regarding these parameters based on literature review and/or expert opinion/
consensus. Key Words: Endocervical adenocarcinoma—FIGO—TNM-—Staging.

Accurate tumor staging is important for patient
prognostication and optimal management, and also has
wider implications for international benchmarking, cancer
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registration and research, and provides an invaluable
epidemiological resource. There are several controversial
issues in pathologic staging of cervical carcinomas in
general and some specific to adenocarcinomas, as borne out
by the International Society of Gynecological Pathologists
(ISGyP) survey results published elsewhere in this issue
(McCluggage). These include multiple issues with regard to
measuring tumor size, particularly in patients with multi-
focal tumors, differences in gross and microscopic tumor
size, purely exophytic tumors, clinically visible but small
tumors and shallow but wide tumors. Other controversial
topics include assessment of parametrial/paracervical in-
volvement, adnexal involvement, and reporting of lymph
node involvement; there are also related elements such as
quantifying lymphovascular invasion which are not part of
the current staging system. These all obviously have
important implications for accurately staging cervical
cancers. We hereby aim to provide recommendations based
on published literature and sometimes expert opinion and
consensus. Many of these are also detailed in the Interna-
tional Collaboration on Cancer Reporting ICCR) data set
for reporting of carcinomas of the cervix (1).
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INTERNATIONAL FEDERATION OF
GYNECOLOGY AND OBSTETRICS (FIGO)
2018 STAGING SYSTEM FOR CERVICAL
CANCERS

In 2018, the FIGO revised the staging system for
carcinoma of the uterine cervix, for the first time allowing
incorporation of imaging and/or pathologic findings in
the assessment of tumor size and disease extent (2). There
were a number of reasons for this according to FIGO,
including the technological advances in imaging modal-
ities, and the fact that the pathological findings were
sometimes not concordant with clinical staging, leading
to an increase in para-aortic lymph node sampling to
determine the need for extended field radiation.

The major changes to the revised FIGO 2018 staging
include (1) the removal of the 7 mm horizontal extent as a
parameter for stage IA carcinoma; (2) dividing stage
IB into 3 subgroups (IB1, IB2, IB3); (3) including lymph
node involvement in stage assignment (stage IIIC1 with
only pelvic lymph node involvement, stage IIIC2 with
para-aortic nodal involvement); (4) allowing the use of
imaging to assess lymph nodes and (5) denoting “p” for
pathologic or “r” for radiologic to indicate the method
used to derive the stage. The intent was to allow the
staging system to be applicable to all resource levels,
including low- and middle-income countries, acknowl-
edging the concern that access to imaging modalities or
surgico-pathologic documentation of disease extent may
not always be feasible.

Unfortunately, there were errors in the original publi-
cation of the new FIGO staging in the International
Journal of Gynecology and Obstetrics. The “=" in
measurement cut-offs was erroneously placed in 12
instances in stages I and II (Table 1), and there were
also several statements that were confusing or vague.
These were pointed out by users and in particular by
members of the ICCR data set authoring committee on
cervical cancer reporting. As a result, a corrigendum was
subsequently published with corrections (2,3). The key
amendments to the staging are delineated in Table 2, and
the FIGO response to most of the queries raised by
ICCR are listed in Table 3. A recent manuscript by Salvo
et al. (4) highlights various flaws in the revised
FIGO 2018 staging and particularly points to the gaps
in pathologic evaluation of cervical cancers.

WHICH TUMOR STAGING SYSTEM TO USE?

In the cervix, as in other gynecologic organs, both
FIGO and TNM [Union for International Cancer
Control (UICC) or American Joint Committee on

Cancer (AJCC)] staging systems exist. With regard to
updating of staging systems, there is collaboration
between FIGO and those agencies responsible for
TNM with an agreement to adopt FIGO staging but
there is no coordination of timing of revisions and
generally following the introduction of a new FIGO
staging system, this is incorporated into TNM (both
UICC and AJCC versions) at a later date. Apart from
minor discrepancies in terminology, the UICC and
AJCC systems are broadly concurrent.

