O6J1ikoBa KapTKa [IiP

I. 3arasibHi BimOMOCTI

Jep>kaBHUH 00J1iKOBHI HOMeEP: 0225U004878

Jep>kaBHUH peecTpauiliHUI HOMeEP: 0121U110054

Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peectpaunii: 22-12-2025

II. Etran BukoHnauus JiP
Homep erany: 3

Ha3sBa eramny: Ananis myraniit B [IHK-3Bs13yto4omy nomeHi reHa AR y nauieHTiB 3 CHHIPOMOM HEYYTJIMBOCTI 10
aHJIPOTEeHIB. AHAJIi3 IaTOr€HHCTi BUSIBJIEHUX MYTallill 3 BUKOPUCTAHHIM 6i0iHpOpMaLiliHUX METOLiB Ta

MOJI€JII0BAaHHS TPOCTOPOBOi CTPYKTYPU MYTAaHTHUX OiJIKiB.
IToyaToK eramy: 01.2023
3akiHYeHH4 eTamy: 12.2023

Bup, 3BiTHOr0 JOKYMEHTA: [IpoMiXHMIA 3BiT

I11. BinomocTi npo BukoHaBus JIiP

IloBHe HaliMeHYBaHHS IOpUAUYHOI 0co0H (260 ITIB ¢izuyHOi 0c00H): IHCTUTYT MOSIEKYIAPHOI

6iosorii i renetTuku HanjjoHanbHOI akageMii Hayk Ykpainu

Kopg 3a €IPIIOY: 05417101

Micue3HaxoaKeHHS: ByJI. AKaziemika 3a6osioTHOTO, 6y1I. 150, M. KuiB, KuiBceka 06:1., 03143, Ykpaina
dopma ByracHOCTI:

Cdepa ynpaBiiHHS: HaujonanbHa akazemis HayK YKpainu

InenTudikarop ROR: He zacrocosyerscs

Poamip opranisanii:

Tene(bou: 380442000356, 380445261169

IV. BizomocrTi npo cniBBUKOHaBLiB JIiP



V. BimomocrTi npo 3amoBHHKa [IiP

IloBHe HaliMeHyBaHHS IOPHAHYHOI 0coou (a6o ITIB PpizuuHO0i 0c06H): HaujoHanbHa akasemis Hayk

Ykpainu

Kopg 3a €EIPIIOY: 00019270

Micue3HaxoaKeHHS: ByJI. Bononumupceka, 6ya. 54, M. Kuis, Kuiscbka 06:1., 01030, Yrpaina
dopma BaacHOCTI:

Cdepa ynpaBiiHHS: [Ipesuais HauioHanbHoi akagemii Hayk YKpainu

ImenTudikarop ROR: He zacrocoyerbcs

Poamip opranisanii:

Tenedon: 380442350981

VI. I>kepeJia, HanpsiMHu Ta oocsiru pinaHcyBaHHs JIiP

IlincraBa ojist npoBeaeHHs [iP: 34 - norosip (3aMOBJIEHHS) 3 IEHTPaTbHUM OPraHOM BUKOHABYOI BIajy,

akazemielo HaykK (TOJIOBHUMM PO3NOPSIHUKAMU OI0pKETHUX KOWITIB Ha TposefeHHs HIIJIKP)

Hampsam (l)iHchyBaHHﬂ: 2.1 - pyHIaMeHTabHI JOCIIIPKEHHS
I>kepesia piHaHCYBaHHS

7713 - KOWTH ep>KO0I0A KeTy

Kopg, nporpamuoi kinacudikanii BupaTkis i KpegurysaHHs (KITKBK): 6541030

dakTHyHHi 00car ¢piHaHCYBaHHS (THC. IPH.): 978.845




VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

MosneKynspHO-T€HETUYHI MEXaHI3MU ITIOPYLIEHb CTATEBOTO PO3BUTKY JIIOIVMHU

Ha3sBa po6oTH aHIJIilICbKOIO:

Molecular-genetic mechanisms of human disorders of sexual development

PedepaT ykpaiHCbKOIO:

