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TO DISCUSS

International Collaboration on Cancer Reporting (ICCR)
General issues related to staging (endometrial carcinoma and others)

Issues related to assessing depth of myoinvasion (including tumour
involvement of adenomyosis)

Unusual patterns of myometrial invasion
Serosal and parametrial involvement

Issues related to lymphovascular space invasion (LVSI)- ELKE PETERS
TO DISCUSS

Issues related to cervical involvement
Keratin granulomas
Lymph node involvement

Synchronous/ metastatic corpus and adnexal involvement- BLAKE
GILKS TO DISCUSS



ENDOMETRIAL CANCER REPORTING
GUIDELINES OF 1SGyP

Special edition of International Journal of
Gynecological Pathology

Will be published this year (will probably come with
January 2019 edition of journal)

10 papers
Will cover all aspects- grossing/ sampling/
reporting/ prognostic features/ ancillary studies



ICCR (International Collaboration on
Cancer Reporting)

* group to consolidate and standardise various cancer
datasets worldwide (pathology colleges of UK, USA,
Canada, Australasia; ESP, IARC, FIGO)

* endometrial cancer dataset; ovarian/ fallopian
tube/ primary peritoneal cancer dataset; cervical
cancer dataset now developed



International Journal of Gynecological Pathology
32:45-63, Lippincott Willams & Wilkins, Balumore
€ 2012 Intemnational Society of Gynecological Pathol

Review Article

Data Set for Reporting of Endometrial Carcinomas:
Recommendations From the International Collaboration
on Cancer Reporting (ICCR) Between United Kingdom,

United States, Canada, and Australasia

W. Glenn McCluggage. FrcPah, Terry Colgan m.p, Maire Duggan mp.
Neville F. Hacker. M., Nick Mulvany, mp., Christopher Otis, mp., Nafisa Wilkinson, FRCPa.,
Richard J. Zaino, mp., and Lynn Hirschowitz FRCPuh.



PERSONAL INVOLVEMENT

* chair of ICCR endometrial cancer dataset
(International Journal of Gynecological Pathology
2013;32;45-65)

* chair of ICCR ovary, fallopian tube, primary

peritoneal cancer dataset (Modern Pathology
2015;28;1101-1122)

* chair of ICCR cervical cancer dataset (International
Journal of Gynecological Pathology 2018;37;205-
2238)



DATASET AUTHORING COMMITTEE

chair
ICCR representative
IARC/WHO representative

expert panel (experts chosen by chair; wide
geographical representation; includes 1 clinician)

project manager



REQUIRED (CORE) ELEMENTS

* the summation of all required elements is
considered to be the minimum reporting standard
for a specific cancer

* “evidence-based”

* definition of REQUIRED element- unanimously
agreed by panel to be essential for diagnosis,
management, staging or prognosis



RECOMMENDED (NON-CORE) ELEMENTS

» often these will be included on pathology reports

* definition of RECOMMENDED element- clinically
important, recommended as good practice and
should ideally be included on report but not yet
validated or regularly used in patient management



NOTES/COMMENTARY

texts/ diagrams or tables

defines the ways in which an element should be
reported

explains why an element is included
cites published evidence in support of the elements



PUBLIC CONSULTATION

final draft posted for public consultation
foundation partners

other societies

interested parties registered with ICCR

all datasets posted for 2 months for public
consultation

datasets changed based on feedback
datasets then published



WHERE TO SEE

* http://www.rcpa.edu.au/Library/Practising-
Pathology/ICCR/Cancer-Datasets

* A paper is published in a major pathology peer
reviewed journal




WHICH STAGING SYSTEM- FIGO,
TNM/AJCC, TNM/UICC

Collaboration but no agreed co-ordination of timing of
revisions

Most use FIGO (used internationally in most countries and
clinical trials)

TNM (AJCC or UICC) can be included (mandated in some
countries)

International Collaboration on Cancer Reporting (ICCR)
lists FIGO as REQUIRED element and TNM as
RECOMMENDED element

Should put provisional tumour stage on pathology report
(final stage determined at tumour board meeting)



FIGO STAGING (2009) —
ENDOMETRIAL CARCINOMA

1988 Stage IA and IB combined into 2009 IA; IC eliminated
Single stage Il (cervical stromal involvement)
Positive peritoneal cytology discounted

Separation of involved nodes- pelvic (I1IC1) and para-aortic
(mez)

