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Consensus based recommendations for the diagnosis of serous tubal intraepithelial carci-

noma: an international Delphi study

Aim: Reliably diagnosing or safely excluding serous
tubal intraepithelial carcinoma (STIC), a precursor
lesion of tubo-ovarian high-grade serous carcinoma
(HGSC), is crucial for individual patient care, for bet-
ter understanding the oncogenesis of HGSC, and for
safely investigating novel strategies to prevent tubo-
ovarian carcinoma. To optimize STIC diagnosis and
increase its reproducibility, we set up a three-round
Delphi study.

Methods and results: In round 1, an international
expert panel of 34 gynecologic pathologists, from 11
countries, was assembled to provide input regarding
STIC diagnosis, which was used to develop a set of
statements. In round 2, the panel rated their level of
agreement with those statements on a 9-point Likert
scale. In round 3, statements without previous con-
sensus were rated again by the panel while anony-
mously disclosing the responses of the other panel

members. Finally, each expert was asked to approve
or disapprove the complete set of consensus state-
ments. The panel indicated their level of agreement
with 64 statements. A total of 27 statements (42%)
reached consensus after three rounds. These state-
ments reflect the entire diagnostic work-up for pathol-
ogists, regarding processing and macroscopy (three
statements); microscopy (eight statements); immuno-
histochemistry (nine statements); interpretation and
reporting (four statements); and miscellaneous (three
statements). The final set of consensus statements was
approved by 85%.

Conclusion: This study provides an overview of cur-
rent clinical practice regarding STIC diagnosis
amongst expert gynecopathologists. The experts’ con-
sensus statements form the basis for a set of recom-
mendations, which may help towards more
consistent STIC diagnosis.
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Introduction

Over the last decades, our understanding of the onco-
genesis of extrauterine high-grade serous carcinoma
(HGSC) has changed drastically. A number of precursor
lesions to high-grade serous carcinoma can be found in
the fallopian tube, ranging from the nearly normal-
appearing p53 signatures to serous tubal intraepithelial
carcinoma (STIC).' > This range of precursor lesions and
HGSC are bound together by shared TP53 mutations.
The genotoxic effects that lead to these TP53 mutations
are not yet fully understood, but the secretory cells in
the fallopian tube seem most vulnerable.® Moreover, epi-
genetic effects may also play an important role towards
the development of precursor lesions.” The incidence of
isolated STIC varies from <0.1% in the general popula-
tion up to around 3% in risk-reducing salpingo-
oophorectomy specimens from women with an
increased risk for developing HGSC, e.g. based on a
BRCA 1/2 pathogenic variant.®® The combination of
functional loss of TP53 and BRCA1/2 is therefore likely
an important step in the development of HGSC.'*!! For
cases of HGSC, the reported incidence of STIC varies
between 11 up to 61% of cases.'”

Consistent and reproducible diagnosis of STIC lesions
is crucial for three reasons. First, there are prognostic
implications for individual patient care, given the signifi-
cantly increased risk of peritoneal carcinomatosis that
diagnosing an isolated STIC holds.'* To what extent an
isolated STIC should also have clinical implications, e.g.
staging or chemotherapy, remains a subject of debate
amongst treating clinicians. Second, consistent diagnosis
of STIC will help further elucidate the aetiology of HGSC.
Third, reliably diagnosing or excluding STIC is a prereg-
uisite to safely investigate novel strategies to prevent
tubo-ovarian cancer. Current international trials such as
the TUBA-WISP 1I study (NCT04294927), the PROTEC-
TOR study (ISRCTN25173360), and the SOROCK study
(NCT04251052) are researching alternative risk-
reducing strategies, in the form of risk-reducing salpin-
gectomy with delayed oophorectomy. Reliably diagnos-
ing or excluding STIC is important, as diagnosing STIC
at salpingectomy would mandate an immediate oopho-
rectomy.'* By analogy, the same clinical implications
would also apply to STIC lesions found in opportunistic
salpingectomies. Diagnosing STIC may be a challenging
task for pathologists, especially when it is present in iso-
lation (without concurrent HGSC). Previous studies have
shown moderate reproducibility amongst pathologists
on haematoxylin and eosin (H&E)-stained slides.'>'®
Over the last years, multiple recommendations have
been proposed to improve STIC diagnosis. For example,