PesynbTaTu. B x0zi NpoBeneHoro goCuigKeHHs 0yJI0 BUBHAYEHO IPUPOLY Ta MOXOIKEHHS HOBUX T€HETUYHUX
BapiaHTiB (MyTallill) y BilOMUX reHax-AeTepMiHaTOpax, IO IPU3BOLIATh 4O NOPYLIEHHS PO3BUTKY Ta AudepeHLianii
CTaTeBUX OPraHiB. 3rifHO Iy1aHy, 6yJI0 [IPOBENIEHO KJIiHIKO-TreHeasoriYHUI aHasli3 cepey, NalieHTiB 3 IOPYIIEHHSIM
PO3BUTKY i sudepeHLjianii crtaTi 3 pi3HUX perioHiB YKpaiHu, BKJIIOYEHUX B JOCIIIIPKEHHS 3riIHO iHPOPMOBAHO] 3rofiu.
Y nauieHTiB Ta uJeHiB iXHiX poanH (6aTbKIB Ta, 32 HASIBHOCTI, iHIMKUX POANYiB) 6YJI0 OTPUMAHO 3pa3Ku nepudepiiHoi
KPOBi Ta TPOBEIEHO BUiJIEHHS Ta OYMIeHHs rpenapatiB reHomHoi JJHK Ta, 3a Heobxinmnocti, MPHK 3 momanpuum
cuHre3oM KJJTHK. B nopasneioMy npoBoiAId MOJIEKYJISPHO-LIUTOT€HETUYHMI aHasli3 NalieHTiB. Y nalieHTis 6e3
XPOMOCOMHUX abepaliili Ta MyTallill B TeHaX, 110 BXOASTh A0 crenudivHoi naHesi reHeTUYHUX YMHHYKIB [IOPYIIeHb
po3BuTKy crarti (AR, SRY, NR5AL, DMRT1) a TakoXX y 6aTbKiB Nalli€eHTiB, IPOBOAUIOCh IOBHOEK30MHE CEKBEHYBAHHSL.
Basizanio aHOTOBaHUX MYTaHTHUX BapPiaHTiB, BUSBJIEHUX IIPU [TIOBHOEK30MHOMY CEKBEHYBaHHi, TPOBOIUIIN
METOJIOM CEKBeHYyBaHHs 3a CeHrepoM. Briepie ineHTr(ikoBaHO, 0 F€HU SIKi KOAYIOTb Oiiku-naptHepu STARDY Ta
CDK5RAP2, B IKMX JUTEKTOBAaHO MYTAHTHI BapiaHTU y nauieHTa 3 Kapioturnom 46XY, SRY+ Ta 1iarH030M IOBHA
dopma gucreHesii roHa, Ta 3aIIPOIIOHOBAHO SIK HOBI FeHETUYHI YMHHUKY [TOPYIIEHHS PO3BUTKY CTaTi OJIirOreHHO]

IpUpOAY i MalOTh OYTU BKJIIOYEHO 10 CIIeLiasli30BaHOi [iarTHOCTUYHOI IIaHeJIi FeHiB.

Pedepar aHIJ1iHCBKOIO:

Results. During the study, the nature and origin of new genetic variants (mutations) in known determinant genes
leading to impaired development and differentiation of the genital organs were determined. According to the plan,
a clinical and genealogical analysis was conducted among patients with impaired development and differentiation
of sex from different regions of Ukraine, included in the study according to informed consent. Peripheral blood
samples were obtained from patients and their family members (parents and, if available, other relatives) and
genomic DNA preparations and, if necessary, mRNA were isolated and purified with subsequent cDNA synthesis.
Subsequently, molecular cytogenetic analysis of patients was performed. In patients without chromosomal
aberrations and mutations in genes included in the specific panel of genetic factors of disorders of sex
development (AR, SRY, NR5A1, DMRT1) as well as in the parents of patients, whole-exome sequencing was
performed. Validation of annotated mutant variants detected by whole-exome sequencing was performed by
Sanger sequencing. For the first time, it was identified that the genes encoding the partner proteins STARD9 and
CDK5RAP2, in which mutant variants were detected in a patient with a karyotype of 46XY, SRY+ and a diagnosis of
complete gonadal dysgenesis, were proposed as new genetic factors for oligogenic sex development disorders and
should be included in a specialized diagnostic panel of genes.

Inpexc YIK: 577.21, 575.1, 575.1/.2:599.9, 575.224.232:616, 57.575, 57.577
Koau reMmaTHYHHX py6an: 34.15.25, 34.23.15, 34.23.39, 34.23.51
KepiBHuKH po60oTH

BiacHe IIpizBuie Im'sa I10-6aTbKOBI: JliBumuip Jiogmuna ABpamisHa
HaykoBH# CTYIiHBb: 1.6.H.

