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several ASF meetings and
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Seizure treatment in Angelman syndrome: A case series from the @ e
Angelman Syndrome Clinic at Massachusetts General Hospital

Elias A. Shaaya, Olivia R. Grocott, Olivia Laing, Ronald L. Thibert *

Angetman Syndrome Chinic, Deparoment of Neurology, M assochuse o5 Genernl Hospital, Boston, MA, United 5 rafes
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Table 1

Subject distnibution among genetic subtypes and epilepsy rates.
Cenetic diagnosis With seizures Without seizures Total
Deletion 449 (BBXE) 7 [22X) 56 (66X)
LIBE3 A 8 ([57X) 6 (43X) 14 [16%)
LIFD 4 40x) 6 [60XE) 10 [ 12%)
Imp center 2 [40X) 3 (60X) 5 [6X)

Totals: 63 (74%) 22 [ 26%) 85
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Table 2
Breakd owmn of change in seizure frequency for the different treatments.

Treatment Mo change Less than 50% Between S0 and @  Greater than 902

VPA i i B (333%) 16 (B6.7%)
LEV i 0 5 [14.3%) 5 (§78%)
ITG i 0 2 (11.1%) 16 (EBO%)
CLE 2(71%) O 2 (6.9%) 27 (93.1%)
TPM i 1 [12.5%) 4(50%) 3[37.5%
az i 0 3 50%) 3 50%)
LGIT i i 2 (16.7%) 10 (833%)

,0ppno10 = TPM ,nrrto = CLB ,707'n7 = LTG ,n1op = LEV ,0979T = VPA

naop nox'T = LGIT 2012 = CLZ
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FI SEVII |\>‘ journal homepage: www.elsevier.com/locate/yseiz
CBD-enriched medical cannabis for intractable pediatric epilepsy @wwm

The current Israeli experience

Michal Tzadok *'**, Shimrit Uliel-Siboni ', llan Linder €, Uri Kramer®, Orna Epstein ¢,
Shay Menascu®, Andrea Nissenkorn?, Omer Bar Yosef? Eli Hyman¢, Dorit Granot®,
Michael Dor', Tali Lerman-Sagie ¢, Bruria Ben-Zeev ?
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OPEN @ ACCESS Freely available online @ PLoS one

Adeno-Associated Virus-Mediated Rescue of the
Cognitive Defects in a Mouse Model for Angelman
Syndrome

Jennifer L. Daily'*, Kevin Nash'*, Umesh Jinwal**, Todd Golde®®, Justin Rogers'*, Melinda M. Peters'**,
Rebecca D. Burdine®, Chad Dickey®”’, Jessica L. Banko®’, Edwin J. Weeber'**

1 Department of Molecular Pharmacology and Physiology, University of South Florida, Tampa, Florida, United States of America, 2 Department of Pharmacy, University of
South Florida, Tampa, Florida, United States of America, 3 Department of Neuroscience, Princeton University, Princeton, New Jersey, United States of America, 4 University
of South Florida Health Byrd Alzheimer's Institute, Tampa, Florida, United States of America, 5 McKnight Brain Institute, University of Florida, Gainesville, Florida, United
States of America, 6 Center for Translational Research in Neurodegenerative Diseases, University of Florida, Gainesville, Florida, United States of America, 7 Department of
Molecular Medicine, University of South Florida, Tampa, Florida, United States of America
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LETTER

Topoisomerase inhibitors unsilence the dormant
allele of Ube3a in neurons

Hsien-Sung Huang'*, John A. Allen®*, Angela M. Mabb', lanF. King', Jayalakshmi Miriyala', Bonnie Taylor-Blake', Noah Sciaky”,
J. Walter Dutton Jr', Hyeong-Min Lee?, Xin Chen?, Jian Jin®, Adene S. Bridges®, Mark J. Zylka'®®, Bryan L. Roth®%:5.78
& Benjamin D. Philpot'-=+*

doi:10.1038/ naturel0726
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Arthur L. Beaudet — a professor of molecular and
human genetics at Baylor College of Medicine
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LETTER

Towards a therapy for Angelman syndrome by
targeting a long non-coding RNA

Linyan Mengl*, Amanda J. Wardz*, Seung Chu_nz, C. Frank Eermettz, Arthur L. Beaudet' & Frank R]’gﬁ2

doi:10.1038/naturel3975
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E Za
< B
3
£8
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{—- Behaviour =
>
—t Expression S Ea
b \'\.
¥ Weigh § /
b
Cortex Hippocampus Cerabelium
WT AS WT AS WT AS
PBS Cil ASO PBS Cti ASO PBS Ctl ASO
& |
UBE3A [T bkl ——— o - s anl08 kDa

a-TubuIin:M T ————— S ———————— = 51 [} 3

1.00 0.05 0.35 1.00 0.11 0.35 1.00 0.23 0.47
.07 =01 =19 =03 =04 =15 +.03 +.03 207
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protein engineering,
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Official journal of the American Society of Gene & Cell Therapy

MIOpen

original article

Protein Delivery of an Artificial Transcription
Factor Restores Widespread Ube3a Expression in
an Angelman Syndrome Mouse Brain

Barbara ] Bailus', Benjamin Pyles', Michelle M McAlister!, Henriette O’Geen’,
Sarah H Lockwood!, Alexa N Adams’, Jennifer Trang T Nguyen', Abigail Yu',
Robert F Berman? and David | Segal’

'Genome Center, MIND Institute, and Department of Biochemistry and Molecular Medicine, University of California, Davis, California, USA;
*Department of Neurological Surgery, University of California, Davis, California, USA

Segal et al, Molecular therapy, march 2016
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2015

Two biotechnology companies, Ovid and Agilis,
issue press releases regarding clinical trials

for Angelman Syndrome. FAST invests $1.3 Million
in Angelman Syndrome research.

2014 The FIRE Team identifies 3 potential drug candidates

for clinical trial, 2 potential gene therapy strategies
and sets out to create 2 new animal models for pre-clinical study.

FAST funds the FAST Integrative Research
Environment Project (FIRE). The first of its kind
in rare disease research.

2012

FAST funds human clinical trial on the
first-ever potential treatment of AS - Efficacy
of Minocycline inthe Treatment of
Angelman Syndrome

FAST funded research identifies an FDA
approved compound that rescues cognition
and motor impairment in the mouse model

2008

FAST is formed to fund research focused
on treatments and a cure for AS

FAST SAB Director, Dr. Edwin Weeber shows
rescue of the deficits seen in the AS mouse

model by diminishing CamKIl activity.

1998

A transgenic mouse line missing maternal
UBE3a is generated and display motor
dysfunction, seizures, and learning defects.

1997

UBE3a identified as the critical gene
in the Angelman Syndrome deletion region.

1987

Deletions on chromosome 15 found
associated with AS. AS/PWS are
the first imprinting disorders identified.

1965

Dr. Harry Angelman publishes a report

on three children with similar characteristics.
This is the first publication on AS, described
at that time as 'Happy Puppet Syndrome".

MN722IN

amoyn
maRern
nnoonY