the Sectioning and Extensively Examining the FIMbri-
ated End (SEE-FIM) protocol was developed, in which the
entire fallopian tube is embedded with an explicit focus
on the fimbriated end.'” For microscopic evaluation,
there are at least three different workflow recommenda-
tions, combining H&E examination with either standard
or nonstandard additional immunohistochemical
staining.’"'®'® While these recommendations have
made an important contribution to improving STIC diag-
nosis, they are generally based on the experiences of sin-
gle institutions and focus on single aspects of the
diagnosis, rather than the full diagnostic process. As
such, they are inconsistently used by pathologists.

To optimize STIC diagnosis and improve its repro-
ducibility, guidance on how to diagnose STIC is
essential. However, evidence-based recommendations
are currently unavailable. Therefore, we performed a
Delphi study with an international panel of expert
gynecologic pathologists in which we evaluated cur-
rent practices and aimed to reach consensus on how
the diagnostic work-up of STIC should be organised.

Materials and Methods

STUDY DESIGN

The Delphi method is a qualitative research tool, used
for attaining group consensus via an iterative, multi-
stage process with multiple rounds of anonymous
surveys.'”?! Rounds are held, aiming to achieve
group consensus, according to predefined rules. The
method can be specifically useful when there is ambi-
guity in diagnostic criteria, and when specific features
need to be identified or agreed upon.*?

We conducted a three-round Delphi study to sys-
tematically explore the opinions of expert gynecologic
pathologists on the diagnosis of STIC. A flow diagram
of the study is presented in Figure 1. Experts com-
pleted the rounds individually and anonymously to
avoid potential social pressure. Experts had the possi-
bility to adjust their opinion, as a result of being
exposed to the anonymised replies of the other
experts. All questionnaires were conducted using the
electronic data management system CastorEDC. The
Delphi rounds took place between September 2021
and April 2022. We used the following five study
steps.

STEP 1: COMPOSITION OF THE EXPERT PANEL

Potential participants were identified via the MedLine
database in which we searched for publications about

© 2023 The Authors. Histopathology published by John Wiley & Sons Ltd., Histopathology
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Step 1
Composition of the expert panel

A

Step 2
Delphi round 1: baseline characteristics and open-ended
questionnaire as input for the statements

64 statements

28 did not respond

Completed by 34 out of 68 experts
6 expressed no interest

v

Step 3
Delphi round 2: rate level of agreement on statements

64 statements

2 did not respond

Completed by 32 out of 34 experts

13 statements (20%)
reached consensus

v

Step 4
Delphi round 3: rate level of agreement on statements

51 statements

‘ 4 did not respond
1 withdrew

Completed by 29 out of 34 experts

14 statements (22%)
reached consensus

v

Step 5
Approve set of statements that reached consensus

27 out of 64 statements (42%)
reached consensus

Completed by 32 out of 33 experts

1 did not respond

Approved by 85%

Figure 1. Study flowchart.

STIC in the past 5 years and they were contacted by
e-mail. In addition, we invited pathologists within
our international research network. All participants
were invited to propose other eligible potential
participants.

Experts were included if they (i) were (self-
considered) subspecialised gynaecological patholo-
gists, (ii) had demonstrable experience with STIC
diagnosis (through published papers or clinical experi-
ence), and (iii) had sufficient English language
proficiency.

STEP 2: DELPHI ROUND 1

The first Delphi round consisted of two questionnaires
(supplementary Document S1). The first question-
naire was used to collect baseline characteristics of
the participants, e.g. country of origin, years of work-
ing experience, etcetera. The second questionnaire
aimed to gain insight into the experts’ current diag-
nostic work-up for precursor lesions of HGSC in the
fallopian tube. Experts were encouraged to add com-
ments and provide suggestions for statements for suc-
cessive rounds. All questions were open-ended to

© 2023 The Authors. Histopathology published by John Wiley & Sons Ltd., Histopathology
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stimulate experts in sharing their thoughts, without
being restricted in any way.

