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TONG QUAN THALASSEMIA, THU'C TRANG, NGUY CO' VA GIAI PHAP
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I. DAT VAN DE

Thalassemia (hay con goi 1a bénh tan mau
bam sinh) 1a mt nhom bénh huyét sic to gay
thiéu mau, tan mau di truyén. Mdi thé bénh
1a do bét thuong tong hop mot loai chudi
globin. C6 hai thé bénh chinh 1a alpha
thalassemia va beta thalassemia; ngoai ra cé
cac thé phdi hop khac nhu thalassemia va
bénh huyét sic t6.

Theo bdo céo cua Lién doan Thalassemia
thé gi¢i ndm 2013, c6 khoang 7% dan s6 trén
thé giGi mang gen bénh huyét sic t6. Theo sd
liéu thong ké cia WHO — 2008, bénh huyét
sdc to anh huong téi 71% cac nudc trén thé
gi¢i[1]. Mdi nidm c6 khoang 60.000 — 70.000
tré em sinh ra bi bénh Beta Thalassemia mirc
dé nang. Bénh huyét sic tb 1a nguyén nhan
gy ra 3,4% cdac trudong hop tir vong ¢ tré¢ em
dudi 5 tudi. Trén toan thé gidi co khoang 7%
phu nit mang thai c6 gen bénh huyét sic td
va khoang 1,1% céac cip vo chéng co nguy
co sinh con bi bénh. C6 hon 200 qubc gia va
ving ldnh thd chiu anh huong boi cin bénh
nay trong d6 c6 Viét Nam [2]. Bénh nhan
thalassemia phai diéu tri bang truyén mau va
thai sat su6t doi v6i ganh ning vé suy giam
thé chat, ap lyc tdm 1y, lam anh huong dén

(¥)Vién Huyét hoc — Truyén mau TW
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chit lwong cudc sdng cia chinh nguodi bénh
va vO hinh chung trd thanh ganh ning vé
kinh té cho gia dinh, cho xi hoi khi phai
ganh chiu chi phi diéu tri bénh, suy giam
hodc mat nhin cong lao dong do phai chim
soc ngudi than di vién lién tuc. Didu nay anh
huong rat 16n dén chit lugng dan 6 va viéc
cai thién giébng noi s& rat kho khin khi tinh
trang mang gen Thalassemia cao trong cong
ddng va ty 1é tré sinh ra bi bénh Thalassemia
ngay mot ting do chua khéng ché duogc
ngudn gen bénh liy lan am i trong cong
dong, ddc biét ¢ cac dan toc it nguoi va rat it
nguoi. Nhu vay, co thé noi: “O Viét Nam,
“qua bom nguyén tr Thalassemia” di nd,
nhung ching ta khong nghe duoc tiéng nd
ctia n6, mic di hau quéa gay ra da rat nghiém
trong roi!”. Theo kinh nghiém cia cac nudc
trén thé gioi, Thalassemia 1a bénh c6 thé
chita dugc, phong duge, tién t6i chim dut
tinh trang phu thai do Thalassemia, tinh
trang tré sinh ra bi bénh va gidm dan ty 1€ di
truyén gen bénh trong cong dong. Mit khac,
qua thyc tién cho thdy, chi phi dau tu cho
phong bénh nhé hon rat nhiéu so véi chi phi
diéu tri va hiéu qua mang lai rat cao.

Trong khudn khé bai viét ndy, cac tac gia
dua ra thuc trang tinh hinh mang gen
Thalassemia va nguy co sinh ra con bi bénh
& mot s6 16n céc dan toc ciia Viét Nam dua
trén két qua cia mot dé tai nghién ciru khoa
hoc, bai ban, cong phu vé tinh hinh dich t&
ciia Thalassemia & Viét Nam, tr d6 dé xuét
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cac giai phap dé giam nhanh viéc sinh ra tré
bi bénh va giam dan sy lan truyén gen bénh
trong cong dong.

