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G101 THIEU

» BAT THUONG HE XUONG gém cac bét thuong khuyét chi méc phai va nhom loan sn xuong
» LOAN SAN XUONG (SKELETAL DYSPLASIA) gdm 3 nhom

>
>

Jsteodysplasia: bat thuong xuong do bét thuong mat do va su khodng héa
Chondrodysplasia: bat thuéng sun lién quan vé1 qua trinh tao xuong = tim véc ngan

>

Dysostosis: bat thuong lién quan dén mét xuong hodc mgt nhém xuong ]

» [nternational Skeletal Dysplasia Society 2015 phan loar 436 bénh Iy vao 42 nhém vé1 364 gene.

What Is New in Prenatal Skeletal Dysplasias? Teresa Victoria, AJR 2018
hinhanhykhoa.com
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CAC BAT THUONG CHI VA LOAN SAN XUONG

CAC BAT THUONG CHI LOAN SAN XUONG

Bon doc hoac mot phén cla cdc hor (6 tinh hé thong, di truyén

chimg di truyén Tién trien

Thutng nhan biét tu 12 — 13w Kho nhén higt hoac c6 ddu hiéu du dodn
e [1dm san chi lic 12 -13 tuan

e B4t san chi e Dang khong géy chet

e Thiéu san chi Dang gay chét co the quan sat duge som

e B4t thuong cdc ngén

Fred Ushakov 2018



Loan sdn xuong — Skeletal dysplasia

» L4 nhom bat thuong khong dong nhét

» (han dodn trude sinh van con kho khan
» Tile 1.1 —2.4/10,000 tré sinh song

» Tiép can chan doan toan dién, timg buoc
» (0 tinh chét di truyén

» Nhom gy chét hoac khong gay chét
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TAM QUAN TRONG CUA VIEC CDTS

» (uan Iy thai ky: tiép tuc hay chim dut, dang lethal or non lethal

» K& hoach sinh dé, ho tro béi da chuyén khoa: sdn khoa, so sinh, chén dodn hinh
anh, chinh hinh

» Tu vén di truyén: nguy co tai méc, phuong 4n cho thai ky sau: chén dodn tién
lam to, tién sn
» Dong gop dit liéu cho chan dodn chinh xac



TIEP CAN CHAN BOAN

Hinh anh ’ ’
6t nghiém

m)l(lg Eg% Vd 01 truyén va
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Tiép can chan dodn

Tinh dung tuéi thai & quy 1 (theo CRL)

Do cé6t hda va hinh dang ctia vom so

Do ding chiéu dai cac xwong dai (x. dui, canh tay, x.
quay, tru, x. chay — mac va x. don)

Do cat héa va hinh dang cua cét séng

Hinh dang cua xwong dai (thang, cong, mét bén hay 2
bén)

Kich thuwéc va hinh dang cua xwong vai

Hinh dang cta dau xwong (dau nhon hay bat thueng)

Hinh dang va kich thuwéc xwong ham duéi

Mat dé khodng xwong (do6 cat hoa tét hay kém)

Hinh dang va kich thuéc ban chan

Mit cat profile (tran do, sy hién dién cua xwong mui, cam nhé)

Ban tay (S6 ngén, hinh dang cdc dat, dé cét hda)

Bat thwerng hinh dang caa cdac chi

Cac bat thuvong bam sinh di kem

Cdc chu vi (dau, bung va nguc)

Dadnh gid lvgng nuéc 6i

Mit cit coronal va sagittal caa nguwc

Phu thai

Guidelines for the prenatal diagnosis of fetal skeletal dysplasias. Deborah Krakow, Ralph § Lachman & David L Rimoin. Genetics in Medicine volume 11, pages

127133 (2009)




CAC DIEM NHAN TREN SIEU AM

» Ngén chi toan b nang: TD [, 01 II, Achondrogenesis, Hypophosphatasia, SRPS
» Nguc nhé: TD [, Jeune, Achondrogenesis, Hypophosphatasia, SRPS

» Su gdy xuong: 01 II va IlI

» Su khodng héa xuong: 01 II, Hypophosphatasia, Achondrogenesis, SPRS

» (am nhd: Achondrogenesis, Campomelia, FADS, Diastrophic dysplasia

» Thai tich djch hoac nang bach huyét: Achondrogenesis, TD I, 01 II, Jeune, SRPS
» Ba ngon: SRES, T13, Jeune, MGS, EVC