Recommendations for staging

e Stage should be included in pathology reports as pathologic stage
only based on all available pathologic material

e The staging system used (FIGO 2018, TNM/UICC or both)
depends on local practice as some institutions require College of
American Pathologists (CAP) AJCC reporting (pT, pN, pM).
The staging system used should be indicated alongside the
assigned stage

MEASURING TUMOR SIZE

Tumor size is an important parameter in tumor
staging which dictates treatment and patient prog-
nosis. There are several difficult issues regarding
tumor size measurements that pathologists often face.

e With a grossly visible tumor, which measurements
should be reported and used for staging purposes?
Macroscopic, microscopic or a combination?

e Opening a surgical specimen of the cervix longitudinally
may demonstrate a maximum dimension that is not
evident clinically or radiologically, especially in tumors
which circumferentially involve the cervix. Should this
measurement supersede the maximum tumor diameter
if this is the greater of the 2 measurements?

e In cases with multiple specimens containing tumor
(loop(s), cone(s), trachelectomy, hysterectomy), how
does one incorporate the measurements from the
various specimens to give the most accurate size?

e How does one measure “depth of invasion” in
purely or mostly exophytic tumors with no or
limited stromal infiltration?

e How should multifocal carcinomas be measured and
reported?

e How many dimensions of the tumor should be
reported?

e What is meant by the term microinvasive carcinoma?

e In lesions composed of an admixture of adenocarcino-
ma in situ (AlS)/cervical glandular intraepithelial neo-
plasia (CGIN, terminology used in United Kingdom
and some other jurisdictions) and adenocarcinoma,

Int J Gynecol Pathol Vol. 40, No. 2 Supplement 1, March 2021



N KJ. PARK ET AL.

TABLE 1. Cervical cancer staging FIGO 2009 compared with FIGO 2018

FIGO 2009

FIGO 2018

Stage I: The carcinoma is strictly confined to the cervix uteri
(extension to the corpus is disregarded)
IA Invasive carcinoma that can be diagnosed only by microscopy
with deepest invasion <5mm and largest extension <7 mm
IA1 Measured stromal invasion <3 mm in depth and extension
<7mm
IA2 Measured stromal invasion >3 mm and not >5mm with
extension not >7 mm
IB Clinically visible lesions limited to cervix or preclinical cancers
greater than stage IA"
IB1 Clinically visible lesion <4 cm in greatest dimension
IB2 Clinically visible lesion >4 cm in greatest dimension

Stage II: Cervical carcinoma invades beyond uterus, but not to pelvic
wall or lower third vagina
ITA Without parametrial invasion
IIA1 Clinically visible lesion <4 cm in greatest dimension
IIA2 Clinically visible lesion >4 cm in greatest dimension
IIB With obvious parametrial invasion

Stage III: The tumor extends to the pelvic wall and/or involves lower
third of vagina and/or caused hydronephrosis or nonfunctioning
kidney
IIIA Tumor involves lower third of vagina with no extension to
pelvic wall
IIIB Extension to pelvic wall and/or hydronephrosis or
nonfunctioning kidney

Stage IV: The carcinoma has extended beyond the true pelvis or has
involved (biopsy proven) the mucosa of the bladder or rectum. A
bullous edema, as such, does not permit a case to be allotted to
Stage IV
IVA Spread of the growth to adjacent organs
IVB Spread to distant organs

Stage I: The carcinoma is strictly confined to the cervix uteri (extension

to the corpus is disregarded)
IA Invasive carcinoma that can be diagnosed only by microscopy,
with maximum depth of invasion <5mm’

IA1 Measured stromal invasion <3 mm in depth

IA2 Measured stromal invasion >3 mm and <5mm in depth
IB Invasive carcinoma with measured deepest invasion >5mm
(greater than stage IA); lesion limited to the cervix uteri with size
measured by maximum tumor diameter*

IB1 Invasive carcinoma >5mm depth of stromal invasion and

<2cm in greatest dimension

IB2 Invasive carcinoma >2cm and <4cm in greatest dimension

IB3 Invasive carcinoma >4cm in greatest dimension

Stage II: The cervical carcinoma invades beyond the uterus, but has

not extended onto the lower third of the vagina or to the pelvic wall
IIA Involvement limited to the upper two-third of the vagina without
parametrial invasion

ITIA1 Invasive carcinoma <4 cm in greatest dimension

ITIA2 Invasive carcinoma >4 cm in greatest dimension
IIB With parametrial invasion but not up to pelvic wall

Stage III: The carcinoma involves the lower third of the vagina and/or

extends to the pelvic wall and/or causes hydronephrosis or
nonfunctioning kidney and/or involves pelvic and/or para-aortic
lymph nodes
IITA Carcinoma involves lower third of the vagina, with no
extension to the pelvic wall
IIIB Extension to the pelvic wall and/or hydronephrosis or
nonfunctioning kidney (unless known to be due to another cause)
IIIC Involvement of pelvic and/or para-aortic lymph nodes
(including micrometastases)’, irrespective of tumor size and extent
(with r and p notations)"

