TAP CHI NGHIEN ClPU Y HOC

NGHIEN CU’'U CHAN POAN DI TRUYEN
TRUOC LAM TO BENH TANG SAN THUONG THAN BAM SINH
THE THIEU ENZYME 21-HYDROXYLASE

Nguyén Ha Hwong Ly*?, Nguyén Vin Phong, Nguyén Thi Viét Ha, Tran Van Tuan™
Hoc vién Quén y

Muc tiéu cta nghién ciru nay nhdm xdy dung hoan thién quy trinh chédn doén bénh tdng san thuong
bam sinh thé thiéu enzyme 21-hydroxylase trudc Iam té va tng dung quy trinh chédn doén bénh ting san
thuong bdm sinh thé thiéu enzyme 21-hydroxylase truéc lam té cho gia dinh d& cé con bj bénh. 4 m&u méu
EDTA ngoai vi va 4 méu phéi ngay 5 duoc l&y tir mét gia dinh c6 con mang bién thé gay bénh trén gen
CYP21A2. Phuong phap phén tich di truyén lién két duoc st dung dé phat hién bén STR duoc chon lién
két chat ché véi gen CYP21A2 mang bién thé géy bénh & céc cap vo chdng va con ctia ho. Két qua nghién
ctru da xay dung quy trinh chdn doén bénh ting san thuong badm sinh thé thiéu enzyme 21-hydroxylase
truée 1am 6. Ap dung quy trinh cho 4 phéi ngay 5 cta gia dinh B.V.Th., ching t6i da xac nhan déng hop to
bién thé gy bénh (mang gen) & ba trong sé cac phéi va déng hop tir binh thuong & mét phéi (khée manh).

Tir khéa: Tang san thwong than bam sinh, gen CYP21A2, chin doan trwéc 1am t6, phan tich di truyén

lién két.
I. DAT VAN PE

Tang san thwong than bdm sinh (Congenital
adrenal hyperplasia - CAH) & bénh di truyén do
gen 1&n nd&m trén nhiém séc thé thwong gay ra.
Tw khi ca bénh dau tién dwoc mé ta trong y van
vao ndm 1865 cho dén nay, da c6 hon 5 thé
bénh tang san thuwong than bam sinh dwoc biét
dén, trong d6 thé thiéu enzyme 21-hydroxylase
(21-OH) 1a phd bién nhét (chiém khoang 90%
cac trudng hop méc tang san thwong than bam
sinh.” Trén thé gidi, ty 1& mac bénh tang san
thwong than bam sinh badm sinh & tré em do
thiéu 21-OH la khoang 1/10.000 dén 1/15.000.2
Ty 1& méc bénh thay ddi theo dan toc va dia ly,
tan suat cao nhat dwoc phat hién la 1/282 &
téc nguwoi Yupik Eskimos (Alaska) va 1/2.100
& dao La Reunion, Phap.® Bén canh do, ty 1é
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mac bénh thap hon ciing dwoc tim thay & Nhat
Ban: 1/21.000 va Dai Loan la: 1/28.000. O Viét
Nam, chwa cé dé tai ndo nghién ciru vé ty lé
mac bénh va ty 1&é ngwdi lanh mang gen bénh.
Theo Vi Chi Dling va céng sw (2017), dwa trén
s6 lieu théng ké tai Khoa Nai tiét - Chuyén héa
- Di truyén, Bénh vién Nhi Trung wong, trong
khoang th&i gian 17 nam (1999 - 2016) c6 tong
s6 842 bénh nhan da dwoc chan doan va diéu
tri. Trong do, thé thiéu 21-hydroxylase (21-OH)
chiém ty 1& cao nhat 98,3% (828 bénh nhan).
C4c nghién ctru trén quan thé nguoi chau A
da chi ra thé mat mudi chiém ti 1& cao nhét trong
sb cac ca mac ting san thwong than bam sinh
VGi 75%, thé nam héa don thuan chiém ti 1&
thap hon (20-25%) va thé khong cb dién hiém
gdp hon (< 5%).5 Sy réi loan nay luén dan dén
bénh canh lam sang dac trwng clia bénh di kem
nhirng hau qua va di chixng ndng né néu khong
duogc phat hién sém nhw: réi loan dién gidi, mat
mudi, mat nwéc va nam hda & tré gai hoac day
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thi sém gia & tré trai. Viec mat mudi va mét
nwéc rat dé dan dén bénh nhan truy tim mach,
sbc, va nguy hiém dén tinh mang.¢

