VIETNAM MEDICAL JOURNAL N°2 - OCTOBER - 2022

cla bénh Crohn tré em la dau bung, dai tién
phdn mau, mét rdn, tdn thuong hdu mén. Cac
triéu ching ngoai dudng tiéu hod phé bién Ia
gidm can, mét moi, chan an, s6t. Phan Idn bénh
nhan tdng calprotectin phan. Cac xét nghiém
khac khong dac hiéu véi bénh. Hinh anh ndi soi
va mé bénh hoc dac hiéu vdi bénh co ty 1€ khong
cao. Can két hgp ca lam sang va can lam sang
dé chan doan bénh.
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KHAO SAT BAT THUONG DI TRUYEN O THAI KY
CO PO MO DA GAY DAY TAI BENH VIEN TU DU
Hoang Tiéu Ngoc!, Vé Minh Tuin?, P5 Thi My Khanh3

TOM TAT

Pat van dé: Nhirng thai ky cd6 do6 md da gay (NT)
day trudc day chu yéu dugc khao sat nguy cd Iéch boi.
Y hoc chitng cr gan day chi ra du c6 s lugng NST
binh thudng, thai ky NT day van cd ti |1é bat thudng di
truyén. Xét nghiém Microarray gilp tim thém cac bat
thudng vi mat lap doan (CNV), cung cap thong tin hitu
ich cho cong tac tu van tién san. Muc tiéu: Xac dinh
ti Ié vi mat I3p doan & thai ky NT day = 3 mm va s0
lugng NST binh thudng. Phuong phap: Hoi clu 491
trudng hgp NT = 3mm, dugc thuc hién thu thuat chan
doan xam lan, lam xét nghiém CMA hodc CNV-seq tai
Bénh vién T DU tir 8/2020 dén 1/2022. Két qua:
Léch bdi chiém 19,1%. Ti 1€ CNV gay bénh trong
nhém 397 ca NST nguyén boi la 9,1% [KTC95%: 6,2-
11,9], ti Ié CNV chua r6 chic nang la 6,3% [KTC95%:
3,9-8,7]. Trong do, ti 1€ pCNV khong phat hién dugc
dugi kinh hién vi chung, 8 nhém NT day don thuan va
nhém cé kém theo bat thudng trén siéu am NT [an
lugt la 6,0%, 5,6% va 9,5%. pCNV hay gap nhat la vi
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I3p doan 22q11 va vi mat doan 16p11.2-p12.2. Tudi
me va do day NT khong lam tdng nguy co thai mang
pCNV. Két luan: CMA cé thé tim thém 9,1% pCNV &
thai ky NT day va s6 lugng NST binh thuGng, gitp cho
cong tac tu van tién san hiéu qua va kip thdi hon.

Tu khod: D6 mG da gay day, vi mat lap doan,
Microarray.

SUMMARY
INVESTIGATE CHROMOSOMAL
ABNORMALITIES IN FETUSES WITH
INCREASED NUCHAL TRANSLUCENCY
AT TU DU HOSPITAL

Background: In the past, fetuses with increased
nuchal translucency (NT) were mainly tested for
aneuploidy. Recently, evidence based medicine has
shown that incidence of other genomic abnormalities
in euploidy fetus. Microarray can detect incremental
yield of copy number variants (CNV). This information
may be useful in prenatal counseling. Objective: To
determine  the incidence of  microdeletions,
microduplications in euploidy fetus with increased NT
> 3 mm. Methods: This was a retrospective study of
491 fetus with NT = 3 mm, who underwent invasive
procudures, CMA or CNV-seq testing at Tu Du hospital
between August 2020 and January 2022. Results:
Incidence of aneuploidy was 19,1%. Among 397
euploidy fetus, we detected 9,1% [95%CI: 6,2-11,9]
pathogenic CNV (pCNV), 6,3% [95CI%: 3,9-8,7] VUS.
The incidence submicroscopic pCNV in general,
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isolated NT and when other malformations at NT-scan
group were 6,0%, 5,6% and 9,5% respectively. The
most common pCNV in our study were 22qll
duplication and 16p11.2-p12.2 microdeletion. Maternal
age and NT were not associated with high risk pCNV.
Conclusions: CMA can detected 9,1% pCNV
incremental yield in euploidy fetus in order to assist
more accurate prenatal counseling.

