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Jeno ¥I: «HGMD vs ClinVar» Jleno ®2: «Ho ecTp HIOQHC»
Case M2: «But we have one doubt»

...3HaeTe, BH €IMHCTBEHHHE HA KOI'O f MOT'y MOJNOXUThCA. 9 Kymun 6as3y InaHHHX HGMD 3a 40
000%, MHe oGemand, uTO OHA Kyna Ooyee HanéxHasd, ueM ClinVar, B KOTOpDyl 3aJMBalOT
IaHHHe BCe KOMy He JeHb... Ho MHe KaxeTcs, UTO OHM MEHS MPOCTO-HANpOCTO OOJNAMOMUIH.
[loMmoruTe BHBECTHM MX HAa UMCTybL BOny!

- Mu BaM nomoxem. ...[I03TOMY MH Cpasy I[OHANH, UTO I'Ie-TO 3aKpayach omuOka. OIHAKO yXe Heleyo MH He
...you know, you're the only ones I can rely on. I bought the HGMD database for MOXEeM IIOHATH I'le MMeHHo! [loxarnyiicTa, NOMOT'MTe HaM e€ HalTH...
$40,000, I was promised that it is much more reliable than ClinVar, which everyone - KoHeuHO, BCc& OyneT clenaHo B JyumeM BHIe.

fills with data ... But it seems to me that they simply scammed me. Help bring them
...50 we knew immediately that there had been a mistake somewhere. However, for a

week now we can not understand where exactly! Please help us find it.

Test for distribution of HGMD - 0f course, everything will be done in the best possible way.

healthy population minor
allele frequencies (MAF) in
pathogenic variants (Variants
with MAF>I% benign according
to ACMG criteria)
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HGMD have more pathogenic ) h“
L. . . IR0 . N 1 1 - . | MaTepHaNH pena: MaTepHarH pnena:
varlations than Clintar with acoraecrpeaevocm nrepmanu rene g 4 g+
precent more than I%. => We - BospacT: I4. BospacT: I4.
all sick and nearly died or ClinVar llon: meHCKHil. lon: =meHckwil.
they can’t read. i W CHMITOMH: aMeHopes, BHCOKHil ypOBeHb CHMITOMH: aMeHopes, MOABJEHHEe MYXCKMX BTODHUHHX
- TecTeCcTepoHa. NOJIOBHX NPHU3HAKOB.
low and high frequency pathogenic
variants in Clinvar and HGMD Bs Kapuorun: 46 XY(?!) Kapuorun: 46 XY(?!)
<1% >1% §9 Myrauuu: rexH AR Myrauuu: ren HSDI7B3
HGMD 98.917% 1,083% : 3aknoueHue: Myrauusa B reHe AR crana 3aKNioueHUe: [Be paHee He ONMCAHHHE MYTaluH
g NPHUKMHOZ HEBOCIPHMMUMBOCTDL K NpUBOIAMME K CIBHUT'Y DaMKH
Clinvar 99,883% 0,117%
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Frequency of occurrence of alternative alleles Case materials: Case materials:
Name: *** Name: ***
paduku oTpaxaroLwme pacnpeneneHne natoreHHbIX BapnaHToB Mo . .
nonynaunoHHbIM YaCTOTaM. Age' 14 Age' 14
Graphs reflecting the distribution of pathogenic variants by population Sex: woman Sex: woman
frequencies. symptoms: amenorrhea, increase of symptoms: amenorrhea, sex reversal
testosterone level
. Karyotype: 46 XY(?!)
Tabnuuya MEPEKPLITUSA BAPUAHTOB 3HAUNMOCTM B Clinvar u HGMD. Karyotype: 46 XY(?!) Mutation: HSDI7B3 gene
Sianiticance overlap table in Clinvar and HGMD. Mutation: AR gene Conclusion: Two previously undescribed
ClinVar variant with Conclusion: A mutation in the AI.Q gene comPound—heterozygous frameshift
. . . caused androgen resistance variants
pathogenic | benign | uncertain other
HGDM significance
0
DM? 1599 2749 8010 118 3
Test for how much inconsistencies in significance of variations HGMD have with ClinVar. Marepuans nena: Case materials:
o Kk o XR%k%k
If HGMD resents themself like a very complete database, so they should contain most of Hus: Name:
. . . BospacT: 0 Age: 0
pathogenic variants from ClinVar.
[lon: my=xckoit Sex: man

CHMITOMH: TMIOCNANMA, NPU3HAKKM Iu3aMOpuoreHesa  symptoms: hypospadia, signs of disembryogenesis
909 absolutely benign variants are pathogenic in HGMD, and only 23914 pathogenic

variants out of I9847I ClinVar pathogenic variants are DM. SO that’s seems like not Kapuorun: 46 XY Karyotype: 46 XY
very reliable database. Verdict! No bioinformatics lab needs to buy this database. Myrauuu: ren PTP2C Mutation: PTP2C gene
3aknoueHrMe: LEOPARD SYNDROME Conclusion: LEOPARD SYNDROME

QUALITY CONTROL DEPARTAMENT

OT1aen KOHTPOIA KadecTBA

leno ¥3: «llonospuTenbHHEe 00pPA3IH»
Case MB3: «Suspicious samples»

. ..Uepe3 HEeKOTOpoe BpeMd f Hauay uTo-TO [0N03peBaThb... BYyLTO C IAaHHHMKM CEKBEHHDOBAHHA
JHK, KoTopHe MHe MpHUCNaNK, UTO-TO HEe TaK...
-Mu Bo3bMEMCA 33 3TO Ineno.

...after a while, I began to suspect something... As if something was wrong with the DNA
sequencing data that was sent to me...
- We'll take care of this.

CONTAMINATION CHECK
IIpoBepka koHTaMUHAIIUK

high-contaminated

medium-contaminated
4 low-contaminated
clear
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Pacnipepestenue o anprepHaTUBHOTO e y yucroro obpasua JIHK u obpasuos JIHK ¢ pasnmuunoit oneit npumecu

npyrux JTHK.

Distribution of the proportion of the alternative allele in a pure DNA sample and DNA samples with different proportions of
other DNA impurities.

X,Y CHECK
HPOBepKa TIOJIOBBIX XPOMOCOM

[ons ansre) PHaTMBHOrO annens No NO3nUUSM x v Lons anbTepHaTMBHOro  anniens o nosu 1UMAM
Proportion of alternative allele by position Proportion of alternative allele by position
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