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Unknownprimary tumour

ATumour appearing in metastatic setting without a known primary
tumour

Almportant to correctly classify since tumour type determines surgical
and oncological treatment

ADiagnostic approach for unknown primary tumour can be used in
most diagnostic settings
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Unknown primary tumour

ADifferences in prognosis

ADifferences in treatments
Al eYLIK2Yl & oYFIftATIY 2N a0SYAIYyED
A Carcinomas
AGerm cell tumours
A Sarcomas

APathology tests can guide diagnostic proces
ARisk of heriditary or occupational cancer
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Unknown primary tumour

WHAT DO YOU WANT

ldeally we want to know
AType of cancer
APrimary or metastasis

A Site of origin
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Immunohistochemical panels !

Based on
AMost likely diagnosis (clinical information, morphology)

ARelevant other diagnosis
ARare but important diagnosis

Selection of IHC antibodies for diagnostic algori 3
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IHC panels for unknown primary tumour

APrimary panel
AWhich overall tumour type

ASecondary cytokeratin panel
A Information on site of origin

ASecondary organ specific panel
A Confirmation (or rejection) of diagnosis with orgsmecific marker

AHematologypanel
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IHC panels for unknown primary tumour

Primary panel Secondary panel

— — colon
adenocarcinoma

Unknown

primary

NOT: NOT:

Lymphoma Lung adenocarcinoma
Melanoma Squamous carcinoma
Sarcoma Urothelial carcinoma
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Unknown primary tumour

Bad for the patient fascinatingor the pathologist

ADiagnostic challenge
Alntegration ofknowledge

ABrings together morphology and IHC

ARare andinusualtumors

Alntellectualrewarding
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IHC classification of unkown primary tumour

AAdenocarcinomas (890%)
ALung, breast, prostate, colon, ovary, pancreas

ASquamous cell carcinoma-{9%)
ALung, esophaguservix head ancheck

AUndifferentiated neoplasms {50%)
A Carcinomasimelanomas
ALymphomas
A Sarcomas
AGerm cells tumours

NordiQC



Easy casesno IHC?!

Colon adenocarcinoma
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Undifferentiated cases

TIME TO,TAKE OUT

3

S
THEBIG GUNS!!!
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~100% pos.
> 90%
~ 50-90%

Primary panel

<10%
~ 0%

Haematopoietic /

lymphoid

Epithelial - (+) -+ [+
Mesothelial - + - +
Mesenchymal - (-) (-) +
Melanoma - (-) + +
Germ cell - -[+ -[+ +
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~100% pos.
> 90%
~ 50-90%

Primary panel

<10%
~ 0%

:;I/;eprag}gpmetlc / (_) (_) (_|_)
Epithelial (+) -[+ -+
Mesothelial + - +
Mesenchymal (-) (_) +
Melanoma (-) + +
Germ cell -[+ -[+ +
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CD45% Leucocyte common antigen

AProtein tyrosin phosphatase, receptor type C (PTPRC)

APreviously called Leucocyte common antige@A)
AKeyrole in activationand differentiation of Tand Bcells

AExpressedn all hematopoietic cells
AException: Plasma cells, erythrocytes and megakaryocytes

NordiQC



| |
1!

I
I33 7|

'3
CD45 1soforms S R
H—HHf- coesmes
AAlternatively spliced variance in - OB cosma |
extracellular components B—8—B-cosre
B B cossre
ASix human isoforms identified: B C045 RO Memory Tcels
ARABC, RAB, RBC, RA, RB, RO (CDSABC  CDASRO

Alternatively

Spliced exons ~51nm

Alsoforms expressed on different
subsets of lymphocytes

Cysteine rich 20-28nm

Fn Il - like
repeats

PTPase

domains
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CDA45- isoforms
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http:// dx.doi.ord10.1136/jclinpath2020-206927
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CDA45- isoforms
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CD4% positive carcinoma?
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~100% pos.
> 90%
~ 50-90%

Primary panel

<10%
~ 0%

CD45 Pan cytokeratin

Haematopoietic /

lymphoid

Epithelial - -+ [+
Mesothelial - - +
Mesenchymal - (_) +
Melanoma - + +
Germ cell - -[+ +
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Pan cytokeratin

AGroup of intermediary filaments
APart of the cytoskeleton in epithelial

ce

Alm

ce

IS
portant for mechanical strength of

s and cellular functions

AMany different types:
A Group I: acidic
A Group IlI: basic or neutral

APaired expression

ADifferent cytokeratins seen in different
tissues

Nor%c
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Neutral/Basic (B, class II)

Acidic (A, class I)

Squamous epithelia:

- suprabasal, keratinizing +++ - - + ++ (+) - - - -

- suprabasal, non-keratinizing + +++ | +++ + ++ (+) - - - -

- basal cells (tonsil, mucosa) - - - +H+ | | (F) | () | () - (+)

Transit. epith.: superficial cells - - - - - - +++ |+ |+ +++

- intermediary. / basal cells - (+) +++ | (++4) - (++) | +++ | +++ (+) +++

Mesothelium - - - ++ ++ + +++ | +++ - +++

Bronchus, breast, prost., cerv.:

- basal/myoepithelial cells - - - +++ ++ +++ | ++ - - -

- luminal cells - - - + + + +++ | +++ - +++

Biliary/pancr. ducts, lung alv.,

endometr., renal collect. ducts - - - - - - +++ | +++ - +++

Stomach (foveola), intestine - - - - - - +++ | (4) +++ +++

Hepatocytes, pancr. acini,

prox. renal tubules - - - - - - - - - +++

Endocrine cells (Merkel, thyroid) - - - - - - (+++) | (+1) | (+++) [ +++

Smooth muscle (vasc., myom.),

myofibrobl., sm.ves.endothelia - - - - - - + (++) - ++
Norg?ac 4
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~100% pos.
> 90%
~ 50-90%

Primary panel

<10%
~ 0%

Haematopoietic /

lymphoid

Epithelial - @ -+ [+
Mesothelial - + - +
Mesenchymal - (-) (_) +
Melanoma - (-) + +
Germ cell - -[+ -[+ +
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Pan cytokeratin
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Pan cytokeratia micrometasis
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~100% pos.
> 90%
~ 50-90%

Primary panel

<10%
~ 0%

Haematopoietic /

lymphoid

Epithelial - (+) -+ [+
Mesothelial - @ - +
Mesenchymal - (-) (-) +
Melanoma - (-) + +
Germ cell - -[+ -[+ +

C%O 29



Pan cytokeratin mesothelioma
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~100% pos.
> 90%
~ 50-90%

Primary panel

<10%
~ 0%

Haematopoietic /

lymphoid

Epithelial - (+) -+ [+
Mesothelial - + - +
Mesenchymal - @ (_) +
Melanoma - (-) + +
Germ cell - -[+ -[+ +
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Pan cytokeratiq mesenchymal neoplasias
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~100% pos.
> 90%
~ 50-90%

Primary panel

<10%
~ 0%

Haematopoietic /

lymphoid

Epithelial - (+) -+ [+
Mesothelial - + - +
Mesenchymal - (-) (-) +
Melanoma - @ + +
Germ cell - -[+ -[+ +
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Pancytokerating melanoma

veryrare positivereaction

Nord;eac
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~100% pos.
> 90%
~ 50-90%

Primary panel

<10%
~ 0%

Haematopoietic /

lymphoid

Epithelial - (+) -+ [+
Mesothelial - + - +
Mesenchymal - (-) (-) +
Melanoma - (-) + +
Germ cell - @ [+ +
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Pan cytokeratiig germ cell neoplasia

Embryonal carcinoma
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