Key words: Increased nuchal translucency, Copy
number of variants (CNV), Microarray.

I. DAT VAN DE

D06 md da gay (Nuchal translucency - NT) la
khoang chira dich phia sau gay thai nhi. NT day
dugc dinh nghia khi = 3 mm hodc trén bach
phan vi 99th tugng (rng véi chiéu dai dau mong
(CRL)!. NT day tré thanh khao sat thutng quy &
TCN I do lién quan véi nguy cd léch bdi va bat
thuGng cdu tric hinh thai, nhat la bat thudng
cau trdc tim 24,

Tuy nhién, du s6 lugng NST binh terdng,
nhitng trudng hop NT day van cé két cuc xau.
NT tir 3,5-4,0 mm cé 70% thai ky sinh ra binh
thudng, 6 ngu8ng 5,5-6,4 mm, ti I& nay chi con
khoang 30% °. Cac thai ky nay c6 thé xuét hién
b4t thudng bi€u hién trén siéu dm khi tudi thai
da 16n, hoéc tham chi sau sanh mdi phat hién
dugc, cong tac tu van tién san va dua ra quyet
dinh cla gia dinh & nhiing thai ky nay cd thé
cham tré. Do d6, can nhitng xét nghiém c6 kha
nang phat hién cac bat thudng di truyén mic do
cao han, gilp khong bo sét bat thudng di truyén.

Gan day, nhd su phat trién cla cac xét
nghiém di truyén, con cho thay bat thudng di
truyén & nhitng thai NT day khong chi do léch
boi (thém hodc mat toan bd mot NST) ma con cd
thé do vi mat doan, vi I&p doan hay con goi la
bién di s6 lugng ban sao (Copy number variants
— CNV) (thém hodc mat mot phan nhé clia NST),
gay ra nhitng két cuc xau cho thai ky. Cac xét
nghiém nhu Chromosomal microarray analysis
(CMA) hay Next generation sequencing (NGS)
tim thay lién quan giCra NT day va nhCrng bat
thudng NST khdng can badng dudi mdc hién vi,
khong thé phat hién dugc bang xét nghlem
karyotype truyén théng®”. O thai ky cd két qua
karyotype binh thudng, CMA cé thé phat hién
thém 5% b4t thudng CNV gdy bénh (pCNV),
trong d6 ti 1€ bat thudng tim thdy 6 nhdm NT
day don thuan va nhom NT day két hgp vdi
nhirng bat thudng cau trdc hinh thai khac [an
lugt la 4% va 7%. Bat thuGng dugc tim thdy
nhiéu nhat la vi mat doan trén NST 22 (22q11.2)
lién quan dén hoi ching DiGeorge®.

Tai Viét Nam, c6 nhiéu nghién cru vé NT day
nhung chua cé nghién cllu vé bat thudng CNV.

Hién nay, tai khoa Cham soc trudc sinh Bénh
vién TU Dii, cé s6 lugng thai phu dén lam chan
doan xam lan do NT day nhiéu va da s dung
xét nghiém CMA trong cdng tac chan doan. Do
dd, v8i mong mudn gép phan cung cap cac dit
kién gilp ich cho cong tac tu van tién san cua
bac si va viéc dua ra quyét dinh cua gia dinh &
cac trudng hdp nay dudc tot hon, ching toi thuc
hién nghién ciu “"Khao sat bat thudng di truyén
& thai ky c6 d0 md da gay day tai Bénh vién TU
D{", v8i cau hdi nghién ctru: Ti I€ vi mat doan, vi
Iap doan la bao nhiéu & thai ky c6 d0 mG da gay
day va s0 lugng NST binh thuGng?

Muc tiéu: xdc dinh t/ Ié vi méat doan, vi Iap
doan & thai ky co dé mo da gay day va sé luong
NST binh thuong. Phén tich cac yéu 6 lién quan
vdi bat thuong vi mét lap doan.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U
Thiét ké nghién cru: Mo ta loat ca hoi clu.
Tiéu chuan nhén vao: Cic trudng hgp NT

> 3 mm tur 11-13 tuan 6 ngay, dudc thuc hién

thu thudt chdn doan xam I4n tai khoa Cham sdc
trude sinh Bénh vién T DU va lam xét nghiém

CMA hodc CNV-seq tlr thang 8/2020 dén 1/2022.
Tiéu chuan loai trir: Pa thai. Lam chan

doan xam lan & trung tam khac.