IIICI1 Pelvic lymph node metastasis only

IIIC2 Para-aortic lymph node metastasis

Stage IV: The carcinoma has extended beyond the true pelvis or has

involved (biopsy proven) the mucosa of the bladder or rectum. A
bullous edema, as such, does not permit a case to be allotted to
stage IV

IVA Spread of the growth to adjacent organs

IVB spread to distant organs

* All macroscopically visible lesions—even with superficial invasion—are allotted to stage IB carcinomas.
+Imaging and pathology can be used, when available, to supplement clinical findings with respect to tumor size and extent, in all stages.

Pathological findings supersede imaging and clinical findings.

1The involvement of vascular/lymphatic spaces should not change the staging. The lateral extent of the lesion is no longer considered.
§Isolated tumor cells do not change the stage but their presence should be recorded.

||[Adding notation of r (imaging) and p (pathology) to indicate the findings that are used to allocate the case to stage IIIC. For example, if
imaging indicates pelvic lymph node metastasis, the stage allocation would be Stage IIIClr; if confirmed by pathological findings, it would be
stage IIIC1p. The type of imaging modality or pathology technique used should always be documented. When in doubt, the lower staging

should be assigned.

it can be difficult to delineate invasive from noninvasive
tumor. In these cases, should the whole lesion be
measured, or an attempt made to separate only the
invasive component?

e When tumor is present at the margin of a loop or
cone excision, how should the tumor be staged?

Measuring Grossly Visible Tumors

The purpose of providing tumor measurements is
ultimately to accurately stage for treatment planning and
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prognostication. Therefore, whatever measurements are
provided should give the treating physician enough
information without adding extraneous information. In
the 2009 FIGO staging, grossly visible tumors were
automatically allotted to stage IB, regardless of tumor size
or depth of invasion. This led to neoplasms being upstaged
inappropriately in some small tumors and those with only
superficial invasion. The revised 2018 FIGO system now
states that although a tumor is clinically visible, final stage
should be based on all the information available at the
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TABLE 2. Key amendments to FIGO 2018 staging

Allowing use of any imaging and/or pathologic findings for
allocating stage (previously only clinical exam)

Stage [
Amendments to microscopic pathologic findings and size
designation
Allowing use of imaging and/or pathologic assessment of tumor
size

Stage 11
Allowing use of imaging and/or pathologic assessment of size
and extent

Stage 111
Including nodal involvement as part of staging
Allowing assessment of retroperitoneal lymph nodes by imaging
and/or pathologic findings and if deemed metastatic the case is
designated as IIIC1 (pelvic/parametrial LN+) or IIIC2 (para-
aortic LN+) with notation of method used for stage allocation

No recommendations for routine investigations, which are to be
decided on the basis of clinical findings and standard of care.
The revised staging system does not mandate the use of a specific
imaging technique, lymph node biopsy or surgical assessment of
tumor. In low-resourced conditions, clinicians can continue to
assess clinically as before.

The method by which tumor is measured should be recorded
(r/radiology, p/pathology)

time, which includes pathology and radiology, with
pathologic findings being the ultimate arbiter of stage. In
those situations where pathology and radiology are not
available clinical examination should be used to stage
tumors. Therefore, we recommend using all available
information to best determine true tumor size, which
pathologically may require a combination of gross and
microscopic measurements. Separate pathologic gross and

microscopic measurements should not be provided but a
single set of measurements based on a combination of
gross and microscopic examination; in some cases, gross
examination may be more important (for example in
larger neoplasms), while in others microscopic examina-
tion is more important and many smaller tumors can only
be measured microscopically since they are not grossly
visible.

