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Global screening array (GSA)
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32,363.370 bp

118424 Run7 WES

BRCA2:c.8167G>C

chr13-32363369 G>C | p.Asp2723His | NM 59.4 | dbSN 293511 | UCSC (2, gnomAD (%
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ol Variant Assessment ® Associated Conditions Publications

Suggested Classification

Benign Likely Benign VUs Likely Pathogenic Pathogenic
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EVIDENCE

Aggregated from public databases using ACMG Guidelines

Functional Studies

</ PS3 Pathogenic Strong:

Well-established functional studies show damaging effect on the gene or gene product

all See Details
Strong

Edit



Sekund8rn2 ng8l ez @

ng§l ez klinicky viznamn® var((Clas®dt)y pa apvaladsggpednonbzn 1Y
v pSedem definovanlch genech nesouvi s éjpezoheduma s
fenotyp probanda (mimo oblastindikace i fenotyp HPOterms, i ndi kovan® genyé
| aboratoS2 reportov§gn

American College of Medical Geneticsand Genomicspu bl i kuj e dogpdruloenz2pr
sekund8rn2ch n8dxewmds &k ke ngedogik 2® m

“, _HHS Public Access
e I/ A

Seznam genT jJ e pravi Authprr@nigeript d O V. § N
Genet Med. Author manuhrlpt avallable in RMC 2024 August 01.

a aktuali zovs8§n na z 8§ Iapgl,slgmﬁmndmgfo,yas Z kK umu

Genet Med. 2023 August ; 25(8): 100866. doi:10. 1016fJ gim.2023.100866.

N e J N o WwW I@jl’ g ze d 0] p or u ! e A&M% SF v3.2 list for reporting of secondary findings in clinical

ACM G S F V3 2 exome and genome sequencing: A policy statement of the
] American College of Medical Genetics and Genomics (ACMG)

David T. Miller!, Kristy Lee2, Noura S. Abul-Husn34, Laura M. Amendola®, Kyle BrothersS,

Wendy K. Chung’, Michael H. Gollob®, Adam S. Gordon®, Steven M. Harrison'?, Ray E.
Hershberger'!, Teri E. Klein'2, C. Sue Richards'?, Douglas R. Stewart'*, Christa Lese
Martin'>.1® ACMG Secondary Findings Working Group



ACMG SF v3.2 gene and associated phenotypes recommended for return as secondary findings from clinical
exome and genome sequencing

Table 1.

Phenotype a\(f}!(? !:iF List | MIM disorder Gene Inheritance Variants to report?
Version
Genes Related to Cancer Phenotypes
Familial adenomatous polyposis 1.0 175100 APC AD AllP and LP
(FAP)
Familial medullary thyroid cancer/ 1.0 155240 RET AD AllP and LP
Multiple endocrnine neoplasia 2 171400
162300

Hereditary breast and/or ovarian 1.0 604370 BRCAT AD AllP and LP
cancer 1.0 612555 BRCAZ

3.0 114480 PALB2
Hereditary paraganglioma- 1.0 163000 SDHD AD AllP and LP
pheochromocytoma syndrome 1.0 601650 SDHAFZ

1.0 605373 SDHC

1.0 115310 SDHB

3.0 171300 MAX

3.0 171300 TMEMI27
Juvenile polyposis syndrome (IPS) 20 174900 BMPRIA AD AllP and LP
Juvenile polyposis syndrome 20 175050 SMADE AD AllP and LP
(JPS)/Hereditary hemorrhagic
telangiectasia syndrome
Li-Fraumeni syndrome 1.0 151623 P53 AD AllP and LP
Lynch syndrome (Hereditary 1.0 609310 MLHI AD AllP and LP
MNonpolyposis Colorectal Cancer; 120435 MSH2
HNPCC) 614350 MSHs