I. TONG QUAN VE THALASSEMIA

1. Co ché tong hop hemoglobin

a. Tong hop hemoglobin & ngwoi binh
thuong

Huyét sic td (Hemoglobin — Hb) 1a thanh
phin chu yéu trong hdng cau duoc tao boi
hai loai chudi globin 1a alpha globin va
khong alpha globin. Binh thudng, moi co thé
déu co du cac gen globin nhung tiy timg giai
doan phat trién tir khi hinh thanh phoi ma c6
cac gen khac nhau hoat dong dé tao nén cac
loai huyét sdc td khac nhau[4].

g az
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Hinh 1. Gen tong hgp globin va thanh phan cdc logi huyét sic to

b. Cic kiéu dpt bién gen globin

- Gen alpha globin quy dinh tong hop
chudi alpha globin. Dot bién Alpha
thalassemia 13 tinh trang giam, mat tong hop
chudi alpha globin. Hién nay, trén thé giéi da
phat hién duoc trén 500 dot bién trén gen
alpha globin, trong d6 dot bién mit doan
chiém dén 90%. Dot bién mat 2 gen alpha

globin (a’-thalassemia) nhur --554, --THAL

FIL 205" 36t bién mét doan 1 gen alpha
globin (o -thalassemia) nhu -a*?, -0’ ... Dot
bién diém do thém, bot, thay thé bazo trén
gen alpha globin 1am bét thuong tong hop
chudi o globin tir d6 tao cac san phadm huyét
sic to bat thuong, nhu dot bién diém tao
huyét sic tb Constant spring — HbCs, HbQs,
Hb Pakse, Hekinan...[4]

- Gen beta globin quy dinh tong hop chudi
B globin. Dot bién beta thalassemia 1a bi mét,
giam tong hop chudi B-globin. Co téi hon
200 dot bién khic nhau lién quan t6i kiéu
hinh B-thalassemia. Céac dot bién duge chia
lam 2 nhom 16n: nhom dot bién 1am mat tong
hop chudi B-globin (B°-thalassemia) va nhém
dot bién lam giam tong hop chudi p-globin
(B'-thalassemia). Theo cac nghién ciu, &
Viét Nam, dot bién p’-thalassemia phd bién
hon nhiéu so véi dot bién B'-thalassemia.
Ngoai ra con c6 dot bién trén gen B globin
tao huyét sic t6 khac nhu HbE, HbTak...
HbE 1a dot bién diém trén gen B globin dan
dén tong hop mot chudi globin khac véi
chudi p globin. HbE 1a dang dot bién rat phd
bién & Pong Nam A. [3][4]
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- Nguoi mang gen thalassemia la nguoi cé
1 gen alpha globin hodc beta globin bi dot
bién con 1 gen alpha hodc beta globin binh
thuong.

- Nguoi bi bénh alpha thalassemia la
ngudi cd ca ca 2 gen alpha globin dot bién

- Nguoi bi bénh beta thalassemia la nguoi
c6 ca 2 gen beta globin dot bién

- Dang phdi hop thalassemia voi bénh
huyét sic t6 khac. O Pong Nam A trong d6
c6 Viét Nam rat phd bién cac thé phdi hop
nhu  Alpha  thalassemia va  HbCs
(HbHHDbCs); Beta thalassemia va HbE (Beta
thalassemia/HbE).

2. Pic diém
Thalassemia

Do su da dang vé dot bién gen globin ma
tiy theo sd lugng dot bién, kiéu dot bién, sy
phdi hop cac dot bién ma c6 nhiéu mirc do
biéu hién bénh khac nhau tir: thé an (khong
c6 biéu hién 1am sang — ngudi mang gen
bénh); mirc d§ trung binh va ning — nhirng
ngudi bénh co biéu hién lam sang va phai
diéu tri dinh ky; mirc do rt ning (tr vong tir
trong bao thai — do Hb Bart’s gdy phu thai)
[4]. 7

Bénh nhan Thalassemia c6 dac di€m cac
triéu ching xuat hién tir tir, kéo dai lién tuc
sudt cudc doi ngudi bénh. Cac hdi ching va
triéu ching thuong gap sau [4].