Cac phuwong phap xét nghiém sinh hoc phan
t& giip chan doan s&m bénh tang san thwong
than bam sinh & thai nhi gitp dinh hwéng phac
dd diéu tri sém cho nguoi bénh, tuy nhién,
hwéng phat trién trong cong tdc phong bénh
van con han ché. Phuwong phap chan doan di
truyén trwéc lam td dwoc biét dén 1a phwong
phap dw phong bénh hiéu qua nhét, bdi cé thé
chon dwoc phdi lanh ngay tir trwéc khi cay phoi
vao tlr cung cla ngwoi me. Tai Viét Nam, cac
nghién ctru vé bénh ting san thuwong than bam
sinh tuy d& dwoc cong bd nhiéu, nhung cha
yéu chi tap trung vao phan tich vé dic diém
lam sang, xét nghiém, dac diém di truyén, diéu
tri bién thé gay bénh trén gen CYP21A2, hién
nay van chuwa c6 cdng bd nao vé chan doan
trwdc 1am tdé bénh tang san thwong than bam
sinh. Xuat phat ti diéu kién thuc tién va nhirng
y nghta thiét thwec mang lai, ching t6i thuc hién
dé tai voi hai muc tiéu:

1) Xay dwng quy trinh phan tich di truyén
lien két phat hién kiéu gen gay bénh tang san
thwong bam sinh do bién thé gay bénh trén gen
CYP21A2.

2) Ung dung quy trinh da xay dwng trong
chan doan di truyén truéc 1am t6 bénh ting san
thwong bam sinh do bién thé gay bénh trén gen
CYP21A2.

Il. DOl TUQONG VA PHUONG PHAP
1. B6i twong

DPéi twong st dung trong nghién clru bao
gdm mau mau cla 4 thanh vién trong gia dinh
bénh nhan da dwoc chan doan mac bénh ting
san thwong than badm sinh do bién thé gay
bénh clia gen CYP21A2 (gbm ngudi bb Th.,
nguwdi me V., ngudi con gai thir nhat Tr. khéng
biéu hién bénh Iy va ngudi con gai thir hai A. da

dwoc chan doan méc bénh) cing 4 mau phdi
sinh thiét ngay 5 (A1-A4) cla gia dinh.
2. Phwong phap

MAau mau cla ngudi con gai bi bénh da
dwoc xac dinh loai bién thé gay bénh bang
phwong phap gidi trinh tw gen thé hé moi
(Next Generation Sequencing - NGS) két hop
st dung phuong phap MLPA. Két qua cho
thdy bénh nhan A. mang hai loai bién thé gém
CYP21A2 c.515T>A va mét bién thé mat doan
I&n. Tuy nhién, do gen CYP21A2 c6 gen gia la
CYP21A1P cé tinh twong déng cao nén khong
thé ap dung dwoc phwong phap phat hién bién
thé bang gidi trinh tw Sanger. Do vay, nhém
nhién clru da xay dwng quy trinh dwa trén
ky thuat phan tich trinh ty lap lai ngén (Short
Tandem Repeats - STR) - cac trinh ty co kich
thwéc nhé dwdi 1000 base tao nén béi cac
trinh tw 16i khoang 2 dén 4 base duwoc lap lai
nhiéu lan (tr 10 dén 60 1an). Bén locus STR
dwoc lwa chon cé trinh tw nam gan vi tri gen
CYP21A2 gébm: TNFa, TNFd, MIB va C1.2. Céac
STR duwoc lwa chon déu ndm gan va cach dudi
1kB so v&i gen CYP21A2 trén trinh tw tham
chiéu dé han ché tbi da hién twong hoan vi gen.
Céac mau DNA sau tach chiét dwoc st dung cho
phan (rng PCR v&i cac cdp mdi huynh quang
dac hiéu cho tirng locus STR. San pham PCR
sau do dwgc chay dién di mao quan trén may
SeqStudio Genetic Analyzer va phan tich bang
phan mém GeneMapper ID 6.0.