Recommendation for tumor measurement: grossly visible tumors

e Use all available material to best assess tumor size, which may
require combined gross and microscopic measurements—do not
provide separate gross and microscopic dimensions as this causes
confusion

e Clinical, pathologic, and radiologic assessment can all be used
with pathology being the ultimate arbiter of tumor size

e Clinical examination should be used to stage if pathology and
radiology are not available

Multiple Specimens

It is often the case that the patient undergoes
multiple procedures—Iloop excision(s), cone(s), tra-
chelectomy, and hysterectomy with tumor in more
than 1 specimen. In these situations, the important
question arises of how best to measure tumor size and
depending on the method used this may result in a
different stage being assigned with important manage-
ment implications. Some (eg, the ICCR) (1) advocate
adding all maximum horizontal dimensions from each
specimen, while others recommend using the largest
horizontal measurement in any one specimen. Each
situation poses its own problems. If adding all

TABLE 3. Queries by ICCR to FIGO with response

FIGO 2018 queries by ICCR

FIGO response

“Clinically visible lesions, and those with larger dimensions, are
allocated to stage IB”

“The margins should be reported to be negative for disease. If the
margins of the cone biopsy are positive for invasive cancer, the
patient is allocated to stage IB1”

“The presence of micrometastasis (MIC) or isolated tumor cells
(ITCs) may be recorded but their presence does not change the
stage”

“Presently ovarian involvement does not change the stage.”—Why
does this form of extrauterine involvement not change the stage?

Shallow but wide (>7 mm) tumors—what are the data for
designating stage by depth of invasion only?

There is flexibility in how tumors are staged (clinically,
radiographically, pathologically); if available, pathologic stage is
used; if radiology and pathology are not available, clinical visibility is
used to assign stage IB

In the event that the margins of a cone/loop biopsy are positive for the
disease, a repeat cone/loop biopsy is required to stage the patient

This was an error in the original publication and the correction has
now been made that micrometastases (but not ITCs) constitute stage
IIc

Ovarian involvement “does not change stage because of low incidence
in early stage disease (< 1% in SCC, <5% in other types), often
associated with other high risk features, and limited data on impact
on survival as an independent risk factor (commentary under stage II
section)

There is not adequate information on prognostic implications of a wide
shallow lesion. In cases with multifocal lesions also, there is limited
information regarding the impact. Depth correlates best with
lymphovascular space invasion and blood vessel invasion because of
tumor dislodgement and proximity to blood vessels. Hence depth of
invasion is the most important to be noted

FIGO indicates International Federation of Gynecology and Obstetrics; ICCR, International Collaboration on Cancer Reporting.

Int J Gynecol Pathol Vol. 40, No. 2 Supplement 1, March 2021
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horizontal dimensions across multiple specimens, it is
not possible to accurately align where 1 edge of the
tumor from 1 specimen lines up with the correct edge
on a different specimen. This will almost certainly
result in an overestimation of tumor size.

Given that the new FIGO staging no longer uses
horizontal extent as a criterion for staging micro-
scopic tumors, this is perhaps less of an issue. If only
the largest horizontal dimension in any 1 specimen is
used, this may underestimate the maximum horizontal
dimension. Horizontal extent can be reported as
additive across multiple specimens, recognizing that
this likely results in overestimating tumor size, or only
the current size can be reported with a comment on
the size in prior specimens. This also applies to
multifocal tumors across multiple specimens, as can
be seen in adenocarcinoma (see multifocal section
below). In such cases, discussion at the tumor board/
multidisciplinary team meeting should determine the
final tumor stage. It is recommended that depth of
invasion should be reported as measured on each
specimen but for final staging purposes, the deepest
invasion in any single specimen should be used.

Recommendation for tumor measurement: multiple specimens

e Depth of invasion should be reported as measured on each
specimen but for final staging purposes, the deepest invasion in
any single specimen should be used

Exophytic Tumors

In purely or predominantly exophytic adenocarci-
nomas, the tumor can be quite large yet have minimal
cervical wall infiltration (Fig. 1). This results in 2
separate dimensions: (1) tumor thickness as measured
from the top-most part of the tumor to the bottom-
most tip of the infiltrating front or base of the tumor if
there is no stromal infiltration; this may constitute the
maximum tumor dimension but does NOT equate to
invasive depth, and (2) depth of invasion measured
from the normal epithelial-stromal junction to the
base of the infiltrating front if stromal infiltration is
present. In the survey conducted by ISGyP, there was
marked variability with more pathologists reporting
the actual depth of invasion (only the invasion in the
cervical wall) than the tumor thickness with or
without the depth of invasion.

