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e Alamut Visual

— Systeme d’aide a l'interprétation de variations en

génétique humaine / CI|CImU'|'
— Analyse visuelle — Bas débit / visual

 Alamut Batch

— Annotation de variants pour le NGS

— Analyse automatisée — Haut débit / glc?_l_@#-l-
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 Améliorer |la productivité de l'interprétation
de variants

— Convivialité
— Données pertinentes et a jour
— Algorithmes de prédiction reconnus

e Support des bonnes pratiques

e Evoluer avec les avancées techniques et
scientifiques
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Visualization system

Genome
Genes

Transcripts

Mutations

Proteins

Polymorphisms Splicing Effects

Coding Effects

Literature Mining
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. Alamut: MLH1 - Mutl homoiog 1, ealon cancer, nonpolyposis type 2 (E. cof)
File Edit View Web Mutations Tools Help

Qb“""'“ikllg“g S [0 # % (@ [vewoet -[Botemng] o wx 2 oae YL
MLH1 - MutL homolog 1, colon cancer, nonpoly type 2 (E. coli) | GRCh37 (Chr 3)

e

Overgigee o Transeript NA_000249.3
H ' 4 \ o \ ' \ \ 4 8 4 ) ' L ('

T CTGGCGCCAAAAT GTCGTTCGT GGCAGGGGT TATTCGGCGGCT GGACGAGACAGT GGT GAACCGCAT CGCGGCGGGGGAAGT T ATCCAGCGGCCAGCT AAT GCTAT CAAAGAGAT GAT T GAGAACT GGT ACGGAGGG)
AGACCGCGGT TTTACAGCAAGCACCGT CCCCAAT AAGCCGCCGACCT GCTCTGT CACCACTTGGCGT AGCGCCGCCCCCTTCAATAGGT CGCCGGT CGATTACGATAGTTTCTCTACTAACT CTTGACCATGCCTCCC|
¥ Nucleotide Conservation

¥ Genome - chr3:37,035,027-37,035,165 (GRCh37) - 139 bps. -

¥ NM_000249. 3: Homo sapiens mutl homolog 1, colon cancer, nonpolyposis type 2 (E. coli) (MLH1), transcript variant 1, mRNA.
Del/belr
o B

5 8
rm GCCAAAAY SIcerr CGTGGCAGGGG‘I TanSscccect GGACGAGACAGTGGT GAACCG:M ch CGGGGGAAG" Y A Gcr AL CAAAGAGAY SaT GAGAACT GGT ACGGAGGG]

v SNPs, Other Polymorphisms and SwissProt Variants
TCTGGCGCCAAAAT GTCGTTCGT GGCAGGGGT TATTCGGCGGLT GGACGABACAGT/SGT GAACCGCAI .ym IGGAAGTTATC ;AscccccAGcvnrgvncmmmqmmucvssr ACGGAGGG

A A T|Exon1 AGT  TC T T 16
T

v Human Gene Mutation Database (HGMD® Professional
Del/Detins [] Sl o
Subst ma I ED IID" LI -] Ooe m

1Y B GCCAARAT GTCGT T COTGGCAGGGGT T ATT CGGCGGLT GGACORGACAGTIGT GAACCGCAT CGCGGCGGGGGAAGTT AT CCAGCGGCCAGCT ART GCT AT CAAAGAGAT GAT T GAGAACT GGT ACGGAGGG]

» Protein Domains U
¥ Orthologues (Source: Ensembl)

Human NN ¥ T \ a 1 Mo 3
Chimp M s F V A v T v a Mo c
Rat M A F V A v T v a . ~M o 13
Mouse MoAF oV oA v 1 v a / Mo o
M S LV A v T 4 a L Interactive
Chicken M oA L v oafSly A v a ' Mol E——fosomeers . (4]}
Frog MOA = T ¥ a 1 Mo c =)

)

[
A

[Alamut v. 199 rev. 2

Gene Browser

Nomenclature Consistent Display

Missense Scoring Intuitive Navigation

and Interactions

Dynamic Zooming

BAM Viewer




3

N
inferactive
biosoftware

Architecture

Alamut

Workstation

=

Private
Data

Mars 2015

= ,"

