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Clinical indications and medical needs

Williams syndrome patients ɀ1:10,000 

Deletion of 25 genes from chromosome 7

Brain function deficits

How to treat?

Why?

Barak et al., NatureNeuroscience, 2019
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Human brain connectivity



What is the genetics of WS?

Kozel et al., Nature Reviews Disease Primers, 2021

?
Studied the neuronal functions of Gtf2i

by deleting it from excitatory neurons in the mouse brain
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What are the behavioral outcomes?

Barak et al., NatureNeuroscience, 2019

What are the neuroanatomical outcomes?
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Significantly downregulated genes 

1 month-old cKO cortex

What are the transcriptional outcomes?

70% of the total genes 
significantly downregulated 
were related to myelination

Barak et al., Nature Neuroscience, 2019
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What is myelin and why is it important?

OLs 

properties?



How does that affect myelin structure and function?

Myelin ultrastructure in corpus callosum
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Osso and Chan, Nature Neuroscience (commentary), 2019

Barak et al., Nature Neuroscience, 2019



Clemastine

Can we rescue myelination deficits?

mOL mOL mOLmOL
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Social preference index  
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Barak et al., NatureNeuroscience, 2019

g ratio 

Clemastine

Barak et al., Nature Neuroscience, 2019



DNA RNA Protein Synapse Neuron Circuit Behavior Human patients



Barak et al., NatureNeuroscience, 2019



Barak et al., NatureNeuroscience, 2019

Can we treat Williams syndrome in humans?

Clemastine





Can we treat Williams syndrome in humans with clemastine ?

Clinical trial in Sheba 
medical center, Israel

Collaboration with 
Prof. DoronGothelf

Young individuals with 
WS

Baseline, open-label, 
substantial improvement,

Randomized double-blind 
placebo-control

Clemastine fumarate
Clinical assessment of  
neurocognitive and 

physiological aspects



Clinical trial project team

A R I E L N I R

P h . D .  C a n d i d a t e ,  

B a r a k  L a b

D R .  B O A Z  B A R A K

H e a d  o f  N e u r o g e n e t i c s  

L a b o r a t o r y

P R O F.  D O R O N  G O T H E L F

D i r e c t o r  o f  C h i l d  a n d  

A d o l e s c e n t  P s y c h i a t r y  U n i t

D R .  U R I  G I V O N

T h e  Wa l k i n g  a n d  G a i t  

L a b o r a t o r y

D R .  M E I R  P L O T N I K

T h e  Wa l k i n g  a n d  G a i t  

L a b o r a t o r y  

D R .  A M I R  D O R I

H e a d  o f  N e u r o m u s c u l a r  

D e p a r t m e n t

D R .  U R I E L K AT Z

D i r e c t o r  o f  t h e  P e d i a t r i c  

C a r d i o l o g y  U n i t

D R .  R O N N I E W E I N B E R G E R

B e h a v i o r a l  N e u r o g e n e t i c s  

C e n t e r  M a n a g e r



Control 

(age matched) 

Williams syndrome Parameters 

41.8 Ñ4.8 72.964Step length 

7.8 Ñ1.35.96Baseof support 

99.1 Ñ16.576.3Velocity (cm/sec)

142.2 Ñ13.9131.4Cadence (step/min)

In collaboration with Prof. Doron Gothelf, Sheba Hospital

Are there detectable motor deficits in WS?

Ariel Nir et al.,Unpublished data



Barak et al., NatureNeuroscience, 2019



Lack of 25 

genes (WSCR)

Gene

Regulation

Genetics

Epigenetics

modifications

Gene

Regulation

Environment

Hypothesis :

Some of the pathological outcomes in WS are the 

result of epigenetic changes propagating from the 

genetic variation in the WSCR Typically 

Developed 

controls

Williams 

Syndrome

What is the role of epigenetic regulation in WS?

????



Differentially 

methylated sites (DMS) 

Differentially methylated regions (DMR) 

264 Hyper -DMS in WS

158 Hypo -DMS in WS

In collaboration with Dr. AsafMarco, HUJI
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Dopaminergic neuron differentiation

MAPK cascade

Immune, cell surface receptor signaling 

pathway involved in phagocytosis

axonogenesis

axon guidance

learning or memory

forebrain neuron differentiation

central nervous system neuron differentiation

regulation of cell adhesion

forebrain development

cell-substrate adhesion

neuron fate commitment

neuron fate specification

cognition

face development

axon development

ERK1 and ERK2 cascade

cranial skeletal system development

Signaling by Receptor Tyrosine Kinases

Dopaminergic neurogenesis

behavior

Oligodendrocyte specification and differentiation, 

leading to myelin components for CNS

MAPK family signaling cascades

RAF/MAP kinase cascade

MAPK1/MAPK3 signaling

positive regulation of secretion

stem cell proliferation

anterograde trans-synaptic signaling

trans-synaptic signaling

NCAM signaling for neurite out-growth

Axon guidance

COPI-mediated anterograde transport

Nervous system development

Sari Trangleet al., Under revision, Molecular Psychiatry

Differentially 

methylated regions (DMR) 

What is the role of epigenetic regulation in WS?

Pathway analysis
Cell-type specific methylation enrichment

Nott et al. Science 2019: Active promoters and enhancers in 

cell types of the human brain



Grad et al., Cells, 2022

Nir et al., Glia, 2020

Bar et al., Submitted

Bar and Barak, Glia, 2019
Levy et al., In preparation

Nir et al., In preparation

Barak et al., Nature Neuroscience, 2019
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Oxygen consumption rate (OCR) measurements of purified mitochondria. (A) Simplified drawing of the electron transport chain located within the inner 

mitochondrial membrane. Electron transfer is coupled to the transfer of protons (H+) across the inner mitochondrial membrane into the inner membrane space, 

creating a proton gradient. This gradient is utilized by complex V for ATP synthesis. The protons react with oxygen to generate water. Thus, the OCR can be 

monitored by the Seahorse XF analyzers and used as a surrogate of mitochondrial respiration. The targets of the inhibitors (oligomycin, antimycin A, and rotenone) 

and uncoupler (FCCP) are indicated. (B) A representative OCR curve generated using isolated mitochondria showing the characteristic responses to mitochondrial 

inhibitors and the uncoupler FCCP.

Taken from: ña method for assessing tissue respiration in anatomically defined brain regionsò

The electron transport chain 

RESPIRATION



What leads to the reduced genes expression?

Mature oligodendrocytes

in cortex and corpus callosum midline
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Barak et al., NatureNeuroscience, 2019


