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NGHIEN CUU VE TINH HINH MANG GENE BENH THALASSEMIA
O PHU NU MANG THAI TAI HUYEN PHU VANG, TINH TT. HUE

Nguyén Duy Thang', L& Ngoc Phuc!, Phan Thi Thtly Hoa!,
Nguyén Van Son', Vo Thé Higu!

TOM TAT

Thalassemia la bénh ly di truyén don gene phé bién nhét trén thé gioi,

Muc tiéu: Xéc dinh ty 16, ddc diém cia thai phu mang gene bénh thalassemia tai huyén Phu Vang.

Phwong phap: St dung phuong phép nghién ctu cdt ngang. Téng sé 636 mau mau cda phu nir mang
thai dwoc chon ngdu nhién tai huyén Phu Vang. Méu duoc xét nghiém sang loc theo quy trinh chuén. Céc
két qua sang loc duwong tinh sé dwoc phan tich dot bién.

Két qua: Ty I¢ thai phu mang gene bénh thalassemia la 5,5%. Ty 16 thai phu mang dot bién a-thalassemia
la 2,83% va thai phu mang dét bién B-thalassemia la 2,67%. C6 4 loai alen dot bién a-thalassemia:—-Se4 acSa,
-a*7va -a*2. C6 4 loai alen dot bién B-thalassemia duroc phat hién: Cd26 HbE, Cd17, Cd 95+A va Cd -28.

Ttr khéa: Thalassemia, alen dot bién.

“Déy la két qua cua dé tai KHCN cép tinh dwoc ngan sach nha nwéc tinh Thira Thién Hué diu

tw”. Chung téi xin tran trong cdm on sw hé tror nay!

ABSTRACT
STUDY ON THE SITUATION IN CARRYING THALASSEMIA GENE OF PREGNANT
WOMEN IN PHU VANG DISTRICT, THUA THIEN HUE PROVINCE
Nguyen Duy Thang', Le Ngoc Phuc', Phan Thi Thuy Hoa’,
Nguyen Van Son’, Vo The Hieu’

Thalassemia is the most popular hereditary disease in the world.

Objective: Determine the proportion, the characteristics of pregnant women carrying thalassemia gene
in Phu Vang district.

Methods: Using a cross-sectional study. A total of 636 blood samples from pregnant women was selected
by chance in Phu Vang district. Their blood samples were screened according to standard procedures. The

" positive selected results will be analyzed mutations.

Results: The prevalence of pregnant women carrying the thalassemia gene was 5.5%. The prevalence
of pregnant women carrying a-thalassemia mutations was 2.83% and B-thalassemia mutations was 2.67%.
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There were 4 types of allele a-thalassemia mutations: --SEA, aCSa, -a®7 and —a*2. There were 4 types of allele
B-thalassemia mutations which were found: Cd26 HbE, Cd17, Cd 95 + A and Cd -28.

Key words: Thalassemia, allele mutations.

I. PAT VAN PE

Tan mau bdm sinh (thalassemia) 1a bénh ly
di truyén don gene phd bién nhit trén thé gisi.
Nguyén nhan cua bénh thalassemia la do dot
bién gene a hoc/va B globin lam giam tdng hop
mot hodc nhiéu céac tidu don vi globin dé tao
hemoglobin binh thuong. Bénh kéo dai sudt doi,
gdp O cd hai gidi véi ty 1€ ngang nhau. Bénh cé
biéu hién 1am sang ndi bat 1a thiéu mau va o sit
trong co thé.

Phén 16n tré méc bénh dugc sinh ra & nhiing
nudc c6 ngudn luc han ché bdi vi cac nude nay
con phdi uu tién giai quyét cac bénh ly nhidm
trung va suy dinh dudng, chua cé chuong trinh
phong bénh qudc gia. Réi loan hemoglobin duoc
xem nhu khong chita khoi va rit tén kém trong
diéu tri. Tré bj bénh néu khong duoc diéu tri ding
mirc thuong tir vong khi con nho hodc tré [6n 1én
v6i thé chit va tinh than kém phat trién, 1am anh
hudng dén hoc tap, lao dong va cong hién cho gia
dinh ciing nhu xa hoi.