Internet
|

Real Time

—_—

IBS Servers

&3

Integration

NCBI

UCSC

Ensembl

UniProt

PubMed



f 3_’3' Alamut: MLHL - Muil homolog 1, celon cancer, nonpelyposis type 2 (E. coli) M @Elgw
Application  Edit  View Web Mutations Tools Folders Shortcuts  Help o
Iﬁ ) .a g \jl * Al O [ Transcript ~ H Exan Naming ~ ] el 2 usc B omm oo U 6o to: [chr3:37050315, MLHLic,464T>G, rs63750891, NM_000249.3, Help... | 'é)
MLH1 - MutL homolog 1, colon cancer, nonpolyposis type 2 (E. coli) | GRCh37 (Chr 3) | Hints and Tips
Overview of Transcript NM_000249.3 : — LT — - — — : —
e N N SR
1 2 3 4 5 6 8 9 10 11 12 13 14 15 15115 1‘?
¥ Genome - chr3:37,053,473-37,053,619 (GRCh37) - 147 bps -
|70 37053480 370534590 37053500 37053510 37053520 37053530 37053540 37053550 37053560 37053570 37053580
CCTTGTGTCTTCTGCTGTTTGTTTAT CAGCAAGGAGAGACAGT AGCT GATGTTAGGACACTACCCAATGCCTCARCCGTGGACAATATTCGCT CCAT CTTTGGAAATGCTGTTAGT Ref. G e n O m e
BGAACACAGAAGACGACAAACALMATAGTCGTT CCTCTCTGT CATCGACT ACAAT CCTGTGATGGGTT ACGGAGTTGGCACCTGTTAT AAGCGAGGT AGAAACCTTT ACGACAAT CAG
¥ Nucleotide Conservation 2'5}
SRS T || (0 I (1T P (W ,
I | Conservation
¥ NM_000249.3: Homo sapiens mutL homolog 1, colon cancer, nonpolyposis type 2 (E. coli) (MLH1), transcript variant 1, mRNA. @ ?E’:}
Del/Delins
Subst
Ins/Dup c.589-2 c.589-10 c.589 c.600 c.610 c.620 c.630 c.640 c.650 c.660 C.670 c.673
-CTTGTGTCTTCTGCT GTTTGTTTATCAGCAAGGAGAGACAGTAGCTGATGTTAGGACACTACCCAATGCCT ACCGTGGACAATATTCGCTCCAT CTTTGGAAATGCTGTTAGT Ref tra nscri tS
157 2 21 >
¥ dbSNP Short Variations | SwissProt Variants @ {5}
FCTTGTGTCTTCTGETGTTTGTTTAT CAGCAAGGAGAGACAGT AGCTGATGTTAGGACACTACCCAATGCCT QAACCGT GGACAATATTCGCT CCAT CTTTGGAALAT GCTGTTAGTCG d bS N P
K L] K ] ¢ A G 6 TA 6 6T c
= 6 . .
variations
197 2l 205 2 215 22 225 22
¥ Exome Sequencing Project (ESP) Variants @ . .
CCTTGTGTCTTCTGCTGTTTGTTTAT CAGCAAGGAGAGACAGTAGCTGATGTTAGGACACTACCCAATGCCTOARCCGT GGACAATATTCGCT CCAT CTTTGGAAATGCTGTTAGT ES P Va rl at I O n S
G A T G G TA G
197 2l 205 2 215 22 2 22
¥ Human Gene Mutation Database (HGMD® Professional
Zeifoeins e i B HGMD
Su;st ] m ] O oo
Ins/D .
Zé}TTg?GTCTTCTGCT GTTTGTTTAT CAGCAAGGAGAGACAGTAGCTGATGTTAGGACACTACCCAATGCCTCMACCET GGACAATATT CGCT CCAT CTTTGGA%GCTGTT% m utatlons
gﬂﬂﬂﬂﬂﬂﬂ?ﬂﬂﬁ& IEII!IIIIiI-IIIIﬂ "
197 2l 205 2 22
¥ Protein Domains .
DNA mismatch repair protein, C-terminal [
ATPase-like, ATP-binding domain ( P rOteI n
-DNA mismatch repair protein, N-terminal N d O m a i n S
¥ Orthologues (Source: Interactive Biosoftware
Human a E T ¥V A D V R L P N A §|T Vv D 5 1 F NoOA W R
Chimp a E T ¥V A D V R L P N A §|T Vv D 5 1 F NoOA W R
Mouse a E T v 5 D V R L P N A T|T ¥V D 5 ] F N A V¥ R
Rat a E T ¥V 5 D V R L P N A T[T Vv D 5 1 F NoOA W
Cow a E T V A D V R L P N A T[T v D s 1 F NA VW OrthOIOgues
Horse a E T VvV A D V R L P N A T|T ¥V D s ] F N A V¥
African clawed frog a E T M A D V R L 5 N A T[T Vv D T Vv [F NoOA W R -
Zebrafish a E M ¥V A D V K L P N A 5|V L D VvV VvV F v A v R
(«] ] €10
) —— &
| 2012 interactive Biosoftware - Alamut v. 2.2 rev. 1 - 64-bit|
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Missense Predictions
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.
¢ Variant NM_000249.3(MLH1}:c.739T>G [Unsaved]