All  responses to the questionnaires were
exported to IBM SPSS Statistics v. 25.0 (Armonk,
NY, USA) in which they were encoded and
grouped in domains independently, by two non-
participating researchers (M.B. and J].B.). The
responses were used to formulate statements on
the diagnostic work-up for STIC for round 2. The
statements were formulated to minimize ambigu-
ous interpretations and were framed either posi-
tively or negatively based on the responses in
round 1. The processing of the questionnaires was
supervised by an independent nonvoting gynaeco-
logical pathologist (M.Si.).

STEP 3: DELPHI ROUND 2

Experts that completed the questions regarding base-
line characteristics in round 1 were invited to partici-
pate in round 2. All experts were asked to rate their
level of agreement on each statement on a 9-point
Likert scale ranging from 1 ‘strongly disagree’ to 9
‘strongly agree’. Participants were given the option to
add comments as well.

The results of round 2 were analysed using com-
monly used predefined consensus criteria.?’ Consen-
sus on agreement was defined as >75% of
participants scoring ‘agree’ (Likert score 7, 8, or 9).
Consensus on disagreement was defined as >75% of
participants scoring ‘disagree’ (Likert score 1, 2, or
3).>% Statements that did not reach consensus were
included in round 3.

STEP 4: DELPHI ROUND 3

All experts invited for round 2 were also invited for
round 3. The questionnaire of round 3 included all
statements that had not previously attained consen-
sus. Personalised feedback forms were created for
each participant, containing the interim results
from round 2. These forms showed the group
scores from the expert panel (anonymously), the
median score, and their personal score in round 2
per statement (both consensus and nonconsensus
statements). An example is shown in supplementary
Document S2.

Participants were then asked to rate their agree-
ment on the 9-point Likert scale again. Participants
could reevaluate their opinion, taking into account
the opinions of the other participants of the expert
panel. The results of round 3 were analysed similarly
to the results of round 2.

STEP 5: APPROVAL OF LIST OF CONSENSUS
STATEMENTS

As a final step, a list of all statements that reached
consensus was sent to each participant (supplemen-
tary Document S3). The participants were asked to
either approve or disapprove this set to be used as
recommendations to guide STIC diagnostics.

Results
STEP 1: COMPOSITION OF THE EXPERT PANEL

A total of 68 pathologists were invited to participate
in this study. Fifty-five pathologists were identified via
the Medline database search and 13 via our personal
network, or by recommendation from other partici-
pants. A total of 34 pathologists responded and were
invited to participate in the first round (response rate
50%).

STEP 2: DELPHI ROUND 1

The baseline characteristics of the 34 participating
pathologists are presented in Table 1. Participants were
from 11 countries worldwide with a median (range)
work experience in gynecopathology of 15 (3-32)
years. The questionnaire of the first Delphi round was
completed by 32 participants (94%). From these
answers, 64 statements were developed (Figure 1). The
statements were subdivided into five domains repre-
senting the complete diagnostic work-up for patholo-
gists; processing and macroscopy (six statements);
microscopy (23 statements); immunohistochemistry
(16 statements); interpretation and reporting (11 state-
ments); and miscellaneous (eight statements).

STEP 3: DELPHI ROUND 2

The questionnaire of Delphi round 2 was completed
by 32 participants (94%). A total of 13 out of 64
statements reached consensus (20%) (Figure 1). Of
these 13 statements, six reached consensus based on
agreement and seven based on disagreement. The
other 51 statements did not reach consensus and
were assessed again in round 3.