Phong bénh t6t s& han ché sinh ra nhiing dta
tré bi bénh, gép phan ning cao chét lugng gidng
noi ciia dan tdc, giam ganh ning cho gia dinh va
xd hoi. Do d6, phat hién sém ngudi méc bénh
cling nhu ngudi mang gene bénh, tu van di truyén
truge hon nhan, chan doan trudce sinh nhitng cip
vo chdng c6 mang gene bénh 14 rt cAn thiét.

Xuat phat tir nhirng 1y do trén, ching toi tién

hanh nghién ciru dé tai nay véi muc tiéu:

II. POI TUQNG VA PHUONG PHAP
NGHIEN CUU

2.1. P6i twong nghién ciru

Phu nit mang thai, dan tdc Kinh, dang sinh
song tai 20 xd cta huyén Pha Vang, tinh Thira
Thién Hué va ddng y tham gia nghién ctu.

Thoi gian nghién ciou: 08/2015-12/2015

2.2. Phwong phap nghién ciru

. 2.2.1. Thiét ké nghién ciru: Nghién ciu ngang

2.2.2. C& miu

C& mau duge tinh theo coéng thiic danh cho
nghién ctru mé ta uéc luong ty 18:

: p(d-p
n = Za/2 A—Z
Trong dé

n : c& miu cén tinh

p : ty 18 bénh / dic diém tai cong déllg

A : khoang sai 1éch cho phép gitia ty 1€ thu
dugc tir mAu va ty 16 ctia quén thé.

0. : mic y nghia théng ké

Z,, : gia tri Z thu dugc tr bing Z tng v&i gia
tri @ dugc chon, véi a= 0,05 thi Z ,= 1,96

Chon p=9,3% la ty 1¢ cd gene bénh thalassemia
& phu nit mang thai & 10 phudng cta thanh phd Hué
va 30 xa trong 152 xa cla 8 huyén - tinh Thira Thién
Hué theo nghién ctru ciia Nguyén Van Hoa [6] ,
A=0,023, a.= 0,05, theo cong thirc trén ta tinh dugc
& mau tdi thiéu can thiét 1a: n =612 dbi tuong.

Ching toi thdng nhit chon c¢& miu 636 dbi
tuong.

2.2.3. Cich chon miu

= Xéc dinh ty 1& va kiéu dot bién gene

thalassemia cua phu nir mang thai.

" - Tim hiéu mot s6 dic diém huyét hoc cia céc
truong hop cé gene bénh thalassemia tai huyén
Phu Vang.
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- Lép danh sach phu niif mang thai. Chon s
mau nghién ctiu cho tirng xA4.
- Chon mau theo khoang cach k;

= sO thai phu dicu tra & moi xa

s0 mau nghién ctru & moi xa
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2.2.4. So do nghién citu

Mau chéng d6ng EDTA cla thai phy

A

Xét nghiém tam sodt *

/\

Tam soat am tinh

Tam soat duong tinh

Y

A4

Nglrng nghién clru

Dién di Hb

—

B4t thuong

Binh thudng

v
Phén tich ddt bién dé xac dinh bat

Tang hodc binh thudng

l

Ferritin huyét thanh

A

thudng vé gene

Giam

4
Diéu trj thiéu sat va theo déi

Hinh 1. Quy trinh phdn tich méu mdu nghién ciru
Chil thich: * Xét nghiém tAm soat: Cong thirc mau, sirc bén hdng ciu 0,35% va DCIP.

2.2.5. Cic bién s6 nghién citu

- Tudi me, tudi thai.

- Chi s6 hdng cAu, thanh phan Hb: Thuc hién
trén may dém & bao méau ty dong Sysmex 1000i
(Nhét Ban) va may dién di Hydrasys (Sebia).

- Thé bénh va kiéu dot bién: Phan tich dot bién
bing phuong phép lai nguoc.

2.3. Xir Iy s6 liéu

S6 liéu duoe xi Iy théng ké trén phin mém SPSS
19.0.