- Hoi chung thiéu mau man tinh: Mét
moi, chong mat, cham 1on (tré nho); Kho
thd khi géng suc, nhip tim nhanh; Da xanh,
niém mac nhot.

- H¢i chirng tan méu man tinh: Cung mac
mit vang, nudc tiéu sdm mau; Lach to, gan
to.

- Téng sinh tiy xuong tao mau phan ung:
Phi dai cac xuong det lam bién dang dau,
mit nhu tran do, mili tet, budu cham.

- Qua tai sit: Da xam den, da kho.

lam sang bénh

- Ton thuong cac co quan nhu: suy tuyén
ndi tiét gdm suy tuyén yén lam cham phat
trién thé chat, suy tuyén sinh duc lam day thi
mudn, man dyc sém, dai thdo duong; suy
tim; X0 gan, suy gan; lodng xuong, ...

- Thoi gian xuét hién: Vi thé ning, tré co
biéu hién sém khi vai thang tudi; cac muc do
nhe hon thi thoi gian xuét hién céac triéu
chung mudn hon.

3. Piéu tri

Hai bién phip chinh diéu tri bénh
thalassemia hién nay 1 truyén mau va thai
sit. Bén canh d6, mot s6 bién phap khac
ciing duoc 4p dung trong diéu trj thalassemia
cho nhitng trudng hop cu thé [4].

Truyén mau: Do bi thiéu mau man tinh,
bénh nhan can phai truyén mau dinh ky, muc
dich 1a duy tri nong d6 huyét sic t6 trudc
truyén 1 90 -100g/1 (dbi v6i nhoém ning, phu
thudc truyén mau). Khoang céch giita cac lan
truyén mau 14 2 — 5 tuan. Ché pham mau la
khdi hong cau, khong dung méau toan phan.

Thai sat: Muc dich dé chong qua tai sat
nham han ché bién chung trén cac t6 chuc,
co quan trong co thé. Bénh nhan thudng phai
duy tri ding thudc thai sit ca doi.

Cit lach: Puoc chi dinh trong cac trudng
hop: khi bénh nhan ting nhu ciu truyén mau;
Léach to gay can trd sinh hoat hang ngay cua
ngudi bénh hodc giy dau; Giam bach ciu
hoic tiéu cau do cuong lach.

Ghép té bao gdc: La phuong phap didu tri
hién dai, c6 thé chita khoi bénh, tuy nhién
kha ning c6 nguoi cho phu hop HLA 1a rat
thdp va chi phi diéu tri rat ton kém. Hon nira
néu bénh nhan da bi nhiém sét ndng tai gan,
tim... thi ty 1& thanh cong thap.

Cham soc toan dién: Dé phong ngira va
han ché cac bién chimg, ning cao cht lugng
cudc sdng cho ngudi bénh.

Diéu tri bién chimg: Tuy theo biéu hién,
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diéu tri bién chimg nhu suy tuyén noi tiét,
dai thdo duong, suy tim, xo gan, loang
xwong, rdi loan déng mau...
4. Co ché di truyén bénh thalassemia
Thalassemia 1a bénh di truyén lin trén
nhiém sic thé thuong, do vdy ty 1& nam va

nit bi bénh nhu nhau. Khi ca vo va chéng
cing mang gen bénh thalassemia thi mdi lan
sinh c6 25% nguy co con bi bénh, 50% kha
nang con mang mot gen bénh va 25% kha
nang con binh thuong.

Truong hap 1

Giai thich ky hiéu

Ngugi binh thugng
(2gen binh thuing)

B& hodc me
mang gen bénh

Triong hop2 ® o
AKX

B& mang gen bénh ]l a Me mang gen bénh

- e
Kha nd gtu\umolavnwg\\ va sinh con

BS hodc me
binh thung

Ngui bj bénh
genvim

Ngudi mang gen bénh
(1gen binh thuséag vé 1 gen bgnh)

M&i Ian mang thai, ban khéng thé biét con minh c6
nguy cd mang gen bénh hay bi bénh thalassemia.