DNA téach chiét tlr cac phéi ngay 5 da sinh
thiét sé dwoc khuéch dai béng bo kit REPLI-g®
Single Cell Kit (Lot.No. 166013027). Sau do, ap
dung quy trinh d& xay dwng & trén trong chan
doan di truyén truwdc l1am té bién thé cua gen
CYP21A2 gay bénh ting san thwong bam sinh.

Ill. KET QUA

1. Hoan thién quy trinh STR analysis — phan
tich 4 STR lién két v&i bién thé cua gen
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CYP21A2 gay bénh tang san thwong than
bam sinh

STR analysis la k§ thuat s dung PCR
khuéch dai 4 STR muc tiéu dé phan tich do dai
cla cac STR dwa trén dd dai cia sdn pham
PCR. Céac san pham PCR dwoc phan tach theo
kich thwéc bang phwong phap dién di mao

TAP CHI NGHIEN ClPU Y HOC

quan. Méi STR muc tiéu cé kich thwéc khac
nhau va cung lién két véi gen CYP21A2.

B6n STR dwoc chon lan lwot [a MIB, C1.2,
TNFa va TNFd. Trinh tw 4 cdp mdi cho phan
&ng khuéch dai STR do nhém nghién ciru thiét
ké dwa trén phadn mém Primer Blast, dwoc trinh
bay nhw bang 1.

Bang 1. Trinh tw moi str dung phan (rng khuéch dai cac STR

Primer Trinh tw (5’-3’) Primer Trinh tw (5’-3’)

MIBf* CCTGCAGATTTTCATACTT C1.2f GGATCCTAGGAACTCCC
MIBr CTTCAGAGAAGCAGAACCAA C1.2r GAGCAGAAGGGAGATGA
TNFaf* GCCTCTAGATTTCATCCAG TNFdf* CATAGTGGGACTCTGTCTC
TNFar CCTCTTCCCCTGCAA TNFdr AGATCCTTCCCTGTGAGTT

*: Trinh tw c6 dudi gan huynh quang

- T6i wu diéu kién phan rng PCR

Sau khi tach chiét, mau DNA thu dwoc cla
4 mau mau ngoai vi gia dinh dbi twong nghién
cu (gém nguwoi bd Th., nguwdi me V., nguodi
con géi thir nhat Tr. khong biéu hién bénh ly va
ngudi con gai thi hai A. da dwoc chan doan
mac bénh) dwoc st dung 1am mau chuén trong
t6i wu quy trinh khuéch dai cac STR.

Dua trén kich thwéc cha tirng cdp méi va
doan gen can khuéch dai, chung t6i da thuc

hién chay gradient nhiét do dé tim nhiét d6 gan
mdi t6i wu. Qua qua trinh thuc hién phan (ng
PCR khuéch dai cac STR ban d4u, chung toi
da lwa chon dwoc chu trinh nhiét va néng do
céac thanh phan (bang 2) t6i wu chung cho phan
&ng khuéch dai 4 STR. Két qua Iwa chon diéu
kién téi wu dwa trén tiéu chi khuéch dai dac
hiéu doan gen dich va khéng hinh thanh dimer
gitra cac moi.