614337 PMS2

Multiple endocrine neoplasia type | 1.0 131100 MENT AD AllP and LP
MUTYH-associated polyposis 1.0 608456 MUTYH AR P and LP (2 variants)
(MAF)
NF2-related schwannomatosis 1.0 101000 NF2 AD All P and LP
Peutz-Jeghers syndrome (PJS) 1.0 175200 STK1I AD AllP and LP
PTEN hamartoma tumor syndrome 1.0 158350 PTEN AD AllP and LP
Retinoblastoma 1.0 180200 RBI AD All P and LP
Tuberous sclerosis complex 1.0 191100 TscCT AD AllP and LP

1.0 613254 Tsc2?
von Hippel-Lindau syndrome 1.0 193300 VHL AD AllP and LP
WTl-related Wilms tumor 1.0 194070 wT! AD All P and LP
Genes Related to Cardiovascular Phenotypes
Aortopathies 1.0 154700 FBNI AD All P and LP

1.0 609192 TGFBRI

1.0 610168 TGFBR2

1.0 613795 SMAD3

1.0 611788 ACTA2

1.0 132900 MYHII
Arrhythmogenic right ventricular 1.0 609040 PRP2 AD AllP and LP
cardiomyopathy 1.0 607450 DsPPpseo
(a subcategory of Arrhythmogenic 1.0 610476 TMEM43
Cardiomyopathy or ACM) 1.0 604400 DSEG2

1.0 610193

Phenotype ACMG SF List | MIM disorder Gene Inheritance Variants to report?
Version
Catecholaminergic polymorphic 1.0 604772 RYRZ AD AllP and LP P and LP (2
ventricular tachycardia 3.0 611938 CASQ2 AR variants)
3.0 615441 TRDNC AR
Dilated cardiomyopathy 1.0 601494 TANT2d AD AllP and LP (Sce text)
1.0 115200 .
30 617047 LMNA €
3.0 604145 FLNE,
31 613881 TIve
31 604765 BAGT
31 613172 DES
31 611879 RBM20
TNNCI
Ehlers-Danlos syndrome, vascular 1.0 130050 COL3AS AD AllPand LP
type
Familial hypercholesterolemia 1.0 143890 LDLR sD AllPand LP
1.0 144010 APOB AD
1.0 603776 PCSK9 AD
Hypertrophic cardiomyopathy& 1.0 192600 MYH7E AD All Pand LP
1.0 115197 MYBPC3
1.0 613690 CTNNIZ
1.0 115196 TPMT
1.0 608751 MYL3
1.0 612098 ACTCI
1.0 600858 PRKAG?
1.0 GOBTSE MYL2
Long QT syndrome types 1 and 2 1.0 192500 KCNQI AD AllPand LP
1.0 613688 KCNH2
Long QT syndrome 3: Brugada 1.0 603830, ScnsA b AD AllPand LP
syndrome 601144
Long QT syndrome types 14-16 32 616247 CALMIE AD AllPand LP
616249 AD
618782 CALM2% AD
CALM3E
Genes Related to Inborn Errors of Metabolism Phenotypes
Biotinidase deficiency 3.0 253260 BTD AR P and LP (2 variants)
Fabry discase 1.0 301500 Gral XL All hem, het, homozygous P
and LP
Omithine transcarbamylase 20 311250 aTc XL All hemi, het, homozygous P
deficiency and LP
Pompe disease 30 232300 GAA AR P and LP (2 variants)
Genes Related to Miscellaneous Phenotypes
Hereditary hemochromatosis 3.0 235200 HFE AR HFE p.CZSZY‘-
homozygotes only
Hereditary hemorrhagic 3.0 600376 ACVRLI AD AllPand LP
telangiectasia 30 187300 ENG
Malignant hyperthermia 1.0 145600 RYRIJ AD AllPand LP
1.0 601887 CACNAIS
Maturity-Onset of Diabetes of the 30 600496 HNFIA AD AllPand LP
Young
RPE¢5related retinopathy 3.0 204100, RPE6S AR P and LP (2 variants)
613794
Wilson disease 2.0 277900 ATP7B AR P and LP (2 vanants)
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ACMG SF v3.2

Increased risk for cancer and
recommendations for increased
surveillance or risk reduction.