Hay nhd béc s tu van va hé tro @€ phong ngifa

bénh thalassemia cho thé hé sau

Cac ky hiéu sé dudc sitdung
trong so dé di truyén bénh thalassemia

Trutng hop 3 , n
X

B& hodc me I i B& hogc me
bibénh

mang gen bénh
& % .
Kha néng trong méi lin] ai va sinh con

B hosc me
bibénh

50% con cé thé binh thuang

Kha néng trong mdi lin|mang thai

=

con (utheb inh thuing 50%m"m gww

50% con 6 nguy < mang gen bénh

Truang hop 5 ﬂ

B& bi bénh 'l ! Me bi bénh

BS hosc me
binh thutding

va sinh con

2\  \ =
“&
W_J

—’K ’% e
50% 690 cn nguy < <o

50% con €6 nguy co'
mang gen benh

KHI MOT NGUG1 MANG GEN LAY MOT NGU®I Bl BENH

lll. THU'C TRANG MANG GEN THALASSEMIA
O MOT SO DAN TOC CUA VIET NAM

Niam 2017, Vién Huyét hoc - Truyén mau
Trung wong di phdi hop v6i nhiéu don vi
trén toan qudc dé thyc hién dé tai nghién ctiru
dic diém dich t& gen bénh thalassemia/huyét
sdc td tai Viét Nam. Nghién ctru dugc tién
hanh trén 24.147 nguoi, dugc chon trén toan
qudc, trong d6 co 21.746 ngudi co ca bd va
me cung dan toc thudc 53 dan tdc nguoi Vit

100% con cé nguy co mang gen bénh

KHINGU®I BI BENH LAY NGUOI BINH THUONG

100% con c6 nguy co bi bénh

KHI HAI NGU®I BI BENH LAY NHAU

& 24 tinh thudc 8 ving dia Iy kinh té trong ca
nudc.
Két qua nghién ctru cho thay tat ca 53 dan

toc déu 6 nguoi mang gen bénh
thalassemia/huyét sic t; voi ty 1& dao dong
khac nhau tiy dan toc. Su phan bd ty 18 bénh
thalassemia/huyét sic to co tinh dan toc va
dia 1y rd rét. Ty 1¢ thip nhét ¢ dan toc La Ha
(0.23%), cao nhit 1a ¢ dan toc Raglai
(88,6%), dan toc Kinh (9,8%). Udc tinh ty 1€
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mang gen thalassemia/huyét sic t6 trung
binh cho tit ca cac dan toc trén toan qudc 1a
13,8%. Céc dan toc & khu vie Béc bo va Béc
trung bo c6 ty 16 mang gen o’ thalassemia va
B’ thalassemia cao, dan toc sinh sdng & Tay
Nguyén, Nam Trung B va Nam B¢ c6 ty I¢
mang gen o thalassemia va HbE cao [3], cu
thé:

Céc dan toc co ty 1& nguoi mang gen o
thalassemia trong cong dong cao gdm: Xinh
Mun (18,5%), Lu (16,4%), Muong (16,1%),
Thai (15,6%), San Chay (14,9%), San Diu
(14,5%), Khang (12,8%), Dao (10,2%), Pa
Thén (9,5%), Tay (9,1%), Nung (9,1%),
Stiéng (8,5%), Kho Mu (6,9%), Kinh (3,5%),
La Chi (3,3%), Cho Ro (2,7%),...Néu hai vo
chong cting mang gen o’ thalassemia, mdi
14n c6 thai, 25% kha ndng thai nhi mang ca 2
gen o’ thalassemia (o’/a’), tao nén thé Hb
Bart’s (y4). Hb Bart’s c6 ai lyc cao voi oxy
nén khong nha oxy tai to chic vi vay cac to
chirc s& bi thiéu oxy. Néu thai nhi bi mat ca 4
gen o-globin, co thé thai nhi chi co Hb
Bart’s, lic d6 thai s& bi thiéu oxy rat ning
dan dén suy tim, phu rau thai gdy tir vong & 3
thang cudi thai ky hodc ngay sau sinh [4]. O
Pong Nam A, bénh Hb Bart’s 1a nguyén
nhén chinh (dén 90%) giy phu thai ¢ 3 thang
cubi cua thai ky [5].

