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The main messageof my three casesis to
demonstrate how paraneoplasia was
n, Aey Qo correctly recognize and
properly classify the neoplasm

under consideration




Case #1

A 39 yo male.

A Heart transplantation 40 months ago.

A Uneventful follow -up with endomyocardial biopsies.
A Admitted with rapid worsening of general condition .

A EMB:no evidence of acute graft rejection .




Unexplained hypercalcemia of 4.onmol/l (reference range, 2.1 to
2.7 mmol/l)
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Serum parathyroid hormone -related protein
(PTHrp) significantly elevated (241 pg/m;

reference value <57).




Multiple irregular liver nodules

CTabdomen+thorax :
multiple enlarged
mediastinal, hilar and
para-aortic lymph nodes

Core needle biopsies
obtained from a liver
nodule

16.03.04-10:22:4 __.

(=)

UNIVERSITATSKLINIKUM ERLANGEN

‘ |




Despite maximum interdisciplinary therapy, the
patient died of supervening multrorgan failure
within one week. An autopsy was not performed.
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Other markers +;
GATA3focal & SATB2.
MMR intact

Features suggestive of Gl tract origin

HepParl




Review Article

Hypercalcemia of Malignancy: An Update Affects 44% of patients with cancer,
on Pathogenesis and Management usually those with advanced disease

Aibek E. Mirrakhimov

M PTHrP mediated 0
hypercalcemia 80%

Humoral type:
Peptides secreted by tumd
cells.

M Osteolytic metastases 0
mediated hypercalcemia 20 /0

Secondary type:

Increased bone metabolis
due to bone mets

W Hypercalcemia secondary | < 1%
to overproduction of 1,25
vitamin D

B PTH mediated
hypercalcemia (parathyroid <1%
carcinoma and ectopic
production




Paraneoplastic hypercalcemia (PNH)
Tumors reported to be associated with PNH

ASmall cell carcinoma of the ovary hypercalcemic type
(SCCOHT): 75%o0f cases

AMost of human T -cell lymphotrophic virus type | (HTLV -1)-
associated adult T -cell leukemia / lymphoma (ATL).

ADiverse carcinoma types.

AGI stromal tumors (6 reported cases).




Paraneoplastic hypercalcemia (PNH)
Tumors reported to be associated with PNH

ASmall cell carcinoma of the ovary hypercalcemic type
(SCCOHT): 75%o0f cases
A

Diverse carcinoma types.
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SMARCA4-deficient undifferentiated carcinoma of the ovary
(small cell carcinoma, hypercalcemic type): clinicopathologic and
immunohistochemical study of 3 cases¥. >3«

Abbas Agaimy, MD **, Falk Thiel, MD *"2, Arndt Hartmann, MD ¢ Masaharu Fukunaga, MD ¢
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Small cell carcinoma of
ovary, classical type







genetics genetics

Germline and somatic SMARCA4 mutations characterize
small cell carcinoma of the ovary, hypercalcemic type
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Loss of SMARCA4 Expression Is Both Sensitive and Specific  ©7EN P
for the Diagnosis of Small Cell Carcinoma of Ovary,
Hypercalcemic Type

Niamh Conlon, MB* Annacarolina Silva, MD. Esther Guerra, MD.T Petar Jelinie. PhD.} concom itant IOSS of SMA RCAZ and SMA RCA4
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Hindawi

Case Reports in Pathology

Volume 2017, Article ID 9403467, 5 pages
https://doi.org/10.1155/2017/9403467

Hindawi

Case Report

SMARCA4-Deficient Carcinoma of Unknown Primary
Presenting with Fatal Paraneoplastic Hypercalcemia in a Heart
Transplant Recipient: First Report in a Male Patient

Abbas Agaimy,' Deike Strobel,” and Thomas Strecker’



SMARCAA4: aoresubunitof the SWI/SNEhromatin
remodellingcomplex

PBAF complex BAF complex

Figure 1
Scheme of the BAF and PBAF SWI/SNF complexes based on the model proposed by Kadoch et al. (5). The
different subunits are labeled with their protein names. For correspondence with gene names, see Table 1.




Table 1 Subunits of the SWI/SNF complexes

Predicted Type of
molecular SWI/SNF
Subunit Gene (alias) weight (kDa) complex Domain Function

BRG1 SMARC e subunit ATPase/bromo ATPase and helicase
N U e e
e M PRI T e
subr catalytic subunit
S e e e -
INII)

v v A
BAF155 SMARCCI (SWI3) Chromo/SANT/BRCT | Unknown

BAF170 SMARCC?2 Chromo/SANT/BRCT | Unknown
BAF250a | ARIDI1A

BAF-specificcore | ARID | DNA binding




Common Features of SMARCAA4deficient neoplasms

X

X

X

X

Any age(0-80yrs), but > irchildren & adolescent
Diseasecourse mostly highlyaggressive.
Site: canaffect nearlyanybodysite.
Histology.
U Monotonoussmallor anaplastidarge cellsito bizzarenuclei.
U Variable rhabdoid cells (A00%).
U Smallblue cell (basaloidor Ewinglike) in somecases
U In adults/ elderly, frequently composite

U Frequentcoexpressiorof vimentin & pankeratin.




Do not ask how a neoplasm look -alike but ask why
it looks alike .

Juan Rosai, MD




Case #2

49 yo male with disability for 5 yrs.
No obvious cause detected.

Lab.:low serum phosphate & high urine phosphate.

Serum FGF23significantly elevated.




Al eft hand thenar mass detected on clinical examination and excised.
A3 yrs later no evidence of disease
ADisability resolved gradually within 6 mo
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ORIGINAL ARTICLE

(Am J Surg Pathol 2017;:41:1371-1380)
Phosphaturic Mesenchymal Tumors

Clinicopathologic, Immunohistochemical and Molecular Analysis of 22
Cases Expanding their Morphologic and Immunophenotypic Spectrum
Abbas Agaimy, MD,* Michael Michal, MD,7} Simion Chiosea, MD,§ Fredrik Petersson, MD, ||

Ladislav Hadravsky, MD,® Glenn Kristiansen, MD,** Raymund E. Horch, MD, 77
Jan Schmolders, MD,f} Arndt Hartmann, MD,* Florian Haller, MD,* and Michal Michal, MD 7

AUncommon but often very late recognized (disability for yrs).
AAdults .

AHalf bone & half soft tissue (half acral); head&neck common site.
Alndolent behavior .

AIHC: SATB2+/CD56+/SSTR2A+/ERGwWK +.
AFN/FGFR1translocation in 50% of cases




Agaimy et al, AJSP, 2017
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Agaimy et al,



Agaimy et al, AJSP, 2017



