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APRIL 2022 DIAGNOSIS LIST

membranous nephropathy, NELL1 (medical kidney; kidney)
adenoid basdike tumor (GYN path; cervix)

placental mesenchymal dysplasia (GYN path; placenta)
pyloric gland adenoma (Gl path; gallbladder)

glomus tumor (Gl path; stomach)

syphilisGlpathlDpath liver)

null phenotype CiBladder; GU path)



22-0401

MeganTroxellAnkur Sangoi; Stanford/El Camino
Hospital

Elderly woman with nephrotic range proteinuria, COPD,
smoking, squamous cell lung carcinoma, renal cell
carcinoma, gout. ANA+.
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Membranous Nephropathy

Previously ABy antigen
APrimary At [ ' Hw o671 piz Wi
ASecondary ATHSD7A
_ ANELL1
ALupus, RA, Sarcaitc A Cancer, BMT, 2NSAID
AMalignancy A Lipoic acid supple (ALA)
ANSAIDs, drug AEXT1/2 (lupus)
AHepatitis ASEMA3B (pediatric)
ASyphilis, other infection ~ ANCAM
AlgG4RSD APCDH7
ABMT AFAT1BMT

ACNTN1



REVIEW | www.jasn.org

New ’‘Antigens’ in Membranous Nephropathy

Sanjeev Sethi(®

Department of Laboratory Medicine and Pathology, Mayo Clinic, Rochester, Minnesota
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ANELL1+ Lung cancer |
ANS after drug exposure




22-0402

AmandaBorgeriNicholasLadwig UCSF

70ish F with persistent HPV+ ASCH cervical cytology
and unsatisfactory colposcopy who underwent LEEP.
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Adenoid Basdike Tumor In
Cervical LEEP

SouthbayCase for 4/2022
Amanda Borgen & Nicholas Ladwig



Differential Diagnosis

AHPVassociated cervical carcinoma
AaAESR aljdzr Y2dza OSftt O Nddéngsgudrhousioy R |
AAdenocarcinoma with areas of stratified mucinous carcinoi®m(LE
AAdenoid basal tumor

AHPVindependent cervical carcinoma

AMesonephric carcinoma (although these usually arise deep in the cervical
wall where mesonephric remnants exist)

ADirect extension of endometrial carcinoma into cervix



PAX8/CK7/E




Immunohistochemical Summary

Antibody Glandular/Luminal Cells Basaloid/Peripheral Cells

HRHPV RNA ISH Positive Positive
NKX3.1 Positive Negative
p63 Negative Positive
p40 Negative Positive
CK7 Negative Negative
PAX8 Negative Negative
ER Negative Negative
Mucicarmine Negative Negative

GATA3 Weak, variable Weak, variable



NKX3.1 (+) and HRHPV (+) Is an unusual combi

HRHPV RNAs()
T S
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Adenoid Basdlike Tumors of the Cervix

ARare finding in cervix

AUsually incidental when pure;
but often admixed with usual s TR A§ AT &
type HPVassociated cervical (o0, & eann o0l g et
carcinomas KON S e A
AResembles basal cell hyperplas 2 '
In the prostate \CRRE (4
ABiphasic, nested growth pattern | % f _ o
APeripheral cells = basaloid with " s T s S e
palisading AT .
ACentral cells = glandular



Sugg

ested Terminology2014 WHO

When admixed with
usuaktype HPV
associated carcinoms

If lesion excised and pure adenoid basal morpholag

AaLYy Ol aAadS ¢
adenocarcinoma with
adgnoiql basaIAIike
FSI 0dzNB a ¢

A Clinical behavior will be

driven by the usual
type carcinoma

A Adenoid basalike
areas will have no
impact on behavior

) without usual type carcinoma
If no infiltration and If infiltrative and

HRHPVhegative HRHPYpositive

A6t RSy2AR oHalt [Ad! RSY2AR of 4l
KeLISNLX I aAlfe Aa| OurdhihNdEcgnimendation
recommendation A Previously called adenoid

A Previously called basal carcinoma
adenoid basal A In pure form, no cases haye
epithelioma

reportedly

A Incidental benign finding metastasized/recurred

Sl

A Likely benign




Key Pointg Adenoid Basal Tumor

ARare cervical tumors with a prostatic phenotype

ABiphasic tumors resembling basal cell hyperplasia of prostate
ANKX3.1+ and HRHPV+ is an unusual IHC combination, unique to this entity

AAdenoid basal tumors are often admixed with traditional HPV
associated adenocarcinoma / sqguamous cell carcinoma with a minor
adenoid basal component

APure adenoid basal tumor is very rare, but have benign behavior thus
far

AMust recommend further excision if lesion extends to the margin to
exclude a component of conventional HRSSociated carcinoma
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22-0403

Kara Tanaka/Nicholakadwig UCSF
Reproductive age F with enlarged multicystic placenta.
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DIFFERENTIAL DIAGNOSIS