Cic dan toc c6 ty 1& mang gen o
thalassemia cao gém Raglai (85,2%), Ta Oi
(63,3%), Bru Van Kiéu (62%), Cho Ro
(61,4%), Stiéng (47,4%), Chut (39,7%), Hré
(38,8%), Cham (26,2%), Co (22,6%), Lao
(22%), Co Tu (21,8%), Kho Mu (18,1%),
Giay (13,3%), Lu (13,2%), Tay (12,1%),
Nung (11,3%), La Ha (9,5%), Dao (8,6%),
La Chi (6,9%), Thai (6,9%), Muong (6,9%),
Kinh (3,3%)... Néu mot nguoi ¢ 2 gen bénh
o thalassemia (do bd me cung mang gen

o'thalassemia) thi khong cé biéu hién 1am
sang, khong bi thiéu mau.

Tuy nhién, mdt ngudi mang mdt gen bénh
o’thalassemia  va mot gen bénh o
thalassemia (ao/(f) duoc goi la bénh Alpha
thalassemia (HbH), thi c6 biéu hién thiéu
méu nhe dén trung binh. Nhirng dan toc co
nguy co sinh con bi bénh Alpha thalassemia
khi trong cong dong c6 ca ty 1é mang gen o’
thalassemia va o thalassemia, cu thé la
nhitng dan toc: Lao (11% va 22%), Gidy
(11,5% va 13,3%), Lu (16,4% va 13,2%),
Tay (9,1% va 12,1%), Nung (9,1% va
11,3%), La Ha (12,7% va 9,5%), Dao
(10,2% va 8,6%), Thai (15,6% va 6,9%),
Muong (16,1% va 6,6%), Khang (12,8% va
5,6%), Stiéng (8,5% va 47,6%), Kho mu
(6,9% va 17,5%), Kinh (3,5% va 3,3%),...

Céc déan toc co ty 1& nguoi mang gen B°-
thalassemia cao gom: Gidy (11,5%), San
Chay (9,8%), La Ha (9,5%), Dao (9,3%), Lu
(8,2%), Khang (7,5%), Lao (7,1%), San Diu
(6,5%), Tay (6,2%), Muong (5,7%), Nung
(5,5%), Pa Thén (4,9%), Chiut (4,7%), La
Chi (4%), Thai (2,9%), Phu L4 (2,6%), Kho
Mt (2,1%), H'Méng (1,5%), Thd (0,7%),
Kinh (0,7%),... Néu hai vg chong ciing mang
gen B’ thalassemia, mdi lan c6 thai, 25% kha
ning con mang ca 2 gen B thalassemia (B*/
p%). Thai nhi mang 2 gen bénh nay van phat
trién binh thudng, khong co biéu hién gi cho
dén ra doi. Nguoi bénh c6 ca 2 gen P°
thalassemia (B’/ p° — beta thalassemia major)
s& c6 biéu hién thiéu mau rat sém tir nhiing
thang dau doi, tré bi thiéu mau ning, din
dén nhiéu bién chimg nhu cham phét trién
thé chat, suy tim,... néu khong dugc diéu tri
truyén mau (2-5 tuan/ lan) va thai sat tot thi
tudi tho rat thap.
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Cac dan toc co ty 18 HbE cao gdm: Xinh
Mun (61%), Stiéng (59,8%), Thd (54%), Bru
Van Kiéu ( 52,7%), Ta Oi (39,7%), Cho Ro
(38%), Raglai (31,2%), Kho Me (29,7%), Co
(19,4%), Thai (18,7%), Muong (17,9%),
Kho Mu (16,6%), Lao (15,4%), Hré (13,6%),
Lu (10,2%), Khang (9,8%), La Ha (9,5%),
San Diu (5,1%), Kinh (2,6%),...Dot bién
HbE 1a dang dot bién nhe, nén mot nguoi
mang 2 gen bénh HbE (B* / B*) khong co
bi€u hién lam sang, khong thiéu mau.