CG mau: dudc tinh theo cong thirc
Z*, =P(1—P)
N e

P: ti I€ vi mat lap doan trong nhém NT day co
sO lugng NST binh thudng. Theo két qua cua tac
gid M Grade va cong su la 0.05 ®.

d: d =p/2 =0.025

TU d6 tinh dugc c8 mau (N) t8i thiéu cho
nhom NT day va s6 lugng NST binh thuGng la
292 trudng hgp.

Phuong phap ldy mau: Ly mau toan bd
cac trudng hgp NT day = 3mm, dugc thuc hién
thi thudt xadm lan va chi dinh xét nghiém di
truyén tai Bénh vién T Di tUr thang 1/2022 trg
vé trudc dén khi ¢ tdi thiéu 292 ca co s lugng
NST binh thudng thoa tiéu chuén chon mau.

Nghién ciru dan dudng (Pilot study) Chon
5 trudng hgp dugc lam tha thuat xam lan vao
thang 12/2021 thoa tiéu chudn nhan mau dé lam
nghlen ctu dan duding, nh&m chinh sira bang thu
thap sO liéu phl hgp, thir nghiém quy trinh tra
cltu thdng tin trén phan mém tai khoa. Cac trudng
hgp nay dugc dung vao mau nghién clu.

Phudng phap tién hanh:

Budc 1. Sang loc doi tugng. Tra clfu trong
s thu thudt nhitng ca dudc lam thl thuét chan
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doan xam lan do NT day >3mm. Tur dé tim dugc
ma ho sc cia bénh nhan va két qua di truyén.

Budc 2: Thu nhan doi tugng. TU ma ho sd
tra trén phan mém quan ly thong tin bénh nhan
nhitng théng tin nghién clu. Chon loc nhiing
trudng hdp thoa tiéu chudn chon mau.

Budc 3. Thu thap so liéu

Bu'éc 4. Tong hdp, phan tich sd liéu. Xu li
sG liéu bang phan mém Stata 14.0. Y nghia

Ill. KET QUA NGHIEN cU'U

Tu thang 8/2020 dén thang 1/2022 co 491
trudng hdp thoa tiéu chudn nhdn mau. Do tudi
trung binh ctia me 1a 31,2 + 5,5 [18-50] tudi. Cac
thai ky trong nghién cliu ¢ tudi thai khi phat
hién NT day trung binh lic 12 tuan 3 ngay. D0
day NT trung binh la 4,3+1,2[3-12,2]mm. (Bang 1)

Bang 1. DPdc dlem méu nghién ciu
(N=491)

thdng ké dudc xac dinh khi p <0,05. . m Tanso| Tilé

Bu'éc 5. Hoan tat luan van Dac diém (n) | (%)

Cac xét nghiém dudc thuc hién trong ["Nhém tudi me: <25 54 11
nghién ciru. CMA dugc thuc hién tai Khoa Di 25-34 305 62,1
truyén y hoc Bénh vién TU DU bang kit G5955A > 35 132 26,9
SurePrint G3 Human CGH ISCA v2 CMA Kit 8x60k Nhém NT: 3-3,4 mm 116 23,6
v@i kich thudc cac doan do oligonucleotide la 3,5-4,4 mm 206 42,0
60mer, khoang cach trung binh cac doan do la 30Kb. 4,5-5,4 mm 96 19,6

CNV-seq tai Vién di truyén y hoc, sU dung 5,5-6,4 mm 49 10,0
NEBNext kit (Hoa Ki) dé phan cat DNA. Sau dé¢, > 6,5 mm 24 4,9
DNA dudc giai trinh tu’ thé hé mdi trén hé thong Bat thuong khac trén siéu
NextSeq, lillumina (Hoa Ki). Két qua giai trinh ty am
dugc so sanh véi bo gen tham chiéu (hg19) (bd ~ Khong 287 | 585
gen tham chiéu dugc chia nhé thanh cacving c6 | | Lucsieu am NT 39 7
kich thuéc 100kb) d& nhan dang s8 lugng NST  |LUc sieu am hinh thai som (141 7455 | 208
va CNV, ., S20tuam) 4 | gl