As recommended by FIGO, both maximum tumor
dimension and depth of stromal infiltration should be
provided in the pathology report, with a comment
detailing how each measurement was derived. For
exophytic tumors with cervical wall infiltration of <5

Int J Gynecol Pathol Vol. 40, No. 2 Supplement 1, March 2021

FIG. 1. Exophytic cervical adenocarcinoma with minimal super-
ficial stromal infiltration. Tumor thickness should be measured and
if >5mm, be used to upstage an otherwise IA tumor.

mm (stage [A), but tumor thickness >5mm, we
recommend basing the final FIGO stage on the
maximum tumor thickness, that is stage IB. Record-
ing both measurements will facilitate the accrual of
information regarding the clinical importance of
tumor thickness and depth of invasion in these
uncommon neoplasms. The thickness of the cervical
wall in the area of deepest invasion should also be
provided. Although we recommend staging such
tumors based on the thickness and equating it with
depth of invasion for staging purposes, the clinical
significance should be discussed at the tumor board/
multidisciplinary team meeting; although there is
limited evidence thus far, tumors with minimal
stromal invasion may not have the same metastatic
potential as tumors of similar thickness invading the
stroma (5).

Recommendation for tumor measurement: exophytic tumors

e Both the largest tumor dimension and depth of stromal
infiltration should be provided in the pathology report, with a
comment detailing how each measurement was derived

e Total cervical wall thickness in the area of deepest invasion
should be reported

e Exophytic tumors should be staged based on the largest tumor
dimension, even if superficially invasive (<5 mm); if the
thickness is > 5 mm, the tumor is staged as IB
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Multifocal Tumors

Multifocal carcinomas are invasive tumor foci that
occur discontinuously, separated by uninvolved stro-
ma. The distance between invasive foci that con-
stitutes multifocality is not clearly defined or agreed
upon, but some have suggested any foci >2 mm apart
(the blocks should be leveled to ensure that the
separate foci do not join) should be considered
multifocal; these criteria have been endorsed by the
ICCR (1,6,7). The ISGyP survey results show how
varied pathologists are in determining multifocality.
Some use 2 mm separation, others 5 mm, while still
others require the involvement of different quadrants
or cervical lips. Anecdotally, multifocality is less
common in cervical adenocarcinomas as compared
with squamous cell carcinomas and with the new
FIGO system eliminating the horizontal extent as part
of the staging, it may have different clinical implica-
tions.

Without specific studies in adenocarcinoma, one
must extrapolate from the squamous cell carcinoma
literature. In two small, retrospective studies evalu-
ating outcomes in multifocal squamous cell carcino-
mas defined as being at least 2 mm apart, Day et al.
(6) and Mcllwaine et al. (7) found that there were no
recurrences or metastases in a total of 47 cases with
median follow-up periods of 7yr and 45.5mo,
respectively, after excisions with clear margins.
Mcllwaine and colleagues pointed out that half of
their cases would have been upstaged to IB1 had the
tumors been measured contiguously rather than as
separate foci. This provides some evidence for
eliminating horizontal extent for staging purposes
in microscopic disease. Based on these limited
findings and the revised FIGO staging, the recom-
mendation is in line with that of the ICCR (1) which
is to measure each invasive focus individually if they
are (1) located in different blocks separated by
intervening uninvolved blocks; (2) located on sepa-
rate cervical lips with discontinuous tumor (not
involving the curvature of the canal); (3) situated
apart from each other in the same section using 2 mm
distance between the invasive foci. Only the depth of
invasion should be used for staging purposes with the
deepest invasion reported and the tumor staged
accordingly. An important point is leveling blocks
to ensure that the multiple foci do not “join up” to
form a contiguous mass. It should also be noted than
the 2 mm designation is completely arbitrary and this
is an area which requires more study. Multiple
specimens with multifocal disease should be treated
similarly.

Recommendation for tumor measurement: multifocal tumors

e Each invasive focus should be measured individually if they are:

Located in different blocks separated by intervening
uninvolved blocks

Located on separate cervical lips with discontinuous tumor (not
involving the curvature of the canal)

Situated at least 2 mm apart in the same section

How Many Tumor Dimensions Should Be Reported?

Regarding the number of tumor dimensions to be
reported, as per FIGO recommendations, most
pathologists report at least 2 dimensions—the deepest
invasion and the largest tumor dimension. This
provides adequate information for tumor staging
which best informs treatment planning. The third
dimension can still be reported if local protocols
mandate this (and is currently recommended by the
ICCR) but this is unnecessary since tumor volume is
not routinely taken into account in patient manage-
ment.

