Export report quickly and easily to lab’s reporting platform using

SimulConsult’s API, or use cover letter with the default HTML output Analyze and interpret panel, exome and genome variant tables in the

full clinical context to rapidly identify causative genes and variants

To launch SimulConsult with the patient’s clinical findings
already entered, click here

SimulCon@'ult‘

Genome report for a 2 year old boy

Diagnosis # 2

Diagnosis # 2: GJB2-related deafness, AR, nonsyndromic

Mode of inheritance: Autosomal recessive

Gene symbol (HGNC): GJB2

Gene name: gap junction protein, beta 2, 26kDa; DFNB1, DFNA3, connexin 26
Relevent variant:

Biallelic: Shared with both parents: NM_004004.5:¢.229T>C CI position: chr13:20763492, Effect: missense

SirnulCon§,ult'

“To launch SimulConsult with the p:
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Key Features

Reason for testing:
- Deafness Pertinent positive findings of the patient for this diagnosis: a 2 year old be . . 0 . . .
v e oy PP L . * Clinical correlation of patient findings and genomic

- Absence of: Regression

- Nystagmus, non-rotary

- Hyperreflexia

Other prior test results:

- (none selected)

Consanguinity of parents: 1st cousin
Ethnicity: (unspecified)

Pertinent negative findings of the patient for this diagnosis:
- (none entered)

Provider Resources: GeneReviews and OMIM
Patient and Family-Oriented Resources: Genetics Home Reference and Disease-focused patient advocacy organizations

Pr

results identifies the most pertinent genes from among
>6,100 described disorders, highlighting those most
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Report Features

* Clinical rationale for the diagnosis is clear

rights reserved.

» Supports up to two diagnoses; the findings automatically group by diagnosis

* Prognosis table answers the clinician and patient question “what should I expect”

» Contextual resource links for the clinician and patient by diagnosis leverage the time the

provider and patient spend together

* Structured terms (ICD 10, SNOMED, IMO® lexical ID) are available automatically via a

partnership with Intelligent Medical Objects®

, including patient-friendly terms for various

medical concepts and HPO terms available for findings. (Orphanet available soon)

Accurate. Uses gene pertinence, a measure of confidence in the
diagnosis. The top gene in confirmed diagnosis typically has >99%
pertinence. (PMID 25156663, open access)

Cost effective. Reduce the need to do trios to diagnose known diseases.
Make good use of scarce time of experts on clinical interpretation

To set up a trial and order
genome @simulconsult.com
857-205-2914 (mobile)
617-879-1670 (office)

SimulConsult’

A Simultaneous Consult On Your Patient’s Diagnosis




Lab staff uses SimulConsult

MD orders test
Findings can be collected in 1 of 3 ways

Collects findings from MD
staff or notes

MD uses SimulConsult

Most efficient if clinicians use
SimulConsult anyway for
diagnostic assistance

MD’s staff uses simplified
SimulConsult interface

Diagnoses hidden so labs can
include it on their public websites

Phenome & Genome

Summary for a 2 year old boy with:

Pertinent positive findings
Gosescan b at an 3ge, by 20 g, o unkaow

Req'd Onset Finding Pertinence

Stm Nystagmus, non-rotary R
<6m  Hyperreflexia R

V/ Cllor MRI: brainstem atrophy or hypoplasia =
@m  Microcephaly =

high-
Pertinent negative findings
Absent Finding Pertinence
X Regression
high—
Differential diagnosis
Disease Probability

PCHa: pontocerehellar hypoplasia 2
Aleardi-Goutidres syndrome, AR

CDG1A: PMMa-related

PCHS: pontocerebellar hypoplasia, CHMP1A-related
PCHio: Pontocerehellar hypoplasi, CLP-related
LiSa: RELN-related lissencephaly, AR

PCHB: pontocerebelar hypoplasia, EXOSCa-relted

100%

Most useful tests for this patient

Order Test
Bundie: CT scan of the brain
Bundie: MR scan of the brain

o
o
O Xy or CT: brin calcficaions
o WEChghinCSF
o

Intrferon.ctin the CSF clevated

Annotated variant table

Lab generated

All information stays on user’s
computer
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Customization options
available for processing
and reporting