BuyeHe 3BaHHSI: nmpodecop



InenTudikarop ORCID ID:

JoparkoBa iHdpopmamnist:

VIII. HaykoBa (HayKoBO-TexHiYyHa) npoayKuis (HTII)

Haszsa HTTI yKpaiHCBKOIO: [[aHi 1po IPUPOZAY, IOXOPKEHHS Ta MEXaHI3MU 3a/ly4eHHS 10 IaToreHesy 46XY

SRY+ nucrenesii roHap (mosHa ¢popma)

Ha3zpa HTII aHrsiiicbKO0: Data on the nature, origin and mechanisms of involvement in the pathogenesis of
46 XY SRY+ gonadal dysgenesis (full form)

HTII, sixy nepen6a4asiocss CTBOPHUTH: CTBOPEHO

Ipuyunu, yepes siki HTII we 0yJi0 cTBOpeHo:

OTpuMaHi pe3yJIbTaTH: MeTozy, Teopii, rinoresn

FaJ'IyBB 3aCTOCYBaHHSI: GioJoris Ta 6ioxiMisg, MeauuyHa, TexXHOJ0rii MEMYHOI 1iarHOCTUKY Ta JIIKyBaHHSI.
PeecTpaiifiHuii HOMep KapTKH T€XHOJIOT1i:

Omnuc HTII: orpumano ta ony6s1ikoBaHo aHi Mpo reHu sKi KOAyoTh 6inku-naptHepu STARDY Ta CDK5RAP2, B
SKUX JUTEKTOBAHO MyTaHTHI BapiaHTH y nalieHTa 3 KapioTunom 46XY, SRY+ ta giarHo3om nosHa ¢opma aucreHesii
rOHaJ, Ta 3allPOIIOHOBAHO 4K HOBi FT€HETUYHI YMHHUKY [TIOPYLIEHHS PO3BUTKY CTaTi OJIIFOT€HHOI IPUPOIHU | MAIOTh

OyTU BKJIIOYEHO [I0 CIIeliai30BaHoi giarHOCTUYHOI IaHeJIi reHiB.

ConiannbHO-eKOHOMIYHA crpsiMmoBaHicTh HTII: Toninmenns SkocTi XUTTA Ta 370POB' HACENIEHHS,

e(EeKTUBHOCTI AiarHOCTUKY Ta JIiKyBaHHS XBOPUX
BnyiuB HTII Ha moBKiJjisa:

BnposapaskeHHst HTII: Iume (ITonynspusauis pe3ynpratiB JOCTIKEHb Ha TPOQITbHUX MEUYHUX HAYKOBUX

KOH(QepeHLisX.)

ITpakTnyHa peasnisanis HTII
IToyaTok eramy:
3akiHYeHHs eTamy:

Crnio>KkuBavi NPOAYKILii:

IlepcneKTHBHI PUHKHU:

XapakTep cniBpOOiTHHIITBA 3 iHBECTOPOM
IloTpiOHM 00GCAT iHBECTHILiM, THC. TPH.:
IIpaBa, 10 HaAAIOTHCS iHBECTOPY MiCJIsA 3aBEPLIEHHs POOOTH:
HasaBHicTb Oi3Hec-IJIaHY:
TexHiKO-€eKOHOMiYHe OOrpyHTYBaHHSI:
IloTeH1iaILHUE 0OCAT IIPOJASKY, THC. TPH..
OuiKkyBaHHI TepMiH OKYNHOCTI (POKiB):

HoparkoBa iHdopmauist:



IX. Bi6sriorpadiuHuii onuc

Sol Sotillos*,Isabel von der Decken, Ivan Domenech Mercadé, Sriraksha Srinivasan, Dmytro Sirokha, Ludmila
Livshits, Stefano Vanni, Serge Nef, Anna Biason-Lauber*, Daniel Rodriguez Gutiérrez, James C-G Hombria Human
DLC3 and Drosophila Cv-c function in testis development: using a model organism to analyse variations in sex
development. // eLife. Nov 2, 2022. P.52 doi.org /10.7554 /eLife.82343

X. 3aKJIIOYHI BiZOMOCTi

KepiBHUK I0PHIHUYHOI 0COOH Tykano Muxaino ApCeHTiioBUY
1.6.1., 03.00.03

IlepeJtik 0CiO-BUKOHaBLIiB
l'opopna Osnekcangpa BosonumupisHa
JI3b06ak AHpiit Boogyumuposuy
Kpine Hatanigs MukosaiBHa

JliBnne 'anHa bopuciBHa
(k. 6. 1., 03.00.22)

Heuyunopenko MapuHa BosogumMmupisHa
(k. 6. H., 03.00.22)

Cipoxa JIMutpo AHIpilioBUY

BiznoBigassHHI 3a MiATOTOBKY Canuenko Osbra MukosaiBHa
00JIiIKOBHX JOKYMEHTIB

Tenedon +380442000326

Peec’rpaTop [Opuenko TersiHa AHaTosiiBHA

KepiBHuk Bigainy YKpIHTEI, mpo €
BiZNOBiZaJIbHUM 32 peeCcTpallilo HayKOBOi IOpuenko TeTsHa AHaTosiiBHA

OisSIIBHOCTI