Circumferential tumors that result in a “barrel”
shaped cervix can be difficult to measure since they
are sometimes not grossly visible yet involve all
quadrants. Measuring each section with tumor in a
linear manner would grossly overestimate tumor size;
therefore, it is recommended that such tumors be
measured grossly if possible and if not, the diameter of
the cervix be used as the closest approximation of
tumor size in these situations. This only applies to
tumors that invade the full thickness of the cervical
wall and involve all quadrants. In tumors that do not
invade the full thickness of the cervix and/or do not
involve all quadrants, only the depth of cervical wall
infiltration and the largest tumor dimension as
measured histologically should be provided, with a
comment on the extent of tumor (eg, how many
quadrants are involved) and the absence of a grossly
visible tumor to measure. Occasionally, radiology
may provide the most accurate tumor size and should
be incorporated into final staging when appropriate.

In addition to reporting the absolute depth of
invasion, the total thickness of the cervical wall in the
area of deepest invasion should be reported in
conjunction such that the percentage of stromal
infiltration can be assessed and the presence of tumor
within the inner, middle or outer third of the cervical
stroma determined. This is to help guide the use of
Sedlis criteria for adjuvant external pelvic radiation
therapy following radical hysterectomy based on
certain high-risk features (lymphovascular invasion,
depth of stromal invasion by thirds, tumor size) (8).

Int J Gynecol Pathol Vol. 40, No. 2 Supplement 1, March 2021
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Recommendation for tumor measurement: how many dimensions
to report

e At least 2 measurements

Depth of invasion
Largest tumor dimension

e For circumferential “barrel” shaped cervix without grossly
visible tumor:

If tumor is in every quadrant with full thickness invasion of
cervical wall, measure the diameter of cervix as closest
approximation of tumor size

For tumors without full thickness invasion and/or tumor in every
quadrant, report the deepest invasion, largest tumor dimension
as measured histologically and number of quadrants involved
with a comment regarding lack of grossly measurable tumor

e Provide entire cervical wall thickness in area of deepest invasion
(to calculate % depth of invasion)

Microinvasive Carcinoma

The term “microinvasive carcinoma’ does not appear in
the FIGO staging system for cervical cancer. Furthermore,
use of the term “microinvasive carcinoma” has different
connotations in different geographical areas. For example,
in the United Kingdom, microinvasive carcinoma was
considered to be synonymous with FIGO stage IAl and
IA2 disease in most, but not all, institutions (some used the
term “microinvasive carcinoma” to denote only FIGO
stage IA1 tumors). Thus, in order to avoid confusion, it is
recommended to avoid using the term “microinvasive
carcinoma” but to accurately measure the tumor and use
the specific FIGO or TNM stage.

Recommendation for tumor measurement: “microinvasive
carcinoma”

e Do NOT use the term “microinvasive carcinoma”
e Measure the tumor as accurately as possible and use the specific
FIGO or TNM stage

Measurement of Tumors that Are a Combination of
AIS and Adenocarcinoma

The assessment of tumors that are a combination of
AIS and adenocarcinoma where it is difficult to
delineate the 2 components should follow the
guidance in another review in the series (Alvarado-
Cabrero). Measurement of these lesions is somewhat
analogous to that of exophytic tumors and should
incorporate maximum horizontal tumor dimension
and an assessment of invasive depth as accurately
as possible, with these measurements forming the
basis of staging. Where necessary this may be acc-
ompanied by a comment detailing the diagnostic
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problems; the distinction of in situ from invasive
disease in such cases can be extremely subjective and
problematic and this is an area where referral for a
specialist opinion may be useful.

Recommendation for tumor measurement: lesions which are
combination of AIS and adenocarcinoma

e Should incorporate maximum horizontal tumor dimension and
assessment of invasive depth as accurately as possible

Tumor at Margins of Excision Specimen

When tumor is present at the margins of a loop or
cone excision, the true size of the tumor cannot be
assessed accurately. In the new FIGO system, there
is a statement that tumors that reach the margin
should be staged as IB based on the positive margin.
This was queried by ICCR and FIGO conceded that
in these cases a repeat excision would be required to
accurately assign a stage to the cancer. Therefore, it
is recommended tumors should not be staged IB
based only on positive margins. In most such cases,
there will be a subsequent excision specimen and the
stage should be determined based on the findings in
all specimens. As an alternative, one can give a
provisional stage, for example “at least stage x based
on the measurements of the incomplete excision.”

