Pilomatrix-like high grade endometrioid
carcinoma’i A case report and discussion of the
clinicopathological features of a rare entity.
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Case History

- 55 year old female, no prior clinical history available

- Underwent radical hysterectomy, bilateral salpingo-oophorectomy, pelvic
lymph node excision and excisional biopsies of omentum, mesentery and
pouch of Douglas.

- No previous diagnostic biopsies available
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Macroscopic Appearance
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Pilomatrix like High grade Endometrioid
Carcinoma (PIMHEC)

 Weisman et al in 2021 in described a case series of 5, later expanded to a
series of 13 in 20241

 PIMHEC term coined in 2022, single case report of primary ovarian
PIMHEC and 4 historical cases meeting diagnostic criteria?

« Described as a divergent high grade sub type of endometrioid carcinoma
with characteristics distinguishing it from other mimics?
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TABLE 1. Clinicopathological features of PiloMatrix-like high-grade endometrioid carcinema

Case Size In Stape at Siteis) of distant Length of
numbsr Age {vr) wterus (em) LVI CTANE! mutation MME status presentation Treatment metastatic Disease follow-up imo)  Survival
MME proficient cases
1 ik} 1.2 | ML K TIEMOMID S CT.R Liver, chest wall, brain 12 DOD
r [i%d 1.7 b CINNED (D32Y) 24 T1bMOMI 5 CTLR Bone. lung, soft tissue 24 DO
3 S L L ML K M1 5.0T Liver 1] [
4: T3 15 b CTNNED (53TF) K TiaM2aMb 5 CT R Lung, liver 14 [
5 38 L L CTNNED (D3E2Y) K Ml MWAC Lung, bone. Skin and K DO
bram
& i L L ML K M1 CT, R Lung 11 18]
MME deficient cases
T 58 1.4 | MDD MLHI1/PMS2 cl2eM2b0 NAC, 5 R MNA 24 MELD
loss; HM+ ypl2 pNX
H 4z 1.5 Y MDD MLHI1/PMS2 TleMZalii 5 CT, R MNA 13 MELD
loss; HML
9 5 4.4 Y CTNNED (pTdiAa) MLH1/PMS2 TleMZalii 5 CT: Liver, bramn 1] DO
FIRICA, PTEN loss; HMILU CPL x 1 dose
Chhers;
MES, TMB-low
10 43 16 L CTNNET MLH1/PMS2 M1 MAC; CPI planned, but pt Lung. liver, brain, and E] DO
PTEN, ARIDIE; loss; HML passed away before adrenal glands
TME high starting
MSI high
11 a4 ] EXT M MLHPMSEZ TIiaMNZaM0 5. 0T B4 and subcarnnal LMs 11 [
loss; HBL
12 Tl 5 b M MLHPMEZ TlaMUMO = L 95 [
loss; HML
13 S il L ML Isolated MSHG cI2bM2RMI MNAC Inguinal and BP LMs E} AW
loss
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PIMHEC morphological features

« Morphology exhibits solid basaloid tumour with conspicuous tumour cell
necrosis and the presence of shadow cells
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PIMHEC Immunohistochemistry

« Diffuse beta catenin positivity
(cytoplasmic and nuclear)

« CDX-2 patchy positivity

* Loss of mullerian markers ER,
PR, PAX 8

« Variable patchy neuroendocrine
positivity

* P53 wild type

 +/- MMRd
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Morphological and immunohistochemical mimics

High grade conventional endometrioid with solid architecture and
geographical necrosis

* May have basaloid features and squamous differentiation, lacks ghost cell
keratinization

* Beta-catenin nuclear (-), at least partially retained mullerian markers
Low grade endometrioid carcinoma with diffuse morula metaplasia
« CDX2 and B-catenin (+) but morphologically distinct and Pax-8 (+)

Undifferentiated/Dedifferentiated carcinoma
« E-cadherin, SMARC 4 and cytokeratin (-), Lacks ghost cell keratinisation
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Molecular considerations
« Beta-catenin as an immunohistochemical surrogate for CTNNB1 mutations?*

« Subset of cases MMRd, and other co-occurring mutations?

« Tumours of similar pilomatrix carcinoma like morphology at different
anatomical sites as express diffuse beta-catenin expression?
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Pitfalls in diagnosing metastatic disease

« Metastatic sites include soft tissue, lung, liver, brain and mediastinal lymph
nodes

« Metastasis often retains the morphological appearance of the solid
component of the tumour

* Retained CDX-2 and Beta catenin positivity with loss of ER/PR/PAX 8

« Potential misdiagnosis as gastrointestinal malignancy, large cell
neuroendocrine tumour, metastatic primary cutaneous pilomatrix carcinoma
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Case follow up

* Alive with disease progression

* Biopsy confirmed abdominal wall
metastasis on 13/5/24

» Referred for CASP comprehensive
genome sequencing
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In summary

1.

O

PIMHEC is an unique high grade endometrioid carcinoma divergent
subgroup that can occur within the endometrium and ovaries and
possesses a unigue morphological, iImmunohistochemical and molecular

features
|dentification of this entity is important as there is significant prognostic and
treatment implications, may trigger genetic sequencing

Disease may present as metastasis prior to identification or primary tumour
and the iImmunohistochemical profile may result in misdiagnosis
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