Bang 2. Chu trinh nhiét va thanh phan phan trng trong phan rng khuéch dai STR

Nhiét d® Thoigian Sé chu ky
95°C 5 phut
94°C 30 giay
56°C 45giay o chuky
72°C 45 giay
94°C 30 giay
53°C 45giay 10 chu ky
72°C 45 giay
72°C 10 phat

Thanh phén Thé tich (uL)
Mastermix 12,5
Mdi Forward 0,4
Mbi Reverse 0,4
DNA 2
H,0 9,7
Téng 25
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Kiém tra s&n phdm phan trng PCR bang dién
di trén gel agarose 2%. Két qua dién di (hinh 1
va hinh 2) cho thay cac san pham PCR c6 kich
thwdc xap xi 1an lwot 1a 256bp; 116bp; 140bp;
148bp twong ng véi cac mdbi C1.2; TNFa; MIB

va TNFd, phu hop véi kich thwéc trén ly thuyét
clia 4 STR muc tiéu. Sw chénh Iéch kich thwéc
cta cac STR gira cac mau DNA thé hién sy
khac nhau vé kich thwéc ctia cac alen.

Hinh 1. Két qua dién di san pham cua 2 méi (A: M6i C1.2; B: Méi TNFa)

Giéng 1: Marker 100bp, Giéng 2: M&u nguoi me V.A, Giéng 3: Mau nguoi bé Th., Giéng 4: Mau
con A., Giéng 6 - 8: Céc phoi A1 - A4, Giéng 9: Chung 4m

Hinh 2. Két qua dién di san pham cua 2 mbi (A: Méi MIB; B: Mbi TNFd)

Giéng 1: Marker 100bp, Giéng 2: Chirng &4m, Giéng 3: Mau nguoi me V.A, Giéng 4: M&u nguoi
bé Th., Giéng 5: M&u con A., Giéng 7 - 9: Cac phoi A1 - A4

Tiép theo, Iy 1ul sdn phdm PCR, thém vao
10,25puL va 0,5uL Genescan Liz 500 (Thermo)
va chay trén SeqStudio. Bidng phwong phap
dién di mao quan trén hé théng may SeqStudio

va phan tich tw doéng bang phan mém
GeneMapper ID 6.0, chung t6i da xac dinh
dwoc chinh xac kich thwéce cac alen ciia 4 STR
trong tirng mau (bang 3) (hinh 3 va hinh 4).

12
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Bang 3. Bang téng két kich thwéc cac alen
cuia 4 ngwoi trong gia dinh d6i twong nghién ctru

Locus \' Th Tr A (bénh)
116 134 116 116
TNFa
116 138 134 138
141 14 14 141
TNFd 6 0
148 150 148 150
127 137 127
MIB 137
137 137 137
252 254 252
C1.2 266
266 266 254

- Nhan dinh két qua:

Nhiém sén thé cta mdi ngudi binh thwdng
ton tai thanh cap, mot nhan duwoc tir bd va mot
nhan dwoc tlr me. Hai nhiém sén thé cuta cung
mét cap cb cung gen va cung vi tri nhwng trinh
tw lai khéng giéng hét nhau. Vi vay co thé timra
nhiém s&n thé nao cla cap twong ddng la nhan
duoc tir bb hay tir me. Déi v&i trudng hop méc
bénh ting san thwong than bam sinh, nguyén
nhan chi yéu (chiém 95%) 1a do bién thé gay
bénh cla gen CYP21A2 ndm trén nhiém sac
thé s6 6. Nhd vao cac marker STR khuéch dai
cac doan trong gen ctia bd, me va nguwdi con bi
bénh, ta sé xac dinh dwoc gen bénh clia nguoi
con nhan dwoc tir nhiém sdn thé nao clia nguoi
b6 va me.