. KET QUA NGHIEN CUU

3.1. Phén b tudi ciia d6i twong nghién ciru

Bang 1. Phdn bé tudi cia déi twong nghién ciru

Ty 1& thai phu <20 tudi 14 2,36%, tir 21-30 tudi
12 62,89%, tir 31-40 tudi 1a 30,50%, trén 40 tudi la
4,25%.
3.2. Tudi thai ctia d6i twong nghién ciru
Bang 2. Tuéi thai ciia déi twgng nghién citu

Dj tudi n %
<20 15 2,36
21-30 400 62,89
31-40 194 30,50
>40 27 4,25
Téng cong 636 100

Tap Chi Y Hoc LAm Sang - S6 46/2017

Tudi thai n Yo
<12 tuin 67 10,53
13-18 tudin 85 13,36
19-24 tuin 187 29,41
25-35 tuéin 276 43,39
>36 tuin 21 3,31
Tdng cong 636 100

Ty 18 thai phu ¢6 tudi thai <12 tuan 1a 10,53%,
tir 13 dén 18 tudn 12 13,36%, tor 19 dén dudi 24 tudn
14 29,41%, tir 25 dén 35 tuln 1a 43,39%, >36 tudn
14 3,31%.
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3.3. Ty 1¢ d6i twong nghién ciru ¢6 gene bénh thalassemia

Bang 3. Phdn bo vé ty ¢ doi tuwong nghién cuu co gene bénh thalassemia

Thé bénh thalassemia n Ty 1§ %
o-thalassemia 18 2,83
[B-thalassemia 17 2,67
a/fB-thalassemia 0 0,00

lslilt]hgalih;;lilu ¢6 mang gene/sd phu nit 35/636 5,50

Ty 1€ thai phy mang gene bénh a-thalassemia (2,83%) va B-thalassemia (2,67%) la tuong duong nhau.
3.4. Ty 1¢ cac kiéu dot bién gene thalassemia

Bang 4. Ty I¢ cac kiéu djt bién gene thalassemia

Loai dt bién n %
-0 - B/ 3 8,57
a-thalassemia S aa - BB 13 37,14 R
. 18 51,43
-o*7/aCSo - /P 1 2,86
-0 4o - B/B 1 2,86
ao/ac - 5P 12 34,28
) aa/oo - B<7/B 2 5,71
[-halassemia oo - BE/B7 I 17 2,86 48,57
ao/oa - U/ | 2,86
aa/oa - 372/ | 2,86
TONG CONG 35 100

+ Ty 1€ thai phy bi a-thalassemia va B-thalassemia tuong (ing 13 51,43% va 48,57%.
+C0 4 loai alen a-thalassemia dugc phat hién trong ving nghién ctru la: =55, -7, -0*2, a®a va 4 loai
alen B- dugc phat hién la:codon 26 GAG>AAG (tao HbE), codon 17 AAG > TAG , codon 95 + A va codon
-28A>G.
3.5. Pic diém chi sb hong ciu va thanh phén Hb ciia thai phu c6 gene bénh
Bang 5. Gid tri trung binh ciia mgt s6 chi s6 hong cdu va thanh phédn Hb & phu nit mang thai
cd gene bénh thalassemia

Cic chi s0 hong cau X +SD

Thé bénl hanh phan Hb (°
ié bénh SLHC Hb (d]) MCV (1) - Thanh phan Hb (%)

(10'/1)

Di hop tir a-thalassemia

0 24 - - . 4
(00, ~Saq , - *Yad) 4,42 40,46 | 9,83+0,76 | 68,43 7,58 | 22,85+3,30 HbA: 3,25+ 0,6

a-thalassemia (-a**ua ) 4,63 11,2 79,5 24,2 HbA2: 3,8

Di hop tir HbE (B%/p) 4,08+0,30 | 10,6 +0,65 | 75,72 +£4,30| 26,0241,20 HbE: 28,47 + 0,9

Di hop tir B-thalassemia

(Bcd”/ﬁ’ Bcd‘)S/B’ Bcd95/,3)
-thalassemia/HbE (B¥/B!'")

HbA2: 6,9+ 1,5

:‘: - =
434+£0,46 | 9,95+0,91 | 64,88 +1,35| 23,05+1,60 HOF: 3,97 + 1.3

HbE: 22,1

3,88 9,5 66,0 245 HbF: 144

52 Tap Chi Y Hoc Lam Sang - S6 46/2017



Bénh vién Trung wong Hué

+ Chi s Hb, MCV, MCH ca tit ca cac trudng
hop thai phu mang gene thalassemia déu thdp hon
muc binh thuong.

