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Friday, July 19, 2024 at 10:05:01 Eastern Daylight TimeFriday, July 19, 2024 at 10:05:01 Eastern Daylight Time

Subject:Subject: FW: Z-reg Thesis Gadziala
Date:Date: Thursday, July 18, 2024 at 9:08:07 AM Eastern Daylight Time
From:From: SSB Faculty List on behalf of Diane St. Germain
To:To: SSB-FACULTY-LIST-L@LISTSERV.GMU.EDU

Thesis Defense Announcement
To: The George Mason Community
 
Candidate: Ma9hew GadzialaCandidate: Ma9hew Gadziala
Program: M.S. in BiologyProgram: M.S. in Biology
Date: Monday August 5, 2024Date: Monday August 5, 2024
Time: 5:00 PM Eastern Time (US and Canada)Time: 5:00 PM Eastern Time (US and Canada)
 
Join Zoom MeeLng
https://gmu.zoom.us/j/92640871554?pwd=EeW8cXOQ4fyA4dkqe4F6u3VEljsOtx.1
 
Meeting ID: 926 4087 1554Meeting ID: 926 4087 1554
Passcode: 580766Passcode: 580766
One tap mobile
+13017158592,,92640871554#,,,,*580766# US (Washington DC)
+12678310333,,92640871554#,,,,*580766# US (Philadelphia)
 
Dial by your location
        +1 301 715 8592 US (Washington DC)
        +1 267 831 0333 US (Philadelphia)
Meeting ID: 926 4087 1554
Passcode: 580766
Find your local number: https://gmu.zoom.us/u/abKYXeZ33E

Commi9ee Chair:Commi9ee Chair: Dr. Ali Andalibi
Commi9ee Members:Commi9ee Members: Dr. Ancha Baranova, Dr. Lance Lio9a
 
Title:Title: “Mechanisms of Hymecromone (4-Mu)-Induced Suppression of Meningioma Cells”

Abstract:Abstract:

Neurofibromatosis type 2 (NF2) is a heritable neoplasia syndrome that affects 1 in 25,000
people with a high penetrance of nearly 100% in most people. Currently few effecLve
treatment plans exist that reduce schwannoma growth and slow the onset of subsequent
hearing loss and other audiovesLbular comorbidiLes. The NF2 gene is a tumor suppressor
gene that encodes for Merlin (moesinezrin-radixin-like protein), which is a vital intracellular
protein that relays and coordinates a plethora of signaling pathways concerning extracellular

https://nam11.safelinks.protection.outlook.com/?url=https%3A%2F%2Fgmu.zoom.us%2Fj%2F92640871554%3Fpwd%3DEeW8cXOQ4fyA4dkqe4F6u3VEljsOtx.1&data=05%7C02%7Ccryan1%40gmu.edu%7Ca50f6ae6d8db4050f5a308dca72aa87c%7C9e857255df574c47a0c00546460380cb%7C0%7C0%7C638569048869385729%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=m881Udd5zVImmfUjO7z5XtDhlX1O6u9FrU0Yj9rCHGM%3D&reserved=0
https://nam11.safelinks.protection.outlook.com/?url=https%3A%2F%2Fgmu.zoom.us%2Fu%2FabKYXeZ33E&data=05%7C02%7Ccryan1%40gmu.edu%7Ca50f6ae6d8db4050f5a308dca72aa87c%7C9e857255df574c47a0c00546460380cb%7C0%7C0%7C638569048869397176%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=iaI%2FH666cgwFxs875%2FE21df7ilcziFbeLMJH3tetWiE%3D&reserved=0
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and intracellular cues. When phosphorylated, this protein is inacLve and has been shown to
allow proliferaLon and reduce tumor suppressive funcLons.

Hymecromone, 4- methylumbelliferone (4-MU), is a possible therapeuLc opLon that targets
tumor growth by inhibiLng hyaluronan, or hyaluronic acid (HA) synthesis. HA is a vital
extracellular and pericellular component that has been implicated to facilitate proper tumor
growth and proliferaLon in most cell types by binding to the receptors cluster differLaLon-
44 (CD44) and receptor for hyaluronan-mediated moLlity (RHAMM). 4-MU has been shown
to significantly inhibit HA producLon and ulLmately reduce the metastaLc potenLal of the
cancer cell. Here, 4-MU is shown to have a dose-dependent modulaLon of Merlin
phosphorylaLon and hyaluronan synthase 2 (HAS2) levels in the meningioma cell line,
IOMM-LEE. AddiLonally, 4-MU was found to miLgate the cancer cell’s overall response to
carbonyl cyanide m-chlorophenylhydrazone (CCCP), a potent mitochondrial uncoupler, by
reducing P-Akt, PTEN Induced Kinase 1 (PINK1), and HAS2 levels in a dose-dependent
manner.
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