STEP 4: DELPHI ROUND 3

A total of 29 participants (85%) completed round 3.
The two nonresponders in round 2 completed round
3. One participant withdrew from the study. An addi-
tional 14 statements reached consensus in round 3,

© 2023 The Authors. Histopathology published by John Wiley & Sons Ltd., Histopathology
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Table 1. Background characteristics of the expert panel

Gynecologic
pathologists
(N =34)
N/ %/
median range
Type of center
Academic medical center 34 100%
Number of gynecologic pathologist 3 1-11
colleagues
Country
Australia 1 3%
Austria 1 3%
Belgium 1 3%
Canada 2 6%
France 1 3%
Germany 1 3%
Ireland 1 3%
Sweden 1 3%
The Netherlands 6 18%
UK 4 12%
USA 15 44%
Experience in the field, years
Pathology 19.5 3-36
Gynecologic pathology 15.0 3-32
Experience in the field, diagnosis per year
Ovarian cancer 100 25-600
STIC 15 1-90
Currently active in
Clinical practice 33 97 %
Research 27 79%
Training 34 100%
Reviewing potential STICs from other 30 88%
centers
Self-considered gynecologic pathologist 33 97 %
Feeling with diagnosing STIC
Very uncomfortable 6 18%
Uncomfortable 0 0%

© 2023 The Authors. Histopathology published by John Wiley & Sons Ltd

Table 1. (Continued)

Gynecologic

pathologists

(N =34)

N/ %/

median range
Neutral 1 3%
Comfortable 15 44%
Very comfortable 12 35%

N, Number of participants; STIC, Serous tubal intraepithelial
carcinoma.

reaching a total of 27 consensus statements. Out of
these, 13 were based on agreement (48%) and 14
based on disagreement (52%). (Figure 1 and supple-
mentary Document S3.)

CONSENSUS STATEMENTS

All statements and the opinion of the expert panel
per statement can be found in supplementary Docu-
ment S4. Statements that reached consensus are pre-
sented in Figure 2. Focusing on the statements that
reached consensus based on agreement, we see that,
with regard to processing and macroscopy, there was
consensus that each fallopian tube (regardless of indi-
cation for salpingectomy) should have the fimbriated
end fully embedded for microscopic examination.
Regarding microscopy, the panel agreed that STIC
shows an abrupt transition from background epithe-
lium and that cytologic features in STIC are identical
to the cells of HGSC. Distinctive cytologic changes are
nuclear pleomorphism, nuclear enlargement, high
nuclear-to-cytoplasmic ratio, and nuclear hyperchro-
masia. With regard to immunohistochemistry, there
was consensus that p53 and Ki67 staining only have
to be performed in cases with abnormal morphology
and that an aberrant p53 staining is mandatory for
diagnosing STIC. In the group of miscellaneous state-
ments, there was consensus that an incidental STIC
diagnosis indicates the need for genetic testing (if not
previously performed). The complete set of clinical
recommendations extracted from the consensus state-
ments are presented in Figure 3.

STEP 5: APPROVAL OF LIST OF CONSENSUS
STATEMENTS

The list of 27 consensus statements was approved by
85% of the panel (28/33). One pathologist did not
respond and four voted against. Three of the four

., Histopathology
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Processing and
macroscopy

Mi croscopy

Immunohisto -
chemistry

Interpretation
and reporting

Miscellaneous

Consensus based criteria to diagnose STIC

Agreement:

+ Each fallopian tube (regardless of indication for salpingectomy) has to have the
fimbriated end fully embedded

Disagreement:

+  Arrisk reducing specimen has to be examined on more than one level (more than one
slide from each block)

Agreement:

* Examination of the fallopian tube has to start at low power: maximum 5 times
magnification

* A STIC has an abrupt transition from background normal tubal epithelium

*  Without cytological atypia a diagnosis of STIC cannot be made

+ Cytologic changes of STIC are identical to the cells of HGSC

*  Without the following morphological criterium a definitive diagnosis of STIC cannot be
given:
* high nuclear to cytoplasmatic ratio
* nuclear pleomorphism
* nuclear hyperchromasia
*  Nuclear enlargement

Disagreement:

- Without the following morphological criterion a definitive diagnosis of STIC cannot be
given:
+ cribiform architecture

Agreement:

+ P53 staining only has to be performed in case a STIC is considered based on morphology

* Ki67 staining only has to be performed in case a STIC is considered based on morphology

* An aberrant p53 staining is mandatory to diagnose a STIC

Disagreement:

» P53 staining always has to be performed in risk reducing specimens

+ Ki67 staining always has to be performed in risk reducing specimens

* In case a definite STIC diagnosis cannot be made based on morphology and p53 and Ki67,
the following staining is mandatory:

* pl6
- WT1
+  CyclinE
+  STMN1

Disagreement:

+ STIC can not be diagnosed in a patient who has received chemotherapy

« A STIC with exfoliation is sufficient to diagnose HGSC

*  When reporting a STIC, it has to be reported whether it concerns exophytic growth or a
"flat" STIC

* In case of aberrant fallopian tube epithelium, but insufficient arguments for a
definite STIC diagnosis, based on morphology and IHC, the lesion should be reported as:
*  suggestive for STIC

Agreement:
* Anisolated STIC indicates for:
+  Genetic testing (if not previously performed)
Disagreement:
+ The slides of a risk reducing specimen have to be examined twice
+ Anisolated STIC indicates for:
* Chemotherapy

Figure 2. Statements that reached consensus visualized per domain. Statements reached consensus, either based on agreement or based on

disagreement.

© 2023 The Authors. Histopathology published by John Wiley & Sons Ltd., Histopathology
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Pathological assessment of fallopian tubes: consensus recommendations

Fully embed the fimbriated ends
(regardless of indication for salpingectomy)

Start examination at low power
(max 5x magnification)

Search for cytological atypia

— absem—l— presen\—l

Search for further aberrant morphology

[4—— not any ‘required’ criterio

Unknown
No consensus reached

NO STIC

Figure 3. Clinical flowchart.

participants that disapproved the set mentioned that
this was solely based on disagreement with a single
statement (‘An aberrant p53 staining is mandatory
to diagnose an STIC').

Discussion

In this Delphi study, we propose recommendations
to guide STIC diagnosis, based on consensus from
an international expert panel of 34 gynecologic
pathologists. These recommendations are based on
27 consensus statements, which can be subdivided
into five domains that reflect the full diagnostic
work-up performed by a pathologist: processing and
macroscopy, microscopy, immunohistochemistry,
interpretation and reporting, and miscellaneous. The
final set of statements that reached consensus was
supported by 85% of the experts. This set forms the
basis for a flowchart that provides practical recom-
mendations for pathologists, on how to organize
their diagnostic approach to fallopian tube specimens
(Figure 3). The pathologist should start the

aberrant P53

all other scenarios—‘
v I

Not required:

e Routinely examining each RR specimen on
multiple levels

e Routinely examining each RR specimen twice

Required:

nuclear pleomorphism

nuclear enlargement

high nuclear to cytoplasmatic ratio

nuclear hyperchromasia

abrupt transition from background epithelium
cytological changes identical to HGSC

Not required:

e cribiform architecture

any ‘required’ criterionﬁ

Perform P53 and Ki67 staining

Not required:
e Staining with WT1, CyclinE, STMNT1, or P16

Not required:
* Reporting whether growth is flat or exophytic

Notes:

e Exoliation is insufficient to diagnose HGSC
e STIC can be diagnosed after chemotherapy
e Perform genetic testing (if not yet done)

* No indication for chemotherapy by default

Notes:
e Do not use ‘suggestive for STIC’

examination of a slide at low magnification and look
for areas that show cytological atypia, i.e. areas that
stand out. If cytological atypia is present, the pathol-
ogist should examine that area at a higher magnifi-
cation and look for the distinctive morphological
characteristics on which consensus was reached that
an STIC should have. If these are present the
pathologist should use immunohistochemistry to fur-
ther support the diagnosis.