Tuy nhién, néu hai vo chéng c6 mot
ngudi mang gen B° thalassemia, mot ngudi
mang gen HbE thi mdi lan c6 thai, 25% kha
nang con mang ca 2 gen bénh B’ thalassemia
va HbE (B°/ B). Thai nhi mang 2 gen bénh
niy van phat trién binh thuong, khong co
biéu hién gi cho dén ra doi. Nguoi bénh co
ca 2 gen bénh (B”/ BF) s& c6 biéu hién lam
sang mirc do trung binh dén ning. Nguoi
bénh ciing can phai duoc kham va diéu tri
dinh ky tai bénh vién. Cac dan toc co ty 1¢
ngudi mang gen P’-thalassemia va ngudi
mang gen HbE cao gdom: La Ha (9,5% va
9,5%), Lao (7,1% va 15,4%), Lu (8,2% va
10,2%), Khang (7,5% va 9,8%), San Diu
(6,5% va 5,1%), Muong (5,7% va 17,9%),
Thai (2,9% va 18,7%), Chirt (4,7% va 7,2%),
Giay (11,5% va 2,5%), San Chay (9,8% va
2,1%), Tay (6,2% va 1,5%), Kho Mu (2,1%
va 16,6%), Nung (5,5% va 0,8%) va Kinh
(0,7% va 2,6%),.. Sd lugng bénh nhan beta
thalassemia/HbE chiém khoang 60% sb bénh
nhan thalassemia diéu tri tai cac bénh vién &
cac nude Pong Nam A [5].

Vi dic diém cac dan toc thiéu sd chu yéu
cu tru tai vung sau vung xa, dia ban chia cit
va dic diém 16i séng, van hoa co xu hudng

két hon can huyét, két hon gan trong cong
ddng noi cu tri. Nén véi cac dan toc co ty 16
mang gen thalassemia cao, khda nang hai
ngudi cing mang gen bénh két hon véi nhau
cao vi thé nguy co sinh con bi bénh
thalassemia cao. V¢i ty 1¢ mang gen cua céc
dan toc nhu & trén cho thiy cac din tdc co
nguy co sinh con bi bénh thalassemia tap
trung nhidu & cac tinh mién nui phia Bic,
Bic Trung Bo. Tuy nhién véi hién twong di
dan, giao thoa trong doi séng nhu di dan tir
mién Bic vao Tdy Nguyén, nén nguy co
ngudi mang gen bénh thalassemia két hon
v6i nhau 1a hién hiru ¢ moi dan tdc, moi
viing mién.

Nhu vay, chiing ta co thé du doan duoc
anh huong ctia bénh ddi voi chat lrong dan
s6 cua cac dan toc, cac vung mién. Vi céc
dan toc it ngudi va rat it ngudi (dan sé dudi
10.000 nguodi) nhu La Ha, Pa Thén, Ly, Chut
voi dic diém c6 ty 1& mang gen bénh
thalassemia cao thi s€ c6 nguy co anh hudng
dén viéc duy tri va phat trién cac dan toc rat
it ngudi nay.

Véi nhirng dan toc co dan sé dong ma cé
ty 1¢ mang gen thalassemia cao thi s€ gy ra
anh huong rat 1on dén hé thong y té va toan
x3 hoi vi sd luong ngudi bi anh huong 16n,
) lugng bénh nhan rat nhiéu nhu dan toc
Tay, Nung, Thai, Muong, Kinh,...

Dic biét 1a v6i didu kién sdng hién nay
cia céc dan toc thiéu sd, diéu kién kinh té
con nhiéu han ché thi viéc nguoi bénh co thé
duoc tiép can véi diéu tri dinh ky tai cac
bénh vién 13 vo cung khé khin, didu do sé
din dén chat lwong cudc soéng ciia ngudi
bénh rat thap, cac thai phu khong dwoc kham
thai dinh ky nén khong duogc phat hién cac
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truong hop thai bi phii nén s& anh huong dén
sttc khoe tham chi dén tinh mang cua cac
thai phu.
IV. NGUY CO SINH CON Bl BENH
THALASSEMIA

Trong nghién ctru nay, dua trén ty 1€ cua
ting kiéu dot bién, timg thé bénh cua ting
dan toc, dong thoi dwa vao s lwong dan sb
thudc tung dan tdc cua mdi tinh, chung to61
tién hanh udc tinh ty 1¢ tré sinh ra mbi nim
c6 nguy co bi bénh ly thalassemia.