Carcinosarcoma staged like other endometrial carcinomas
Separate staging systems for uterine sarcomas
(leiomyosarcoma and ESS one system; separate for
adenosarcoma; other sarcomas not specifically stated but
stage like leiomyosarcoma and ESS)



SITUATIONS WHERE SPECIFIC FIGO
DEFINITIONS NOT GIVEN

* Pelvic serosa including bladder, sigmoid serosa
(sigmoid is within pelvis) and cul de sac- IlIA

* Serosa in abdominal cavity- IVB
* Omentum- IVB
e ALL CONFIRMED BY TNM HELPLINE



PROBLEMS IN ASSESSING DEPTH OF
MYOINVASION

Irregular endomyometrial junction (can overdiagnose
superficial myometrial invasion- one reason for
combining old IA/IB)

Involvement of adenomyosis
Polypoid tumours

Smooth muscle “metaplasia”/ myometrial
incorporation in polypoid tumours

Pattern of invasion (MELF; diffusely infiltrative/
adenoma malignum-like)



ASSESSING DEPTH OF MYOINVASION

* Several possible ways of measuring (absolute
depth of invasion/percentage
invasion/tumour-free distance to serosa)(can
include in reports but not routinely done and
not used clinically)

* Should say whether myometrial invasion
present or not

* FIGO: </>half myometrium (ICCR = core item)












SMOOTH MUSCLE METAPLASIA/ MYOMETRIAL
INCORPORATION IN POLYC,)|D NEOPLlVl
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ARCUATE VASCULAR PLEXUS

Can be quite diffuse

Cannot be taken as junction between inner and
outer half of myometrium

Can vary between individuals and between anterior
and posterior wall of uterus in same individual

Usually predominantly in outer half of myometrium

If tumour well into or through plexus, usually
signifies outer half myometrial involvement






TUMOUR INVOLVEMENT OF
ADENOMYOSIS

Common (20-30% of cases with adenomyosis)

May be difficult to distinguish from true myometrial
invasion

May be associated with true myometrial invasion

Same prognosis as tumours confined to endometrium
(several studies) if no myoinvasion outside confines of
adenomyosis

Not much evidence but general consensus that if tumour
is confined to adenomyosis, then stage IA, even if in outer
half

Rare tumours arise from adenomyosis without surface
endometrial involvement



MYOINVASION WITHIN ADENOMYOSIS

* Admixture of benign and malignant glands

* Surrounding endometrioid type stroma (may be
atrophic and difficult to discern)

* Rounded borders of tumour nests

* Adenomyosis elsewhere

* No stromal reaction

* CD10 of no/limited value (“fringe” type staining
around true myoinvasive glands)



O

TUMOUR INVOLVEMENT OF ADENOMYOSIS




TUMOUR INVOLVEMENT OF

ADENOMYOSIS




FRINGE PATTERN OF CD10 IN MYOMETRIAL




TUMOUR INVOLVEMENT OF
MYOMETRIUM FROM ADENOMYOSIS

? What if tumour invades myometrium from adenomyosis in
outer half (very rare scenario)

? 1A or IB (important for adjuvant treatment)

Not covered in RCPath (UK) guidelines

CAP (North America) states to call stage IA if minimal (2mm)
invasion

NO CONSENSUS

IJGP 2010;29;445-451- very small number of cases but no
adverse outcome

ISGyP ENDOMETRIAL CANCER PROJECT RECOMMENDATION-
call IB but state difficulties in report, lack of known prognostic
significance and discuss at tumour board meeting



UNUSUAL PATTERNS OF MYOMETRIAL
INVASION

* Microcystic ELongated and Fragmented (MELF)
* Diffusely infiltrative/ adenoma-malignum like



MELF (MICROCYSTIC ELONGATED AND FRAGMENTED)
PATTERN OF MYOMETRIAL INVASION

e common pattern of myometrial involvement in low-grade
endometrioid carcinomas

* glands associated with fiboromyxoid stromal reaction

* out-pouchings from typical invasive glands; flattened epithelium,
microcysts; elongation and fragmentation of glands

* may simulate vascular invasion

* often associated with LVSI (SEARCH CAREFULLY FOR)

* may get single or small groups of myoinvasive cells — can
underestimate depth of myometrial invasion (CKs may be useful)

* may be poor prognostic feature in low-grade endometrioid
carcinomas/ risk of nodal involvement (“histiocyte-like”; isolated
tumour cells)