Qua két qua dién di mao quan, nhém
nghién ctru phan tich trén locus TNFa, nhan
thdy nguwdi me V.A mang 2 alen c6 kich thudc
116bp; ngwdi bd Th mang 2 alen c6 kich thwéc
134bp va 138bp; ngudi con Tr. mang 2 alen c6
kich thwéc 116bp va 138bp. Trwdng hgp bénh
nhan A. mang 2 alen 116 va 138, chirng t6 2
alen nay déu lién két véi gen 1an gay bénh. Vi

vay, & me, 1 trong 2 alen 116 sé lién két véi gen
bénh va & bd thi alen 138 la alen lién két voi
gen bénh. B va me déu khong biéu hién bénh,
nén alen 116 con lai cia me va alen 138 cla bd
la alen lién két véi gen troi binh thwéong.

V&i locus TNFd, nguwdi me mang 2 alen co
kich thwérc 141bp va 148bp; nguwdi bd mang 2
alen c6 kich thwéc 146bp va 150bp; ngwdi con
Tr. mang 2 alen c6 kich thwéc 146bp va 148bp.
Bénh nhan A. & locus gen TNFd mang 2 alen la
141 va 150, diéu nay chirng té 2 alen nay Ia 2
alen lién két véi gen 1&n gay bénh. O’ b va me
khong biéu hién bénh nén alen 148 ctia me va
alen 146 cla bd la 2 alen lién két v&i gen troi
binh thudng.

Twong tw dbi v&i locus C1.2, & ngudi me
V.A. mang 2 alen la 256bp va 266bp; ngudi bd
Th. mang 2 alen 252bp va 266bp; ngw®i con Tr.
mang 2 alen 13 252bp va 254bp. O bénh nhan
A. mang 2 alen déng hop la 266, tr d6 co thé
thdy 1 alen 266 nhan tir me va 1 alen 266 nhan
tr bb 1a 2 alen lién két véi gen 1&n gay bénh; 2
alen 252 va 254 1a 2 alen lién két v&i gen troi
binh thwong.
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A.

Hinh 3. Két qua dién di mao quan cuta cac locus (A: locus C1.2; B: locus TNFa)

Dong 1: M&u me V.A - Dong 2: M&u bé Th

Dong 3: M&u con Tr - Dong 4: M&u con A. (bénh)

A.

Hinh 4. Két qua dién di mao quan cua cac locus (A: locus MIB; B: locus TNFd)

Dong 1: M&u me V.A - Dong 2: M&u b Th

Dong 3: Mau con Tr - Dong 4: Mau con A. (bénh)

Nhuw vay, tir két qua trén da xac dinh dwoc
nhi&m s&n thé mang bién thé gay bénh 13 nhiém
san thé chira cac STR C1.2, TNFa, TNFd cé
kich thwéc 1an lwot 1a 266bp; 138bp; 150bp va
cla me la 266bp; 116bp; 141bp. Riéng STR
MIB cta bé khong xac dinh dwoc alen lién két
v&i bién thé gay bénh do cac alen cia STR MIB
lién két v&i bién thé gen bénh va binh thuong
déu co kich thuwac 137bp (hinh 5).

Sau khi thwe hién quy trinh phan tich STR
trén mau mau ngoai vi clia 4 ngwodi trong gia
dinh anh B.V.Th., nhdm nghién ctru da duwa ra
quy trinh phan tich di truyén lién két phat hién
kiéu gen gay bénh tang san thwong bam sinh
do bién thé gay bénh trén gen CYP21A2 gbm

5 buwéc:

- Bwéc 1: Chuan bj DNA cta cac mau can
phan tich di truyén lién két.

- Buwéc 2: Thuce hién phan rng PCR khuéch
dai 4 STR.

- Bwéc 3: Kiém tra sdn phdm PCR trén gel
Agarose.

- Buéc 4: Bién tinh san phdm khuéch dai
STR sau PCR, tién hanh dién di mao quan.