+ Chi s6 Hb A2 cua kiéu gene di hop tur
a-thalassemia thap hon ngudng binh thudng.

+ Chi s6 Hb A2 cua kiéu gene di hop tu
[-thalassemia >3,5%.

+ HbE ciing ¢6 gia tri trung binh cta MCV, MCH
thip hon mirc binh thuong va thanh phéan HbE trung
binh la 28,47 + 0,9%.

IV. BAN LUAN

4.1. Biic diém chung

Thalassemia 13 bénh Iy di truyén phd bién trén
thé giéi va Viét Nam thudc viing c6 nguy co cao
méc bénh thalassemia. Do d6, nhiing cong trinh
nghién ctru vé tim soat, chin doan trudc sinh céc
truong hop mang gene bénh thalassemia dong vai
trd vO ciing quan trong nhdm han ché cac trudong
hgp tré em méc bénh, giam ganh nang cho xa hoi
ciing nhu ning cao chit lugng gidng nodi déan toc.

Nghién cru ctia chiing t6i khao sat trén 636 phu
nir mang thai, trong do ty 18 thai phu dudi 20 tudi
4 2,36%, tir 20-30 tudi la 62,89%, tir 30-40 tudi 1a
30,50%, trén 40 tudi 14 4,25% (Bang 1). Nhu vay,
di tuong nghién ctu trong do tudi tir 20-40 tudi
chiém ty 1€ cao, diéu nay hoan toan pht hgp vai dic
diém dan s Viét Nam [1].

Két qua bang 2 cho théy ty 16 thai phu c6 tudi thai
<12 tudin 12 10,53%, tir 13 dén 18 tudn 1 13,36%, tir
19 dén dudi 24 tudn 13 29,41%, tir 25 dén 35 tudn la
43,39% va >36 tudn 14 3,31%. Thai phu c6 tudi thai
tir 25 dén 35 tudn chiém ty 18 cao trong déi tugng
nghién ctu, trong khi thai phu ¢é tudi thai <12 tudn
chiém ty 1& kha thp. Qua trinh tdm soat thai phu

mang gene bénh thalassemia ¢ y nghia nhat doi voi

~cée thai phu 6 tudi thai thip (<12 tudn), khi dé cac

bién phap can thiép sé& hi¢u qua hon, do d6 ching ta
nén tuyén truyén, cung cap rong rii cc thong tin vé
bénh thalassemia dén nguoi dan ciing nhu cac thai
phu dé thuc hién qué trinh tim soat & cac giai doan
som cua thai.
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Trong 636 thai phu c6 35 thai phu mang gene
bénh thalassemia, chiém ty 16 5,5% (bang 3). Két
qua cuia ching toi co nhiéu khéc biét so véi nghién
cliu ctia mot sb tac gia. Ngo Diém Ngoc (2015) khi
tién hanh khao séat trén 944 san phu tai Bénh vién
Nhi Trung uong, ty 1¢ thai phu mang gene bénh la
79,9% [4]. Nghién ctiu ctia Nguyén Khic Han Hoan
(2013) trén tdng sb 44.439 thai phy dén kham tai
bénh vién phu san Tu D, ty 1€ dot bién thalassemia
cta thai phu la 1,7% [2].

Két qua bang 3 ciing cho thay ty 1¢ thai phu mang
gene bénh a-thalassemia (2,83%) va p-thalassemia
(2,67%) la tuong duong nhau. Khong c6 truong hop
o/B-thalassemia nao dugc phat hi¢n trong khu vuc
nghién ciru. Ty 1€ nay cao hon so véi nghién clru
ctia Nguyén Khéc Han Hoan (2013) trong d6 ty 1€
thai phu mang dot bién o-thalassemia 1a 1,11% va
B-thalassemia la 0,52% [2]. Nghién cira ctia chiing
toi thap hon vdi nghién ctru cua tac gia Ngb Diém
Ngoc (2015) ty 18 thai phu mang gene B-thalassemia
la 27,1% [4].
gia nudc ngoai thi ty 1¢ thai phu mang gene cua

So sanh v&i nghién clu cua cic tac

chiing t6i thap hon nghién ctu cua Weatherall nam
2001 vdi ty 1€ a-thalassemia la 6,0% [9].