Genome-Phenome Analysis

Differential diagnosis Add findings Add tests Phenotype / Genotype

Diseases |Fr0m the patient's 47 gene variants: Set variant parameters ]|

VLDLR-related cerebe
Aicardi-Goutieres synd|
PCH2: pontocerchelar| [ ,—_, SR

e [ B ALMS1 gene mutations (biallelic)

[EEETee Lt i e -- HSPG2 gene ions (biallelic)

. ; Finding color key:
Pertinent gene variants

e

(= prm—

Pertinence measure

for the gene (green
shading), together with
details about the relevant

PCHS: CHMPLATeatd |37 71 bopp yene mutation = s |
jLis2: REINwelatedll}  [375] [V 3] [crsAgene ions (biallelic) I inding |
Schoaria Jampel sl [T [V B EANZARD gene ions (biallelic) -

Gene discovery

variants (orange shading
below) and the factors

LIS1: Lissencephaly, is:
Trisomy 21 (Down synd

Search File

| [T |

underlying each gene

s jsmmiveel - gayverity score, allow for

Tip: The "Order gene test” button at right has hyperlinks to a variety of resources omim_ || order gene test 4
e rapid interpretation

HSPG2 biallelic gene severity score 3c (c indicates possible compound heterozygote: _HGMD for HSPG2

Zygosity
‘Variant severity score and sequence chrPosition effect P M F freql

|| Repo.. F_ NM_00552%:2x4 7:cGS899ADN196 7] <hr1:22181895 missense 50 50 0 0.0405

|_| Repo.. 4 | NM 005529:x42:cAS239Cp T1747P <hr1:22186113 missense 50 50 50

(] Repo.. 3| NM 005529:0x68:cT8I39ApI12980H «hr1:22168845 missense 50 0 50 0.0383

() Repo.. 1| NM 005529:ex60:cC7806ApN2602V «hrl:22174518 synonymous 50 100 50 0.0471

(] Repo. _1| NM 005529:ex50:cG6402ApN2134V «hrl:22180723 synonymous 50 50 50 0.0416

|| Repo.. 1| NM 005529:ex51:G6552ApT2184T €hr1:22179451 synonymous 50 0 50 0.0378

|_| Repo.. 1| NM 005529:ex52:cGOGTIADG2225S €hr1:22179244 missense 50 100 100 0.0405

= variants that could contribute to biallelic severity
Red= affected individuals; Black = unaffected;Gray= unknown
Hover over zygosity numbers for depth and quality information. Chromosome position numbers hyperlink to CRCh37 resources

Biallelic variant severity score of 4 assigned to variant NM_005529:exd V19671at
2 Base score (biallelic) for missense.

+1 Functional scores damaging: PolyPhen MutationTaster.

+1 Conservation scores damaging: GERP phyloP.

location chr1:22181895.

Differential diagnosis

Add findings Add tests

Phenotype

Genotype

Phenome & Genome

S rosnnamon

Diseases [Patient: 2 year old boy

Change initial information ||

[ <] VLDLR-related cerebel
] PCH2: pontocerehellar |
=] Atcardi-Goutieres synat [ [ oS
=]/ PCRS: pontocerebellar | [ [5 ] [omer =]
~| Alstrom syndrome

[ <] PCH10; Pontocerebella

PCH10: Pontocerebellal [ i o]
=] L1S2: RELN-related lis -

[~ =] CDGIA: PMM2-relatec
[~ Schwartz-Jampel chond
[~ =] PCHIB: pontocerebella
[ <] Muscular dystrophy-dy:

~| Microcephaly, postnata
~| Galactosialidosis syndr.

Pertinent positive findings

Finding coor key:

CT or MRI: brainstem atrophy or hypoplasia

-rotary

Microcephaly

History of a similar disorder in family or contacts

Incidental genes

Genome report
Gene discovery.

e

R

Database
Search | _File
Home | Hel

Tip: SimulConsult resource: Details on judging regression

Summary | Note |
__OMIM_[| _Order gene test |

Gene variants:Click a gene to see variants

===

Differential diagnosis Add findings Addtests  \ Phenotype / Genotype

D loenues! [From 47 gene variants: e |

Dx1 | ' VLDLR-related cerebel
[+ PCH2: pontocerebellar
[ =] Aicardi-Goutitres syndi
~| PCHS: pontocerebellar

