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Recreating Amyotrophic Lateral Sclerosis in vitro using iPSCs.

iPSCs are directed to neural fate by blocking mesoderm and endoderm.

. . Human Spinal Cord
Neural progenitors are then patterned to caudal and ventral origins. - Vi

* Mixed neural cultures contain ISL1/SMI32 positive neurons.
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The HD iPSC Consortium?*

1Membership of the consortium is provided in Document S2
*Correspondence: clive.svendsen@cshs.org
http://dx.doi.org/10.1016/j.stem.2012.04.027
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Nature Methods. doi: 10.1038/nmeth.3940.
PLoS Computational Biol. 2016 doi: 10.1371/journal.pcbi.1004879.
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Stratifying ALS patients will lead to personalized medicines
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Stratifying ALS patients will lead to personalized medicines

1,000 Patients

i

New York
Genome Center

T

2= A Sequencing

/7
O). O).) b0 'f V] Genomics A
N \ 4 OMIC Advanced
m‘i ' i ,/ oML wBig Data
- +Cellimaging - Gladstone Institute Analytics
+ Transcriptomics - University of California Irvine
Cedars-Sinai + Metabolomics - Cedars-Sinai Mediical Center
Anonym|29d . '_ 3 Medical Center + Proteomics - Cedars-Sinai Medical Center
volunteer Clinics = + Epigenomics - Massachusetts Institute of Technology
ici + Johns Hopkins Universi \
participants -MassachupsettsGeneralny *EF @: @(: ", l(
Hospital [ . ‘
+ Ohio State University ‘ 4 \j ’
« Emory Universi I ) .
~Wasl?ngton Untylversity / Ty //7%&”*(’{( -
+ Cedars-Sinai Medical Center . PBMCS iPSCs Motor neurons ' @_}HMMM
Cell biology
+
IPSCs Biobanking

CEDARS-SINAL



CEDARS-SINAL

Stratifying ALS patients will lead to personalized medicines
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o Select “I am REQUESTING items from the iPSC Core” from the dropdown menu.

o Enter the cell lines you wish to request under the “Cell Lines” section.

* The iPSC Core will contact you with the next steps.
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http://data.answerals.org/

100 ALS iPSC lines
differentiated to
motor neurons:
Three clusters
identified

Victoria Dardov,
Jenny Van Ekye
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Answer ALS: Operational Structure
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ﬁ& Answer ALS: Progress Highlights
PACKARD

CENTER

e Target enrollment of 1000 participants in 3 years met and exceeded
* 450 whole genomes sequenced
* Development and roll-out of genetic return of results sub-study
e >500 IPS cell lines successfully initiated
* > 400 IPS cell lines available for request through Cedars-Sinai Core (with associated
clinical data)
* >100 MN cell lines examined by multi-omics
* 3 biological subgroups identified in early proteomic analytics!
* Custom-designed app to monitor ALS disease progression built and deployed
* Answer ALS data portal built
 First public release of data
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Existing Neurodegeneration Focused Consortia

« PPMI - Parkinson’s Progression Markers Initiative

« FOUNDIN-PD - Foundational Data Initiative for PD

« |PDGC - International Parkinson’s Disease Genomics Consortium
« NDC - The Neurodegeneration Consortium

e Answer ALS hitps://www.answerals.org

 NeuroLINCS (NINDS) http://neurolincs.org

 NeuroNext https://neuronext.orqg/

e LINCS (NIH Common Fund) http://www.lincsproject.org

« AMP (Accelerating Medicines Partnership NIH) https://www.nih.gov/research-
training/accelerating-medicines-partnership-amp

« ADNI (Alzheimer’s Disease Neuroimaging Initiative) hitp://adni.loni.usc.edu
« ENIGMA (human brain mapping and genetics) http://enigma.ini.usc.edu
 The Brain Initiative (NIH) https://www.braininitiative.nih.gov