CAC CHI SO TIEN LUONG GAY CHET

» (hi s6 chu vi ngue/chu vi bung < 0.6
» (hi 0 chifu dai xuong dui/chu vi bung < 0.16

Table III. Diagnostic index values of lethal pulmonary hypoplasia

Sensitivity ( To) Specificity (%) PPV (%) NPV (%) Accuracy (%)
Gestational age dependent
TC (n=751}) 100 23.3 805 100 90.2
TA (n=51) 100 86.7 840 100 92.2
TA—-HA (n=46) 100 BG6.7 20.0 100 91.3
LA (n=18) 81.3 100 100 90.9 955
. : al e 3 . ‘l'lﬂ'].['ﬁT.
TC/AC (n=51) 90.5 90.0 H6.4 * 931 9{).2
TA/HA (= 30) bR.8 T00 1] 5.7 BT
TA - HA/TA (n=16) 63.5 96,7 91.7 25,8 R7.0
LA/TA (n=46) 31.3 100 100 732 6.1

PPV, Positive predictive value: NPV, negative predictive value; ses,

Yoshimura §, Masuzaki H, Gotoh H, Fukuda H, Ishimaru T. Ultrasonographic prediction of lethal pulmonary hypoplasia: comparison of eight different ultrasonographic parameters. Am J Obstet Gynecol 1996:175:477—483.
Rahemtullah A, McGillivray B, Wilson RD. Suspected skeletal dysplasias: femur length to abdominal circumference ratio can be used in ultrasonographic prediction of fetal outcome. Am J Obstet Gyneco 1997:177:864—869.




LUU B0 CHAN BOAN
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Dario Paladini, Paolo Volpe. Ultrasound of Congenital Fetal Anpmalies: Differential Diagnosis and Prognostic Indicators, Second Edition, 2014.
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CHAN BOAN DI TRUYEN

Phenotype of fetal structural
anomaly (number of fetuses)

[AI TRINH TU TOAN B HE GENE (WGS)

[AI TRINH TU EXOME (WES)

[AT TRINH TU CAC GENE CO BIEU HIEN TREN LAM SANG (G4500 — CES)
ANEL GENE (Vi DU NHOM GENE LIEN QUAN BEN HE XUONG)
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Prenatal exome sequencing analysis in fetal structural anomalies detected by ultrasonography (PAGE): a cohort study. Jenny Lord et al. Lancet 2019; 393: 74757



HOI CHUNG ELLIS — VAN CREVELD

» Loan sdn ngoai bi — sun (OMIM 225500)
» i truyén lan trén NST thuong. 60% do dot bién gene EVC va EVC2 trén NST 4pl6
» 1/60,000

» Buoc Ellis va van Creveld bdo cdo dau tién 1940, té1 nay ghi nhan 200 ca duoc bao cdo. Tuy nhién s nho cac
truong hop trude smh.

» Tu ching:
» (1) tm vdc thap khong can ddi voi chi ngdn nhung thén dai

» (2) da ngdn bén tru 2 han tay
» (3) loan s&n c4c ngon, thifu rang, bét thuong rang
> (4)

4) hat thuong tim & 60% céc truong hop, Ch%m@m r@@.ﬂ@m Tongsong T 2000, Baujat G 2007, DAsdia MC 2013,


https://hinhanhykhoa.com/

BAO CAD TRUONG HQP

» Thai phu 29 tudi, khong c ket hon cdn huyét, tién st con d4u phat trién binh thuong,
» Sang loc qui mot trude do cho ket qua nguy co thap cc léch boi, vér khodng mé gdy 1.2

mm ¢ chiéu dai dau - mong 60 mm.
» Situ 4m 33 tudn: ngdn chi toan b (-

5 — TSD), da ngon bén tru 2 ban tay, hai ban chan so

ngén du, nguc nho (TC/AC <0.6, FL/AC < 0.16), cdc xuong suén ngdn — ndm ngang, thong

lién nhi 16 tién phat, ton tai tinh mac
sat thdy bét thuomg than.