Variant Occurrences

Variant Features

Known Variations

oDMA:  Chr3{GRCh38):g. 37014493T =G

dbSNP:  rs53750948 [] 1000 Genomes  [¥] validated [ Suspect

OMA:  NM_000249.3(MLH1):c. 739T =G

Minor Allele: Freq: Count: Clin. signif.: vided,pathogenic Fregs

Location: Exon 9

Type: Substitution

ExAC: ALL:G=0.01%-AFR.:0.00%-AMR.:0.00%-EAS:0.00%-5A5:0.00%-NFE:0. 01%-FIN:0.00%

EsP: | ESP Report |
Coding Effect:  Missense —
GallL: HGVD: | &2 |
s aafan | p.Ser247Ala —
HGMD: Phenotype: |£|

Classification: [5C1asses v] ClinVar: [RCVO0D114847.1
Class: (Class 3-Unknown pathogenict v |  |PubMed Extracts| | LsDBLst | [ Low Google

Pathogenicity class iz NOT automatically computed

Comment:

2 Fredictions
oke Manuallly Automatically computed

Report and Export

‘& Align GVGD... Class €0 (GV: 57.75 - GD: 49.44)

Q SIFT... Deleterious (score: 0.02)
9 MutationTaster... | Disease causing (p-value: 1)
‘& PolyPhen-2...

& KD,

Splicing Predictions

Summary | | Exportto: | [Tab

- ] Check predictions in the Splicing Window: ,,S.ﬁr"ﬂ:ﬂ l

Save | Cancel

[ERRS)
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b f }j,' Splicing Effects M Elﬂlgw
_— Ly
8 o 35 % 7 w ®© o
Show Caption | ESE Predictions  Hilight Differences  Options ~ Report  Copy Snapshot  Information and Help  Close Window
MM_000249, 3(MLH1):c. 677 +5G =A - [c.589-7 (Intron 7) - c.677+105 (Intron 8)]
SpliceSiteFinder-like | [0-100] Is.s (<]
MaxEntScan [0-12] .2
NNSPLICE 5 ! 0-1] Jwo
GeneSplicer [0-15]
Human Splicing Finder | [0-100] [ | 1 B4.5 Esis [}
650 GGa 677 677+10 677+20 67 7+30 G77+40
Reference Sequence ATTCGCTCCATCTTTGGAAAT GC'I%TT AGT CG‘ET AT ET CGATAACCTATATAAAAAAATCTTTTACATTTATTATCTTGGET
SpliceSiteFinder-like | [0-100]
MaxEntScan [0-16]
NNSPLICE 3 ! [0-1]
GeneSplicer [0-15]
Human Splicing Finder | [0-100] I
Branch Points :Ellj—ll:lo] . ey 0 - 08 O 0 opoeoss 0o 0 0
SpliceSiteFinder-like | [0-100]
MaxEntScan [0-12] 4
NNSPLICE 5 ! [0-1]
GeneSplicer [0-15]
Human Splicing Finder | [0-100] [ | | | ke, [}
650 660 677 677 +10 677 +20 677+30 67 7+40
Mutated Sequence ATTCGCTCCATCTTTGGAAAT GC'IETT AGT CG‘ET AT ET CGATAACCTATATAAAAAAATCTTTTACATTTATTATCTTGGET
SpliceSiteFinder-like | [0-100] L]
MaxEntScan [0-16] |
NNSPLICE 3 ! [0-1] N
GeneSplicer [0-15]
Human Splicing Finder | [0-100] i interactive
Branch Points jEIIJ-ll:ID] . oen ! 00 0 =0 0 0 opoooed I [| piogoftware @

]

Splicing Predictions

L

[«

| | ()

Vi
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=== % Alamut: MLH1 - MutL hemalog 1, celon cancer, nenpelyposis type 2 {E. celi)

Application Edit View Web Mutations Tools Folders Shortcuts Help

E % w ﬂ”}&TG‘ S Djl % % ﬁ | Transcript  ~ |Exon Maming ~ | el B usc D omm L5 l{,','.ﬂ,t

Go to: | chr4:69057688

@

MLH1 - MutL homolog 1, colon cancer, nonpolyposis type 2 (E. coli) | GRCh37 (Chr 3)

‘ # | Hints and Tips |

Overview of Transcript NM_000249.3
i.'a:u‘ I;..a.a( I‘_...‘l\.-u" I‘_.."'\.-z

2104

i

1l 39| riill

572l |dsz

¥4 BAM Alignment (T3.bam) @ {?} V| Targets  |v| Coverage |v| Reads

Targets (exons) I

Max Coverage: 116x

I 11§

¥4 1 dbSNP Short Variations | SwissProt Variants (1) 53

L1 R |||'{"||"|'|'| AR 11|
: oo ;.

