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Yéu t6 khac 6 lién quan dang ké dén viéc
thuc hanh dat phong nglra NKVM la tinh trang
dao tao/tap hudn cua nhitng ngudi tham gia
nghién cru. Két qua & bang 3.7 cho thay, nhiing
bDV da ting dudc dao tao/tdp huan vé cac
phuong phap phong nglra NKVM c6 kha nang
thuc hanh vé phong ngra NKVM cao han so vGi
nhirng ngudi khong dugc dao tao/tdp huan. Phat
hién nay c6 thé so sanh véi két qua cua A.
Mengesha (58,9%, 36,8%) [4], cua T.
Woldegioris (59,2%, 32,1%) [7], cua Pham Van
Dudng (77,1%, 39,1%) [2]. Diéu nay co thé la
do viéc cap nhat kién thirc thuc hanh cta BDV
vé phong ngLra NKVM dd thay déi thuc hanh
trudc dé va cé thé dan dén thuc hanh dat cao.

V. KET LUAN

Mac du la cac ky thuat thudng quy, nhung ty
Ié diéu duBng vién c6 thuc hanh khong dat vé
phong ngtra nhiém khudn vét mo 1a khd cao,
chiém dén 34,5%. DDV trén 30 tudi cé thuc
hanh vé ph(‘)ng ngtra NKVM t6t han BDV dudi 30
tudi khoang 4,8 lan, nam gidi cd thuc hanh vé
phong ngtra NKVM dat tét hon gap khoang 4,7
[an so vGi nir gidi, BDV co trinh d6 chuyén mén
cao dang/dai hoc cé thuc hanh vé phong nglra
NKVM tét han gap khoang 2,9 lan so véi nhitng
PDV ¢6 trinh d6 chuyén mon trung cap, nhitng
DDV c¢d tham nién cong tac trén 5 nam cd thuc
hanh vé phong nglra NKVM t6t han nhitng DDV
c¢d thdm nién dudi 5 nam khoang 4,5 lan va
nhirng DDV dugc dao tao/tdp huan vé phong

ngita NKVM cd thuc hanh dat vé phong nglra
NKVM cao gap 9,3 lan nhitng DDV khong dugc
dao tao/tdp huan.
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CHAN DOAN DI TRUYEN TIEN LAM TO
VA CHAN POAN TRU'O'C SINH BENH POMPE

TOM TAT

Bénh Pompe (OMIM # 232300) hay bénh du trir
egcogen loai 2 (GSD 11) Ia bénh di truyén 13n don gen
trén nhiém sic thé sb 17, gay ra bdi dot bién gen GAA
(17925.3), chiu trach nhlem ma hod téng hop enzyme
acid alpha gluc05|dase (GAA) - mét enzyme tham gia
vao qua trinh chuyen héa glycogen trong lysosome.
Tai Viét Nam, viéc diéu tri Pompe da cé nhiéu budc
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ti€n mdi, dac biét la li€u phap enzym - phudng phap
dugc danh g|a tot va glup cai thién tinh trang bénh
hiéu qua Bén canh do, V|ec du phong bénh hién nay
da trd nén kha thi kh| cac ky thuat chan doan di
truyen tién 1am t8 va chan doan trudc sinh dang dan
dugc ap dung phd bién tai Viét Nam, g|up cho nerng
cdp vg chdng mang gen bénh cé th& sinh con khoé
manh, khong mang gen bénh. Muc tiéu: Bao cao két
qua chan doéan di truyén tién Iam td va chan doén
trudc sinh bénh Pompe trén moét ca lam sang. Doi
tugng va phudng phap nghién ciru: Phan tich
trinh ty gen tim dot bién trén mau mau cla bs, me;
mau phoi sinh thiét ngay 5 va mau 06i, két hop phan
tich di truyen lién két. Két qua Chung toi d& chan
doan di truyén tién lam t6 va chan doan trudc sinh
thanh cong cho mét cap vg chdng vai tién st sinh con
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bi bénh Pompe: mot phéi binh thudng khong mang
dot bién va mot mau Oi tr thai bi bénh, mang ca hai
dot bién  GAA:c.1933G>C  (p.Asp645His) va
GAA:c.1843G>A (p.Gly615Arg). Thai phu da dugc tu
van di truyén va dudc dinh chi thai tai tuan 18. Cac tu
van cho lan mang thai ti€p theo cho cap vg chong da
dugc thuc hién. T khoa: GAA, BEnh Pompe.