* SHOULD MENTION ON PATHOLOGY REPORT












MELF

H/E Cytokeratin




* Histiocyte-like/ isolated
tumour cells in lymph node



MELF IS MANIFESTATION OF EPITHELIAL-
MESENCHYMAL TRANSITION (EMT)

reduced expression of E-cadherin and beta-catenin
cadherin switching

increased expression of cyclin
D1/fascin/CK7/CK19/p16 compared to non-MELF
glands

decreased hormone receptors/galectin 3/MIB1

MELF changes represent specific tumour-stroma
interaction



DIFFUSELY INFILTRATIVE/ ADENOMA
MALIGNUM-LIKE PATTERN OF MYOINVASION

* Uncommon pattern of myometrial invasion

* Widely spaced individual glands “melt” through
stroma without stromal response

* May be overlooked
* May underestimate depth of myometrial invasion

* May be mistaken for adenomyosis (CD10 of no
value)

e Can also involve cervical stroma



DIFFUSELY INFILTRATIVE/ ADENOMA MALIGNUM-LIKE
PATTERN OF MYOINVASION




SEROSAL INVOLVEMENT

FIGO stage IlIA
May be macroscopically evident

Usually full thickness myoinvasion with tumour in
continuity

Sometimes get serosal involvement without deep
myometrial invasion secondary to transtubal spread
(especially with serous cancers)

Must penetrate through serosa — breach or desmoplastic
reaction

Serosal LVSI does not equate to serosal involvement for
staging purposes (but mention on report)



LA

Serosal involvement- YES



Serosal involvement- NO



PARAMETRIAL INVOLVEMENT

FIGO stage IlIB
Record presence or absence on report

Simple hysterectomy does not include formal
parametrectomy but useful to take parametrial
shaves

May be secondary to direct spread (continuous) or
be discontinuous

Disregard tumour confined to vessels for staging
purposes (but mention on report)



LYMPHOVASCULAR INVASION IN ENDOMETRIAL
ADENOCARCINOMAS

independent prognostic factor in stage | endometrioid
adenocarcinomas (nodal metastasis and disease
recurrence)

more likely with deep myometrial invasion

NOW decisions regarding management taken on presence
or absence (IMPORTANT TO DIAGNOSE ACCURATELY)

often see at advancing edge of tumour

lymphoid aggregates may be a clue

DO NOT UPSTAGE IN ABSENCE OF TUMOUR OUTSIDE
VESSELS- BUT MENTION IN REPORT

MELF may simulate vascular invasion (may also be
associated)

RECENT EVIDENCE THAT AMOUNT OF LVSI MAY BE
PROGNOSTICALLY IMPORTANT (FOCAL VERSUS
SUBSTANTIAL)









LVSI OUTSIDE ORGAN OF ORIGIN- DOESN’T
UPSTAGE IN ABSENCE OF TISSUE INVOLVEMENT




LYMPHOVASCULAR SPACE INVASION

* Clinicians think it is straightforward and
reproducible

* Pathologists know it is difficult and poorly
reproducible



REASONS FOR POOR REPRODUCIBILTY

Focal LVSI

“Solid” extensive tumours

Retraction artefact

Smearing artefact (poor fixation/ autolysis)
Surgical manipulation (vascular pseudoinvasion)
Patterns of invasion mimicking LVSI (MELF)



VASCULAR PSEUDOINVASION

common with laparoscopic hysterectomies and intrauterine
balloon manipulators

more common with polypoid tumours
benign or malignant tissue displaced into vessels
predominantly thick-walled vessels in outer half of myometrium

often clue is that degree of vascular invasion inconsistent with low
tumour grade and stage

often crush artefact; associated stroma with glands; inflammatory
debris in vessels

PROBABLY NO PROGNOSTIC SIGNIFICANCE (BUT UNKNOWN) (one
study- PMID 24654453- suggests of adverse prognostic
significance)



OTHER FEATURES

disruption of endometrial lining
myometrial clefts

floaters in tubal lumina and cervix
serosal carry-over

increased incidence of positive peritoneal
washings (can be prevented by ligating tubes)






EUROPEAN JOURNAL OF CANCER 2015; 51;
1742-1750

* Cases from PORTEC trials (pooled data from PORTEC 1 and 2)

e Large number (926) of stage | endometrial cancers

e Multivariate analysis (age, depth of invasion, grade,
treatment)- substantial LVSI was strongest independent
prognostic factor for local pelvic recurrence, distant
metastasis and overall survival

