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Proteasome-mediated proteolysis of the polyglutamine-expanded
androgen receptor is a late event in spinal and bulbar muscular
atrophy (SBMA) pathogenesis.

Erin M Heine
Tamar R Berger
Anna Pluciennik
Christopher R Orr

Lori Zboray

See next page for additional authors

Follow this and additional works at: https://jdc.jefferson.edu/bmpfp

0 Part of the Biochemistry, Biophysics, and Structural Biology Commons
Let us know how access to this document benefits you

This Article is brought to you for free and open access by the Jefferson Digital Commons. The Jefferson Digital
Commons is a service of Thomas Jefferson University's Center for Teaching and Learning (CTL). The Commons is
a showcase for Jefferson books and journals, peer-reviewed scholarly publications, unique historical collections
from the University archives, and teaching tools. The Jefferson Digital Commons allows researchers and interested
readers anywhere in the world to learn about and keep up to date with Jefferson scholarship. This article has been
accepted for inclusion in Department of Biochemistry and Molecular Biology Faculty Papers by an authorized
administrator of the Jefferson Digital Commons. For more information, please contact:
JeffersonDigitalCommons@jefferson.edu.



























Proteolysis of Polyglutamine-expanded AR Is a Late Event

FIGURE Distinct slow and fast migrating aggregation species are formed by polyglutamine-expanded AR, contain full-length AR protein, and

are proteolyzed withtime. A, lysates of DHT-treated PC12 cells expressing AR112Q or AR10Q were resolved using 1% SDS-agarose gel electrophoresis.
Total AR and full-length AR were detected using AR(H280) and AR(441), respectively. Slow and fast migrating AR species (indicated) form in a polyglu-
tamine length- and hormone-dependent manner and contain full-length AR protein (AR(441) immunoreactivity); fast migrating species correlate wit
inclusion load as determined by immunofluorescence imagingight graph).Error bargepresent S.DB, PC12 cells were induced with doxycycline to
express AR112Q or AR10Q and treated with DHT for 8 or 120 h. Protein lysates were resolved using 1% SDS-AGE; Western analysis was performed with
AR(441)and AR(C19)followed by AR(H280) and AR(N&@gst migrating species of AR112Q are pelleted by ultracentrifugation; slow migrating species
remain soluble. Both species contain full-length AR, supernatant;P, pellet; WCL whole-cell lysate. Theight sideof each panel represents a darker
exposure than theleft sideto reveal the fainter slow migrating species. Western analysis for GAPDH was performed to control for soluble contaminant

in the insoluble fraction (not shown) D, left, PC12 cells were induced with doxycycline to express AR112Q and treated with DHT for 8, 48, or 120 h. After
120 h, expression of new protein was stopped by withdrawal of doxycycline, but DHT treatment continued for an additional 8, 24 or 48 h. Protein lysates
were resolved using 1% SDS-AGE, Western analysis was performed with AR(441), and then blots were stripped and probed for AR(H280) to show the loss
of C-terminal epitopes over timeRight cells treated inA were immunostained for AR(H280) and AR(441), and cells containing AR(441)-positive and
AR(441)-negative inclusions were quantifietB, immunoblotting.
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