International Journal of Gynecological Pathology

40:S66-S74, Lippincott Williams & Wilkins, Baltimore

Copyright © 2021 International Society of Gynecological Pathologists. Published by Wolters Kluwer Health, Inc.
on behalf of the International Society of Gynecological Pathologists.

OPEN
Article

Grading of Endocervical Adenocarcinomas:
Review of the Literature and Recommendations From
the International Society of Gynecological Pathologists

Karen L. Talia, mBBS., FR.CPA., Esther Oliva, m.D., Joseph T. Rabban, m.D.,
Naveena Singh, F.r.c.Path., Simona Stolnicu, Mm.p., and W. Glenn McCluggage, F.R.C.Path.

Summary: There is a lack of consensus regarding the prognostic value of grading endocervical
adenocarcinomas and currently, no universally applied, validated system for grading exists.
Several grading schemes have been proposed, most incorporating an evaluation of tumor
architecture and nuclear morphology and these are often based on the International Federation
of Gynecology and Obstetrics (FIGO) system for endometrial endometrioid carcinoma,
although some schemes modify the proportion of solid tumor required to separate grades 1 and
2 from 5% to 10%. In the absence of a validated system, we endorse this approach for most
human papillomavirus-associated endocervical adenocarcinomas and, based on the available
evidence, recommend that tumors with < 10% solid growth be designated grade 1, 11% to 50%
solid growth grade 2 and >50% solid growth grade 3. Tumors should be upgraded in the
presence of marked nuclear atypia involving the majority (> 50%) of the tumor. Grading is not
recommended for human papillomavirus-independent adenocarcinomas, since no validated
system has been suggested and most of these neoplasms exhibit intrinsically aggressive behavior
regardless of their morphologic appearance. Importantly, grading should not be performed for
gastric-type adenocarcinomas, particularly as these tumors may appear deceptively “low-grade”
yet still exhibit aggressive behavior. Recently devised, validated and reproducible etiology and
pattern-based tumor classification systems for endocervical adenocarcinomas appear to offer
more effective risk stratification than tumor grading and, in the future, these systems may render
the provision of a tumor grade redundant. Key Words: Endocervical adenocarcinoma—
Grading—Pattern-based classification.

Significant advances in our understanding of endocer- reviews in this issue (1,2). The International Endocer-
vical adenocarcinoma and efforts to more effectively vical Criteria and Classification (IECC) system classifies
tailor treatment have resulted in revised tumor tumors based on etiology and surrogate morphology
classification and pattern-based systems for these neo- into human papillomavirus (HPV) associated (HPVA)
plasms in recent years; these are discussed in other adenocarcinomas, characteristically associated with
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prominent apical mitoses and basal apoptoses, and non—
HPV-associated (NHPVA) adenocarcinomas, with the
latter generally being more aggressive with high stage at
diagnosis and worse overall survival (3-5). For clarity,
while the IECC system utilizes the terminology
“HPVA” and “NHPVA” adenocarcinoma, hereafter
we shall use the terminology adopted by the World
Health Organisation in the recently published fifth
edition of Tumours of Female genital organs (6), where
cervical adenocarcinomas are designated “HPVA” and
“HPV independent (HPVI).” The Silva Pattern Classi-
fication system, which applies only to HPVA adeno-
carcinomas, subdivides tumors into 3 prognostic groups
based upon the presence and extent of destructive
stromal invasion, nuclear grade and architecture,
correlating with risk of lymph node metastasis and
clinical outcome (7-9).

An aspect of the evaluation of cervical adenocarcino-
mas not formally addressed by either of these schemes,
and which generally has achieved scant coverage in the
literature, is tumor grading, including grading criteria and
its clinical significance. This is an unresolved and
controversial issue, with no consensus regarding the
independent prognostic value of tumor grade, which is
further compounded by the lack of a validated and
universally applied grading system. Despite this, there is
an expectation from clinicians that tumor grade will be
included in the pathology report, irrespective of whether
it will influence treatment. As an aside, similar comments
pertain to cervical squamous cell carcinomas (SCCs) and
this has been discussed in a recent review (10).

