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Fig. 1 Charts of Family 1 ( A) and Family 2 ( B)
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Tab.1 Genetic testing results of family members

Inheritance

Family members Chr. Gene Exon Variant Amino acid change Genotype
pattern

T4 of Family 1 ChrX PCDHI9 Ex1 Normal

I 3 of Family 1 ChrX PCDHI9 Ex1 c.1031 C>G p. Pro344 Arg Hemi ( mosaicism) XL
I 2 of Family 1 ChrX PCDHI19 ExI c. 1031 C>G p. Pro344 Arg Hemi ( mosaicism) XL
T4 of Family 1 ChrX PCDHI9 Ex1 Normal

M2 of Family 1 ChrX PCDHI9 Ex1 c. 1031 C>G p- Pro344 Arg Het XL
M- of Family 2 Chrl0 LGII Ex8 Normal

12 of Family 2 Chrl10 LGI1 Ex8 c.856 T>G p. Cys286Gly Het AD
II 3 of Family 2 Chr10 LGI1 Ex8 c.856 T>G p. Cys286Gly Het AD
II 2 of Family 2 Chrl10 LGl Ex8 Normal

I 5 of Family 2 Chr10 LGl Ex8 c.856 T>G p. Cys286Cly Het AD
4 of Family 2 Chr10 LGII Ex8 c.856 T>G p. Cys286CGly Het AD
M3 of Family 2 Chrl0 LGII Ex8 Normal

T4 of Family 2 Chr10 LGl Ex8 Normal

T4 of Family 2 Chr10 LGl Ex8 Normal




ZHMBEAKRFFR  Acta Universitatis Medicinalis Anhui 2025 Sep; 60(9)

* 1727 -

TESURPE i PRAH AL B AR I nT 71, B P52 (e B
Ze S WA IR ARAGHEE , AR IR I2YT 7 R IR 2™
PEVERME B RLPE , NTTREAIR A VUS AN 2 P 5k
R PR R SRRUBG: o X T A1 32 W B 114 7 i 232
A RERE T RTZ BT AL B L 22 B SOk s 17
ST AR UL ST R g
4 RO A i i o R R R PR R
R EAEA LT PGT-M B2

2 HR

2.1 RREIVBHEHELER &1 &2 MHHE
il A8 42 HE 5P ( controlled ovarian hyperstimulation,
COH) JAY7 , A 13 MOt , 26 2 A 0 e i 3 Mok
3 RRAERPENR(23. 1% ) , 55 3 WERIRFEAH IS 2
IR 2220 JE - HT2 W, SFKAZHY 46, XN; K3y
242 5% B% %1 43 #1 ( chromosomal microarray analysis,
CMA) oK UL B 8 B0 5% 7T 88 B0 72 55 £ 7K PC-
DHI9 JEBIEARK ) ¢. 1031 C > G fii o £
KEBIIE R ,2025 4E 5 7 21 HFE ™ 1 g e 5 22
(KFR1E2 FRRIE R WL 2) o

F2 FHFR1FE24 COH FHMERGNLER
Tab.2 Embryo testing results of the second COH cycle in family 1

Embryo Embryo

. Haplotype ~ PGT-M PGT-A
D grading
2 4BB ( D6) M1 Normal -22
3 4BA (D6) MI/FO  pathogenic N/A
4 4AA (Ds) MO Normal Mosaic ( Trisomy 9
mosaicism, 30%)
5 4BB ( D5) MO Normal 22
6 4BB ( D5) Mo Normal Balanced; Euploid
7 4BB ( D5) M1 Normal Balanced; Euploid
8 4AA (D5)  MI1/FO  pathogenic N/A
10 4BB (D6)  MI/FO  pathogenic N/A
12 4BC (D5)  MO/FO  pathogenic N/A
13 4BB ( D5) M1 Normal Balanced; Euploid

MO, MI: Maternal chromosomes; FO: Paternal at-risk chromosome; Results
interpretation: Embryos3, Embryos-8, Embryos40, Embryos42: Inherited the
paternal FO chromosome, sanger sequencing and high-throughput sequencing re—
sults were both normal, but the normal results do not exclude allele dropout
(ADO) ; Embryos6, Embryos7, Embryos43: Combined PGT-A analysis indi-
cates no inheritance of the paternal at=isk chromosome ( F0) ; Embryosd , Embry—
0s9, Embryosd1: Arrested at pre-blastocyst stage, no biopsy performed and dis—

carded.
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Application of preimplantation genetic testing for monogenic

disorders in families with hereditary epilepsy
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Abstract Objective