« FOS - Current Friends of Stacie, Alzheimer’s focus

CEDARS-SINAL


https://www.ppmi-info.org/
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https://urldefense.proofpoint.com/v2/url%3Fu=https-3A__www.answerals.org&d=DwMGaQ&c=UtbViGLMoQq17uDUqpM_9A&r=qcRTM9Wza9TN0jzPEEITmtwGvHq6icnk6PA4U1HUJ-I&m=1R9qCCzEFHvUfxNQCci1hzGriVFwVL85p-gA9vSv_68&s=ijZwuWdYmVdfQwwhE12ThIvYlapl_QXGHHzfHR3K5YE&e=
https://urldefense.proofpoint.com/v2/url%3Fu=http-3A__neurolincs.org&d=DwMGaQ&c=UtbViGLMoQq17uDUqpM_9A&r=qcRTM9Wza9TN0jzPEEITmtwGvHq6icnk6PA4U1HUJ-I&m=1R9qCCzEFHvUfxNQCci1hzGriVFwVL85p-gA9vSv_68&s=RHKVU8kH3G9to2uH8rjwiF70fNp_or3jQpGIQ-lDoT0&e=
https://neuronext.org/
https://urldefense.proofpoint.com/v2/url%3Fu=http-3A__www.lincsproject.org&d=DwMGaQ&c=UtbViGLMoQq17uDUqpM_9A&r=qcRTM9Wza9TN0jzPEEITmtwGvHq6icnk6PA4U1HUJ-I&m=1R9qCCzEFHvUfxNQCci1hzGriVFwVL85p-gA9vSv_68&s=GuFRv1fpfyoJcebwL9Wbk7PVDg62Y-CVtdlFuj75cec&e=
https://urldefense.proofpoint.com/v2/url%3Fu=https-3A__www.nih.gov_research-2Dtraining_accelerating-2Dmedicines-2Dpartnership-2Damp&d=DwMGaQ&c=UtbViGLMoQq17uDUqpM_9A&r=qcRTM9Wza9TN0jzPEEITmtwGvHq6icnk6PA4U1HUJ-I&m=1R9qCCzEFHvUfxNQCci1hzGriVFwVL85p-gA9vSv_68&s=3_2qwd_g9qmlghwsnwzc6xyUFhahBI-kZjU1sSWmS9Q&e=
https://urldefense.proofpoint.com/v2/url%3Fu=http-3A__adni.loni.usc.edu&d=DwMGaQ&c=UtbViGLMoQq17uDUqpM_9A&r=qcRTM9Wza9TN0jzPEEITmtwGvHq6icnk6PA4U1HUJ-I&m=1R9qCCzEFHvUfxNQCci1hzGriVFwVL85p-gA9vSv_68&s=M17jGdmaRf6tTMG-CSkNizLJ5zLU-c9G8aS2G5aPRAE&e=
https://urldefense.proofpoint.com/v2/url%3Fu=http-3A__enigma.ini.usc.edu&d=DwMGaQ&c=UtbViGLMoQq17uDUqpM_9A&r=qcRTM9Wza9TN0jzPEEITmtwGvHq6icnk6PA4U1HUJ-I&m=1R9qCCzEFHvUfxNQCci1hzGriVFwVL85p-gA9vSv_68&s=lmFPtNC3Yp16pbgPH5lV9quIiyg7uUa7rDxdExaPPf8&e=
https://urldefense.proofpoint.com/v2/url%3Fu=https-3A__www.braininitiative.nih.gov&d=DwMGaQ&c=UtbViGLMoQq17uDUqpM_9A&r=qcRTM9Wza9TN0jzPEEITmtwGvHq6icnk6PA4U1HUJ-I&m=1R9qCCzEFHvUfxNQCci1hzGriVFwVL85p-gA9vSv_68&s=eultir4-F2v_WqqS5rgOknmcgypJaiAlIaP5x40Yc6Q&e=