Examples:

BRCA1/2

Lynch Syndrome
RET — Thyroid Cancer

Increased risk for Other hereditary risk with
cardiovascular conditions and associated risk management.
recommendations for increased

surveillance.

Examples: Examples:

Familial Hypercholesterolemia Hereditary Hemochromatosis
Inherited Cardiomyopathies Malignant Hyperthermia
Inherited Arrhythmias
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ACMG PRACTICE RESOURCE

Screening for autosomal recessive and X-linked conditions
during pregnancy and preconception: a practice resource of the
American College of Medical Genetics and Genomics
(ACMG)

Anthony R. Gregg', Mahmoud Aarabi®3, Susan Klugman®, Natalia T. Leach®, Michael T. Bashford®, Tamar Goldwaser’®, Emily Chen®,
Teresa N. Sparks'®"!, Honey V. Reddi'*'?, Aleksandar Rajkovic'®'"'%, Jeffrey S. Dungan'® and ACMG Professional Practice and
Guidelines Committee’®#

Published20 July 2021
Genetics iMedicine 23(10), 17981806. https://doi.org/10.1038/s4143621-01203z

ACMG recommends:
AAIl pregnant patients and those planning a pregnancy should be offéesd®

ATier 4screening should be considered:

A When a pregnancy stems from a known or possible consanguineous relation:

(second cousins or closer);
A When a family or personal medical history warrants.

ACMG does not recommend:

AOfferingTier 1and/or Tier 2screening, because these do not provide equitable evalua
of all racial/ethnic groups.

ARoutine offering offier 4panels.

!

<1/200 carrier frequency (includes Tier 3)
genes/condition will vary by lab

Tier 3%

= 1/200 carrier frequency (includes Tier 2)
includes X-linked conditions

cn

Fig. 1 The Euler diagram shows an overlapping tiered approach
to carrier screening. *Recommended b¥ the American College of
Medical Genetics and Genomics (ACMG)'”'® and American College
of Obstetricians and Gynecologists (ACOG).'® *Recommended by
ACOG.” SSupported by literature.**° ¥Offered by molecular testing
laboratories; the list of genes/conditions may vary by the laboratory.
CF cystic fibrosis, SMA spinal muscular atrophy.
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Haplotyp M2 genu ANXA5

Normal situation Pathological situation
Normal ANXA5 haplotype M2/ANXAS haplotype

Annexin 5
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A model of pathophysiological expression of ANXAS deficiency in placentae carrying the M2/ANXAS haplotype

Aranda, F., et al. (2018). Maternal carriers of the ANXA5 M2 haplotype are exposed to a greater risk for placenta -mediated pregnancy complications . Journal of
Assisted Reproduction and Genetics, 35(5), 9211 928. https://doi.org/10.1007/s10815-018-1142-4
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KIRa HLA-C

Embryo implantation
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HLA-C vybava plodu
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1. MATCINA VYBAVA KIR AA (POUZE INHIBICNI KIR)
2. PLOD MA ViCE HLA-C2 GENU NEZ MATKA
3. NEJHORSI JE SITUACE, JSOU-LITYTO HLA-C2 PATERNALNI NEBO DONORSKE
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M. Cozzolino et al. Journal of Reproductive Immunology 165 (2024) 104310
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Fig. 1. Comparison of clinical outcomes after [VF between women treated with G-CSF (n=30) and control group (n=49).



Pr el mp | adagrestika?



Pr el mpl agretnaeltn?c k ®

t est ovgn?

vitrifikace embrya

genetické testovani
(do 1 mésice)

KET

(



2015

NextSeq iScan

PGT-SR PGT-M

strukturni aberace monogenni choroby

NGS

(Next Generation Sequencing)

SNP analysis
(karyomapping)

2023 GNTLABS BY GENNET. All rights reserved.



PGT-A metodou NGS
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Receptivita endometria
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Rozdéleni dle receptivity

38% pacientek mélo posunuté implantacni okno

34% 4%

349% 4%
#

m Receptivni = Pre-receptivni  Post-receptivni

Graf €.1: Celkové rozdéleni vy3etfenych pacientek (n=169) dle vysledku receptivity.
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