Cac doan CNV tim thdy dugc phan IGp theo | Luc sieu am chitiet hinh thai | 5 43
hudng dan cia American College of Medical (20-24 tLl_'?”r)] hai
Genetics (ACMG) 20208, Kich thuGc CNV > 5 Mb Sau sieu am hinh thai
dugc coi 13 co thé phat hién bdng xét nghiém Phuong phap xam lan
Karyotype. Sinh tg‘ﬁt gai nhau 176 | 35,9

Pao dirc trong nghién citu. Nghién citu |, . .x o10CO! . 311 | 63,3
dugc thuc hién sau khi dugc HOi dong dao dic Sinh thiet gaéillnaéﬁqsau do choc 4 0,8
trong ,nghlen cuu Y sm_rl hoc Benh Vvien Tu DU Loai xét nghiém di truyén
dong y cho phép thuc hién theo quyét dinh ngay CMA 334 68
04 thang 01 nam 2022, ma s6 02/2022-HPbD- _
BVTD CNV-seq 157 32

NT day = 3 mm
(n=491)
\
v v
Léch boi S6 lugng NST binh thuGng

(n= 94; 19,1%)

(n= 397; 80,9%)

v

CNV (n= 96; 24,2%)

- Gay bénh 36 (9,1%)

- Cryptic gay bénh (< 5Mb) 24 (6,0%)
- VUS 25 (6.3%)

v

Khong bat thudng CNV
(n= 301; 75,8%)

So dé 1. So do két qua nghién ciuu
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Bang 2. Ti Ié vi mat I3p doan J thai ky NT day va sé luong nhiém sac thé binh thudng

Pic diém Nhom NT day don thuan | Nhém kém bat thudng Chung
: (n= 376)(%) d SA NT (n=21)(%) (n=397)
Khong bat thugng 286 (76,1%) 15 (71,4%) 301 (75,8%)
pCNV 32 (8,5%) 4 (19%) 36 (9,1%)
Cryptic pCNV 22 (5,6%) 2 (9,5%) 24 (6,0%)
VUS 24 (6,4%) 1 (4,8%) 25 (6,3%)
Lanh tinh 34 (9,0%) 1 (4,8%) 35 (8,8%)
pCNV: CNV gay bénh. Cryptic CNV: CNV < 5 14g12dup 0,11
Mb. VUS: CNV chua r6 chirc nang 14q13.1g13.2dup 0,80
Nhan xét: Trong 397 trudng hgp NT day va 16p13.3del 0,42
bo NST nguyén bdi, ching toi tim thay 9,1% 16p11.2del 0,52
[KTC95%: 6,2-11,9] pCNV, 6,3% VUS. Ti lé 16p12.2del 0,57
Cryptic pCNV (<5 Mb) chung, 8 nhdom NT day 16p12.3del 1,2
dan thuan va kem bat thudng trén si€u am NT 16g24.2924.3del 2,2
[an luot la 6%, 5,6% va 9,5%. 16g24.3del 0,31
|Bang 3. Danh sach vi mat Iap doan gady 22q11.1g13.33dup 33,8
bénh hay gap 22q11.21dup 0,8
Band Kich thuéc (Mb) 22q11.21dup 2,5
2p23.3del 0,55 Nhan xét: Trong 36 trudng hgp thai mang
2p25.3p22.2dup, 37.2v4 29 PCNV, c6 6 trudng hgp mang 2 doan CNV gay
6p25.3p25.2del ! ! bénh. Do dd tong s6 doan pCNV tim thay trong
2g13del 0,26 nghién c(u la 42. pCNV tim thay nhiéu nhat Ia vi
2922.2g22.3del 2,05 lap doan 22q11(22q11 duplication syndrome) va
2q22.3q24.1del, 103 v3 9.7 vi mat doan trén NST 16 (16p11.2-p12.2
12g21.1g21.31del ! ! microdeletion syndrome), moi loai co 3/42
14g11.2g12dup 0,40 truGng hop.