Recommendation for tumor measurement: staging of tumor at
margins

e Tumors should not be staged IB based only on positive margins
e Tumors with positive margins should not be staged—in
most such cases, there will be a subsequent excision specimen

on which the stage can be determined

e An alternative is to give a provisional stage, for example “at
least stage x based on the measurements of the incomplete
excision”

TUMOR EXTENSION OUTSIDE THE CERVIX

Parametrial/Paracervical Soft Tissue Involvement
Extrauterine involvement by cervical cancer is
usually stage II or higher (see the next section on
Adnexal involvement) and parametrial involvement is
stage IIB. As formally defined, the parametrium
consists of the connective tissue surrounding branches
of the hypogastric vessels during their course toward
the uterus and vagina and are located lateral to the
uterus. There are occasions where the tumor extends
beyond the cervix in the anterior or posterior plane,
which technically is not encompassed in the anatomic
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delineation of parametria. Since any tumor that
invades beyond the uterus without involving the
lower third of the vagina or extending to the pelvic
side wall is considered stage II, any anterior or
posterior extension of tumor beyond the cervix should
be staged as IIB since it is analogous to parametrial
involvement for management purposes. It should be
noted that parametrial lymph node involvement
should be designated as stage IIIC1 in the revised
FIGO system.

Recommendation for tumor outside the cervix: paracervical
extension

e Tumor involving the anterior or posterior paracervical tissue,
including extension to bladder or bowel WITHOUT mucosal
involvement, should be staged as IIB (as this is clinically treated
as parametrial involvement)

e Parametrial lymph node involvement should be staged IIIC1 as
they are considered pelvic lymph nodes

Adnexal Involvement

FIGO 2018 explicitly states that ovarian involve-
ment by cervical carcinoma does not change the stage.
There are limited data on the prognostic implications
of tubo-ovarian involvement, and it is a rare event but
more common in adenocarcinoma than squamous cell
carcinoma. In early stage cervical cancer, the in-
cidence of metastases to the ovaries is <1% for
squamous cell carcinoma and <5% for adenocarcino-
ma (9-11). In addition, since it is often associated with
other high-risk factors, there are limited data on its
impact on survival as an independent risk factor. One
study by Shimada et al. (10) showed that patients with
ovarian metastases had poor outcomes unrelated to
FIGO stage and the presence of ovarian metastases
did not correlate with lymph node involvement or
parametrial invasion, suggesting it may be an
independent prognostic factor. It is likely that the
clinical and prognostic implications of adnexal
involvement differ between HPV-associated and
HPV-independent cervical adenocarcinomas, and also
depending on the route of spread and the pattern/
extent of involvement (12-14).

There still are not enough robust data and in line
with the FIGO directive, it is recommended to report
ovarian and tubal involvement but not to alter stage
based solely on their involvement. It is also the
recommendation to specify the pattern of involvement
in the fallopian tubes (mucosal epithelial, mucosal
stromal, mural, serosal) as this will allow for
prospective data collection for future studies to assess
their impact on outcomes.

Recommendation for tumor outside the cervix: adnexal
involvement

e Ovarian involvement does not upstage cervical carcinoma, but
this should be documented on the pathology report

e Fallopian tube involvement does not upstage cervical carcinoma,
but this should be documented on the pathology report; the
location of tubal involvement should be documented (mucosal
epithelial, mucosal stromal, mural, serosal or intravascular)

LYMPHOVASCULAR SPACE INVASION (LVSI)

FIGO 2018 addresses the issue of LVSI in para-
metrial tissue and states that tumors should not be
upstaged based only on parametrial vascular invasion.
In general, when tumor is present only in vessels
outside the cervix (eg, parametrial, adnexal, etc.), this
should not be considered involvement of that tissue
and should not alter the stage, although it should be
mentioned in the pathology report (Fig. 2). The issue
of quantifying the number of involved vessels has been
a recent topic of interest in gynecologic pathology,
particularly in endometrial carcinomas where extent of
LVSI has been found to be a strong independent
prognostic factor for recurrence and overall survival
(15-18). Comparable, but less numerous, studies in
cervical cancer have shown the importance of LVSI in
outcome, although quantification of LVSI was not
generally studied (19-22). One study by Alvarado-
Cabrero et al. (23) evaluating micropapillary architecture
in cervical adenocarcinomas (a marker of aggressive
behavior) quantified LVSI as negative, low (1-4 spaces
involved), moderate (5-19 spaces involved) and extensive