—
[ ]
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Base de
Données

Moteu
‘apnotation

4 Ao LSS - ML nemisog 1 i cancer, norphypeds g 2 [ €08

Lpplicstion Edtion Atichage Web Mutations Outls Demiers Rsceourcs ide

BOQSSEEE O ® Y G [ o] o B oo e em R, Mokl e o e @
ML - Muel homolag 1, colon cancer, nanpalyposis type 2 (€. calf) | GRCh37 (Che 3) & [ amen.
e
VLA, P, o - i il -ﬁ i

¥ Génome - che 3:37.009.982-37.090.126 (GRCh17) - 143 bps

v Nariants dbSNP | Fausx-sens Swissprat () (0

CCCTTGTCCTTTTTCET GCAAGCAGGAAGGGAACCT GATT GGATT ACCCCTTCTGATT GAC AACT AT GTGL|

CCTTT GGAGGGACT GECT ATCTTCATTCT TCGACT AGCCACT GAGGT CAGT GAT CAAGCAGAT ACTAAGC
GGAAACCT CCCT GACGGAT AGAAGT ANGAAGCT GATCGGT GACT CCAGT CACT AGTTCGT CTAT GAT TCG

yscript voriant 1, mRNA. () ¢

5AGGEACT BE

ccrir

CTTQTCCTTTTTCCTOCA AGEAGEAAGOBAACET
A 66 CK

ju-ﬁms Exome Sequencing Project (£57) () 152
“

CCTTT6GAGgRACT BCCT AT CTT CAT €T TEGACT AGCCACT GAGGT CAGT GATCAAGCAGAT ACTARGC
o 1 se 7 €

£
i

62052 bderacive Busofwane - Aarut v. 23rew. RC3 - 364
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Moteu
d’apnotation

i ML - Mt nermiog 1, ek canesr, norpetyps e 2 (£ 208

Givion Afichage Web Musatons Ouis Dusiers Raccowes e
T & O % % @ [swn Jambmsmn ] e % o e om S Mew[a .
‘MLH1 - MutL hemolag 1, colon cancer, nanpalypesis type 2 (E. coli) | GRCh37 (Chr 3) A savse.

¥ Genome - chr3:37.009.982-31.090.126 (GRCh37) -
CCCTTGTCCTTTTTCET GCAAGEAGGAAGGGAACCT GATT GGA
|GGGAACAGGARARAGGATGT TCGT CCTTCCCTTGRACT ARCCT AAT! f

ot ot ©
Il Il

¥ Variants dbSHP | Faux-sens SwissProt () (03
C1TGTCCTTTTT CCT GOARGTAGGARGGGAACET

¥ Variants Exome Seq
<
5 2052 bderacive Busofware - At v. 231w ARG

Base de
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Positionnement

DNA Reads Variants Mutations
: Variant : N Interpretation
Sequencer Alignment Detection Annotation Filtering R
. i g olomu’r // %lgtrjrguT /zolomu’r
: | 1 C] C | V|SUC| :
< > € h>
: BWA : R
1 ( > 1 1
| GATK < . . : >
i o Cartagenia !
< > >
SeqNext (JSI) : EVA |
NextGene (SoftGenetics) € : : >
' Ingenuity
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alamut
batch Concepts

Raw variants (VCF)

Chr3:g.37090029C>A
Chr5:2.68876554del
Chr7:8.3962135A>T
Chr13:2.723693insGT

Database

Annotated variants

N
MLH1 NM_000249.3 c.1918C>A p.Pro640Thr rs63749792 0.003

MLH1 NM_001167617.1 c.1624C>A p.Pro542Thr rs63749792 0.003
MLH1 NM_001167618.1 c.1195C>A p.Pro399Thr rs63749792 0.003

Mars 2015




“ Annotations fournies
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* Gene(s), transcrit(s), protéine(s)
* Conservation
* Variant: type, localisation, effet

* Fréq alléliques: dbSNP, 1000g, ESP, EXAC, ClinVar, HGMD,
COSMIC

* Protéine/AA: domaines, conservation, scores physico-
chimiques

* Faux-sens: Align GVGD, SIFT, MAPP

e Epissage: site naturel le + proche, voisinage du variant

~160 champs

Mars 2015



Exemple de sortie

A

W00~ O | e

MMM Al iR
NI—'O\DDOHU\G-D-WNI—'O

23
24
25

26

4 4 » v| Sheetl - Sheetz - Sheet3 - ¥J

B C D E F G H I J K L M N o} P a R 5 T
id |E| gene Bgenelda chrom Btranscr@ proteirB varTypa coding@ varLocE asseml:la gDNAs@ gDNAeBgNome@ cDNAs@ cDNAeB cNomeE| pNomelz| aItJJNE| exon B intron |E| omi
NM_0000: NP_00002 substituth missense exon

id13148
id13155
id13165
id13167
id13169
id13170
id13171
id3239

id5543

id3544

id12343
id12356
id10704
id11338
id11342
id11344
id10909
id10527
id10676
id11264
id11265
idBas2

id6248

id6255

id6256

ABCDL
ABCD1
ABCD1
ABCDL
ABCD1
ABCD1
ABCD1
ACE2
ACOTS
ACOTS
AFF2
AFF2
AGTR2
AIFM1
AIFM1
AIFM1
AKAP14
AMMECR]
AMOT
APLN
APLN
AR
ARAF
ARAF
ARAF