Bang 4. Phdn bé bat thuong di truyén voi dé day da gay va bat thuong cdu tric

| Khéng batthudng | Léchbdi | pCNV | VUS
Nhom NT
3-3,4 mm (n=116)(%) 82 (70,7) 22(19,0) | 5(43) | 7(6,0)
3,5-4,4 mm (n=206)(%) 137 (66,5) 41(19,9) | 20(9,7) | 8(3,9)
4,5-5,4 mm (n=96)(%) 70 (72,9) 17(17,7) | 6(6,3) | 33,1
5,5-6,4 mm (n=49)(%) 34 (69,4) 11(22,5) | 2(41) | 2(41)
> 6,5 mm (n=24)(%) 13 (54,2) 3(12,5) | 3(12,5) | 5(20,8)
Bat thudng cau tric hinh thai kém theo
Khéng (n=287)(%) 221 (77,0) 40 (13,9) | 12(4,2) | 14 (4,9)
C6 (n=204)(%) 115 (56,4) 54 (26,5) | 24(11,7) | 11(5,4)

Nhan xét: NT cang day, ti 1€ bat thuGng tim
thdy trén CMA cang tang, tuy nhién trong tirng
loai bat thudng thi khong cé su lién quan. Nhém
NT 5,5-6,4 mm co ti I€ léch bbi cao nhat. Trong
khi nhdom NT = 6,5 mm cd ti Ié pCNV va VUS cao
han cac nhém con lai.

Nhém NT day kém bat thudng cau trac hinh
thai co ti Ié bat thuéng CMA cao hon nhém NT
day don thuan. NT day don thuan cé 4,2%
pCNV, trong khi NT day kem bat thudng cd ti &
pCNV la 11,7%. Két qua CMA binh thuGng van
co it nhat 34,2% (115/336) ca bat thudng cau
trdc trén siéu am.

Phan tich moéi lién quan véi vi mat lap
doan gay bénh

P& thuc hién muc tiéu 2 cla nghién clu la
phan tich cac yéu t6 lién quan véi pCNV, budc
thr nhat, ching t6i thuc hién phan tich don bién
cho 15 cdp bién s6. Budc thd hai, ching t6i chon
5 cdp phan tich don bién c6 P < 0,2 vao phan
tich da bi€n nham khdng ché yéu td gay nhiéeu.

Khi phan tich don bi€n maéi lién quan gilta
nhém NT 3-3,4 mm va NT > 4,5 mm véi nguy co
pCNV cho thay khong co su lién quan (p=0,609)
nén khong dugc dua vao phan tich da bién.

Vi cac trudng hgp VUS chua rd chilc nang, con
CNV lanh tinh dugc xem nhu binh thudng trong
quan thé, ching tdi x&p nhém CNV lanh tinh vao
nhom chua bat thudng va khong dua cac truGng
hop VUS vao dé phan tich méi lién quan.
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Bang 5. Phan tich da bién cac yéu té lién quan pCNV

DPéc pCNV Chua bat thudng OR OR* p*
diém (n= 36)(%) (n=336)(%) (KTC 95%) (KTC 95%)
Nhém tudi me
<25 7 (17,5) 37 (11,0) 1
25-34 28 (70,0) 218 (64,9) 0,7 (0,3-1,8) 0,8 (0,3-2,2) 0,707
> 35 5 (12,5) 81 (24,1) 0,4 (0,1-1,3) 0,6 (0,2-2,2) 0,424
Xuat hién bat thuong thém trén siéu am
Khéng 12 (33,3) 221 (65,8) 1
Co 24 (66,7) 16 (4,8) 3,8(1,9-7,9) 2,5(0,9-7,0) 0,088
Bat thu'dng cau tric hé than kinh
Khéng 32 (88,9) 325 (96,7) 1
Co 4 (11,1 11 (3,3) 3,7 (1,1-12,3) 1,8 (0,5-6,4) 0,377
Bat thu'dng dich co thé
Khéng 24 (66,7) 278 (82,7) 1
) 12 (33,3) 58 (17,3) 2,4 (1,1-5,1) 1,2(0,5-2,9) 0,733
Soft markers
Khéng 24 (66,7) 296 (88,1) 1
) 12 (33,3) 40 (11,9) 3,7 (1,2-7,9) 1,9 (0,8-4,9) 0,166

OR: hoi quy don bién. OR*: hoi quy da bi€n. P*: gia tri P cla h6i quy da bién

Chua bat thudng: két qua CMA binh thudng va CNV lanh tinh. B&t thudng dich co thé: nang bach
huyét viing ¢8, nép gap day, tran dich cac khoang cd thé

Nhan xét: Khi dua vao phan tich da bién khong tim thady yéu t6 lién quan véi nguy cd thai mang
CNV gay bénh.