Pertinent gene variants

~| [VLDLR gene mutations (biallelic)
31 gene mutations (bialleli
© R
Incidental genes
Genome report |
Gene discovery
Gene panel
__ Assess finding |

Diagnosis 1
Diagnosis2 2 gene mutations (b

=] 'CTSA gene mutations (biall
~| EIF2AK3 gene mutations (biallelic)
DSPP gene mutation (monoallelic)

~| Alstrom syndrome
~| PCHI10: Pontocerebellal
~| LIS2: RELN-related liss
~| CDG1A: PMM2-related
~| Schwartz-Jampel chond
~| PCHIB: pontocerebella
~| Muscular dystrophy-dy:
~| PCH: pontocerebellar
~| PEHO-like syndrome

~| PCH1A: pontocerebella
~| PCH3: pontocerebellar
~| Microcephaly, postnata

JE28E
deladdell

Database
Search File
Home | Help

e ekl

~|_Galactosialidosis syndr

Summary | Note |

Tip: GEMER images: Cerebellar hypoplasia, VLDLR-associated

Tip: iews: VLDLR iated Cerebellar omim

Gene variants: Show the 1 VLDLR variant ined reliably

VLDLR biallelic gene severity score 4 g0 for i

2Zyqosity
Variant severity score and sequence chrPosition effect 3 M F fr
 Repo. [ MM_003383.301249 1255deITACAAGT frameshift 100 s0 50
= variants that could contribute to bialllic severity
Red= affected individuals; Black = unaffected; Gray = unknown

Hover over 2ygosity numbers for depth and quality i it i resources

Ballelic variant severity score of 4 assigned to variant NM_003383.3:1249_125 5delTACAAGT at chromosomal lacation chr9:2643480.
4 Base score (bialllic) for frameshift.
+2 from Pathogenicity database score.

Incidental (or discovery) genes

Interpreter sets preferences for genes to report (ACMG or more), who to examine (proband, trio...),
whether only to report childhood onset and for whom to report results

genes
+ Report |GBA monoallelic 3 P Carrier Reportif LP Adult OMIM | PubMed | HGNC
[_J Report. TMIEM216 monoallelic 4 P Carrier  Reportif LP Adult OMIM | PubMed | HGNC
(] Report TMEM216 monoallelic 4 M Carrier  Reportif LP Adult OMIM | PubMed | HGNC
[} Report. TMEM216 monoallelic 4 F Carrier Reportif LP Adult OMIM | PubMed | HGNC

Purple= selected individual

GBA monoallelic gene severity score 3 s

Zyqosity
Variant severity score and sequence chrposition effect P

freql

[
o repo. 3 M asenss s o o o136
Repo. 3 e 0 o o oo
Repo. 3| MMLONISZexbeGI0S3A0EIGSK hrLs0R1E2  missense s o o oo
tere. 3| MMoonz1m) missense s o o oo
teno. 3] MnLony e 0 o o oot

= variants that could contribute to monoalllic severity (incdental)

depth 3 i resources

of3
1 Base score (monaalleli) for missense (vzduzzﬂ from the usual score by one due to frequency > 0.01).
+1 Conservation scores damaging: GERP p!

+1De novo boost.

Confirm the output in the report “cart” and export Genome Report

Genome report: items selected

. Genome See report on

Reason for testing:

Other findings:
Regression (absent)

VLDLR gene mutations (biallelic)

Clear all selections

Incidental in P: GBA gene mutation (monoeallelic)
Zygosity 50 NM_001005741:ex9:c.G1093A:p.E365K

Nystagmus, non-rotary (onset by about 1 month old)
Hyperreflexia (onset by about 6 months old)

Diagnosis 1: VLDLR-related cerebellar hypoplasia

Zygosity 100 NM_003383.3:¢.1249_1255delTACAAGT

Output report

CT or MRI: brainstem atrophy or hypoplasia (present now)

XML report

Report
[13 c a I't”

next page

SimulCon§u]l

Continue

Export to SimulConsult’s standard Genome-Phenome Report
(shown on next page) or xml API to lab’s reporting platform.
Prognosis information about the disease in each diagnosis helps
the provider and patient know what to expect and informs care.