In this review, as part of the International Society of
Gynecological Pathologists (ISGyP) project on endo-
cervical adenocarcinomas, we examine the existing
literature on grading of these tumors, focussing on the
clinical relevance of this parameter, existing grading
systems and current recommendations from pathol-
ogy societies. We also explore the future relevance of
grading in light of the aforementioned developments
and their evolving impact on pathology reporting. Despite
a lack of robust evidence, we provide recommendations
for current-day pathology reporting, acknowledging that
this is an area requiring further study and likely, in future,
to undergo change.

PROBLEMATIC ASPECTS OF GRADING

In the absence of a validated grading system for
endocervical adenocarcinoma, practice varies among
pathologists, as evidenced by responses from members
surveyed for the ISGyP endocervical adenocarcinoma
project (11). Of 151 respondents, 25.8% stated they did

not report a grade for endocervical adenocarcinoma;
47.7% utilize the International Federation of Gynecology
and Obstetrics (FIGO) grading system for endometrial
endometrioid carcinoma and 26.5% provide a grade
but use a different system. Generally, these alternative
methods of grading constituted a poorly defined 3-tier
stratification based upon the relative proportion of gland
formation versus solid tumor and degree of nuclear
atypia (eye-balling). Some respondents to the survey
applied the Silva Pattern Classification in place of or as
an adjunct to reporting tumor grade. The lack of a
consensus approach is not the only problematic aspect of
tumor grading. Even with rigid definitions and thresh-
olds, grading is an inherently subjective process and in
certain settings, such as when evaluating a small biopsy or
where invasion is very limited in extent, may be of limited
value. Furthermore, no grading system can be universally
applied across all tumor types given the innate differences
in behavior of the various types of endocervical
adenocarcinoma. For example, gastric-type adenocarci-
noma, the commonest HPVI adenocarcinoma, is more
aggressive than HPVA adenocarcinoma, irrespective of
the degree of differentiation (12). It follows that applying
the FIGO grading system for endometrial carcinoma, or
a similar system, to morphologically well-differentiated
gastric-type adenocarcinomas may lead to under-appre-
ciation of the risk of aggressive behavior and potentially
result in under-treatment.

PROGNOSTIC SIGNIFICANCE OF TUMOR
GRADE AND IMPACT ON MANAGEMENT

The published literature examining the prognostic
significance of tumor grade for endocervical adenocarci-
noma reaches varied conclusions and meaningful com-
parison of the data is hampered by the diverse and
sometimes undocumented grading systems used. Fur-
thermore, in many studies details are not provided
regarding the histologic types included; thus outcome
data are potentially skewed by the admixture of HPVA
adenocarcinoma and aggressive types of HPVI adeno-
carcinoma such as gastric-type (13-15). This is not
surprising given that until relatively recently, endocervical
adenocarcinomas were considered a fairly homogenous
group of neoplasms which were largely HPVA with the
exception of minimal deviation adenocarcinoma/adeno-
ma malignum (now designated gastric-type adenocarci-
noma), clear cell and mesonephric carcinomas.