Su khac biét trong nghién clru cua chiing t6i so
véi ce tic gia trén co thé do khac biét vé ¢& mau
va cich chon méu ciing nhu khu vue nghién cru va
khoéang thoi gian nghién ciu.

4.2. Ty 1¢ céc kiéu dot bién gene thalassemia

Trong 35 thai phu mang gene bénh thalassemia
thi ty I¢ thai phu bi oa-thalassemia va p-thalassemia
tuong Gng la 51,43% va 48,57% (bang 4). Pbi voi
o-thalassemia, ndi bat 1a kiéu gene --S*/aa. chiém ty
16 72,2% tdng s céc kiéu gene a-thalassemia. Két
qua nay kha tuong ddng két qua cua tac gia Ngd
Diém Ngoc voi ty 1¢ kiéu gene --S¥/ua 1a 84,2% [4].

aa chiém ty 1& 8,57%, -0*¥/aa chiém ty 1¢ 2,86%,
va -a27/0a chiém ty 16 2,86% trén tong sd cac
kiu gene thalassemia. Nhu viy, céc kiéu gene
a-thalassemia dugc phat hién trong khu vuc nghién

ctru cia chang toi déu 1a nhiing kicu gene pho bién
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nht ciia bénh a-thalassemia.

Déi voi p-thalassemia, c6 3 kiéu gene duoc
phat hién la di hop ti HbE, di hop tir f-thalassemia
va di hop tir kép E/p-thalassemia. Kiéu gene p¥/p
chiém 34,28% tdng s6 cac kiéu gene thalassemia va
70,59% trén tong sd cac kiéu gene B-thalassemia.
Didu nay hoan toan phtt hop vdi cac nghién ctu
clia cdc tac gia trong ngodi nudc, khi cho ring
B-thalassemia phan bd rong rdi & viung Pia Trung
Hai, Trung Dong, An D3 va Péng Nam A. HbE
duoc tim thiy & Dong An Dg, Bangladesh va Dong
Nam A, tAn sudit rét cao & viing Dong Béc Thai Lan
va mot vai viing & An D6 va Viét Nam [10].

Nghién ctru cta chung toi chi phét hién 1 truong
hop di hop tir kép E/p-thalassemia (kiéu gene B¥/
Bedi7y , day 1a thé nang ctia p-thalassemia, thuong co
biéu hién 1am sang ning né, thuong gap o An Do va
Pong Nam A [10].

Két qua bang 4 cho thdy a-thalassemia ¢6 4 loai
alen dot bién va B-thalassemia c6 4 loai alen dot
bién duoc phat hién trong khu vuc nghién ctru. Bén
loai alen a-thalassemia dugc phat hién bao gém
-SEA oCSq. 037 va 042, Alen mit doan --SFAchiém
da sb trén tdng sb cac alen dot bién. Pay ciing chinh
la loai alen phd bién nhit cia a-thalassemia. Két
qué nay phui hop v&i nghién ciu ctia Nguyén Khéc
Han Hoan (2013) va Ngé Diém Ngoc (2015) [2]
[4]. Ngoai ra, ca 4 loai alen a-thalassemia duoc phat
hién trong khu vuc nghién ciru ctia chiing toi ciing 1a
nhiing loai alen phd bién nhét ciia a-thalassemia [8].

D&i v6i bénh P-thalassemia, alen dot bién tai
codon 26 GAG>AAG (tao HbE) chiém da sé trén
tdng sé céc alen dot bién. Day 1a loai alen phd bién
nhit cla B-thalassemia & quin thé ngudi Pong
Nam A.

Ba loai alen dot bién con lai 1a codon 17
AAG >TAG, codon 95 + A va codon -28 A > G.

