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InureHeTn4eckasa Tepanusa capkombl - NepPBbIN
nogoObHbIN npenapat, oqobpeHHbin FDA

Prevalence

Epithelioid sarcoma
1.2%-1.5% of annual soft
tissue sarcoma diagnoses

First approval

* In its class (KMT inhibitor)
* Epigenetic therapy for a solid tumor

Approval stats

Soft-tissue sarcoma
diagnoses are <1% of
annual cancer diagnoses
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SWI/SNF

Tazemetostat

Polycomb target genes

1970
Epithelioid sarcoma is

described as a rare and
distinctive soft tissue sarcoma.

2005

INI1 mutations in
epithelioid sarcoma
are reported.

1970 2005

Overall
response

2012

Epizyme describes Tazemetostat,
which shows favorable pharmacoki-
netic properties and antiproliferative
effects in EZH2-mutant lymphoma
and INI1-mutant preclinical models.

INI1-deficient tumors shown
to be dependent on EZH2
for oncogenic growth.

2010

67%
Patients with
aresponse
of 6+ months

Duration of
response

2020

FDA approves Tazemetostat for the treatment
of locally advanced or metastatic epithelioid
sarcoma not eligible for surgical resection.

2016

Results of phase 1 Tazemetostat trial
show clinical benefits in patients with
either relapsed/refractory B cell non-
Hodgkins lymphoma or advanced
solid tumors that included two
patients with epithelioid sarcoma.

2015

Rothbart, Baylin/ Cell, 2020/
http://dx.doi.org/10.1016/j.cell.2020.03.042

2018

Results of phase 2 trial in
adults with INI1-mutant
tumors shows expanded
clinical benefit of Tazemeto-
stat in epithelioid sarcoma.

2020



http://dx.doi.org/10.1016/j.cell.2020.03.042
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Cas9 Sensor

nhibition

AcrllA1¥®
tunes Acr
expression

integrated prophage

Critical Anti-CRISPR
Locus Repression by
a Bifunctional Cas9
Inhibitor

e anti-CRISPR protein AcrllA1 serves as an
antiCRISPR and a vital autorepressor

e AcrllA1 allows prophages to tune Acr
expression to Cas9 levels

e AcrllA1 homologs have been co-opted by
host bacteria as “anti-anti-CRISPRs

Osuna et al., 2020, Cell Host & Microbe, 2020
https://doi.ora/10.1016/j.chom.2020.04.002
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Mukpoouom XXKT BakeH ans riedeHnsa paka

Deleterious microbiota Favorable micobiota

Diversity
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Antibiotics-related dysbiosis: Probably associated .
with decreased diversity
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Arielle Elkrief et al., Gut Microbes, 2019 muciniphila



“OTKNOYeHne” ABYX KOMMOHEHTOB LMpPKaAHbIX YacoB
YBENMNYMIO NPOAOITKUTENBHOCTL XXU3HN CaMLOB

Opo30uUn

A\ Tim and Per oscillation

/| Clock oscillation

Ulgherait et al., NatCom, 2020
https://doi.org/10.1038/s41467-020-15617-x
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