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ISIMM Webinars

Please note that webinar recordings are not immediately available and may take up to a week or longer before they are available on our site. Please

check back regularly.

Wednesday, January 15, Sinonasal Small Round Biue Cell Tumors with Emphasis on Newly Described Tumor Types
2025

Wednesday, December 18, Folliculor Lymphoma in 2024 A Molecular Genetic and Immunohistochemical Approach
2024

Wednesday, November 13, Immunohistochemistry for Predictive Biomarkers in Lung Cancer
2024

Wednesday, October 16, The Crucial Role of IHC in Papillary Breast Lesions
2024

Wednesday, September Applications of IHC in Bone Tumor Pathology
11,2024

Wednesday, June 14,2023  Emerging Next-Generation | histochemical Markers: Mainline Diagnostic Applications, A Couple
Useful Tricks, and a Few Pitfalls

Wednesday, May 24, 2023 A Neodlassical Evaluation of Classical Hodgkin Lymphoma

Wednesday, April 12,2023  |HC in GYN Pathology

Wednesday, March 8, 2023  State of the Art and Science of iImmunocytochemistry

Wednesday, February 15,  |HC Applications and New Develop in T-cell Lymph
2023

Wednesday, january 18, Diagnostic Applications of IHC in Thoracic Pathology
2023

Wednesday, December 21, /HC in Oncologic Neuropathology
2022

Wednesday, November 16, Case-Based Presentation Highlighting Pearls and Perils of HER2 FISH
2022

Wednesday, October 12, Introducing IHC Analytic Calibration: theory and practice
2022

Wednesday, September Low HER2: New Drugs Need a New Assay
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'REDACTED FOR NOW

Home > GastricCancer > Article

Spectrum of activity of dasatinib against
mutant KIT kinases associated with drug-
sensitive and drug-resistant
gastrointestinal stromal tumors

Original Article | Published: 06 April 2020
Volume 23, pages 837—-847,(2020) Cite this article










Prerequisites

AAge, Gender, Anatomic Location

APrimary vs Metastasis

AScreening Markers (Keratin, CD45, SOX10, SALL4)
ADifferentiation Markers (everything else)
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Outline

ATechnical aspects of IHC

A Diagnosis of Broad Tumor Class

ANon-Canonical Expression of Broad Tumor Class Markers

AIHC Workup of Small Round BfDell Tumor

AaLOQa aSft E1goay3OX10l Y R {

A Everything Dedifferentiates

A Diagnoses to Consider Before Busting on a ] A
GCNBBHBGAGSE alftAdylyid bd2

A Approach to Carcinoma Typing
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A Additional SiteSpecific Approaches
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K67 Assaybpecific Differences:

30-9-based assays demonstrate systematically hic
proliferation indices
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Dako Autostainer Leica Bond Ventana Ultra
Stainer Platform
A College of American Pathologists (CAP)
Immunohistochemistry Survey Identifies RESEARCH ARTICLE
Lack of Interchangeability of
Ki-67 Inmunohistochemistry Assays
Dylan V. Miller', Rhona Souers?, Andrew M Bellizzi® Impact of Primary Antibody Clone, Format, and Stainer
et Platform on Ki67 Proliferation Indices in Breast Carcinomas

NEVER sTOP® y
LEARNING XUsCAP

Rasmus Roge. MD.*} Soren Nielsen* Rikke Riber-Hansen MD, PhD.} and Mogens Vyberg MD*}

(Appl Immunohistochem Mol Morphol 2019;27:732-739)
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Components of an IHC Assay

AAutostainerplatform (Ventana, Leic&)akq etc)
AAntigen retrieval (pH or enzymatic, temperature, time)

A
A
A

Primary antibody (clone, dilution)
Primary antibody incubation duration (temperature)

Detection chemistry (1 or 2 step, duration)
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IHC I1s a Tisst®ased ELISA:
Analytic Response Curves
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SP263: Ventana PD-L1
(SP263)

SP142: Ventana PD-L1
(SP142)

« SP263
28-8: PD-L1 28-8 IHC
SP142 harmDx (Agilent)
as pharmDx (Agilen
2263 22C3: PD-L1 22C3 IHC
pharmDx (Agilent)
500 1000 1500 2000 2500

PD-L1 Concentration (x1000 molecules)