Regarding processing and macroscopy, there was
consensus that the fimbriated end of the fallopian
tube should be fully embedded in all cases, regard-
less of the indication for surgery. However, state-
ments regarding use of the SEE-FIM protocol did not
reach consensus. This likely reflects the variation in
practice amongst gynecologic pathologists, with
some using this in all salpingectomies, some only in
cases of gynecologic malignancies, and some only in
cases of extrauterine HGSC.>* The SEE-FIM protocol
was developed to maximize the amount of fallopian
tube epithelium to be examined histologically, and
dictates the entire tube to be embedded for

© 2023 The Authors. Histopathology published by John Wiley & Sons Ltd., Histopathology
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Figure 4. A1l: H&E stain with an STIC lesion (left-hand side). There is nuclear pleomorphism, nuclear enlargement, a high nuclear-to-
cytoplasmic ratio, and hyperchromasia. The cytological atypia stands out compared to the normal epithelium (right-hand side). Correspond-
ing p53 immunostain shows an overexpression pattern (A2). Ki67 shows an increased proliferation index (PI) (A3). Case B shows another
STIC lesion, with characteristic cytomorphological atypia on H&E (B1), a complete lack of p53 staining (B2), and an increased PI in the
Ki67 (B3). Case C shows an STIL lesion, with less obvious cytomorphologic atypia (C1), an overexpression pattern in P53 (C2) but no
increased PI in Ki67 (C3). Case D shows a p53 signature. There is no noteworthy atypia on H&E (D1), an overexpression in P53 (D2), and
no increased PI in the Ki67 (D3). These images are for illustrative purposes. The diagnoses are not a result of this Delphi study.

microscopic examination.'” The use of the SEE-FIM
protocol results in an increased detection of STIC,
which is particularly relevant for women at
increased inherited risk of tubo-ovarian cancer.?’
However, this protocol leads to increased work for
laboratory technicians and pathologists, compared
to representative sampling. Given the small chance
of finding an STIC lesion in the general population
(0.1%), members of the expert panel argued that
the cost-benefit was too low to apply the SEE-FIM
protocol by default.®2® That the use of the SEE-FIM
protocol in risk-reducing specimens and cases of
gynecologic malignancy did not reach consensus
may be explained by the reasoning of some experts
that an STIC has no clinical consequence when
diagnosed concomitant to HGSC and no other gyne-
cologic malignancies are associated with STIC.
Unfortunately, we did not include a statement that
specifically proposed the use of this protocol in risk-
reducing specimens, although such a statement
would likely have reached consensus. Moreover,
current national and international guidelines and
study protocols state that the SEE-FIM protocol is
recommended in risk-reducing specimens.?” 2°
Regarding immunohistochemistry, there was con-
sensus that an aberrant p53 staining is mandatory
for diagnosing STIC. This statement was the reason
for three participants disapproving the set of consen-
sus statements. P53 immunostaining can be used as
a surrogate to determine the presence of TP53 muta-
tions. In the normal Fallopian tube epithelium, one
would expect a wildtype staining pattern. Aberrant
staining patterns consist of overexpression, which is
correlated with missense mutation, or a complete lack
of staining, which is correlated with a null mutation.
A third, rare aberrant staining pattern is recognised
as cytoplasmic s’taining.‘mf32 The counterargument
from the participants opposing this statement was
that only 96.7% of tubo-ovarian HGSCs exhibit
aberrant/mutation-type p53 staining in spite of the
presence of an underlying pathogenic TP53 mutation,
and that one can assume that the same would be
true for STIC.>”333* In addition, considering the
often small size of an STIC lesion, the lesion may be
“cut out” when additional sections are stained

immunohistochemically. The role of Ki67 immuno-
histochemical staining is also an issue of debate. Con-
sensus was reached that Ki67 should be performed in
cases with a morphological abnormality, but no con-
sensus was reached on its interpretation, i.e. there
was no consensus if Ki-67 should show an increased
proliferative index in order to diagnose STIC. Ki67 is
a widely used cell proliferation marker. Based on pre-
vious reproducibility studies, a proliferation index
higher than 10% is often considered abnormal within
the fallopian tube and this has been used as a crite-
rion to diagnose STIC.'%3°>3® However, Ki67 staining
is known to be prone to interlaboratory variability,
which makes it difficult to standardize cutoff values.>”
This may partly be due to the use of various stainer
platforms and commercially available clones of Ki67,
such as Mibl, SP6, MM1, and 30.9, which were
shown to result in significantly different proliferation
indices in cases of breast cancer.>® A more pragmatic
approach, whereby the pathologist looks for an
increase, relative to the background epithelium, was
therefore suggested by a number of the participants
and presented to the panel, but did not reach
consensus.