SUMMARY
PREIMPLANTATION GENETIC DIAGNOSIS

AND PRENATAL TESTING FOR POMPE DISEASE

Pompe disease (OMIM #232300) or glycogen
storage disease type 2 (GSD-II) is a monogenic
recessive disease on chromosome 17, caused by
mutations on the GAA gene (17g25.3), which is
responsible for the coding acid synthase alpha-
glucosidase (GAA) - an enzyme involved in glycogen
metabolism in lysosomes. Enzyme therapy has gained
popularity and successfully enhanced disease status,
and significantly improved Pompe treatments in
Vietnam. Additionally, the increasing application of
preimplantation genetic diagnostic and prenatal
diagnosis techniques in Vietham enables couples
carrying the gene mutation to have healthy offspring.
Objectives: The outcomes of preimplantation genetic
diagnosis and prenatal testing for Pompe disease in a
clinical case have been reported. Materials and
methods: To find mutations in day five biopsied
embryos, amniotic fluid samples, and parents' blood

samples, linkage analysis will be performed in
combination  with  sequencing. Results: We
successfully  performed preimplantation  genetic

diagnosis and prenatal diagnosis for a couple with a
history of giving birth to a child with Pompe disease: a
normal embryo without the mutation and an amniotic
sample from an affected fetus carrying both mutations
GAA:c.1933G>C (p.Asp645His) and GAA:c.1843G>A
(p.Gly615Arg). The woman received genetic
counseling and then terminated the pregnancy at 18
weeks. Follow-up counseling for the couple was
performed. Keywords: GAA, Pompe disease.

I. DAT VAN PE

Bénh Pompe (OMIM # 232300) hay bénh du
trr glycogen loai 2 (GSD II) la bénh di truyén lan
dan gen trén nhiém sic thé s6 17, gay ra bdi dot
bién gen GAA (17g25.3), chiu trach nhiém ma
hod tdng hop enzyme acid alpha glucosidase
(GAA) - mét enzyme tham gia vao qud trinh
chuyén hda glycogen trong lysosome. Bénh hiém
gdp Véi ti 1@ mac bénh trén thé gidi dugc udc
tinh vao khoang 1/40.000 [1].

Su thi€u hut enzyme acid alpha glucosidase
gay  dong glycogen trong t€ bao, dan dén anh
hudng tdi chifc nang cla cac mo, cg quan, dac
biét la co. Dua vao bi€u hién bénh, ngudi ta
phan loai thanh 2 thé chinh. Thé khdi phat sém
& tré nho: 1dm sang bénh biéu hién trudc 2 tudi
V@i triéu chirng yéu cd, giam truong luc cd, phi
dai luGi, gan to va bénh cg tim phi dai, thuGng

dan dén tr vong. Thé khai phat mudn: xay ra &
tudi thiu nién hodc trudng thanh, véi bi€u hién
yéu cd dac trung: yéu ca goc chi, yéu co hod hap,
dau hiéu Gower, rat it truGng hdp co bénh ly ca
tim, thdi gian s6ng lau hon thé con lai [2].

Tai Viét Nam, viéc diéu tri Pompe da cb
nhiéu budc ti€n mdi, dac biét la liéu phap enzym
- phudng phap dugc danh gia tot va gilp cai
thién tinh trang bénh hiéu qua. Tuy vay, chi phi
diéu tri cao van la mot thach thdc I16n. Bén canh
do, viéc du phong bénh hién nay da trd nén kha
thi khi cac ky thuat chan doan di truyén tién lam
td va chan doan trudc sinh dang dan dudc ap
dung phdé bién tai Viét Nam, giGp cho nhiing cdp
vg chdng mang gen bénh ¢ thé sinh con khoé
manh, khong mang gen bénh.

Nhan mot trudng hgp chan doan di truyén
tién 1am td va ch&n doan trudc sinh bénh Pompe,
ching tdi bdo cdo két qua chan doan va quy
trinh ky thuat da tién hanh, dong thgi ban luan
mot s6 van dé xung quanh ca bénh.