Bang 7. Xu tri sau khi co két qua di truyén

Tu luu Cham dirt thai ky Theo doi ti€p
L&ch bdi (n=94)(%) 1(1,1) 77 (81,9) 16 (17,2)
Léch bdi NST thudng (n=81) (%) 1(1,2) 78 (96,3) 2 (2,5)
Léch bdi NST giGi tinh (n=13)(%) 0 1(7,7) 12 (92,3)
CNV gay bénh (n=36)(%) 0 11 (30,6) 25 (69,4)
VUS (n=25)(%) 0 3 (12) 22 (88)
Chua bat thudng (n=336)(%) 4(1,2) 1(0,3) 331 (98,5)

Nhén xét: Tai thoi diém cd két qua di
truyén, nhom pCNV cd 30,6% trudng hgp cham
dit thai ky (CDTK).

Sau khi c6 két qua di truyén chua bat thudng,
chi c6 1/336 trudng hgp CDTK (do phu toan
than, tay chan khoéo) va 4 trudng hgp tu luu.

Léch boi NST gidi tinh da phan theo doi ti€p
thai ky (92,3%).

IV. BAN LUAN

Qua nghién cttu 491 truGng hgp NT day =
3mm, 19,1% trudng hop léch boi. Trong do 397
trudng hogp NST nguyén bdi, ching toi tim thay
9,1% trudng hgp pCNV, trong doé ti 1€ Cryptic
PCNV la 6,0%. K&t qua nay nam trong khoang
tuong dong véi nhitng nghién clu trude. Coé su
khéac biét gitta cac nghién clitu c6 thé do_nhiéu
yéu t6 nhu ¢¥ mau, tiéu chudn nhan mau véi
cut-off NT, m&c Cryptic CNV thay d6i tir 5-10 Mb
va do phan giai xét nghiém sir dung dé phat hién
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CNV khac nhau. Cling nhu két qua phan I6p CNV sé
ludn thay déi dua theo céac cip nhéat bdo cdo y van.

Trong nghién clru, d€ déng nhat viéc phan
I6p, ching t6i dya theo hudng dan cua ACMG
20208. Tac gia Hua Jin va Lund cling phan I8p
CNV dua theo tiéu chuén nay. Do dé két qua ti 1é
pCNV cuia ching t6i khd tugng dong vdi hai tac
gia trén cling nhu két qua trong nghién cltu téng
quan phan tich gop cua tac gia Grande 7°,

Tuy nhién, ti 1€ VUS cta ching t6i cao han, c6
thé do c& mau cua ching téi I6n hon va dd phan
gidi cla xét nghiém st dung khac nhau. Trong
nghién clu nay, tim thay t6i 96 doan CNV, co
thé la nguyén nhan cla ti 16 VUS cao hon cac
nghién clitu khac. Ngoai ra, ching t6i chua co
diéu kién lam xét nghiém di truyén cho b6 me
(Trio) mdt cach dong nhat dé€ phan tich két qua
VUS nhu cac tacs gia khac.
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Bang 8. So sanh ti Ié vi mat Iap doan gdy bénh vdi cac nghién ciuu

s cn ] Kém bat . a Cryptic pCNV
Tac gia nghién ciru N [NT cut-off thudng trén SA Xét nghiém CNV (%)|(VUS)(%)
Lund I.C va cs. (2015)7 | 94 | 3,5mm - Array-CGH 8,2 12,8 (3,2)
Grande va cs. (2015)® | RCT | 3,0/3,5 + 5(1)
Egloff M va cs. (2018)!° | 599 3,5mm - Array-CGH 1,8 2,7 (1,3)
Sinajon P va cs. (2020)!| 107 | 3,5mm + Ar\;ggﬁg” 28 | 82(46)
Jin H va cs. (2021)° 87 3,0mm - CNV-seq 57 10.3(1,1)
N Array-CGH va
Chung toi 397 3,0mm + CNV-seq 6,0 9,1(6,3)

(+) Kém theo bat thudng trén siéu am NT; (-)
NT day don doc

pCNV: Vi mat I3ap doan gay bénh. Cryptic
pCNV: CNV gay bénh <5Mb.