61 X
61 X
61 X
61 X
61 X
61 X
61 X
13557 X
17152 X
17152 X
3776 X
3776 X
338 X
8768 X
8768 X
8768 X
24061 X
467 X
17810 X
16665 X
16665 X
644 X
646 X
646 X
646 X

h

NM_0000: NP_00002 substitution
NM_0000: NP_00002 substitution
NM_0000: NP_00002 substitution
NM_0000: NP_00002 substitution
NM_0000: NP_00002 substitution
NM_0000: NP_00002 substitution
MNM_0218( NP_06857 substitution
NM_0010: NP_00103 substitution
NM_0010: NP_00103 substitution
NM_0020: NP_00201 substitution
NM_0020: NP_00201 substitution
NM_0006¢ NP_00067 substitution
NM_0042( NP_00419 substitution
NM_0042( NP_00419 substitution

intron
3'UTR
3'UTR
3'UTR
3'UTR
3'UTR
intron
intron
intron
intron
intron
3'UTR
intron
intron

NM_0042( NP_00419 substitutih synonymc exon

NM_17881 NP_84892 substitution
NM_0153¢ NP_05618 substitution
NM_1332¢ NP_57357 substitution
MNM_01741 NP_05910 substitution
NM_01741 NP_05910 substitution
NM_0000< NP_00003 substitution
NM_00165 MP_00164 substitution
NM_00165 NP_00164 substitution
MM 00165 NP 00164 substitution

intron
3'UTR
3'UTR
3'UTR
3'UTR
intron
intron
intron
intron

NCBI36
NCBI36
NCBI26
NCBI36
NCBI36
NCBI26
MNCBI36
NCBI36
NCBI36
MNCBI36
NCBIZ6
NCBI36
MNCBI36
NCBIZ6
NCBI36
MNCBI36
NCBI36
NCBI3G6
MNCBI36
NCBI36
NCBI36
MNCBI36
NCBI36
NCBI36
NCBI36

1.53E+08
1.53E+08
1.53E+08
1.53E+08
1.53E+08
1.53E+08
1.53E+03
15517571
23633182
23633305
1.43E+08
1.43E+08
1.15E+03
1.29E+08
1.29E+08
1.29E+03
1.19E+08
1.09E+08
1.12E+03
1.29E+08
1.29e+08
66858322
47309559
47315401
47315615

1.53E+08 g.1526558 1463
1.53E+08 g.1526621 1992-32
1.53E+08 g.1526629 *530
1.53E+08 g.1526632 *870
1.53E+08 g.1526632 *901
1.53E+08 g.1526632 *903
1.53E+08 g.1526633 *948
15517571 g.1551757 584-71
23633182 g.2363318 1020-64
23633305 g.2363330 1020-187
1.48E+08 2.1476992 1086+114
1.48E+08 g.1473700 3623+57
1.15E+08 g.1152197 *1103
1.29E+08 2.1290976 1305+40
1.29E+08 g2.1291073 606-104
1.29E+08 g2.1291112 273
1.19E+08 g.1189380 494+75
1.09E+08 g.1093262 *2114
1.12E+08 g.1113083 *146
1.29E+08 g.1286091 *384
1.29E+08 g.1286095 *36
66858322 g.6685832 2319-73
47309559 2.4730955 459-36
47315401 g.4731540 1686+46
47315615 2.4731561 1687-51

1463 €.1463T>G p.Val483G p.Valdassag

1992-32
*530
*870
*301
*303
*348
384-71
1020-64
1020-187
1086+114
3623+57
*1103
1305+40
606-104
273
494+75
*2114
*146
*384
*36
2319-78
459-36
1686+46
1687-51

Mars 2015

€.1992-32(p.?
c.*530G=Ap.?
C.*870G>T p.?
C.*301G=Ap.7
C.*903G=Ap.?
C.*948C=T p.?
€.584-71Ap.7
c.1020-644 p.?
€.1020-18:p.7
c.1086+11: p.?
€.3623+571p.?
. *1103G>p.?
€.1305+401p.7
c.606-104( p.?
C.273T=C p.=
c.494475C p.?
c.*2114A>p.?
€. *146C>Gp.?
C.*3BAG=Ap.?
C.*36G=T p.?
€.2319-781p.7
€.453-36C: p.?
¢.1686+46, p.?
€.1687-51(p.7