Il. CA LAM SANG

2.1. Thong tin ca lam séng MOt cap vg
chdng dén kham sic khoé sinh san vdi tién st
sinh con d& mat vi bénh Pompe. Mau md cuong
ron cla ngudi con da mat dugc luu trir va tién
hanh giai trinh tw NGS nham xac dinh dot bién
gay bénh. Két qua, mau ngudi con bi bénh
Pompe & trang thai di hgp tr phitc, mang dong
thdi hai bién thé: GAA:c.1933G>C (p.Asp645His)
va GAA:c.1843G>A (p.Gly615Arg).

Ho c6 mong mudn sinh con khoé manh nén
da dugc tién hanh thu tinh trong 6ng nghiém va
chan doan di truyén tién lam t8, két qua cé dugc
01 phoi (T1) binh thudng, khong mang bat ky
dot bién nao. Tuy vdy, viéc tién hanh chuyén
phoi T1 da khong thanh cong.

Sau d6, cdp vg chdng nay da quyé’t dinh
mang thai tu' nhién. Vao tuan thir 17 cda thai ky,
san phu dudgc choc Gi Iay mau chan doan trudc
sinh bénh Pompe. Két qua bd gen cla thai mang
ca hai bién thé trén. Sau khi nghe tu' van tir bac
sy, thai phu da quyét dinh dinh chi thai tai tuan
thir 18.

2.2. Chan doan di truyén tién lam té va
chén doan trugc sinh bénh Pompe

Tdch chiét va bao quan DNA téng sé.
Cac mau mau ldy tir hai d6i tugng dugc chong
doéng bang EDTA trudc khi ti€n hanh tach chiét
DNA bdng bd QIAamp DNA Blood mini Kit. Quy
trinh tach chiét dugc thuc hién theo hudng dan
clia nha san xuat.

Phéi (T1) cla cdp vg chdng dugc dugc nudi
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cay dén ngay th nam, ti€n hanh sinh thiét & giai
doan phoi nang va c6 dugc tir 3-5 t€ bao. Dem
riia véi dung dich PBS 1X va 1% PVP, tach chiét
DNA va dem khuéch dai bang b6 kit REPLI-g®
Single Cell Kit.

Mau 6i (AM) thu dugc cla thai phu vao tuan
17 cla thai ky dugc ti€én hanh nudi cdy. T€ bao oi
sau d6 dugc dung dé tach chiét DNA bdng bd kit
QIAamp DNA (Theo hudng dan clia nha san xuat).

D0 tinh sach va nong do DNA tat cd cac mau
dugc xac dinh bang may SpectraMax QuickDrop.
DNA dudc pha lodng véi nudc deion dé dat ndng
d6é khoang 20 ng/uL, d6 tinh sach A260/280 tur
1.8-2.2, sau dé dugc bao quan & -20°C trudc khi
ti€n hanh PCR va gidi trinh tu.

Phan ing PCR khuéch dai doan gen chira
bién thé va gidi trinh tu’ Sanger. Phan mém
Primer-BLAST dugc st dung dé tién hanh thiét k&
hai cap m6i GAAb va GAAm, lan lugt khuéch dai
cho doan gen chira bién thé GAA:c.1933G>C
(p.Asp645His) va GAA:c.1843G>A (p.Gly615Arg),
vGi nhiét d0 néng chay cla cac moi trong khoang
55,1°C dén 57,2°C.

Bang 1: Trinh tu’ moéi khuéch dai va giai
trinh tu' mét sé doan trén gen GAA

. N Kich
Exon| Moi Trinh tu thu'dc
GAAb- 5-
F |TGAGGACCAGCCTGACTC-3’
14 GAAD- 57 230bp
R | CTTGGGTGGGTGGGATC-3’
GAAmM- 5-
F |CTCTGCCTCATCCCAGAAAG-3
13 GAAM- 57 260bp
R |TCCTGGTAGGAGCTCACCT-3'

Moi &ng phan ('ng PCR dé khuéch dai doan
gen dot bién riéng c6 téng thé tich 25l trong d6
chira 12,5 pl GoTaq Green Mastermix 2X; 5,5 pl
nudc; 1,0 pl moi moéi xudi va ngugc va 5,0 pl
DNA mau.