- Bwdc 5: Phan tich cac alen lién két vai gen
gay bénh va két luan kiéu gen.
2. Két qua tng dung quy trinh phan tich
4 STR trong chan doan trwéc lam té bénh
tang san thwong than bam sinh

14
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Céac mau phdi sau khi dwoc sinh thiét ngay 5
dwoc tién hanh thwe hién WGA nham nhan toan
bd hé gen dé dadm bao lwong DNA dau vao cho
phan ng PCR. Sau khi thyc hién WGA theo
hwéng dan tlr nha san xuét, sdn phdm nhan
toan bd hé gen duwoc dién di trén gel agarose

O

1% dé kiém tra chat lvong.

Ap dung quy trinh da xay dwng trén 4 mau
phdi, nhém nghién cru da xac dinh dwoc kich
thwéc cac alen cia 4 STR trong trng mau
(hinh 5).

Hinh 5.Két qua phan tich di truyén lién két trén cac thanh vién
va trén cac phoi cta gia dinh bénh nhan

Sau khi ap dung quy trinh trén mau phéi,
nhém nghién cru nhan thay ca 3 phoi A1, A2,
A3 déu mang cac STR lién két vai bién thé gay
bénh cta gen CYP21A2 ndm trén nhiém sdn
thé nhan tir giao t& cGa ca bd va me. Do vay 3
phoéi A1, A2, A3 |la nhirng phoi mang bénh. Chi
c6 1 phoi A4 khéng chiva cac STR lién két voi
bién thé gen bénh, vi vay day 1a phdi khong
mang gen bénh nhan tlr nhiém s&n thé cla bd
va me.

IV. BAN LUAN

Tang san thwong than bam sinh khéng phai
la mét bénh ly co ty 1€ cao cac bién thé md&i phat
sinh, bénh xuét hién chi yéu 1a do b me mang
gen di hop t& di truyén bénh cho con. Dt bién
méat doan md&i va chuyén doan gen méi da tirng
dwoc ghi nhan, trong dé chuyén doan gen mai
thwong lién quan dén bién thé & intron 2 véi ty
Ié khoang 1% céc alen gay thiéu enzym 21-OH,
bénh nhan mang bién thé gay bénh hoan toan

khong do di truyén tlr bd me. Ty 1& cac alen gay
thiéu enzym 21-OH trong quan thé khoang 2%,
nén ty & alen mang chuyén doan gen mai tai
intron 2 trong quan thé xap xi: 1/(2x104).7#

Tai t6 hop méi lién quan dén gen CYP21A2
da dwoc chirng minh béng phan &ng PCR v&i
DNA tach chiét tir tinh trung va té bao bach cau.
Trao dbi chéo khéng can gay mét doan gen chi
dwoc phat hién & DNA tinh trang (1/105 - 1/106
trén hé gen). Tan sb xay ra chuyén doan gen |a
1/10% - 1/10° trén hé gen (DNA tach chiét tir té
bao tinh trung va bach cau). Biéu nay ching té
rang mét doan gen chi xay ra & trong qua trinh
gidm phan, trong khi chuyén doan gen xay ra
ca trong qua trinh gidm phan va nguyén phan.®

Chén doan di truyén trwdc lam td 1a mét linh
vie rat khé do vat liéu di truyén dung dé chan
doan rat it, chi tv 1 - 2 t& bao phéi. Vat liéu di
truyén it lam kha nang thét bai trong nhan gen
chan doan rat cao. Hon niva, cac ki thuat chi
duoc thwe hién 1 1an duy nhat khéng danh gia

TCNCYH 163 (2) - 2023

15



TAP CHIi NGHIEN ClPU Y HOC

duoc sw 6n dinh va khong két hop dwoc nhiéu
phwong phap chan doan lam gidm d6 chinh
xac. Dé giai quyét kho khan trén, mét trong
nhirng gidi phap nhém nghién clru dua ra la
nhan toan bd gen clia cac mau phéi sinh thiét
bang ki thuat WGA.