Analytic sensitivity: SP263 > 22C3/28-8 >> SP142

S Sompuram, et al. Quantitative Comparison Of PD-L1 IHC Assays Against NIST
Standard Reference Material 1934 Mod. Pathol. 2022 35(3):326-332.
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Estimated Annual Cancer Incidence Stratified
by Broad Tumor Class

Tumor Type Estimated |% of All
Annual Incident

Incidence |Cases

1335410 80%
174250 10%
04810 6%
16490 1%
10422 06%
3300 02%
2608 0.2%

Other and unspecified primary site: 31,810 2%

Private Information



Broad Tumor Classes with Associated Screening Mal

Carcinoma Broadspectrumkeratin;  Always See additionahlgorithms
EpCAMi.e., MOG31,
BerEP4), EMA, claud#h

Hematolymphoid CD45CD43) Always;re-consider in a CD45negative lymphoma panel:
GUNKSHISGAGSE vy SPABEDFIEMNIMIL, ALKCD30
Melanoma SOX1Mmr S100 Always Melan A, HMB45, tyrosinase
Dedifferentiated: BRAF V600E, RAS Q61R
Sarcoma None Spindle cell morphology; tumol Unclassified malignant neoplasm
in mediastinum, mediastinum, retroperitoneumparatestis
retroperitoneum, paratestis or - MDM2/CDK4 (DDLPS)
somatic soft tissue Epithelioid neoplasm defying typing:

ERG (angiosarcoma), INI1 (epithelioid sarcor
Last ditch effort: CD34 (rarely + in carcinoma



Which Screening Keratin Should | Use?
Clone D2l e > e e e Lol e e e e

AE1/AE3 X X
MAK-6 X X X X X X
MNF116 X x X X
X X
X X X X X X X X X X
X X X

A AE1/AEdased assays are in widest clinical use

A CAMS5.2 only recognizes low and B2 only recognizes high
molecularweight keratins, so these should not be used in isolati

A It is not the number of keratins, per se, but rather the affinity tha
matters(e.g., CAM5.2 may be more sensitive than AE1/AE3 in HCC/RCC)

A Stratified epithelia: KB, 917
A Simple epithelia: 7, 8, 18, 19, 20

Ord6fiezNG.HumPathol 2013 Jul;44(7):119815.

Private Information



Inappropriate calibration and optimisation of
pan-keratin (pan-CK) and low molecular weight
keratin (LMWCK) immunohistochemistry tests:
Canadian Immunohistochemistry Quality Control
(CIQC) experience

n Garrant” Blake Gilks,” Dragana Plavdzic.' Richard Berendt**
Mitchel, >® Leslie Ann Lining." Caral Cheung,
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R Keratin AE1/AE3 in two different labs; liver A, D and kidney B, E
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Non-Canonical Expression of Broad Tumor Class Screening Marl

Marker Category|Non-Canonical Expressors

BroadSpectrum A Sarcomas with epithelioid cytomorphology, small round blgell
] ] sarcomas, leiomyosarcoma (200% keratin and/or EMApositive)
Epithelial Marker«a Emapositivity in plasma cell neoplasms (most), ALCL-85%), DLBCL
variants (Fcell/histiocyte-rich, ALK+, plasmablastic, primary effusion
lymphoma), NLPHL, FDCS

A Up to 25% of metastatic melanomdgeratin probably>EMA)
A Embryonal carcinoma, yolk sac tumor, choriocarcinoma usually broad
spectrum keratinpositive; seminoma rarely positive
Melanoma A S100 in 1040% ofcarcinomas especially salivary gland, breast, and
cutaneous adnexal tumors (when using a polyclonal antibody)
Markers A SOX10n tumors with myoepithelial differentiation, including moENBC
A Melan A (clone A103) in adrenal cortical tumors,-sesd stromal tumors,
t(6;11) translocation renal cell carcinomas; clear cell sarc&t&B&oma
A MiTFin cutaneous fibrohistiocytic lesions (e.g., dermatofibroma) and
undifferentiatedpleomorphic sarcoma
A CD138 (syndecam 0 SELINB&aaSR o0é& xnJsm: 27
Markers A CD5/CD7 frequently expressed by Gl tract tumors
A MUML1 expressed by nearly all melanomas

(but not spindle cell/desmoplastic)