FIG. 2. Lymphovascular space invasion of cervical adenocarcino-
ma in ovarian stroma. Ovarian involvement by cervical carcinoma
does not change the stage, whether in vascular spaces or in ovarian
parenchyma; however, it should always be reported as it may affect
treatment.
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(=20 spaces involved) and found significant association
with overall survival (100%, 51.9%, and 0% for low,
moderate, and extensive LVSI, respectively). However,
micropapillary type endocervical adenocarcinomas are
aggressive neoplasms which characteristically exhibit
extensive LVSI and it remains to be proven in future
studies if quantifying LVSI is clinically significant in
cervical carcinoma, including adenocarcinoma, and what
values, if any, should be used as cut-offs. It is
recommended at this time that LVSI be reported as
present or absent, but that quantification is not necessary,
although this can be done locally which may facilitate
accrual of information for future studies.

Recommendation for LVSI

e The presence or absence of LVSI should be included in the
pathology report.

e LVSI at any location, including that seen outside the uterus (e.g.
parametrial, adnexal) does not upstage a tumor.

LYMPH NODES

One of the major changes to the revised FIGO 2018
system is the incorporation of lymph node involve-
ment in assigning stage. It allows for assessment of
retroperitoneal lymph nodes by imaging and/or
pathologic findings and if deemed metastatic, is
designated stage IIIC1 (pelvic/parametrial lymph
node involvement) or IIIC2 (para-aortic lymph node
involvement).

Sentinel lymph nodes are now commonly removed
in cervical carcinoma and have been incorporated into
the NCCN guidelines (24-28). Tumor involvement of
lymph nodes, in line with the recommendations in
TNMS, is reported as: negative, isolated tumor cells
(ITCs, <0.2 mm), micrometastases (>0.2 and <2.0
mm), and macrometastases (>2mm). Studies have
shown that the presence of micrometastases in
patients with early stage cervical cancer is significantly
associated with reduced overall survival, equivalent to
macrometastases, while no prognostic significance has
generally been found for ITCs (29,30).

A statement in the original publication of the revised
FIGO staging stated that the presence of micrometastases
or ITCs may be recorded but “their presence does not
change the stage.” The ICCR group queried FIGO
regarding the designation of micrometastases in the same
category as ITCs and FIGO did respond that this was an
error and made the corrections in the subsequent
corrigendum. In line with other organ systems, it is
recommended that the presence of ITCs should be
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recorded but this does not count as nodal involvement,
and should not result in tumor upstaging, designated pNO
(i+) in TNM.

The issue of how to measure low-volume metastases
in lymph nodes can be problematic. There are
occasions where single cells and small clusters
(<0.2 mm) are present scattered throughout the entire
lymph node (and therefore spans >0.2mm in
aggregate) yet the tumor foci are not contiguous
suggesting they are not the same volumetrically as
solid metastatic foci. The recommendation is to
measure only contiguous tumor cells to designate
ITCs and not aggregate all scattered clusters into a
single measurement; however, if multiple collections
of ITCs are present, this should be documented in the
pathology report. The number of lymph nodes
harboring ITCs/micro/macrometastases should also
be recorded. When there is nodal involvement, the
presence or absence of extracapsular/extranodal
spread should be documented (31).

Recommendation for sentinel lymph nodes

e The presence of isolated tumor cells (ITCs) in lymph nodes
should be recorded but this does NOT count as nodal
involvement and should not result in tumor upstaging

e The number of Ilymph nodes harboring ITCs/micro/
macrometastases should be recorded

e When ITCs are scattered throughout the lymph node, measure
only contiguous tumor cells to designate ITCs and not aggregate
all scattered clusters into a single measurement; however, if
multiple collections of ITCs are present, this should be
documented in the pathology report.

e When there is lymph node involvement, the presence or absence
of extracapsular spread should be documented.

CONCLUSIONS

The revised FIGO 2018 staging system includes major
changes which better incorporate clinical, pathologic, and
radiologic data, as well as including lymph node involve-
ment in assigning stage. The horizontal measurement in
microscopic disease is no longer a factor in assigning stage,
which may have alleviated some of the problematic issues
in tumor measurements. There are still controversial issues
in pathologic reporting of cervical cancer, including
adenocarcinoma, and we have provided recommendations
for best practice based on the available evidence and
sometimes on expert opinion. It is hoped that the ISGyP
international data collection initiative will provide provi-
sional answers to some of the remaining questions and
form the basis for future prospective validation. It is
further hoped that in future revisions of the FIGO staging
system, international pathology organizations, such as
ISGyP, will be more actively involved.
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