A number of studies have examined -cervical
adenocarcinoma outcomes against a range of histo-
logic parameters including tumor grade. Baalbergen
et al. (16) examined 305 adenocarcinomas of mixed
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types using a 3-tier grading system combining
architectural and cytologic features similar to that
employed for endometrial endometrioid carcinoma
but with cut-off points for the proportion of solid
architecture set at <10% (grade 1), 11% to 50%
(grade 2) and > 50% (grade 3), with tumors upgraded
for marked nuclear atypia. By multivariate analysis,
they found FIGO stage, grade and lymph node
metastasis to be significant independent predictors of
S-yr survival. Another study used the same grading
system and examined 129 HPVA adenocarcinomas
(17). On univariate analysis, tumor grade, nodal
metastasis, lymphovascular space invasion (LVSI),
parametrial involvement, depth of invasion, tumor
size and tumor budding all correlated with survival,
but on multivariate analysis, grade 3 histology was the
only independent predictor of decreased disease-free
and cancer-specific survival. Nola et al. (18) similarly
used this grading system to evaluate 36 adenocarci-
nomas of mixed types (a small number of cases) and
also applied a 3-tier nuclear grade. By univariate
analysis, both architectural and nuclear grade were
significant in terms of 5-yr survival but on multi-
variate analysis, nuclear grade was the only significant
independent parameter with the 5-yr survival for
tumors with grade 1 nuclei 80% and for grade 3 nuclei
30%. A further recent study examined 71 HPVA adenoca-
rcinomas, aiming to elucidate what features, together with
Silva pattern, predict aggressive behavior and lymph node
status (19). A 3-tier system was devised to assign nuclear
grade, with the authors finding that both grade 3 nuclei
and necrotic luminal debris were predictive of pattern C
invasion, LVSI and higher tumor stage (19). Finally, 2
large multicenter Surveillance, Epidemiology and End
Results Program (SEER) population analyses of both
SCCs and adenocarcinomas found tumor grade to be a
significant independent prognostic variable for survival on
multivariate analysis, correlating with risk of lymph node
metastasis in one study (13,15); however, the grading
systems used in these population-based studies were not
detailed.

By comparison, a number of other studies have not
found grade to have independent prognostic value.
Khalil et al. (14) applied an unspecified 3-tier grading
system to 350 adenocarcinomas of mixed types and,
while tumor grade was significant in terms of patient
survival on univariate analysis and correlated with the
risk of lymph node metastasis, it was not a significant
independent variable on multivariate analysis. Others
have documented similar findings, with tumor grade
losing its independent prognostic significance on
multivariate analysis (20). More recently, a study
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examining clinical outcomes of 205 endocervical
adenocarcinomas classified using IECC criteria found
that tumor grade was not statistically significant in
terms of patient survival in either HPVA adenocarci-
nomas, HPVI adenocarcinomas, or the entire cohort
combined (4). This study used the endometrial
endometrioid carcinoma FIGO grading system (with
a 5% cut-off for proportion of solid elements between
grades 1 and 2) and concluded that HPVA adeno-
carcinomas should not be assigned a grade but that
the Silva Pattern Classification is more informative
with respect to overall survival. For HPVI adenocar-
cinomas, there were no associations between histo-
logically assessed features and clinical outcomes (4).
Another study co-authored by one of us (S.S,
currently under review) applied endometrial endome-
trioid carcinoma FIGO grading to 464 stage IB
endocervical adenocarcinomas, most of which were
grade 2. Interestingly, the frequency of grade 3 tumors
increased with IB substage (11% in stage IB1, 16% in
IB2 and 34% in IB3; P=0.00001), with larger tumors
mostly conforming to Silva pattern C. A statistically
significant association between high tumor grade and
recurrence-free survival was also found but not with
overall survival. While high tumor grade was a
significant variable on univariate analysis when
comparing IB substages, it did not carry prognostic
significance on multivariate analysis.

Taken together, these studies provide some sup-
port for grading HPVA adenocarcinomas (but not
HPVI adenocarcinomas, see below) using a grading
system based on a combination of architectural and
cytologic features, such as the FIGO grading system
for endometrial endometrioid carcinomas or a modifi-
cation of this (such as using a 10% rather than a 5% cut-
off for the amount of solid architecture in distinguishing
between grade 1 and 2). This is an area where clearly
more studies are needed, including large prospective
multicenter studies.