With regard to interpretation and reporting, we
can see continued discussion on how to diagnose the
spectrum of lesions that fall short of a diagnosis of
STIC and what nomenclature is best suited. The mor-
phologically least affected of these lesions are p53 sig-
natures, which are characterised by an aberrant p53
staining pattern in at least 12 adjacent cells, but no
clear cytomorphological atypia in the H&E staining.
Such lesions can be found in up to 50% of all fallo-
pian tube specimens and are thought to be an early
event in the pathway to serous carcinoma.'' STIL,
TILT, and serous tubal epithelial proliferation of
uncertain significance are all terms used for lesions
that show more obvious cytological atypia. These
lesions may resemble STIC, but fall short of this diag-
nosis because the cytological atypia is deemed insuffi-
cient, or in the case of STIL and TILT, because
immunohistochemical stains for p53 and Ki-67 do
not fully support that diagnosis.'’'®3° The term
early serous proliferations is also sometimes encoun-
tered in the literature, and is used as an umbrella

© 2023 The Authors. Histopathology published by John Wiley & Sons Ltd., Histopathology
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term for all lesions that lack the full cytomorphologic
features of STIC, but contain TP53 mutations.*® An
illustrative set of examples of STIC, STIL, and p53 sig-
nature lesions is shown in Figure 4. Finally, there is
another group of proliferative lesions in the fallopian
tube epithelium, which are not linked to TP53 muta-
tions, but may demonstrate overlapping cytologic
changes with the other lesions. These lesions are
referred to as secretory or stem cell outgrowths
(SCOUTSs). SCOUTS are found at an increased rate in
women with serous carcinoma, although there is no
evidence that they are directly related.'**' The clini-
cal value of all these different lesions and to what
extent they should lead to further clinical action,
especially when diagnosed in isolation, remains
unclarified. This is likely due to the lack of data con-
cerning their biology and potential to progress into
malignancy. It may be that this spectrum of precur-
sor lesions follow each other sequentially, but given
that there are also HGSC cases, in which no STIC is
found, alternative theories have been postulated in
which other early serous proliferations, such as p53
signatures or STIL, lead to HGSC via a “precursor
escape” model.**** Further research regarding the
spectrum from normal tubal epithelium to HGSC
would contribute to a better understanding of the
oncogenesis of HGSC. Consensus on the most appro-
priate terminology for lesions falling short of STIC
was not reached. Lack of consistent terminology has
the potential to complicate communication between
medical specialists, both in patient care and research,
and thus requires further attention.

In conclusion, diagnosing STIC can be challeng-
ing and wunreproducible, as the lesion is often
small, the condition is rare in isolation (without
HGSC), and there is little uniformity in the diag-
nostic criteria used. In this study we give an over-
view of current clinical practice amongst expert
gynecologic pathologists and present consensus-
based recommendations to guide the process of
diagnosing STIC. Next to these consensus-based
recommendations, this study also highlights areas
of ongoing discussion where opinions amongst
expert pathologists still diverge, and which stand
to Dbenefit from further research. Our study is
unique, as we were able to put together a panel
with 34 experts from 11 countries across the
world. The size of the group as well the heteroge-
neity are considerable strengths of this study.
Therefore, the consensus opinion of this group is
very likely applicable to a wide range of practice
settings. Limitations of our study include the non-
responses of some participants and that, despite

careful framing, some statements might have been
prone to ambiguous interpretations. Inherent to
the Delphi study design, the experts’ reasoning for
disagreement with a statement is not always clear.
Therefore, extending this study with a consensus
meeting or a follow-up study to analyse patholo-
gists’ consistency in diagnosing STIC using the
presented guidelines may be valuable. Continued
international collaboration and the creation of a
consortium of patients with isolated STIC may fur-
ther contribute to a reliable and reproducible STIC
diagnosis, which in turn will help to further
unravel HGSC aetiology, improve individual
patient management, and safely investigate new
risk-reducing treatment options.
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