3
10
10
10
10
10
10

5
14
14

4
19

3
12

= =
Ehaowwhaawa

9

13
13

19

12

GG uwuw

WO W W W W W W

WO W W W W W W W W W W W W




Parametres

M

1 ou n transcrits

+ prédictions de faux-sens

+ prédictions d’épissage

Genes d’intérét

Régions d’intérét

Intégration d’annotations externes
Extraction d’annotations VCF (ex: génotypes)

ars 2015



Interface

P
/" Alamut-Batch-UI - Version 1.4.0 u_lm'}
=
4 Alamut-Batch-UI - Version 1.4.0 u_lwlw

il c ' Y
Fles | Amotation | Output (b Alamut-Bateh-Ul - Version 1.4.0 =
Input | Files | Annotation | Output
Input variant file:  C:/Users andre Desktop inputFie. et Assembly: (00 NCBI35/hg13 @ GRCh37/hg1d () GRCh33/hg3d
Strand: @ Forward () Reverse (O Per variant [7] output annotated variants anly
Cutput .
Annotate variants on all transcripts (otherwise use longest transcript) Output empty values as:
Annotation file: C:/Usersfandre/Desktop/ann. txt [ Annotate on specified transcript only VCF
Failed variants file: | Ci/Users/andre/Desktop/unann. txt [7] Compute missense predictions (slawer) [T output vCF QUALty field
Cntion Fil [ Compute NNSPLICE predictions (slower) [ Output VCF FILTER field
ption Files
[ compute GeneSplicer predictions {slower) Output VCF INFOrmation fields: =.q. DP AF AA
Transcript fle: |:| Ignare input errors (proceed even if input file has invalid entries) Output VCF genotype fields: e.0. GTACGQ
Genes of interest file: Exon numbering: @ Simple ) Custom
Regions of interest file: Splice site intronic range: 0
External annotation file:
[ ro |

License valid until 31/05/2015 E
Connected to a-ht.interactive-biosoftware.com -
License valid until 31/05/2015 _ODU‘"‘IS- - -m

Connected to a-ht.interactive-biosoftware.com
Licenze valid until 31,/05/2015
Connected to a-ht.interactive-biosoftware.com
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Lighe de commande

Mars 2015

alamut-batch

[--help]

[--listgenes <output file name> NCBI36|GRCh37|GRCh38]

--in <variant file name>

--ann <annotation file name>

--unann <unannotated log file name>

[--from <n>] (start annotating from the nth variant)

[--to <n>] (annotate up to the nth variant)

[--assbly NCBI36|GRCh37|GRCh38] (default: GRCh37)

[--strand 1|-1]|0] (default: 1; @: per variant - not applicable to VCF

input)
[--alltrans] (annotate variants on all transcripts)
[--spectrans] (annotate variants only on specified per-variant
Transcripts - not applicable to VCF input)
[--translist <transcript file name>] (annotate variants only on listed
preferred transcripts)

[--glist <gene list file name>] (list of genes of interest)

[--roilist <ROI list BED file name>] (list of regions of interest)

[--nomispred] (no missense predictions; faster)

[--nonnsplice] (no NNSPLICE predictions; faster)

[--nogenesplicer] (no GeneSplicer predictions; faster)

[--ignoreInputErrors] (proceed even if input has incorrect entries)

[--exonnums simple|custom] (default: simple)

[--ssIntronicRange <n>] (set varLocation as ‘'splice site' if variant is

intronic and within this range)

[--extAnnFile <external annotation file name>] (include additional
annotations from external file)

[--outputannonly] (output only annotated variants in annotation output)

[--outputVCFQuality]

[--outputVCFFilter]

[--outputVCFInfo ID ... ID]

[--outputVCFGenotypeData ID ... ID]

[--outputEmptyValuesAs <value>] (e.g. NULL)

[--hgmdUser <HGMD Pro user name>]

[--hgmdPasswd <HGMD Pro password>]

[--proxyserver <proxy server name>]

[--proxyport <proxy server port number>]

[--proxyuser <proxy user login>]

[--proxypasswd <proxy password>]

[--processes <#processes>] (Standalone version only)



Architecture : 2 versions

e Client/Serveur
— Base de données distante
— Annotation locale
— Performance modeste

e Standalone
— Base de données locale
— Annotation locale
— Performance élevée
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Exemples de deébits

* Ordinateur standard — version client/serveur
— Avec prédictions: ~4000 variants/h
— Sans prédictions: ~10.000 variants/h

* Ordinateur puissant — version standalone

— Avec prédictions: ~15.000 variants/h
— Sans prédictions: ~100.000 variants/h

* Processus hautement parallélisable
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alamut

focus  Filtrage de variants annotés

Application Veriants Fiter Project View Help

Menu and Commands

B OB (o la BEE S8 o
Dlriome X | ®testpoject X | 5 NM_001145636, 1 Ohw (GRChIT)o0.45150 Data tab
General | Gene | Consequence | Population Frequmncy | StfyDesn | CustomFlier | View Filter Panel P sonmary
+ Globals
Description Inheritance Mode Vaiants 219355024
= Filter
Variant File _ Qualification  Affected ¥/ De tovo &l Chrormosomes
DNCO3T allcheatamua-bateh tet Fathes - M ’:PE"'S;“:‘“”
DHCO036 allche.slamust-batch it Mather - Alle=1
DNCOO allchealamus-batch bt Studycase  ~ - DBSNP
MAF <=1
* Coding Effect
Mussense
= lIn Silieo Prediction
- SFT
Deleterious
 Sources
(DNC0037.allchr.alamut-batch bt
(DNC0036.allchr.alamut-bateh bt
DNCO0GE.allchralamut-batch