While most clinical guidelines state that tumor
grade is an important element in pathologic tumor
evaluation, it is not considered a major prognostic
factor in endocervical adenocarcinomas and does not
feature in treatment algorithms guiding patient
management (21-23). Instead, primary management
decisions are largely based on FIGO stage, tumor size,
depth of invasion, lymph node status and presence or
absence of LVSI. Similarly, guidelines, such as the
“Sedlis Criteria,” which are used to guide adjuvant
treatment decisions following radical hysterectomy,
are based on depth of stromal invasion, LVSI and
tumor size with grade not taken into account (21).
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EXISTING GUIDELINES FOR GRADING
ENDOCERVICAL ADENOCARCINOMA

The International Collaboration on Cancer Report-
ing (ICCR) has developed, in conjunction with
ISGyP, a structured cervical cancer reporting protocol
with explanatory comments (24). This ICCR data set
includes tumor grade as a noncore (recommended)
rather than a core (required) data element for both
SCC and adenocarcinoma; as discussed, this partly
reflects the lack of a universally applied, validated
grading system but also the conflicting data regarding
its clinical significance (24). The ICCR data set cites
the most commonly used approach, based on the
FIGO system for grading endometrial endometrioid
carcinomas, but does not specifically recommend its
use. The most current Australasian and United
Kingdom cervical cancer data sets adopt the same
approach, although the United Kingdom Royal
College of Pathologists dataset lists tumor grade as
a core element (25,26). The latest College of American
Pathologists (CAP) protocol (27) advocates a 3-tier
grading system based on architecture (glandular or
papillary vs. solid tumor growth) and nuclear features
and states that most literature supports its prognostic
value. Grade 1 tumors have a small component (not
further quantified) of solid growth and mild to
moderate atypia, grade 3 tumors have a predomi-
nantly solid pattern with severe nuclear atypia and
grade 2 show intermediate features.

A number of published systems are cited by these
authorities and most represent subtle variations of a
similar 3-tier stratification based on the proportion of
solid tumor growth and degree of nuclear atypia. The
earliest system, proposed by Lawrence and colleagues
in 2000, set thresholds for architectural grading at
10%, 11% to 50%, and > 50% solid growth (grades
1-3, respectively) and stated that nuclei in grade 1
tumors are uniform, oval, and minimally stratified,
those in grade 2 tumors are more rounded and
irregular with micronucleoli and more frequent
mitoses, while those in grade 3 tumors are large,
irregular and pleomorphic. In addition to nuclear
features and extent of solid architecture, grade 3
criteria included the following: occasional signet ring
cells, high, and abnormal mitotic activity, associated
pronounced desmoplasia and necrosis (28). Several
subsequent publications concur with these numerical
cut-off points for the proportion of solid tumor
growth, also specifying upgrading for marked nuclear
atypia (16-18). By comparison, Silverberg and Ioffe
(29) advocate precise adherence to the endometrial

carcinoma system, utilizing <5%, 6% to 50% and
> 50% cut-off points for the solid tumor component.

In 2002, Young and Clement (30) similarly advocated
a 3-tier grading system but did not provide specific
diagnostic criteria. They emphasized that endocervical
adenocarcinomas are usually more cytologically atypical
than architecturally matched endometrioid carcinomas
and, despite well-developed glandular architecture, gen-
erally show at least moderate nuclear atypia and brisk
mitotic activity, most often conforming to grade 2. They
cautioned against undergrading, stating that a designa-
tion of grade 1 should be reserved for well-differentiated
villoglandular adenocarcinomas exhibiting exclusively
low-grade cytology. The various grading systems dis-
cussed are provided in more detail in Table 1.

TUMOR TYPES NOT AMENABLE
TO GRADING

Like endometrial adenocarcinomas, there is a small
but important subset of endocervical adenocarcino-
mas that are intrinsically high-grade and for which
grading does not apply; most, but not all, of these
represent HPVI adenocarcinomas.

Of the HPVA adenocarcinomas, several variants with
inherently aggressive behavior are unsuited to grading and
are automatically considered high-grade. Cervical adeno-
carcinoma with a micropapillary component is a recently
recognized variant of HPVA adenocarcinoma with a poor
prognosis. In the largest study of these tumors, all 44 cases
exhibited LVSI, 41 of 44 (93%) had lymph node meta-
stases and patient outcome did not vary with the extent of
micropapillary growth (31). Similarly, some variants of
HPVA mucinous adenocarcinoma, such as signet ring
type and invasive stratified mucinous carcinoma (ISMC),
have a poor prognosis and are not amenable to grading
(32). Given the adverse outcome of these variants, tumors
with a micropapillary, signet ring or ISMC component
(regardless of the percentage of this component if admixed
with usual HPVA adenocarcinoma) should be considered
high-grade. It should also be noted that some usual HPVA
adenocarcinomas have a minor or even predominant
papillary or villoglandular architecture and this is different
from a micropapillary architecture which is characterized
by small, tightly cohesive papillary groups of neoplastic
cells with eosinophilic cytoplasm and atypical nuclei,
typically surrounded by clear spaces resembling vascular
channels (1,31).