Vé dic diém NST mang vi mat I3p doan
gay bénh. Trong nghién cru cta chdng toi, cac
pCNV hay g3p nhat ¢ NST 16, 2 va 22, 10, 14.
Trong nghién cru clia Hua Jin va cong su cling
cho két qua cac NST mang pCNV hay gap la NST
22,16 va 2 °.

Trong tat ca 36 trudng hgp pCNV khong khi
nhan trudng hdp nao la 22q11.2 deletion (hoi
chirng DiGeroge) nhu bao cdo clia mot s6 nghién
ctru®®, Tuy nhién két qua nay phu hdp vdi
nghién clu cla Egloff 2018, tac gid ciing ghi
nhan réng c6 thé nhitng trudng hgp Cryptic
pCNV va NT day don thuan khong mang vi lap
doan trén NST 22!°. Nghién clfu clia ching toi
tim thady nhitng pCNV xuat hién nhiéu nhat la vi
lap doan 22q11(22q11 duplication syndrome) va
vi mat doan trén NST 16 (16pl11.2-p12.2
microdeletion syndrome) phu hgp véi két qua
cla cac nghién cru trén.

Cac yéu to lién quan bat thuong CNV
gay bénh. Trong nghién c(tu ctia ching téi, tudi
me khong lién quan nguy cc thai mang pCNV.
biéu nay phu hdp véi cac nghién cu khac khi
tudi me tang lién quan nguy cd Iéch bdi nhung
khong lién quan nguy cc pCNV?,

D0 day cla da gay dugc cho la cd lién quan
dén nguy ca léch bdi, pCNV va két cuc xau cua
thai ky trong nghién clfu cla tac gia Egloff, Lund
va cOng su 719, Tuy nhién, trong nghién cru cua
ching t6i, két qua khac biét khong cé y nghia
thong ké gilra do0 day NT va nguy cd pCNV. Két
qua nay phu hgp véi nghién clru cla Hua Jin,
2021 va Sinajon, 2020 °.

Cac bat thuGng trén siéu am lién quan VGi
pCNV khi phan tich dgn bién. Tuy nhién, khi dua
vao phan tich da bi€n, méi lién quan nay khong
con ¢b y nghia théng ké. Khong cd nhiéu bai bao
ghi nhan mai lién quan nay & thai ki NT day. Tuy
nhién, trong nghién cu nay, cé nhitng trudng

hgp mét ddu, c6 thé xudt hién bat thudng siéu
am sau dé ma chidng t6i chua ghi nhan dugc. Do
dé6 cd thé dir liéu chua du manh dé khang dinh.

Xt tri sau khi c6 két qua di truyén. Sau
khi c6 két qua di truyén cé 30,6% trudng hgp
pCNV CDTK ngay. Cac trudng hgp nay mat doan
CNV Ién, chira nhiéu gen OMIM va kha nang gay
bénh cao. Ti Ié CDTK trong nghién clru cua
chiing t6i thap han cac nghién clu khac®!t. Do
khong phai tat ca trudng hgp déu theo doi dén
hét thai ky, ¢ thé bénh nhén tré vé dia phudng
CDTK, hodc do tinh hinh dich covid, tai kham tai
ndi khac cé thé ghi nhdn thém bat thudng va
dua ra quyét dinh sau do. Do d6, dé dong nhét,
chiing téi chi xem xét x{r tri tai thdi diém cd két
qua di truyén.

Nhu vay, tom lai tai thGi diém co két qua
CMA, c6 30,6% trudng hgp pCNV lua chon CDTK
ngay, con lai tiép tuc theo ddi thai ky va cd thé
dua ra quyét dinh sau do.