Vi p 1a ty 1€ mang gen thalaasemia, Lién

doan Thalassemia qudc té (TIF) dua ra cong
thire ude tinh nhu sau:

Ty 1€ tré sinh ra bi bénh/nam = p (%) x p
(%) x 0,25

Dya trén ty 1€ mang  gen
thalassemia/huyét sic td cua tung dan toc,
voi gia thuyét nam nir trong cling cong dong
(dan toc, tinh) két hon voi nhau mot cach
ngau nhién, néu khong duoc tu van va chan
doan trudc sinh bénh thalassemia, chiing ta
c6 thé woc tinh ty 16 tré sinh ra bi bénh/1000
ca sinh cta tung tinh nhu sau:

Bdng 1. Udc tinh ty I¢ tré sinh ra bi bénh thalassemia trong 1000 ca sinh ciia cdc tinh

. Ty 1 Hb | Ty 1¢ HbH Ty 1¢ Beta va Ty 1¢ bénh
STT Tinh Bart a) ! 2) Beta/HbE 3) 1yy(1') +(3)
1 Hoa Binh 3,78 1,81 1,96 5,74
2 Son La 3,15 1,65 0,14 3,29
3 Bic Kan 1,65 1,96 1,09 2,74
4 Cao Bing 1,68 2,06 1,01 2,69
5 Lai Chau 1.77 1,30 0,92 2,69
6 Lang Son 1,68 2,06 0,89 2,57
7 Dién Bién 1,54 1,10 0,58 2,12
8 Tuyén Quang 1,24 1,15 0,70 1,94
9 Yén Bai 1,04 0,99 0,57 1,61
10 Ha Giang 0,90 1,10 0,63 1,53
11 Lao Cai 0,75 0,88 0,51 1,26
12 Thanh Héa 0,78 0,54 0,24 1,02
13 | Thai Nguyén 0,72 0,64 0,29 1,01
14 Phu Tho 0,72 0,51 0,25 0,97
15 Pik Nong 0,48 1,27 0,30 0,78
16 Nghé An 0,61 0,47 0,15 0,76
17 Pik Lak 0,35 1,60 0,36 0,71
18 | Binh Phuéc 0,46 0,96 0,23 0,69
19 | Quang Ninh 0,47 0,41 0,16 0,63
20 Lam Dong 0,30 1,26 0,32 0,62
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21 Bic Giang 0,47 0,42 0,14 0,61
22 Vinh Phac 0,37 0,51 0,11 0,48
23 Ninh Binh 0,36 0,32 0,08 0,44
24 | Binh Duong 0,33 0,32 0,08 0,41
25 Pong Nai 0,33 0,36 0,08 0,41
26 Quang Tri 0,25 0,79 0,14 0,39
27 Viing Tau 0,31 0,33 0,07 0,38
28 Ha Tinh 0,31 0,29 0,06 0,37
29 | Binh Thuan 0,29 0,50 0,08 0,37
30 Phu Yén 0,29 0,48 0,08 0,37
31 Gia Lai 0,15 1,59 0,22 0,37
32 Bic Ninh 0,31 0,29 0,06 0,37
33 Hai Duong 0,31 0,29 0,06 0,37
34 Hung Yén 0,31 0,28 0,06 0,37
35 Thai Binh 0,31 0,28 0,06 0,37
36 Ha Nam 0,31 0,29 0,06 0,37
37 Nam Dinh 0,31 0,29 0,06 0,37
38 | Quang Binh 0,29 0,68 0,08 0,37
39 | ThuaThién 0,29 0,45 0,08 0,37
Hué
Tp. HO Chi
40 pMinh 0,31 0,29 0,06 0,37
41 Vinh Long 0,30 0,31 0,07 0,37
42 An Giang 0,29 0,34 0,08 0,37
43 Kién Giang 0,27 0,42 0,10 0,37
44 Can Tho 0,30 0,31 0,07 0,37
45 Hau Giang 0,3 0,32 0,07 0,37
46 Bac Liéu 0,28 0,38 0,09 0,37
47 Ca Mau 0,30 0,31 0,07 0,37
48 Khanh Hoa 0,28 0,59 0,08 0,36
49 Pa Ning 0,30 0,29 0,06 0,36
50 T4y ninh 0,30 0,31 0,06 0,36
51 Long An 0,30 0,29 0,06 0,36
52 Tién Giang 0,30 0,28 0,06 0,36
53 Bén Tre 0,30 0,28 0,06 0,36
54 Tra Vinh 0,22 0,60 0,14 0,36
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55 | Ddng Thap 0,30 0,28 0,06 0,36
56 | Séc Tring 0,22 0,6 0,14 0,36
57 | BinhDinh 0,29 0,37 0,06 0,35
58 | HaiPhong 0,28 0,28 0,06 0,34
59 | Quang Nam 0,27 0,43 0,07 0,34
60 Ha Noi 0,33 0,30 0,007 0,34
61 | Ninh Thuan 0,21 109 0,11 0,32
62 | Quang Ngai 0,23 0k57 0,07 0,30
63 Kon Tum 0,13 1,26 0,13 0,26