Két qua nghién ciru nay phu hop vdi cac nghién
cru Svasti nim 2002 vé dic diém phén tir bénh
nhan B-thalassemia ctia Viét Nam (khong bao gbém
- HbE) chi phét hién duoc 4-8 loai alen dot bién
B-thalassemia [8].
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4.3. Piic diém chi s6 hdng ciu va thanh phén
Hb ciia thai phu mang gene bénh

Két qua bang 5 cho thdy sb luong hdng ciu cia
thai phu mang gene déu nim trong gidi han binh
thuong, trir trudng hop thai phu mang thé di hop
tir kép E/B-thalassemia c6 sb lugng hong ciu dudi
ngudng binh thuong (3,88 x 10'%/L). Ngoai ra, chi
s6 Hb ciing nhu MCV, MCH cua tit ca cic truong
hop thai phu mang gene thalassemia déu thap hon
muc binh thudng, trong d6 thé B-thalassemia co
gid tri trung binh cua Hb, MCV, MCH thip hon
mtc binh thuong va thip nhit trong cac thé duoc
tim thdy.

K&t qua nghién ctru ciia chung toi ciing cho thiy
Hb A2 trung binh ctia thai phy mang kiéu gene di
hop tir o-thalassemia 14 3,25%, thip hon mic binh
thudng (3,5%), ¢6 1 trudng hop thai phu mang kiéu
gene o-thalassemia c6 mic Hb A2 >3,5%. Nhu vay,
chang ta khong thé can cir vao ty 16 Hb A2 dé tAm
soat kiéu gene a-thalassemia. .

HbE ciing c6 gia tri trung binh cua MCYV,
MCH thip hon mirc binh thudng va thanh phin
HbE trung binh 1a 28,47 £ 0,9%. Chung tdi khong
giip trudong hop nao thanh phan HbE < 25%, néu
HbE < 25% cén phai luu y sw phdi hop thé HbE va
a-thalassemia [5].

Ty 1& Hb A2 trung binh cta kiéu gene di hop
ti B-thalassemia 13 6,9%. Hb A2 ting trén 3,5%
la chi thi ddc trung cho céac truong hop dot bién
B-thalassemia & nguoi Viét Nam. Nam 1995,
Rogers va cong su da khuyén cdo sir dung ngudng
HbA2>3,5% dé chén doan xéac dinh B-thalassemia &
phu nit dang mang thai [7]. Dbi v6i truong hop thai
phu mang kiéu gene di hop tir kép E/B-thalassemia,
trong thoi diém ldy mau déi tuong nay dang mang
thai 24 tuin, da dugc truyén mau nhiéu lan trude va
trong khi mang thai. Hién nay, thai phu nay da sinh

Nhu vay, cén cir vao cac chi s6 Hb, MCV va
dién di huyét sic td, chung ta c6 thé tién hanh sang
loc ban diu dbi véi nhitng trudong hop mang gene
thalassemia mot cach nhanh chong, tiét kiém va
hiéu qua.
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V. KET LUAN

Qua diéu tra nghién ctru 636 thai phu trén dia
ban huyén Phia Vang, ching t6i c6 mdt s6 két luan
sau:

1. Ty 1¢ thai phu mang gene bénh thalassemia
a 5,5%, trong d6 thai phu mang gene bénh
a-thalassemia 13 2,83% va p-thalassemia la 2,67%.

- C6 4 loai alen o-thalassemia dugc phat hién:
__SE/\, aCSQ, _a3.7 Vé _a4,2 .

- C6 4 loai alen dot bién p-thalassemia duge phat
hién: Cd26 HbE, Cd17, Cd 95+A va Cd -28.

2. Sb luong hdng clu cia thai phu mang gene
ndm trong gidi han binh thuong, trir truong hop
thai phu mang kiéu gene di hop tr kép HbE/B-
thalassemia.

- Chi s6 Hb, MCV va MCH cuia tét ca c4c truong
hop thai phu mang gene thalassemia déu thap hon
muc binh thudng.

V1. KIEN NGHI

+ Cin xét nghiém Hb, MCV, MCH céc thai phy
nhdm phat hién sém céc trudng hgp mang gene
bénh thalassemia d& tu vén di truyén trudc hon
nhan, chdn doan trudc sinh nham giam ty 18 méc
bénh, han ché sinh ra nhiing dda tré bi bénh, gop
phén ning cao nang cao chit lugng dan s, giam
ganh ning cho gia dinh va xa hoi.

+ Cén tuyén truyén, cung cép cac thong tin, kién
thirc v& bénh thalassemia dé ning cao nhén thic cua
nguoi dan trong phong bénh thalassemia.
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