Gastric-type adenocarcinoma, representing the most
common HPVI adenocarcinoma (3), is an aggressive
tumor type with poor prognosis irrespective of the degree
of differentiation and should be considered high-grade
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TABLE 1. Published grading systems for endocervical adenocarcinoma

Source

Grading scheme

Lawrence et al. (28)

Grade by architectural (% of solid growth, excluding squamous) and cytologic (nuclear) criteria

Grade 1: well-differentiated (< 10% solid growth)

The tumor contains well-formed regular glands with papillae. The cells are elongate and columnar with uniform
oval nuclei, show minimal stratification (fewer than 3 cell layers in thickness), mitotic figures infrequent
Grade 2: moderately differentiated (11%-50% solid growth)

The tumor contains complex glands with frequent bridging and cribriform formation. Solid areas are more
common but make up less than half of the tumor. Nuclei are more rounded and irregular, micronucleoli are

present, mitoses more frequent.

Grade 3: poorly differentiated (> 50% solid growth)

The tumor contains sheets of malignant cells; few glands are discernible. The cells are large and irregular with
pleomorphic nuclei. Occasional signet ring cells are present. Mitoses are abundant with abnormal forms.
Desmoplasia is pronounced and necrosis common

Young and Clement (30)  No specific criteria suggested.

Avoid undergrading; although many tumors are uniformly gland-forming most show at least moderate nuclear
atypia and brisk mitoses. Most endocervical carcinomas are grade 2 of 3
The diagnosis of well-differentiated villoglandular papillary adenocarcinoma should be reserved for lesions that are

exclusively grade 1
Silverberg and Ioffe (29)

Grading of any endocervical adenocarcinoma is according to the FIGO system for endometrial adenocarcinomas

on the basis of the amount of solid component

Grade 1: <5% solid architecture

Grade 2: > 5%-50% solid architecture

Grade 3: > 50% solid architecture
Baalbergen et al. (16)

Grade using architectural and nuclear features

Grade 1: well-differentiated. >90% glandular and tubular architecture

Grade 2: moderately differentiated. 50-90% glandular and tubular architecture

Grade 3: poorly differentiated. <50% glandular and tubular architecture.

Where nuclear atypia is marked the tumor is allocated to a less differentiated category.

Clear cell carcinomas are not graded
Architectural and nuclear grade are determined separately.

Nola et al. (18)

Architectural grade is based on the proportion of solid growth of the nonsquamous component.
Well-differentiated: <10% not forming glands or tubules
Moderately differentiated: 10%-50% not forming glands or tubules
Poorly differentiated: > 50% not forming glands or tubules

Nuclear grade is evaluated in the most atypical area.
Grade 1: cells with oval nuclei without prominent nucleoli and with evenly dispersed chromatin
Grade 2: Nuclear features in between Grades 1 and 3
Grade 3: cells with markedly enlarged nuclei displaying irregular coarse chromatin and prominent nucleoli.
The presence of grade 3 nuclear features in most neoplastic cells in architecturally well and moderately
differentiated tumors raises the architectural grade by 1

Rivera-Colon et al. (19) Nuclear grade is applied

Grade 1 (low): uniform, elongate, hyperchromatic nuclei with no or mild chromatin clearing and inconspicuous
nucleoli. Nuclear features resemble those in adenocarcinoma in situ.

Grade 2 (intermediate): subtle areas with grade 3 nuclei in <50% of the tumor.