3 Gene/Transcript View . . . ’
chiomesenme pos_stat pos_end seq_ref annctation_ type gene geneld transcrpt strand [proten Uripret varType codingEffect varLecation assembly gONAstan gOMAend =
1 21099952 21099352 G T slamut_batch  HP1EP3 w373 NMDI6E73 -1 NP_057371.2 QE55 substitution missense exon GRCh37 0eas? 21099552 Chil
1 25944761 25344761 G T alamut_batch MANICL 19080 MM _020379.2 1 NP_DE5112.1 QENR34 substitution migsense en GRCh3? 25344761 2554761 Chel
1 26608843 2608843 G T slamut_bateh  UBXNIL 30600 HM_ 0010772621 -1 NP_001070730.1 substitution Lt en GRCH3? 505843 HoE06343 Chel
1 26608843 2606543 G T slamut_batch  UBXM11 30600 NM1B30082 -1 NP_E32120.2 Qs substitution missense exon GRCh37 6605343 606843 Chil
1 26608843 26608843 G T alamut_batch UBXMI1 30600 WM _145345.2 -1 NP_663320.2 substituticn migsense en GRCh3? WHUERL3 2608843 Chel
1 38118593 Bnssas G T slamut_batch  EPHALD 12987 NM 0010994301 -1 NP 00109291 QSIZV3 substitution Lt on GRCH3? |n8593 3BH8%93 Chel
1 45190324 3% v B e slamut_batch  Clodf22 ETETL] NM_D011456361 1 NP_OUI131081  QEPIVS substitution missense exon GRCh37 45190324 45190324 Chil
1 T513987 Tsungy |4 P - slamut batch  ERICHE 15345 NM 0010029124 -4 NP_OI0029124  QSRHPY substitution  missense exen GRCHIT 5139187 75139187 chel
1 7025697 87028897 | (I Hide column slamut_batch  CLCA4 8 NMOIAZ®S 1 NPO362602  QuCNZ substitution missense excn GRCKI? 25T 702857 Chi
1 110026628 110026628 (45 Refresh slamut_batch  ATANTL2 =13 NM153304 1 NP_639171.3 QETECS substitution missense exon GRCh37 110026628 110026628 Chil
1 111968024 alamut_batch V6P 851 MM _002557.3 -1 NP_002548.3 Qxs substituticn migsense en GRCh3? 11965024 111568024 Chel
1 120934573 slamut_bateh  FCGRIB 14 NM_ 0010179863 -1 NP_ 0010179660 QOM63T substitution Lt on GRCH3? 120934573 120934573 Chel
1 145281633 14521633 C A alamut_batch HOTCHZML 31862 NM_ 2034383 1 NP_982283.2 Qo substitution missense exon GRCh37 145281633 145281633 Chil
1 152186178 152186178 G A alamut_batch HENR 0846 NI 00100599311 -1 NP_OD100S9311  QEEYZ3 substitution migsense en GRCh3? 152186178 152186178 Chel
1 161040668 161040668 < T slamut_batch  PVRLA 19688 HM_030916.2 - NP_112178.2 CRENYE substitution Lt on GRCH3? 161049568 161040668 Chel
1 161642774 161642774 T G slamut_batch  FOGRZE *18 NMOM00LA 1 NP_0033923 PI1904 substitution missense exon GRCh37 161642774 161642774 Chil
1 161642774 161642774 T G alamut_batch FCGRIB 18 NI 0010022742 1 NP_001002274.1 substituticn missense excn GRCh3? 161642774 161642774 Chel
1 161642774 161642774 T G alamut_batch FCGRIB 3618 HM_ 0011008281 1 NP_001177757.1 substitution missense en GRCH3? 16164274 161642774 Chel
1 161642774 161642774 T G slamut_batch  FOGRZE *18 NM_D010022752 1 NP_001002275.1 substitution missense exon GRCh37 161642774 161642774 Chil
1 161642774 161642774 T G alamut_batch FCGRIB 18 NM_ 0010022732 1 NP_001002273.1 substituticn missense excn GRCh3? 161642774 161642774 Chel
1 197141314 15T14514 G A slamut_bateh  ZETE4L 4819 HM_194314.2 - NP_919290.2 Lriiile ) substitution Lt on GRCH3? 187141314 157141314 Chel
1 215960153 215660153 T [ alamut_batch USH2A 12801 NI _206933.2 -1 NP_295815.2 OT54S substitution missense exon GRCh3T 215960153 215560053 Chd >
. 0
Page[1 |tz v |[w V' Number of fnes: 100~ Variants Table Displaying 1 - 10 of 219 (355024)
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Batch — Visual