Dua vao nhiét d6 néng chay cua cac cap
moi, phan ’ng Gradient- PCR dudc thuc hién véi
dai nhiét d6 gédn moi tir 50°C - 57°C va lua chon
nhiét d6 gadn moi t6i uu nhat 1a 54°C. Chu trinh
nhiét khuéch dai gen dot bién nhu sau: 95°C - 5
phat, 30 chu ky gobm 94°C - 30gidy, 54°C- 30
gidy, 72°C- 30 giay va 72°C- 10 phut. Sau khi
chay phan (’ng PCR, san phdm khuéch dai dudc
dién di trén gel agarose 3% kiém tra, trudc khi
ti€n hanh giai trinh tu Sanger.

San phdm PCR sau d6 dugc dem giai trinh tu
Sanger sir dung bo kit BigDye® Terminator v3.1
Cycle Sequencing (hang Thermo Fisher Scientific)
trén may SeqStudio nhdm xac dinh hai bién thé
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GAA:c.1933G>C (p.Asp645His) va
GAA:c.1843G>A  (p.Gly615Arg). Trinh  tu
nucleotide cla cac doan gen dugc doc bang
phan mém Bioedit Sequence Alignment Editor.

Phan tich di truyén lién két. Dua vao vi
tri cla gen GAA, ba chi thi STR (Short Tandem
Repeats) lién két gen ndm tai vung 17925.3
dugc lua chon gom: D175802 ( ndm cach gen
GAA khoang 2,2 Mbps vé phia centromere) va
D17578.0 cung D175928 (Ian lugt cach gen GAA
khoang 0,01 Mbps va xap xi 0,13 Mbps vé phia
telomere). Cap moi khuéch dai cac STR nay dugc
thiét ké bang phan mém Primer-BLAST.

Bang 2: Trinh tu' méi khuéch dai cdc

STR lién két gen GAA
STR Trinh tu
D17S|F| 5'-/6-FAM/-GCCACCTGCCCCTCAA -3’
802 |R 5'- CTGCCAGCAGAGGCCA -3’
D17S| F |5-/6-FAM/-TGGGTGACAGAGCTGGAC-3’
78.0 |[R 5'-AGCAGTTTTATGGGGAAAG-3’
D17S| F |5-/6-FAM/-TTAAAACGGCTACAACACA-3’
928 |R 5'- ATTTCCCCACTGGCTG-3’

Moi 6ng phan Ung PCR d& khuéch dai doan
STR riéng cd tdng thé tich 12,5 pl trong d6 chia
6,25ul GoTaq Green Mastermix 2X; 2,75ul nudc;
0,5yl moi moi xubi va ngugc va 2,54l DNA mau.
Chu trinh nhiét khuéch dai STR nhu sau: 95°C - 5
phit, 35 chu ky gém 94°C- 30 gidy, 55°C-30 gidy,
72°C- 45 gidy va 72°C - 10 phit. San phdm PCR
dugc bién tinh va dién di mao quan trén may
SeqStudio Genetic Analyzer, sau do, st dung phan
mém GeneMapper ID 6.0 dé phan tich.

Két qua phan ung PCR va gidi trinh tu
Sanger

1 M 2

500bp

260bp

100bp

Hinh 1: Két qua khuéch dai doan gen GAAb
va GAAm trén mau 6i (AM)

Giéng 1: GAAb, Giéng 2: GAAm, M: Marker 100bp

Kiém tra san phdm PCR bdng dién di agarose

3% trén cac mau bd me, mau phoi va mau Oi

cho thdy da khuéch dai thanh cong cac doan gen

6 kich thudc nhu da thiét k€ (230bp va 260bp

cho GAAb va GAAm). Cac mau dam bao diéu
kién dé tién hanh giai trinh tu Sanger.
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Chr.17 17q25.3
.-_: _ , i3] ;:;.‘-:; LI @ gal gu2 g _ 1 a3 gl g il
- - L [ N |
GAA
NM_BB8152.5 | ] —IH}I— —1- H= —_I—T!—I—h —H—[—I—I NP_90014 :<
Exonl3 o | L, Exonld
0 |:| GAA: . 1933G>C (p.Asp645His)