Grade 3 (high): nuclear enlargement and pleomorphism, nuclear membrane irregularity, clumped chromatin
with areas of chromatin clearing and nucleolar prominence

CAP guidelines (27)

Grade 1: small component of solid growth and mild to moderate atypia

Grade 2: intermediate between Grades 1 and 3
Grade 3: solid pattern with severe nuclear atypia
Tumors with no or focal minimal differentiation are designated undifferentiated carcinomas and categorized as

grade 4

regardless of morphology. Karamurzin et al. (12)
compared the outcome of 38 patients with gastric-type
adenocarcinoma to that of 139 HPVA adenocarcinomas
and demonstrated a disease-specific 5-yr survival of 42%
for gastric-type adenocarcinoma compared with 91% for
HPVA adenocarcinoma. Gastric-type adenocarcinomas
presented at a more advanced stage and extremely well-
differentiated tumors, previously termed minimal devia-
tion adenocarcinoma or adenoma malignum, showed no
survival advantage over poorly differentiated neoplasms.
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Another recent study of 328 endocervical adenocarcino-
mas similarly found worse disease-free and overall
survival for gastric-type adenocarcinoma (33). Recur-
rence rate in gastric-type adenocarcinomas was 40%
compared with 14.6% for HPVA adenocarcinomas and
while response rates to chemotherapy were similar (36.8%
vs. 32%), gastric-type adenocarcinoma was significantly
more resistant to radiotherapy. Compared with HPVA
adenocarcinomas, gastric-type adenocarcinomas were
significantly associated with tumor diameter >4cm,
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deep stromal invasion, LVSI, parametrial invasion, ovar-
ian and pelvic lymph node metastasis and positive
peritoneal cytology. No correlation was found between
these morphologic predictors of poor outcome and the
degree of tumor differentiation (33).

Clear cell carcinoma (CCC), representing 20% of
HPVI adenocarcinomas and ~3% of all endocervical
adenocarcinomas (3,34), resembles its counterparts in
the endometrium and ovary, where it is automatically
considered a high-grade tumor. CCC is a morpho-
logically distinct tumor type and, while the prognosis
may be no worse than that for HPVA adenocarcino-
ma, currently no grading system is recommended for
this tumor (in the cervix or elsewhere). In the cervix,
limited data suggest that CCC has a similar prognosis
to HPVA adenocarcinoma when controlled for stage
(34-37) and further studies are required to establish
clinical outcomes for this tumor relative to HPVA
adenocarcinoma. Mesonephric adenocarcinoma, com-
prising <1% of all cervical adenocarcinomas and 2% of
HPVI adenocarcinomas (3,34,38), is another rare tumor
for which no grading system exists.

Grading is also not recommended when an
endocervical adenocarcinoma is admixed with a
component of neuroendocrine carcinoma, either small
cell or large cell type. Neuroendocrine carcinomas are
automatically considered high-grade and this applies
irrespective of the percentage of the neuroendocrine
component, as even a small component of neuro-
endocrine carcinoma may be associated with adverse
outcome (39). Such tumors should be classified
as “adenocarcinoma admixed with neuroendocrine
carcinoma” (6) and the individual tumor types and
their percentages should be provided in the pathology
report.

SILVA PATTERN CLASSIFICATION: IS
GRADING STILL NEEDED?

Recently it has been suggested that a combination of
the morphology-based Silva Pattern Classification and
IECC tumor type could form the basis for prognostic
stratification of cervical adenocarcinomas, with the Silva
Classification acting as a surrogate for tumor grade
(4,34). The Silva Pattern Classification (discussed in detail
in another review in this issue) quantifies the risk of nodal
metastasis in HPVA adenocarcinomas and, although
based on pattern of growth and invasion, also incorpo-
rates assessment of tumor architecture and nuclear grade.
Pattern A and B tumors are architecturally well to
moderately differentiated and exhibit no solid growth,
whereas pattern C tumors may be architecturally

high-grade with solid, confluent growth. Nuclear grade
is considered only for pattern A tumors which should not
be diagnosed in the presence of high-grade cytologic
atypia; nuclear grade is disregarded in pattern C (7-9,40).
Importantly, the reproducibility and prognostic value of
the Silva and IECC classifications has been validated
(4,5,7-9), whereas, as discussed, data regarding the value
of tumor grade are conflicting and in most cases, grade
does not impact on clinical decision-making. Given the
many shortcomings of tumor grading, it is conceivable
that in the future, evaluation of tumor grade may become
redundant.