230022)

To evaluate the clinical efficacy of preimplantation genetic testing for monogenic disorders
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( PGT-M) in families with hereditary epilepsy. Methods Whole-exome sequencing ( WES) and familial co-segre—
gation analysis were performed to validate the pathogenicity of variants ( PCDHI9 ¢.1031C > G and LGII c.856T >
G) in two monogenic epilepsy families. A clinical PGT-M pathway was implemented, and reproductive outcomes
were tracked. Results In Family 1 ( PCDHI9 likely pathogenic variant) , 13 blastocysts were biopsied over two o—
varian stimulation cycles, yielding 3 unaffected euploid embryos (23. 1%) . After the third frozen embryo transfer,
a healthy male infant was successfully delivered. Prenatal diagnosis confirmed that the fetus did not carry the patho—
genic variant PCDHI9. Family 2 ( LGII variant of uncertain significance, VUS) screened 14 blastocysts, identif—
ying 2 unaffected euploid embryos ( 14.3%) , with the first transfer unsuccessful. A clinical pregnancy was cur—
rently ongoing following the second frozen-thawed embryo transfer ( FET) . Conclusion ~PGT-M can precisely
block the vertical transmission of monogenic epileptic pathogenic variants, offering an effective reproductive inter—
vention strategy for families with hereditary epilepsy.

Key words hereditary epilepsy; whole-exome sequencing; PCDHI9 gene; LGII gene; preimplantation genetic
testing for monogenic disorders; pedigree study
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(EBEF 1718 W)
of microglia by lipopolysaccharide ( LPS) and the inhibitory effect of Biochanin A ( Bio A) on microglia activation.
Methods The MTT method was used to select the optimal concentrations for LPS, CORT and Bio A on BV2 cells;
BV2 cells were divided into 5 groups: Control group, CORT (50 nmol/L) group, LPS (1 pwg/mL) group, LPS (1
pg/mL) + CORT (50 nmol/L) group, and LPS (1 wg/mL) + CORT (50 nmol/L) + Bio A (5 wmol/L) group;
Except for the control group, each group was first incubated with CORT (50 nmol/L) for 2 h, and then each group
was co-incubated with the corresponding concentrations of LPS (1 wg/mL) and BioA (5 wmol/L) for 36 h;
DCFH-DA probe method was used to detect reactive oxygen species ( ROS) content; Western blot was used to de—
tect the protein expression levels of inflammatory cytokines, 5-hydroxytryptamine( 5-HTT) , glucocorticoid receptor
( GR) , mineralocorticoid receptor ( MR) , NODHike receptor family pyrin domain containing 3 ( NLRP3) , apopto—
sis-associated speckdike protein containing a CARD ( ASC) and cysteine-aspartic protease 1 ( Caspase-) . Results
Compared with the CORT ( 50 nmol/L) and LPS (1 wg/mL) groups, cells in the CORT (50 nmol/L) + LPS
(1 pwg/mL) group showed increased cell viability, higher levels of ROS, and increased levels of inflammatory cyto—
kines, NLRP3, ASC, and Caspase- protein expression ( P <0.05) ; Compared with the CORT ( 50 nmol /L) +
LPS (1 pwg/mL) group, the CORT (50 nmol/L) +LPS (1 pwg/mL) + Bio A (5 wmol/L) group showed de—
creased cell viability, decreased levels of ROS, and decreased protein expression of inflammatory cytokines, NL-
RP3, ASC and Caspase- proteins ( P <0.05 ). Conclusion A low dose of CORT pretreatment reinforces LLPS—
induced BV2 cell activation; Bio A inhibits CORT—pretreated LPS-induced BV2 cell activation. The mechanism of
which may be related to the inhibition of NLRP3 inflammasome activation.
Key words corticosterone; lipopolysaccharide; microglia; biochanin A; reactive oxygen species; NLRP3 inflam—
masome
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