G 6 G G AC G 140
c ¢ T 5= G 6 C C C C G

A/\ MM A A A,

GAA: C. 3 3G=A (p.GlyG15Arg) 140
c 66 T C G G C ©C C ©C G

" Roinanidin 1o/t

180 140

ACG G G G G AC G G C C Cc C oG
Phoi
- /\N\[\/W\

GAA-c 1843G=A (p- (_[ 513 Ar:! GA A, 1933(}}6&3 —‘i.Spﬁ-l-JI‘]iS}

o ¢ n lil H E N
"'ll;-- - - @ ® = 0 £ =2 = = = [ ]
MEU & A i - E =& & N I cC & T B G G C C C C G
ol
(AM) f\

LINSNASNIOD A NAANNNNNA.

Hinh 2: Két qua giai trinh tu’ Sanger

Théng qua gidi trinh tu Sanger, d& xac dinh Mau 6i GA ac Banh
dugc cac mau bd mang dot bién GAA:c.1933G>C (AM)
(p.Asp645His), mau me mang dot bién Két qua phén tich di truyén lién két
GAA:c.1843G>A (p.Gly615Arg), mau phoi (T1) la Tt T T e e e s -
binh terdng, khéng mang gen dot bién nao, va BS A ;r\,\ AN
mau &i (AM) dugc két luén la bi bénh khimang —— "
ca hai dot bién trén (trang thai di hgp ti phirc — e
Compound heterozygous). "o AN
_ Bang 3: Két qua chan doan dgt bién - — —— = -
bang giai trinh tu’ Sanger s e
Mau [GAA:c.1843|GAA:c.1933| Két ludn m
~ Mang gen e —
B GG GC détgb%n e P -
Mang gen M
Me GA GG dot bién PP
— — - Hinh 3: Két qua dién di mao quan STR
Phoi (T1) GG GG Binh thuGng D17S928
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Kich thudc cdc san phdm khuéch dai STR da
chon & trén mang tinh ddc trung ca thé cao do
s6 [an I3p trinh tu khdc nhau, nh& dé dé dang
tim dugc cac alen lién két vGi gen dot bién, qua
dd suy ludn ra ki€u gen tudng ('ng cla céc doi
tugng (hinh 4).

17qCen

D175802 185 183 87
GA4dA4

D17878.0 120 120 18
D175928 179 169 65
17qTel

,J\
T ¢

17gCen

D17S802 185 181 183
GA4dA4

D17878.0 120 118 120
D178928 179 169 169

17qTel

Két luan: Binh thutng Bénh
Hinh 4: Két qua phan tich di truyén lién két

gen GAA

Qua két qua dién di mao quan, viéc xuat
hién tinh trang di hgp t trén ca 3 locus STR &
mau phéi T1 cho thay hién tugng ADO (Allen
drop out) da khong xay ra sau khi khuéch dai
toan bé hé gen (Whole genome ampllﬂcatlon)
CS thé két ludn mau T1 dua trén két qua giai
trinh tu Sanger 1a mau binh thudng, khdng mang
dot bién.

Bén canh dd, két qua chan doan trudc sinh
mot [an nita da dugc ki€ém tra lai bdng phén tich
di truyén lién két. Trén hai locus D175802 va
D175928, mau &i (AM) va mau phdi (T1) déu
mang nhirng alen cé kich thudc hoan toan khac
nhau tir b6 va me. K&t qua nay hoan toan tring
khdp véi két qua chan doan trudc sinh bang giai
trinh tu Sanger. Nhu vdy, dit liéu chidn doan
trudc sinh ddm bao d6 chinh xac cao va la can
cr d€ cac nha 1dm sang dua ra nhitng tu van va
chi dinh ddng.

I1l. BAN LUAN

Cho dén nay, gan 600 loai dot bién khac
nhau trén gen GAA da dudc bdo cdo trén cd sd
dir liu dot bién gen Human gene Mutation
Database -HGMD
(http://www.hgmd.cf.ac.uk/ac/). Hai dot bié€n
trong ca lam sang d3 trinh bay & trén:
NM_000152.5:¢.1933G>C
(NP_000143.2:p.Asp645His) va
NM_000152.5:¢.1843 G>A (NP_000143.2:
p.Gly615Arg) déu da dudc ghi nhan trong cac cg
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s@ dit liéu dot bién gen ngudi (HGMD va Clinvar-
NCBI).

