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« Squamous cell carcinoma 50%

* Adenocarcinoma 13%

* Mucosal melanoma 7%

» Esthesioneuroblastoma 6%

« Adenoid cystic carcinoma 6%

» Sinonasal undifferentiated carcinoma 3%
* Others 15%
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Epidemiology

First described as
a unique entity by
Dr. Frierson at
UVA in 1986

* Report of 8
cases

* More aggressive
than ONB
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Sinonasal Undifferentiated Carcinoma

An Aggressive Neoplasm Derived from Schneiderian
Epithelium and Distinct from Olfactory Neuroblastoma

Henry F. Frierson, Ir., M.D., Stacey E. Mills, M.D.,
Robert E. Fechner, M.D., Jerome B. Taxy, M.D., and
Paul A. Levine, M.D.
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* Arises from Schneiderian
epithelium
« Lack glandular or

squamous
differentiation

« Strong staining for:

« Keratin (pancytokeratin
(AE1/AE3), CKY,
OSCAR, CAMS5.2)
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« SNUC
» 3-5% sinonasal carcinomas
* Male predominance
o 2.3:1
* Ave age 60
« 20-90

Chambers KJ, et al. Incidence and survival patterns of sinonasal undifferentiated carcinoma in the United States. J Neurol Surg B Skull Base. 7
2015 Mar;76(2):94-100.



Epidemiology

* Rapid onset

e Nasal obstruction, epistaxis,
proptosis, pain, CN deficit

e Location

e Nasal cavity (38%), ethmoid
(23%), maxillary (15%)

e Prognosis
o SEER database (318 SNUCs)
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Number of Patients

Age distribution

34.2%

« 5 year survival 34.9% el
e 10 year survival 31.3%
e Median 22.1 months
Chambers KJ, et al. Incidence and survival patterns of sinonasal undifferentiated carcinoma in the United States. J Neurol Surg B Skull Base. 8

2015 Mar;76(2):94-100.
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= Induction Chemotherapy Response as a Guide for

« Multimodality therapy : Treatment Optimization in Sinonasal
- Undifferentiated Carcinom

11od

Samantha Tam, MD?; Diana Bell, MD?; Renata Ferrarotto, MD?; Bonnie Glisson, MD?; Michael E. Kupferman, MD?;
Dianna B. Roberts, PhD?; Shirley Y. Su®; Shaan M. Raza, MD?; Franco DeMonte, MD?; and Ehab Y. Hanna, MD?

M

 Induction chemotherapy

 Considered for extensive
disease with goal of tumor
shrinkage

« Based on response, consider
surgery + XRT vs definitive CR’

« Surgery
* If resectable with minimal
morbidity and Negative Margins - meerr o tc et win cowory los 17 or AT

we  Nonresponders to IC treated with CRT
Nonresponders to IC treated with surgery plus RT or CRT
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Amit M, Abdelmeguid AS, et al. Induction Chemotherapy Response as a Guide for Treatment Optimization in Sinonasal Undifferentiated 9
Carcinoma. J Clin Oncol. 2019 Feb 20;37(6):504-512



Management
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* Non responder

» Responder




SMARCB1/INI-1

« SMARCB1 gene on
chromosome 22911.3

 Encodes protein
iInvolved in regulation of
gene expression
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* |nvolved with tumor

suppression

+ First noted in 1998 to be "1™

deficient in rhabdoid
tumors
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Chambers KJ, et al. Incidence and survival patterns of sinonasal undifferentiated carcinoma in the United States. J Neurol Surg B Skull Base. 11

2015 Mar;76(2):94-100.

1



SMARCB1/INI-1 YOchener

Otorhinolaryngology and
Communication Sciences

Active SWI/SNF complex with wild type SMARCB1

Cell cycle PRC2 complex WNT pathway

B-catenin

WNT pathway inhibition leads to
downregulation of tumor promoter gene
exnression

Histone acetylation leads to cell
cycle inhibition and p16 expression

Cell cycle inhibition

Shaverdashvili K, et al. INI-1 (SMARCB1)-Deficient Undifferentiated Sinonasal Carcinoma: Novel Paradigm of Molecular Testing in the 12
Diagnosis and Management of Sinonasal Malignancies. Oncologist. 2020 Sep;25(9):738-744.
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* 14 patients SNUC
* |H staining

. . . Log-rank (mantel-Cox) = 0.07
° SIX INI-1 def|C|ent " —_ SMAE&CBlrewined

SNUC

+t

—— SMARCB1 deficient

* [NI-1 deficient tumors
showed

* Poorer OS (28.8 mo), -

Cumulative survival

& DFS (1 0_62 mO) Overall survival duration (in days)
* Higher recurrence

C Chitguppi, et al. Loss of SMARCB1 Expression Confers Poor Prognosis to Sinonasal Undifferentiated Carcinoma. J Neurol Surg B Skull Base.13
2020 Dec;81(6):610-619.
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A Active SWI/SNF complex with wild type SMARCBI1

Histone acetyltransferase
recruitment

NI

Histone acetylation leads to cell cycle inhibitor
pl6 expression

Shaverdashvili K, et al. INI-1 (SMARCB1)-Deficient Undifferentiated Sinonasal Carcinoma: Novel Paradigm of Molecular Testing in the 14
Diagnosis and Management of Sinonasal Malignancies. Oncologist. 2020 Sep;25(9):738-744.
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A Active SWESNF complex with wild tvpe SMARCE] B Inactive SWI/SNF complex with mutated SMARCBE1

Histone acetyltransferase Histone methyltransferase
recruitment recruitment

Histone acetylation leads to cell cyele inhibitor SMARCBI inactivation leads to PRC2 complex mediated
pl6 expression histone methylation and repression of cell cyele inhibitor
genes ez 16

Shaverdashvili K, et al. INI-1 (SMARCB1)-Deficient Undifferentiated Sinonasal Carcinoma: Novel Paradigm of Molecular Testing in the
Diagnosis and Management of Sinonasal Malignancies. Oncologist. 2020 Sep;25(9):738-744.
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Selective EZHZ2 inhibitor

B u.s. National Library of Medicine

ClinicalTrials.gov

Find Studies ~ About Studies ~ Submit Studies ~ Resources v

Home >  Search Results >  Study Record Detail

Induction Chemotherapy and Tazemetostat for Locally Advanced SMARCB1-deficient Sinonasal Carcinoma

Phase |l study
* INI deficient SNUC
« TPF+Tazmetostat
« Surgery vs CRT+Tazmetostat
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« Multidisciplinary management key

« Pathology, medical/radiation oncology, surgical
oncology needs to be discussed

« |C may be prognostic indicator in unresectable
disease

— Organ preservation

« Limited by retrospective nature of studies

« Responders do better than non-responders
— Molecular analysis
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* Thank you

* blair.barton@ochsner.org
» (864) 404-6861
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