Han ché cua dé tai: phuong phap nghién
ctu hdi ciru nén chi ghi nhan nhitng théng tin cé
san. Bénh nhan khong theo doi dén hét thai ky.
Chua thé mé ta day du théng tin siéu 4m va két
cuc thai ky khi sanh, sau sanh. Trong nghién cttu
nay, ching t6i chi ding lai & xét nghiém tim vi
mat 13p doan ma chua co diéu kién lam thém
Trio va Exome sequencing (ES) dé tim lién quan
vGi di truyén b6 me va dot bién daon gen & thai
ky NT day.

V. KET LUAN

Nén thuc hién xét nghiém di truyén CMA cho
tat ca cac thai ky NT day = 3 mm dé tim thém
cac bat thudng vi mat 13p doan gay bénh. Trong
nghién clfu cla chdng toi, ti I& nay la 9,1%.

Cac trudng hgp CNV chua bat thudng hodc
VUS van cé nguy cd bat thudng hinh thai xuat
hién mudn. Can ti€p tuc theo dGi trén siéu am va
biéu hién sau sanh; véi nhitng trudng hop VUS,
pCNV khéng phu hgp kiéu hinh c6 thé lam thém
xét nghiém di truyén cho b8 me dé€ phén tich va
dinh hudng cho cac thai ky tuong lai. Ngoai ra,
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nghién cliu ti€p xét nghiém ES tim bat thudng
don gen & cac trudng hgp CMA binh thudng.
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PANH GIA TAC DUNG CHONG VIEM CAP CUA BAI THUOC
QUYEN TY THANG GIA GIAM TREN MO HINH GAY
PHU CHAN CHUOT BANG CARRAGEENIN

LAm Thu Thiiy’, Phan Anh Tu4n2 Nguyén Hoang Ngin3, Lé Minh Hoang?

TOM TAT

Dbat van dé: Quyén ty thang gia giam (QTTGG) la
mot bai thudc nghiém phudng dua trén bai thudc co
phuong Quyén ty thang gia gidm da dugc s dung
trén cac bénh nhan dau nhic xuong khdp téi kham va
diéu tri tai bénh vién Y Dugc co truyén Kién Giang cho
két qua hét sliic kha quan. Muc tiéu nghién ciru:
Nham lam rd hon cd ché giam dau théng qua tac dung
chéng viém cap cla bai thuGc trén dong vat thuc
nghiém tao cd sd cho bac si ldam sang trong diéu tri,
ching t6i thuc hién dé tai nghién cftu véi muc tiéu:

1Bénh vién Y Duorc ¢ truyén Kién Giang
2Truong Pai hoc Y duoc Cén Tho

3Hoc vién Quéan Y

Chiu trach nhiém chinh: Lé Minh Hoang
Email: Imhoang@ctump.edu.vn

Ngay nhan bai: 22.8.2022

Ngay phan bién khoa hoc: 28.9.2022
Ngay duyét bai: 6.10.2022
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banh gia tac dung chéng viém cdp cla bai thudc
quyén ty thang gia giam trén mé hinh gady phu chan
chuét bang carrageenin. Phu'ong phap nghién ciru:
Tac dung chdng viém cdp dugc danh gia trén mo hinh
gdy phlu chan chudt bang Carrageenin, theo phuadng
phdp cua Winter va CS. K&t qua: Quyén ty thang gia
giam dung liéu 11,8g/kg/ngay va 23,6g/kg/ngay co tac
dung chéng viém cap trén mo hinh gay phu chan
chudt céng tréng bang Carragenin thong qua cac chi
tiéu: Lam giam thé tich phu viém ban chan chudt (p <
0,01 so vGi nhom ching), véi liéu 23,6g/kg/ngay cé
tac dung khang viém cap tuong duang Diclofenac liéu
15mg/kg/ngay (p > 0,05); Ty Ié % U(fc ché phu viém
cap & 02 16 dung quyén ty thang gia giam tuong
duong so véi 16 dung Diclofenac liéu 15mg/kg/ngay (p
> 0,05). K&t luan: Quyén ty thang gia gidm co tac
dung chong viém cap trén md hinh gay phu chan
chudt cdng trdng bang Carragenin.

T khoa: Chong viém cap, Quyén ty thang gia
giam, Y hoc cd truyén, thuc nghiém