- %4/ Adamt MLML - Mutl nomolog 1. colon cancer, nanpelypeds type 2 [ cof) . N . X
Web | Mutations | Tools Folders  Shortcuts  Help ohoton Giton Mge W Wt Ol Do S e
sasEREs 0 #x T NARTET]  cf B o 2 w0 W ke k050500 M TG, TSI 000,
Vue i!ne’fa_le ‘du tronscrit NM_000Z49.3

t b Y: PE-IN i i i & e e
t— 1 (2 3 (@) (5) (6} (8} ()l W0}l 12 B 147015,

1 ‘ % Mew Mutation... Ctrl+ M - u.m-mww.om ancer mmnam:.hmcm:

= View mutation List... Cirl+L | e e
. = l .1 |GG 6AACAGEARAAAGGAL BT TCATCETT CECTTGAACT AACCT AATGGGGAAGACT AACT GT TGAT ACACGBRGGAAACCT CCCT GACGGAT AGAAGT AAGA AGCT GATC GATGACT CCAGT CACT AGTTCGT CTAT GATT CG
Import mutations... Ctrl+I OE i —— i

Ll ceegreeeow oty ool I LR ol e 00 o0 0o BGERGHLO0O R LT II|IIIIIII|_..._ .

O

Export internal matations...  Ctrl+E

0 000243.3: mutl homalog 1, colon s type 2 (E. coli) (WLH1), tragstript variant 1, maa, () (2
= .
o
B F}D (n ] L e CCCTTBTCCT 1111 CETGEAAGEAGGARGEBRACE T G2 G GGG LT G CLAT LT C AT 1CT CGACT AGCTACTGAGET CAGT GAT CAAGCAGAT ACT AAGE
3 =3 540 65 N ]
| ¥ Varlants dbSHP | Faux-sens SwissProt () (57

o

Export to Café Varicme... T AT GAT T GOAT AT TG GAT T GACARCTATGTGCECET T GGAGGEACT GCCTATCTTCAT LT ACT AGCCACT GAGGT CAGT GATCAAGEAGATACT ARG/
[] NoGGoH K GE 6 W v [

2 it '

G0}

i

-
E i

Delete all internal mutations...

0,246- ) External Mutations... [ b Ernancie i €10 8
1260 - 0 » — 8

[CTT CATTGCAGAAAGAGACAT CGGGAAGATTCTC -

[ 53 Uiste de résultats [ER=
copier coller cee oo |

ABCAL i chrl (GRCh37):9.94496601C> A

Il e | "ld lw e | ¢ | sa ly CERKL chi2(GRCh3T):q. 18243084845 C
ne enel om transcript stran
17 :ew i u 1NM oo::saz B — APLL chil7(GRCh37):9.6331702T=A
- =
49 CERKL 21699 2/NM_201548.4 - CNGB3 chrB(GRCh37):q 87660100T>C
37 AlP11 359 17/NM_014336.3 - | GUCY2D chrl7(GRCh37):9.7917279T> A
58 CNGB3 2153 8/NM_019098.4 -

s Ry || [kenwz chi9(GRCh3T):q 2719046 T> A
= xcucvlmz 195“89: e er &:|Fhr1:0.94486601C=A chr2:q. 182430848A >C chr17| @ ‘} RPGR chiX(GRCH3T: g 2814208T> A
178 RPGR 10295 X NM_000328.2 - ‘ a [m 1/ RPGRIPL chrl4(GRCh37):g.21769193C> A
;: ::G'“p‘ ::‘723: ‘: ::—:x:: * SEMALA chrl (GRCh37):q 156146546 C> T

MAJA .3+
o F e 12]NM_002905.3 [+ ROHS chr12(GRCh37):9.56117809T>G

o
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Caracteres distinctifs

Orientation clinique (humaine)
— RefSeq, RefSeqGene, LRG
— Nomenclature HGVS

Prédictions d’épissage

— Jonction proximale

— Voisinage

Cohérence avec Alamut Visual
Produit commercial
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Utilisation

e 45 |aboratoires

* VaRank: a simple and powerful tool for ranking

genetic variants

Geoffroy V, Pizot C, Redin C, Piton A, Vasli N, Stoetzel C, Blavier A, Laporte J, Muller
J. (2015)
Peer) 3:e796 https://dx.doi.org/10.7717/peerj.796

e A systematic approach to assessing the clinical

significance of genetic variants

Duzkale H, Shen J, McLaughlin H, Alfares A, Kelly MA, Pugh TJ, Funke BH, Rehm HL,
Lebo MS
Clinical Genetics [2013, 84(5):453-463]
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