1 chd trén trdi, 16 tieu dong thép, da oi, khong quan




hinhanhykhoa.com
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HINH ANH SIEU AM
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INH THE NCGOAI VA X0 SAU S
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HINH ANH X0 SAU SINH
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EVC ¢ AR NM_153717.2(EVC).c.758C>G(p.Ser253Ter)
Di hop kép
EVC 3 AR NM_153717.2(EVC):c.2376del(p.Tyr793llefsTer20)
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BAN LUAN

» EVC ludn gy ra cac hdu qud nang trén 14m sang, nhung khong phai luén gay chét
» (ay chét h0%

» Tré song sot phat trién trf tué hinh thudng

» Tam voc thap 110-150cm

» (huc nang tay gi61 han

» Hay gap cdc van dé rang miéng

» Bi kém bat thuong tim—> hay di kém v61 kha nang tt vong

» [ truyén lan. 25% nguy co tdl mac 6 thai ky sau Tongsong T 2000, Bauiat G 2007, DAsdia MC 2013,



BENH SINH

» Ngdy cang nhiéu bang ching cho thdy lién quan con duong tin hiéu Hedgehog bi
hat thuong va thugc nhom bénh Iy tiém mao (ciliopathies).

» Protein ma héa bt gene EVC va EVC?2 thudc tap hop cdc protein dam bhao hoat
dong cla tiém mao nguyén phat (primary cilia), von 1a dng-ten quan trong trong
viéc trao doi thong tin cc con dudng tin hiéu (signaling pathway) gita cdc té bao

Dorn KV, Hughes CE, Rohatgi R. A Smoothened-Evc2 complex transduces the Hedgehog signal at primary cilia. Dev Cell. 2012 Oct 16:23(4):823-35.
hinhanhykhoa.com
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BAT THUONG TIM

» Hay gap, 60%

» (ht yéu la cdc dang cua kénh nhi that nhu toan phan, ban phan, hodc dang nhi
chung.

» Sund 2009 tim théy hiéu hién cta RNA thong tin cla cac gene EVC va EVC2 kha
cao 0 v1 tri duong thoat va cu truc trung mé ¢ vach lién nhi va go1 ngl mac =
cac protein EVC va ECV2 c6 vai tr trong su phat trién cia tim, v néu mét chuc
nang nay sé gay nén cac dac diém cda hoi ching EVC.

Sund KL, Roelker §, Ramachandran V, Durbin L, Benson DW. Analysis of Ellis van Creveld syndrome gene products: implications for cardiovascular development and
disease. Hum Mol Genet 2009;18:1813—24.




THOI BIEM CHAN BOAN

» 33 tudn

» Mahoney 1977, chan dodn sém bang siéu &m va ngi soi thai & tudn tht 17 bang
viéc quan sat d4u hiéu da ngon

» Xiao-Yan 2016, chan dodn ¢ quy 1 gidi trinh tu gene trén mé&u gai nhau ¢ thai
phu c6 tién st sinh con bi bénh



CHAN BOAN PHAN BIET

» EVC thujc nhom loan san xuong man lethal
» Phan hiét vor:
» loan dudng nguc gay ngat (asphyxiating thoracic dysplasia-ATD, hoi ching Jeune,) zan lethal

thieu san nguc nang né hon, hay di kém v6i loan sdn than da nang di truyén, va hiém gap da
ngon

» Hoi chung da ngon - ngdn xuong suon (short-rib polydactyly syndrome-SRPS) /efha/ mic dg
thieu san nguc cting trdm trong hon va ghi nhén sém hon, ngn chi toan bg, da ngon
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PHAN TICH DI TRUYEN

» Rt quan trong vi kieu hinh chong l&p gitta nhom lethal va non lethal

» Nouy co tai mac 25% 6 thai ky sau do kiéu di truyén lan

» Phuong 4n cho thai ky sau: chdn dodn tién 1am to, chan dodn trudc
sInh $om

» Hong g6p dit [1éu cho v vén

» (714 thanh cua gidl trinh tu exome ngay cang giam




THONG TIN MANG VE

» Thai nhi v6i so do cac xuong dai duoi ph hoac -35D (dac biat néu di kem HC trén p75)—> sidu am
chuyén sdu

» Siéu dm danh gi4 toan dién hé xuong
» Tinh gdy chét duoc xac dinh bér TC/AC < 0.6 va/hoac FL/AC < 0.16
» Phan tich di truyén trio chi dinh cho loan san xuong cd nguy co dong hop hodc di hop kép

» (4n kham can than sau sinh/say bao gom &nh hinh thé ngoai, Xquang, t& thiét, luu mau sun va
xuong dé lam té bao hoc va luu trt INA-=> cung cdp thong tin chan dodn chinh x4c

» Tu van di truyén rat quan trong




CAM ON CAC BAN BA LANG NGHE!
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