Sau khi nhan toan bd gen dwgc san pham
c6 ndng dd DNA rat cao, néu dung lam khuén
sé& dan dén phan &ng PCR bj &rc ché. Diéu d6
khién chung ta khong biét da that bai & khau
nao trong quy trinh: & sinh thiét phéi khong lay
dwoc té bao hay nhan WGA khéng thanh cong.
Ngoai ra, ndng do DNA khuén cao cé thé lam
xuét hién nhiéu bang phu trong qua nhan gen,
tr d6 gay kho khan cho chan doan. Chinh vi
vay trong quy trinh, nhém nghién ctru da chuén
héa dwoc ndng dd pha lodng téi wu dé giai
quyét duwoc nhirtng van dé néu trén.

Vi I1a bién thé gen lan trén nhiém sdn thé
thwong nén t kiéu gen cla ngwoi con A. da
mac bénh, cé thé xac dinh dwoc nguwdi con nay
da nhan duoc gen tlr nhiém sdn thé nao cla
nguwdi me va bd. Qua két qua khao sat STR,
phan tich xem phéi c6 nhan phai nhiém sén
th& mang bién thé ctia gen CYP21A2 gay bénh
khong, tir d6 cé tw van di truyén phu hop. Néu
thai nhi nhan dwoc nhiém sén thé khéng mang
bién thé gay bénh, thi s& tién hanh chuyén phoi
trwdng hop nay.

Chuang t6i da ap dung thanh céng quy trinh
chan doan truwéc 1am tb cho 4 phéi ctia gia dinh
D.V.Th. Trong dé phat hién thdy 3 phéi mang
bién thé ctia gen CYP21A2 gay bénh tang san
thwong than bam sinh, con lai 1 phéi khéng
mang gen bénh.

V. KET LUAN

Qua nghién ctru xay dwng quy trinh trén mau
mau ngoai vi va tng dung quy trinh trén 4 phoi
cla gia dinh tw nguyén tham gia nghién ctru
chung t6i thu dwoc két qué nhu sau nhu sau:

- Ba xay dwng thanh cdng quy trinh phan
tich di truyén lién két (st dung 04 STR: TNFa,
TNFd, MIB va C1.2) dé phat hién kiéu gen gay
bénh tang san thwong bdm sinh do xuét hién
bién thé gay bénh trén gen CYP21A2.

- ng dung thanh céng quy trinh nay trén
04 mau phoi ctia mot gia dinh bénh nhan mac
tang san thwong bam sinh do xuét hién bién thé
gay bénh trén gen CYP21A2. Két qua phat hién
dwoc 03 phdi bénh va 01 phdi binh thudng.
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Summary

STUDY ON PREIMPLANTATION GENETIC DIAGNOSIS
FOR CONGENITAL ADRENAL HYPERPLASIA DUE TO
21-HYDROXYLASE DEFICIENCY

This study aims to develop a protocol of PGD for CAH due to 21-OHD and applying the protocol
for family in which the member was diagnosed with CAH due to 21-OHD. 4 peripheral EDTA blood
samples and four day-5 embryo samples were taken from a family in which, the members carried the
CYP21A2 mutation. The linkage analysis method was used to reveal the associated four selected
short tandem repeat (STR) markers closely linked to the mutational CYP271A2 gene in the couples
and their child. The results indicated that the protocol of PGD for CAH due to 21-OHD had been
developed successfully. Using the PGD protocol for CAH due to 21-OHD in four day-5 embryos from
V.Th.'s family, we confirmed mutant homozygozity (affected status) in three of the embryos and wild
type homozygozity (healthy) in one.

Keywords: Congenital adrenal hyperplasia - CAH, CYP21A2 gene, Preimplantation genetic
diagnosis (PGD), linked-analysis.
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