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Clinical history

Å Female, 30 years old

Å Abnormal PVB, very irregular endometrium.

Å Fibroid chips and endometrium.

Å Macro: multiple fragments of firm, cream tissue
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Microscopic



Microscopic

Papillary areas Cribriform pattern Tubular complex 
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Microscopic



Immunohistochemical profile

IHC

ER -

PR -

P16 + Mosaic pattern

P53 Normal expression ( wild type)

TTF1 Diffuse , strong positive stain

GATA 3 Positive in 20% of tumour cells

CCC ( NAPSIN, AMACR, 
HNF1B)

Negative

MMR (MLH1, PMS2, 
MHS2, MHS6)

Proficient 

CD10 +
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Mesonephric-Like 
Carcinoma of Endometrium

8



ÅMesonephric-like adenocarcinoma (MLA) is a 
rare and very aggressive malignancy, 
representing approximately 1% of all 
endometrial carcinomas [1]

ÅDescribed initially in 2016 (McFarland M et 
al. Histopathology 2016;68:1013–1020)

ÅIncluded in the 5th edition World Health 
Organization (WHO) Classification of Female 
Genital Tumours (2020 ) as a new histological 
type in the Uterine corpus and Ovary 
chapters
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Epidemiology

ÅMLA frequently arises in the uterine corpus and ovaryand shares 
overlapping features with Mesonephric Carcinoma in:
ÅMorphology
ÅImmunophenotype
ÅMolecular changes 
ÅWithout the presence of mesonephric remnants

ÅMLA affects all age groups, ranging from 26 to 91 years with a mean of 
59 years and a median of 61 years [2]

ÅMost common presenting symptom: Vaginal bleeding (PMB/AUB), 
Incidental (fertility studies, prolapse, fibroid uteri)
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Epidemiology

ÅThe majority of mesonephric neoplasms from the gynaecological tract 
present at an advanced stage (II to IV.) [6]

ÅLymph node metastasis is common.

ÅThe majority of MLA developed recurrences, most commonly distant 
(lung, pelvis, liver, vagina, spleen, abdomen).[6]

Å5-year PFS:27.5% and the 5-year OS/DSS: 72%. [6]
Å PFS (Progression-free survival)

Å DSS(disease Specific survival)
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Pathogenesis:

Å“Mesonephric-like adenocarcinomas exhibit similar molecular 
aberrations to mesonephric adenocarcinomas (KRAS mutations), but 
also frequently harbor PIK3CA , CTNNB1, PTEN, TP53 mutations, 
demonstrating biological overlap with carcinomas of both 
mesonephric and Mullerian (endometrioid) differentiation.”
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Pathogenesis:

ÅAssociation with endometriosis (ovarian neoplasms) and the 
prominent endometrial involvement (uterine corpus neoplasms)

ÅMLA is best regarded as of Mullerian origin and representing 
adenocarcinomas which differentiate along mesonephric lines  

ÅProposed the term Mesonephric-like Mullerian adenocarcinoma
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Morphology:

Papillary pattern Glandular Pattern Tubular pattern

Ma T, Chai et al.  Front Oncol. 2022 Jul 5;12:9
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Morphology:

Cribriform pattern
Endometrioid like 
pattern Corded and hyalinised 
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Nuclear features



Morphology

Å The lack of marked nuclear atypia and pleomorphism

Å The lack of unequivocal squamous or mucinous, ciliated   
differentiation

Å Endometrial origin and absence of mesonephric 
remnants/hyperplasia in cervical sections adjacent to the tumour 
is essential to exclude a cervical-based mesonephric carcinoma .[8]

Å Do we grade MLA ???.  FIGO should not be assigned
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Immunohistochemistry
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(Am J Surg Pathol 2022;46:921ï932) 
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Immunohistochemistry:

TTF 1 GATA 3 -/+ ER: -/+
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Immunohistochemistry:

TTF-1 immunohisto- chemical staining can aid in 
identifying mesonephric-like ECs, and represents 
a more sensitive marker than GATA3 and CD10 in 
this setting[8]

The pattern of TTF-1 expression may also have 
some value in identifying mesonephric-like cases. 
Both mesonephric-like carcinomas were strongly 
and diffusely positive for TTF-1 [8]

ER negativity was also a feature of both 
mesonephric-like carcinomas in this series[8]

GATA3 and TTF1 can be seen in non-MLA



Immunohistochemistry:

P53 (Normal) wild type CD 10 : + luminal PR -
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Could this Carcinoma be a MLA? 
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IHC Stainingpattern 

TTF1 +++

GATA3 +/-

CD 10 +

ER -/+ (focal  and mild)

PR -

P53 Normal ( wild type)

P16 Positive  (mosaic pattern)

MMR (MLH1, PMS2, MSH2, MSH6) Proficient (preserved nuclear stain)
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KRAS mutation =MLA diagnosis? 
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ÅAlthough KRAS mutations can be considered as one of the defining 
features of MLA 

ÅKRAS mutations are not unique to MLA

ÅKRAS mutations can be identified in 20–30% of the endometrial 
endometrioid carcinoma 

Histology+  Immunophenotype +  molecular context

Then the identification of KRAS mutations supports the diagnosis of 
Mesonephric like carcinoma



MLA and  The Proactive Molecular risk Classifier for 
Endometrial Cancer (PROMISE)

ÅDNA polymerase epsilon, catalytic subunit (POLE)-mutant subgroup

ÅMMRdsubgroup

ÅP53 abnormal subgroup

ÅNon specific molecular profile (NSMP) 
ÅMajority are LG endometrioid Ca

ÅSubgroup of High grade 
ÅClear cell carcinoma

ÅUndifferentiated carcinoma

ÅCarcinosarcoma

ÅMesonephric like carcinoma of endometrium
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Why is it important to get the right Dx?

ÅMLA shows a relatively poor prognosis  specially when compared with 
its d/d (low grade endometrioid adenocarcinoma)

ÅHigh rate of distant metastasis
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