GESTATIONAL TROPHOBLASTIC DISEASE

A Partial hydatidiform mole (PHM)

A Complete hydatidiform mole (CHM) with coexistent fetus (e.g., twil
In which one twin is a complete mole)

OTHERS
A Nonspecific hydronic changes



Dilated chorionic plate
vessels Hydropic stem villus
— with cistern spaces
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Avascular villi

Thrombosis



PROMINENT STEM VILLI

+ cistefiike spaces . ' o &

+ thickalled/
thrombosed
vessels

+ expansion of villous
mesenchyme S8 Sy

absent trophoblastic
proliferation



PMD IS CAUSED BY ANDROGEN
BIPARENTAL MOSAICISM

Ernst, 2015. https://doi.org/10.16007#825856



CHARACTERISTIC P57 STAINIT

Cytotrophoblast cells: =/ “p N\ §i*' o B
PS5/ positive ok 2V Y O 0N
Stromal cells: N - el j2
P57 negative AT T R L@ X

Pattern is distinct from complete.mole, J 2\ , o |
(both negative) or partial mole (both .4 €+ _, wd g Rt By
positive) T RN RSN L T
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Placental Mesenchymal Dysplasia

Linda M. Ernst!

Received: 26 June 2015/ Accepted: 5 October 2015/ Published online: 24 October 2015

© Society of Fetal Medicine 2015

Abstract This is an updated review of the recently
described entity, placental mesenchymal dysplasia, which
has been shown to have recognizable antenatal character-
istics, distinctive gross and microscopic pathologic find-
ings, associated fetal and neonatal morbidity and mortality,
and unique pathogenic mechanisms. Recent understanding
of the frequently associated genotype, androgenetic bipar-
ental mosaicism, is reviewed and the spectrum of changes
discussed.

hydrops of placental stem villi, diploid karyotype, and fetal
omphalocele. The author suggested a possible association
with Beckwith-Wiedemann syndrome. Several other reports
of pseudo-partial mole [4, 5] described similar features.
Initially, there was some debate about whether to call the
lesion PMD or placental mesenchymal hyperplasia [4, 6-9],
but to date PMD is the preferred terminology. More than 100
cases of PMD have been reported in the literature. However,
discussion of this unique placental entity in contemporary
surgical pathology textbooks is still inconsistent.

Ernst, L.M. Placental Mesenchymal Dysplasiad J. Fe
133 (2015). https://doi.org/10.1001H06856



PMD VS. MOLAR GESTATION

Blood flow (Doppler) Abundagt asstapaéetdern Absent; with Osnowstor m
Cystic placental tissue (MRI) Within the fetal sac Outside the fetal sac
Prenatal workup Elevatedfetoprotein ElevateehCG

Normal (diploid) karyotype Diploid karyotype (CHM)

ABM: mix of androgenetic cell line + biparental ce Triploid karyotype (PHM)

Viable fetus

No viable fetus

Gross features Placentomegaly with cystic dilation 6grapeliked placenta
Histologic features No trophoblastic hyperplasia Trophoblastic hyperplasia, inclusions

Hydropic stem villi Hydropic, scalloped, distal villi

Thiclvalled/thrombotic vessels

p57 nuclear staining CHM PHM
Villous stromal cells: Lost in some/all Lost Retained
Villous cytotrophoblast cells: Retained Lost Retained



PLACENTAL MESENCHYMAL
DYSPLASIA

A Viable fetus: increased risk of maternal and fetal adverse outcomes
A Fetal growth restriction

A BeckwitWiedemann syndrome (BWS)
A Paternal uniparental disomy:®&W8ruzssme 11p15.5
A No persistent gestational trophoblastic disease
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22-0404

Kyra Berg/John Higgins; Stanford
80ish F with gallbladder tumor on imaging.



Case History

A82-year-old female who presented with epigastric pain and was
admitted

APast medical historincludes congestivieart failure

AHer inpatient workup included a MRI that showed a gallbladder
mass, 2.7 cm, enhancing that was concerning for malignancy

AUnderwent a cholecystectomy with porta hepatic and celiac
lymphadenectomy
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Very Focal




Case History

A82-year-old female who presented with epigastric pain and was
admitted

APast medical history includes severe aortic stenosis with congestive
heart failure

AHer inpatient workup included a MRI that showed a gallbladder
mass, 2.7 cm, enhancing that was concerning for malignancy

AUnderwent a cholecystectomy with porta hepatic and celiac
lymphadenectomy
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Very Focal




Classification in the Biliary Tract

Biliary Intraepithelial Neoplasia

Flat? _
A Low grade or high grade
Dysplasi . .
IntracholecystidPapillary Neoplasm
Polypoid/Papillary? Pyloric Gland Adenoma
Intracholecystic Papillary-Tubular Neoplasms (ICPN) MUCinOUS CySth Neoplasm

of the Gallbladder (Neoplastic Polyps, Adenomas,
and Papillary Neoplasms That Are = 1.0cm)
Clinicopathologic and Immunohistochemical
Analysis of 123 Cases

Adsayet al. Am J Surg Pathol. 2012. 36(9): 12301.



