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Drug-based modulation of endogenous stem cells
promotes functional remyelination in vivo

Fadil. Najml, Mayur Madhavan!, Anita Zaremba?, Elizabeth Shick, Robert T. Karl', Daniel C. Factor®, Tyler E. Miller!24,

Zachary S. Nevin!, Christopher Kantor?, Alex Sargent?, Kevin L. Quick®, Daniela M. Schlatzer®, Hong Tang’, Ruben Papoiant, NATURE

Kyle R. Brimacombe®, Min Shen®, Matthew B. Boxer®, Ajit Jadhav®, Andrew P. Robinson®, Joseph R. Podojil’, Stephen D. Miller®, .

Robert H. Miller® & Paul J. Tesar'> doi:10.1038/naturel4335
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A pluripotent stem-cell-based phenotypic screening
platform to identify modulators of OPC
differentiation and maturation

Drug hit

HCA DIIgO. nucl
HCA processes
-100

-100 0 100 200 300
Normalized MBP length

5 uM clobetasol 1 uM miconazole

¢, Montaged images of whole postnatal day 7 mouse cerebellar
slices treated with drug or vehicle for 5 days and stained for MBP
(green). Insets show a representative example of the HCA script
used to identify and quantify MBP1-aligned fibres (light blue).
Scale bars, Immfor whole slices and 100 mm for insets.
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Arginine Deprivation and Immune Suppression in a Mouse
Model of Alzheimer’s Disease

EMatthew J. Kan,! ®Jennifer E. Lee,? Joan G. Wilson,? Angela L. Everhart,> ©Candice M. Brown,? The Journal of Neuroscience
Andrew N. Hoofnagle,* Marilyn Jansen,? ®Michael P. Vitek,2 ©Michael D. Gunn,'* and ®Carol A. Colton’ April 15, 2015 - 35(15):5969 -5982
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B  Nos2” 24 wk CVN-AD, 24 wk
Argigses !

CVN-AD pathology is assoaated WIth arginase-1

A, Representative sagittal sections from CVN-AD mice at 6, 12, 24, and 52 weeks of
age stained for arginase-1 in sister sections from the same mice as in Figure 1.

B, Magnified view of arginase immunoreactivity in the subiculum. Representative
sagittal sections from 24-week-old mNos2/- (control) and CVN-AD stained for
arginase-1.

G Sister coronal sections from the same 52-week-old CVN-AD brain stained for A,
CD11c, Iba-1, and arginase-1 to show regional associations

DFMO

Arginase oDC
Arglnme—r Ornithine — Polyamines

NOHA + urea
rNOS \ /

Citrulline

Simplified schematic of arginine
catabolism and the actions of DFMO
to block arginine utilization
NOHA,N-hydroxyl arginine.

Gray text indicates a reduction of this
protein/product in CVN-AD mice
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Composmon for the diagnosis, prevention or treatment of disease related to cells expressing IL-8 or GRO-alpha, comprising UCB-MSCs
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