Initial Panel in a Small Round Blue Cell Tun

Expressed by Also Expressed by

CD99 Ewing sarcoma Lymphoblastic lymphoma,;
mesenchymal chondrosarcoma

NKX2.2 Ewing sarcoma Olfactory neuroblastoma

Desmin  Rhabdomyosarcoma; Triton tumor
Desmoplastic small round cell tumor

Myogenin Rhabdomyosarcoma (ARMS>>ERMS Atrophic skeletal muscle
CD45 Lymphoma

TdT Lymphoblastic lymphoma
INSM1 Neuroendocrine carcinoma; Extraskeletal myxoid chondrosarcome
(CgA/Syn) neuroblastoma; ?DSRCT
PanK Carcinoma,; PD synovial sarcoma; occ. aberrantly

Desmoplastic small round cell tumor expressed by sarcoma, melanoma

SOX10 Melanoma, MPNST (<50%) Tumors with myoepithelial
differentiation
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CAYIf S5AI 3y 2[a51aS A{yl NIm2 Yal93
to be negative/noAnformative forEWSRtearrangement

Tumor Type Diagnostic Markers

Ewing sarcoma 39% CD99, NKX2.EWSR1
ClCrearranged 29% WT-1, ETV4, DUXZIC
BCORassociated 13% BCORSATBZBCOR, CCNBBNHAE
Neuroblastoma 8% CgA, Syn, INSMBHOX2BTH, GATA
Malignant rhabdoid tumor 8% SMARCBL1 (INI1)

Lymphoblastic lymphoma 4% TdT

Clear cell sarcoma 4% SOX10EWSR1

Small cell carcinoma 4% INSM1, Rb, POU2F3
Rhabdomyosarcoma 4% Desmin, myogenirFOXOIARMS)
DSRCT 4% PanK, desminNSEWT1 (COOH)EWSR1
MPNST 4% H3K27me3SOX10

PD synovial sarcoma 4% SS18SSXSSXC terminusPanK,SS18
GIST 4% DOGL, KIT

SMARCA4leficient sarcoma 4% SMARCA4 (BRG1)

EWSRMIoN-ETS fusion sarcoma 2% CD99 (variableEWSRIFUS::NFATC2 or PATZ1
Private Information Machado I, et alAnn Diagn PathoR018 Jun;34:12. PMID: 29661713



Spindle cell melanom:
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55-yearold woman With |
core biopsy of inguinal LN
r/o nerve sheath tumor
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Melanoma Markers In Variants

_ Spindle Cell Desmoplastic

S100 95% 91% 96%
SOX10 97% 100% 92%
Melan A 85% 44% 19%
HMB45 85% 46% 9%
MITF 89% 60% 9%
Tyrosinase 93% 46% 18%
MUM1 92% 67% 0%
BRAFV600I 50% 31% 5%

private information VVEISSINGEISE, et alMod Pathol 2014 Apr;27(4):5284. PMID: 24051699



S100 versus SOX10

S100, SOX10+

A Some MPNSTSs, melanomas, and
carcinomas with myoepithelial
differentiation (sensitivity issue)

A Acinic cell carcinoma

A
A

S100+, SOX10+

Melanoma
Nerve sheath tumors

A Neoplasms with myoepithelial

differentiation

S100, SOX10

S100+, SOX10

A Most carcinomas, sarcomas, lymphomag A Tumors of adipocytic/chondroid lineage

A Mesothelioma
A Germ cell tumor

A Pheochromocytoma/paraganglioma
(though both expressed by sustentacular cells)

Polyclonal 900
(S100B>>49.00A1>>900A6)

vate tnformation

A
A

To oo o o Do o

Chordoma

Ossifying fibromyxoid tumor
Biphenotypic sinonasal sarcoma
Lipofibromatosidike neural tumor
Infantile fibrosarcomdike tumor

Rare cases of Ewing, RMS, SS

S100+ carcinomas without myoepithelial
differentiation (S100A1 and/or S 00A6+)

S 100+ histiocytic/dendritic cell tumors
(Langerhans cell histiocytosis, ReBarfman,
interdigitating dendritic cell tumor (100%); histiocytic
sarcoma, ErdheirChester, blastic plamacytoid
dendritic cell tumor (30%); follicular dendritic cell
sarcoma, juvenile xanthogranuloma (occ.)



Core biopsy from a 40 cmatroperitoneal tumor demonstrates

undifferentiated neoplasm composed of sheets of epithelioid cells.
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Indeterminate for sarcoma, carcinoma, or lymphoma was rendered.




Most consistent with dedifferentiated liposarconiy




39-yearold man with large parotid mass | inherited this caseafter an
exhaustivammunopanelwasperformed
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