CONCLUSIONS

As we transition to a new approach to reporting
endocervical adenocarcinomas, it is uncertain what
place tumor grade will have in future risk algorithms.
The outcome of international collaborative efforts,
such as the current ISGyP endocervical adenocarci-
noma project, will hopefully help to clarify this issue.
However, until such time as this question is resolved,
it is important that a uniform approach to grading is
currently adopted, particularly as this will enable
prospective data collection and facilitate further
study. In the absence of a properly validated grading
system, we recommend an approach based on a
combination of tumor architecture and cytology,
recognizing that data in support of this is limited.
As discussed above, there is some evidence that such
systems may be of prognostic value and we recom-
mend employing the most commonly used cut-offs for
solid architecture set at <10% (grade 1), 11% to 50%
(grade 2), and >50% (grade 3). Tumors can be
upgraded in the presence of marked nuclear atypia as
in the FIGO grading system for endometrial endome-
trioid carcinomas (41). When applying this system to
endometrial endometrioid carcinomas, ISGyP has
recommended that severe nuclear atypia should be
present in the majority of cells (> 50%) to upgrade a
grade 1 or 2 endometrioid carcinoma (41) and a similar
approach could be used when grading endocervical
adenocarcinomas, although there is little literature
regarding this issue. ISGyP has also recommended that
a confluent microglandular/ microacinar pattern be
regarded as a solid component when grading endometrial
endometrioid carcinomas (41) and we endorse this
approach for those rare HPVA cervical adenocarcinomas
where this pattern is present. We recommend that
grading be applied predominantly to HPVA adenocarci-
nomas, excluding variants with a micropapillary, signet
ring or ISMC component, as these are automatically
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FIG. 1. Grading of human papillomavirus associated (HPVA) adenocarcinoma. Grade 1 HPVA adenocarcinoma exhibits < 10% solid growth
(A), grade 2 10% to 50% solid growth (B) and grade 3 > 50% solid growth (C); in this example the tumor is almost completely solid with only
occasional poorly formed glands. A confluent microglandular/microacinar pattern (D) is regarded as a solid component for grading purposes.
Some variants of HPVA adenocarcinoma with intrinsically aggressive behavior such as invasive stratified mucinous carcinoma (E) and
micropapillary carcinoma (F) should not be graded. Significant nuclear atypia in HPVA adenocarcinoma (G, H); if such nuclei are present in
the majority of tumor cells (> 50%) the tumor can be upgrade from grade 1 to 2 or grade 2 to 3.

Int J Gynecol Pathol Vol. 40, No. 2 Supplement 1, March 2021
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considered high-grade. Endometrioid carcinomas are an
extremely rare variant of primary endocervical adeno-
carcinoma (discussed in another issue in this review (2))
which are HPVI and could also be graded using this
system.

Aspects of grading of HPVA adenocarcinomas are
illustrated in Figure 1.

RECOMMENDATIONS

(1) HPVA endocervical adenocarcinomas (with some
exceptions) should be graded using a combination
of architecture and cytology.

(2) HPVA endocervical adenocarcinomas with <10%
solid growth are grade 1, 11% to 50% solid growth
grade 2 and > 50% solid growth grade 3. Tumors can
be upgraded in the presence of marked nuclear atypia
involving > 50% of the tumor.

(3) HPVI adenocarcinomas should not be graded; in
particular, gastric-type adenocarcinomas should
not be graded but considered high-grade regard-
less of morphology.

(4) Endocervical adenocarcinoma admixed with neu-
roendocrine carcinoma should not be graded but
considered high-grade regardless of morphology.
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