¢ LVSI was not predictive of vaginal recurrence

* Conclusions- therapeutic decisions should be based on
substantial LVSI (3 OR MORE) (as opposed to no or focal) (LVSI
defined as presence of tumour cells in a vascular space
OUTSIDE the immediate invasive tumour border)

* AGREEMENT BETWEEN ORIGINAL REPORTS AND CASE REVIEW
WAS LOW (6.9% versus 13.9% for any LVSI)

* 4.8% SUBSTANTIAL LVSI



CERVICAL INVOLVEMENT IN ENDOMETRIAL
ADENOCARCINOMA

FIGO 2009- only one category of stage Il disease defined
by stromal involvement (still mention glandular
involvement in report)

multiple problems in assessment

significant interobserver variability (AJSP 2011;35;289-
294)

important for adjuvant therapy (glandular- sometimes;
stromal- usually)

few guidelines regarding how to assess



PROBLEMS

where does endocervix start and isthmus/ LUS end (no
anatomical landmarks)

floaters versus true glandular involvement

tumour superficially implanted in granulation tissue
related to prior biopsy

glandular versus stromal involvment

subtle patterns of stromal involvement without a stromal
response

florid reactive changes in endocervix (TEM, reaction to
recent curette)

sampling issues (how may blocks of cervix)



HOW MANY BLOCKS OF CERVIX SHOULD
BE TAKEN?

Journal of Clinical Pathology 2008;61;621-622

Compared routine 2 cervical blocks (anterior and
posterior) with total examination of cervix in cases
of endometrial cancer

61 cases- no difference in “pick-up”; no additional
cases of cervical involvement picked-up on total
examination of cervix

other paper- 24% of cases of cervical involvement
missed on initial sections



ISGyP ENDOMETRIAL CARCINOMA
RECOMMENDATIONS

Mention cervical surface/gland involvement in pathology
report but not part of staging

Disregard free-lying tumour in canal or tumour in
granulation tissue

Use uppermost mucinous gland as boundary with
isthmus/ LUS

Tumour must surround mucinous glands to count as
stromal involvement

Provide depth of cervical stromal invasion in report
State margin status (radial and distal; may be useful to
measure distance to radial margin of cervix on report
(especially if close)












UNUSUAL CERVICAL STROMAL INVOLVEMENT

AJSP 2003;27;1080-1088 (Tambouret et al)

occasionally subtle “burrowing” pattern of
involvement

cervix often grossly unremarkable
may mimic cervical adenocarcinoma or AlS

may mimic cervical mesonephric remnants
(because of linear arrangement and/ or
eosinophilic secretions) or other benign glandular
lesion

if not appreciated, inaccurate staging and
management












IMMUNOHISTOCHEMISTRY

* ER very useful- mesonephric lesions “flat negative”
* GATA3- mesonephric lesions positive






TUMOUR IN VESSELS ONLY- DON'T
UPSTAGE




ATYPICAL REACTIVE PROLIFERATION OF ENDOCERVIX
(MODERN PATHOLOGY 2006:19:470-4)

* awareness of subtle endocervical glandular involvement
by endometrial carcinomas

* common (69% of cases); usually no diagnostic problems

* may be misinterpreted as cervical glandular involvement if
florid

* probably due to previous curette or biopsy rather than
reaction to cancer



ATYPICAL REACTIVE PROLIFERATION OF
ENDOCERVIX




KERATIN GRANULOMAS

* May be seen in extrauterine sites in association with
uterine endometrioid adenocarcinoma with
squamous elements

* Also occasionally with endometrial hyperplasias or
atypical polypoid adenomyoma

* In absence of tumour cells (may need levelling) do
not upstage












LYMPH NODE INVOLVEMENT

I1IC1 (pelvic) or llIC2 (para-aortic); both are regional nodes
in endometrial cancer

? Adequate node counts (pelvic lymphadenectomy will
ordinarily include at least 10 lymph nodes-TNM 8)
Record number of nodes from each site and number
involved

Should include size of metastatic tumour (need more
studies so may be useful to record but not required)
Record extracapsular spread (limited evidence regarding
significance)



PROGNOSTIC SIGNIFICANCE OF LYMPH
NODE MICROMETASTASES AND ITCs

Little information regarding gynaecological tumours
in general

TNMS8/ ICCR — macrometastasis (MAC)(>2mm);
micrometastasis (MIC)(>0.2-2mm); isolated tumour
cells (ITCs) (up to 0.2mm)

MAC- pN1; MIC- pN1(mi); ITCs (pNO)
Same definitions as in other organs



