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CAGiI slide pack guidelines

| agree to my slides being used according to the following terms:
Cyrielle Kint & Pieter-Jan Coenen,

* Authors: please include THIS slide at the beginning of your presentation to indicate that you agree
with reuse of your slides in CAGI presentations, according to the terms below, and digitally sign by
writing your name above.

» To disseminate the CAGI results, | encourage all CAGI participants to remix these CAGI slides for
inclusion in their oral and poster presentations

» CAGI participants may use or publish any content of these slides only in compliance with the CAGI
Data Use Agreement

+ CAGIl participants may not cite or publish any content of these slides except with the written
permission of the originating author or in the primary CAGI publications

*  CAGI participants must acknowledfg\e the original authors of these slides and CAGI 6. Include the
acknowledgement banner across the bottom

* CAGI participants must include the CAGI credits slide in their presentations

Slides with a red slash (no remix) may not be included in a presentation unless all attendees are
registered CAGI participants who signed the data use agreement

Slides with a red X over the entire slide may not be used in any circumstances
Slides with a blue slash (embargoed) may not be used unless the embargo is explicitly lifted
Slides without slash or X may be tweeted unless flagged with the “No tweet” icon.

CAGI participants using these slides must explain the “No tweet” icon, which means that the slide
content should not be disseminated outside the presenting conference hall. If the presentation
venue permits pervasive tweeting, you may not include these slides in your talk

. . . .

* Note for slide authors: we expect all CAGI participants to abide by these restrictions, and will make
best effort to ensure they are followed. However, but bear in mind that we have limited means of
enforcing them, and therefore the restrictions cannot be guaranteed.
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Moon: How does it work?

Patient Public data
sources

Sex, age of

VCEF file Invitae
database

intelligent
engine

Reanalysis
‘filtering & ranking of variants

Shortlist of ranked candidate variants identified

based on molecular effect, scientific evidence and clinical phenotype

‘ Expert # Result
review

+ Annotated list of all rare variants (Manual filtering option)
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Apollo: How does it work?

Apollo stores knowledge of gene-disease and disease-phenotype correlations

Disease name

Gene name

Inheritance pattern

Disease-associated phenotype (HPO terms)

Other metadata: e.g. disease molecular mechanism

Apollo drives the phenotype matching in Moon

e Variants in disease-associated genes are filtered and ranked based on phenotype overlap and
genotypel/inheritance concordance using the information stored in Apollo

Apollo stays up-to-date

e Text-mining algorithm scans the genetic literature on a daily basis and identifies new relevant
publications with gene-disease/phenotype associations
e New available knowledge is included in Apollo after manual review by expert genetic scientists
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Apollo: How does it work?

Symptom Frequency
- . . Dystonia (1332) 7
De novo variants of NR4A2 are associated with
neurodevelopmental disorder and epllepsy- Delayed speech and language development (750) 4
blood Intellectual disability (1249) 3
PLOS ONE -
save
Global developmental delay (1263) 3
Genetics
| BRIEF COMMUNICATION | inMedicine Abstract
| . Tremor (1337) 3
| Open (-] This study characterizes the clinical and genetic features of nine unrelated patients with de novo variants in the NR4A2 C u ratl O n
| gene.Variants were identified and de novo origins were confirmed through trio exome sequencing in all but one patient.
i De novo variants of NR4A2 are associated with Targeted RNA sequencing was performed for one variant to confirm its splicing effect. Independent discoveries were Seizures (1250) 2
| neurodevelopmental disorder and epilepsy N L P shared through GeneMatcher.Missense and loss-of-function variants in NR4A2 were identified in patients from eight & Q‘
! SakshiSingh, PhD',Adit Gupta, PG, Michael Zech, MO'S, Asiey . Sigfoos,85° unrelated families. One patient carried a larger deletion including adjacent genes. The cases presented with : ;
| KarlJ.Clark, PhD**, Yasemin Dincer, MS"*, Matias Wagner, MD*", Jennfer 8. Humberson, MD’, (six cases), and BPIIBREY (six cases). De novo status was confirmed for eight patients. Parkinsonism (1300) 2
| Sarah Gveen MS', Koen van Gassen PhD', Tracy Brandt, PhD FACMG'", e % . "
Rhonda E. Schnur, MD FACMG'", Francca il M FACMG', Yue Si, MD PhD", One variant was demonstrated to affect splicing and result in expression of abnormal transcripts likely subject to
| Volker Mall, MD”'2, Juliane Winkelm: ID*51314, Ralitza H. Gavrilove MD""‘ diated PR
| i Ko, PR, encra Englman, S Nicole . Safne, MO " RachlSau 1" ° decay.Our atudy uind the FCIBPRER IR CIS e Jenid Al Guaisiopeieiel Rigidity (2063) 2
| Emily M. Bryant, MS™, Wen-Hann Tan, BMBS?, Jorge Granadillo, MD'®, Sunita N. Mm, MD PhD™, disorders and BpilépsY. The identified variants are likely causative of the §8iZlifé8 and additional developmental
- G. Bradiey Schaefer, o' Sheley rm?:’r’,mM"s::;av Brlsira, MD PhD! phenotypes in these patients.
| ] Y . Paroxysmal dystonia (2268) 1
™~ Mmmém(hmh:;(mmhﬂdﬁmx:x: :ﬂ:mﬂ;:uummmmm’!mmmm Genes
w B o e e Akinesia (2304) 1
g e e o s 1 e s by o o i b
8 g e s e bl e b NR4A2
e Ganetcs i e G20 Mtpsdolorg 003464136020 .
el ,,.u::g“"n‘l; e ke o 08154 ! 5 3 Clumsiness (2312) 1
e, i dovdopmera ey, bpoonl . e sl Keywords: NRAA cpgey, s eumderebpmenil d- Distrder Inheritanos Quedap Export
Intellectual disability and autism, NR4A2-related AD 2/3 Add source Intellectual disability, moderate (2342) 1
H New disorder -
L I te ratu re Limb dystonia (2451) 1

Extraction of HPO terms HPO frequencies for a

gene-associated condition
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Moon Shortlist

MOON samples Lab Proband_demo ::Patient | YFiter | de Shortiist | & Report Search...

Male patient presenting at 1 year with the following phenotype:

* Nystagmus HP:0000639

* Neurodegeneration HP:0002180

* Cerebellar atrophy HP:0001272

* Spastic tetraplegia HP:0002510

* Developmental regression HP:0002376

Family members

« healthy father Father_demo @
¢ healthy mother Mother_demo (V]

SNVs Carrier SNVs SV/CNVs Manually Filtered

The patient's phenotype might be caused by:

PLA2G6 ~ GA nissense Infantile neuroaxonal dystrophy 1 s 5 0
22:38,612,190 v ref: G p.Args91Trp AR - compound heterozygous
4 o]
rs1043378899 & 10 publications ® 2 comments
(o] o+
PLA2G6 ~ GA Infantile neuroaxonal dystrophy 1 s 5 0
22:38,511,635 » ref. G p.Arg645* AR - compound heterozygous
81484455290

& 11 publications

INVITAE © 2021 Invitae Corporation. All Rights Reserved.

=)

f
=

=



Thank you!
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