Bién thé NM_000152.5:¢.1933G>C
(NP_000143.2: p.Asp645His) trén exon 14 cla
gen GAA dugc phat hién & ngudi b6. Su thay thé
cta nucleotide thr 1933 tir G thanh C dan dén
hdu qua 1a su thay d6i amino acid th(r 645 tir
acid Aspartic thanh Histidine (p.Asp645His). Cac
thtr nghiém in vitro trén dong t€ bao COS mang
bién thé nay da chiing minh cd su thay ddi vé
hoat d0 cla protein GAA, mac du néng do GAA
khong thay ddi [3]. Ngoai ra, su ton tai trang
thai déng hop tir bién thé nay & ca thé mac bénh
Pompe da lam tang do6 tin cdy vé kha nang gay
bénh cla bién thé [4]. Counsyl - Clinvar da ghi
nhan bién thé nay la moét dét bién c6 kha nang
gay bénh (likely pathogenic) - ID: 189013. Bién
thé cling dugc ghi nhan 1a dot bién gy bénh
(pathogenic) bdi Hiép hoi Di truyén Y hoc va Gen
hoc Hoa Ky (ACMG). Trén mét s§ quan thé, ty &
xuat hién dot bién nay da dugc xac dinh vao
khoang 0,006% (1/18070) & vung DPong A va
khoang 0,005% (1/20588) tai Phan Lan
(http://gnomad.broadinst
acad.org/rs368438393). Tai Viét Nam, chua cé
dir liéu vé ty Ié xuat hién dét bién nay nhung
thong ké trén 32 bénh nhan Pompe thuc hién bgi
tac gia Vi Chi Diling va cong su, dot bién thuGng
gép nhdt 1@  NM_000152.5:c.1933G>C
(NP_000143.2:p.Asp645His), chiém t&i 50% [5].
Diéu nay ggi y rang, tién hanh sang loc dét bién
nay cho ngudi Viét Nam bang viéc giai trinh tu
Sanger exon 14 trén gen GAA (nhu quy trinh
trén) nén dugc thuc hién trude khi giai trinh tuw
NGS. Qua dd, c6 thé tiét kiém nhiéu chi phi han
cho nguGi bénh cling nhu cac do6i tugng tham
gia sang loc.

Ngudi me mang bién thé
NM_000152.5:¢.1843G>A (NP_000143.2:
p.Gly615Arg) thudc exon 13 clia gen GAA. Day la
dot bién sai nghia, dan dén su thay th& amino
acid the 615 tur Glycine thanh Arginine
(p.Gly615Arg). Tuang tu, bién thé nay da dugc
bao cao la dot bién co kha nang gay bénh (likely
pathogenic) bai Counsyl Clinvar (ID: 188786),
va la dot bién gay bénh (pathogenlc) bsi ACMG.
Ty 1é bién thé nay trong quan thé ngudi Béng A
khoang 0,022%  (4/17994) (http://
gnomad.broadinst acad.org/rs549029029). Tuy
da phat hién va ghi nhan nhiéu loai dot bién gen
GAA nhung day la dot bién dau tién dudc bao
cao tai Viét Nam.