DDX

Alntracholecystidapillary Neoplasm, gastric subtype
APyloric gland adenoma



Pyloric Gland Adenoma (PGA) of the Gallbladder

A Unigue and Distinct Tumor from PGAs of the Stomach, Duodenum,
and Pancreas

Cong He, MD,* Yuki Fukumura, MD, PhD,* Akane Toriyama, MD, PhD,7
Kanako Ogura, MD, PhD.} Noriko Sasahara, MT,* Keiko Mitani MT*
and Takashi Yao, MD, PhD*

Am J Surg Pathol 2018;42:1237-1245)

Case series of 24 cases of gallbladder pyloric gland adenomas.

Definition of PGA: polypoid tumor (any size) closely packed tubules with a
monolayer of cuboidal to low columnar epithelial cells

Found betacatenin mutations in 21/21 that they were able to get DNA from
Rate ofHGDwas 29.2% (7/24)

Rate of carcinoma was 8.3% (2/24)

Divided into mucirrich versus muchpoor on PAS

A Squamoid morules in 25% (all in mupioor)

To o To o o



Pathological features of pyloric gland adenoma of the gallbladder in
comparison with gastric subtype of intracholecystic papillary neoplasm

Yasuni Nakanuma ", Takashi Sugino “, Katsuyuki Nomura , Takuro Terada“, Yasunori Sato ©,
Yoshifumi Ohnishi*

Definition of Pyloric Gland Adenoma:

A Polypoid lesionwell-demarcated from surrounding mucosa

A Uniform back to back pyloric glands, tubular only » 7 cases
A Frequent luminal dilatation and cystic changes of glands

A Required >0.5 cm

Definition ofIntracholecystidapillary Neoplasm, Gastric subtype:

A Grossly visible and > 1 cm largest diameter

A Height >0.5 cm (otherwise considerBdIN

A Regional differentiation towards gastric foveolar or pyloric glands

A Divided into foveolar predominant (>70%), pyloric predominant
(>70%) and mixed foveolar/pyloric (each component more than
30%)

EE— 14 cases



Pyloric Gland Adenoma G/ 2y 3f 2 WERN (0 SR




Microscopic Findings

APyloric Gland Adenoma
APacked tubular components with cuboidal/low columnar cells with basal nuclei
A Stroma was fine fibrovascular, edematous or inflammatory
AlIntratumoralcholesterosis in 2/7
ASquamous morules in 2/7

AgICPN
APapillary and tubular components
A Stroma was fine fibrovascular
A2 pyloric predominant, 6 foveolar predominant, and 2 mixed pyloric/foveolar
ANo pyloric predominant solita®y were all classified as PGA



Dysplasia

Table 1
Incidence of histologic featues in PGA and gICPN of the gallbladder.

PGA(n  gICPN

7) Total (n Solitary (n Conglomerated (n
= 14) - 5) =9)

Low-grade:high- 2:5 0:14 0:5 0:9

grade dysplasia
Tvpe 1:type 2 70 7 3:2 4:5
Focal stromal 0 3 0 3

invasion
Squamoid morules 2 0 0 0
Intratumoral 2 0 0 0

cholesterosis

PGA, pyloric gland adenoma; gICPN, intracholecystic papillary neoplasm of
gastric subtype.



Table 2
Immunchistochemical findings in PGA and gICPN of the gallbladder.

Immunohistochemistry PoAG  gloP

=7) Total (n Solitary (n Conglomerated (n
=8) =13) =5)

p-catenin 1:6 8:0 3:0 5:0
(negative:
positive)

P53 (-4+++ 6:1:0 5:2:] 3:0:0 22:1
~+++)

dPAS (-+:4++ :6:1 2:5:1 1:1:1 1:2:2
~++4)

MUCT (=+++ 7:0:0 4: 3:1 2:1:0 2:1
~+++)

MUC2 (=+:++ 6:1:0 5:1:2 2:1:0 3:0:2
~++4)

MUCSAC (-:+:++ :5:3 1:4:3 0:2:1 1:2:2
~++4)

MUGCH (-4+:++ 007 0:4:4 21 0:2:3
~tt+)

CET (-+:1++ 0:0:7 1:0:7 0:0:3 1:0:4
~++4)

CE20 (-4+:++ 6:1:0 4:1:3 2:1:0 2:2
~tt+)

CDX2 (=+i++ 6:1:0 6:2:0 2:1:0 3:2:0
~+++)

PGA, pyloric gland adenoma; gICPN, intracholecystic papillary neoplasm of
gastric subtype;

-, negative; +, 1-10% positive neoplastic cells in whole tumor; ++-+++,
10-100% positive neoplastic cells in whole tumor.



Beta Catenin