Bén canh giai trinh tu gen Sanger, phan tich
di truyén lién két 1a can thiét trong chan doan di
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truyén tién lam to bdi viéc phat hién hién tugng
ADO c0 xay ra trén cac mau phoi sau khuéch dai
toan bo hé gen (WGA) khong. Qua dd, han ché
tdi thi€u su sai sot trong chan doén cac thé dong
hgp tlr, dac biét la trong truGng hgp ca lam sang
da bdo cdo trén. Ngoai ra, két qua chan doan
truGe sinh mét [an nita qua dé dugc kiém tra lai,
gilip tdng dd chinh xac va tin cdy cta chan doan,
la cg sd cho cac nha lam sang dua ra nhirng tu
van va chi dinh ding dan. Cac STR dugc nghién
ctu lua chon sao cho khoang cach tir ching dén
vi tri clia gen can khao sat cang gan cang tot (tot
nhat la dudi 1 Mbps theo khuyén cdo cula
European Society of Human Reproduction and
Embryology 2020). V&i khoang cach nay sé lam
giam kha nang trao doi chéo cla cac locus STR
tucng dong trong qua trinh giam phéan & dong té
bao mam. Do vay, c6 th€ dam bao cac chi thi
STR gan nhu hoan toan di truyén clng vdi gen
dot bién GAA gay bénh ma nghién cltu khao sat.
Trong nghién clru nay, rieng STR D175802 cé
khodng cach trén 1Mbps (khodng 2,2 Mbps),
diéu nay c6 thé lam téng khad ndng xay ra trao
ddi chéo, lam viéc phan tich két qua phén tich di
truyén lién két khd khdn hon khi khép véi cac
STR khac.

Chan doan di truyén tién lam t8 cé thé gilp
cho nhitng cap vg chong mang doét bién gen GAA
cd thé Iua chon dugc phdi khoé manh dé
chuyén. Song viéc cé con thanh cdng hay khéng
con phu thudc vao rat nhiéu yéu t6 khac nhu
tudi ciia me, tinh trang sic khoé sinh san, diéu
kién kinh té€ gia dinh,... Chan doan trudc sinh
cling cé thé xac dinh nhitng thai nhi mang gen
bénh hay khoéng, qua d6 co nhitng can thiép kip
thdi d€ cac cdp vg chdng c6 con khoé manh. Tuy
phuong phap nay co thé tiét kiém v& mat chi phi
han so v8i chan doén di truyén tién lam t&, song
nhitng nguy co sic khoé tiém an vdi ngudi me
va thai nhi sé nhiéu hon qua cac can thiép nhu
choc 6i, hodc dinh chi thai ky tai thdi diém ma
thai da I6n (ba thang giifa thai ky) trong truGng
hgp thai bi bénh. Binh chi thai lam téng nguy cc
nhiém trung va nguy cg sinh non trong lan mang
thai ti€p theo & me [6]. Ngoai ra, cac anh hudng
dén sc khoé tinh than ctia ngudi me khi phai
dinh chi thai (trdm cam, rGi loan lo au,...) cling
da dugc nghién clu.

Trudng hgp ca lam sang da bao cdo trén, két
qua chan doan trudc sinh Ia thai nhi mang ca hai
dot bién, do vady ching t6i da ti€n hanh tu van
cho thai phu vé& nguy cd cao sinh con mac bénh
Pompe clng nhitng tac dong cla viéc dinh chi

thai ky néu thuc hién. Thai phu da quyét dinh xin
dudc dinh chi thai ky tai tuan thr 18. Viéc mang
thai an ti€p theo can dugc can nhac va tu van
ki ludng ca vé thdi diém va phuong phép, gitp
cho ngudi me hi€u hét nhitng tac ddong ma tiing
phuong phap mang lai d&€ cé thé chudn bi sic
khoé va tam ly tGi uu.

Két hgp s dung phuang phap gidi trinh tu
NGS va giai trinh tu theo nguyén ly Sanger, phan
tich di truyén lién két giup viéc xac dinh dot bién
chinh xac va dé dang hon, ddng thdi tiét kiém vé
thdi gian 13n chi phi thuc h|en VGi nerng ca lam

sang mang dét bién GAA khac, viéc chan doan di
truyén tién lam t6 va chan dodn trudc sinh hoan
toan co thé thuc hién véi phuong phap tudng tu
nhu nghién clru da trinh bay.

IV. KET LUAN

Chiing t6i da chan doén di truyén tién lam t&
va chan doén trudc sinh thanh céng cho mot cap
vg chﬁng vGi tién sur sinh con bi bénh Pompe.
Két qua mot ph0| binh thudng khong mang dot
bién va mot mau Gi tlr thai bi bénh, mang ca hai
dot bién GAA:c.1933G>C (p.Asp645His) va
GAA:c.1843G>A (p.Gly615Arg). Thai phu da
dudgc tu van di truyén va dugc dinh chi thai tai
tuan 18. Cac tu van cho lan mang thai ti€p theo
cho cap vg chong da dugc thuc hién.
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