Chu thich: - C6 21 tinh (1-21) co6 ty 1€
thai nhi tré bi bénh trong 1000 ca sinh 1a >
0,5/1.000; c6 42 tinh c6 ty I¢ tré bi bénh
trong 1000 ca sinh < 0,5/1.000.

(1) Hb Bart’s: Phu thai, tré¢ khong ra doi
duoc.

(2) HbH: Nguoi bénh c6 biéu hién nhe
dén trung binh.

(3) P-thalassemia va P thalassemia/HbE:
Nguodi bénh co biéu hién trung binh dén
nang, can phai diéu tri dinh ky tai bénh vién
trong sudt cudc doi.

Chung t6i tiép tuc so sanh dé wdc tinh
murc d6 phd bién hay hiém gip ctua bénh dé
dé xuat giai phap can thiép phu hop. Dinh
nghia vé bénh hiém duoc diéu chinh khac
nhau tuy tiung nudc. Vi dy, bénh dugc coi 1a
hiém khi ty 16 bi bénh 1a 1/1.500 nguoi
(twong duong 0,6/1.000 nguoi) & MY, ty 1&
1/2.500 nguoi (twong duong 0,4/1.000
nguoi) ¢ Nhat va ty 1¢ 1a 1/2.000 (tuong
duong 0,5/1.000 ngudi) & Chau Au. Nhu
vdy, 0 céac tinh c6 ty 1€ sinh con bi bénh
thalassemia > 0,6/1.000 truong hop sinh thi
tai tinh d6 bénh thalassemia khong nén coi 1a
bénh hiém nita. Theo tht tu & bang trén co
21 tinh c6 nguy co cao bi bénh thalassemia
(> 0,5%) trong d6 dac bi¢t l1a cac tinh Hoa
Binh, Son La, Bic Kan, Lai Chau.

Véi ty 1@ nguy co sinh con bi bénh
Thalassemia cao, theo khuyén cdo cua Lién
doan thalassemia thé giGi thi Chinh phu va
Bo Y té can co cac quy dinh vé mat phap ly
va chuyén moén dé yéu cAu su vao cudc cua
céc cap, cac ban, nganh, can c6 giai phap cap
bach va hiru hiéu dé can thiép giam ty 1& sinh
ra tré bi bénh. Trude hét can wu tién 21 tinh
¢6 nguy co cao 0,5% can duoc can thiép sém
vé truyén thong, tu vin dé nguoi dan chu
dong tham gia phong bénh trudc két hon va
trudc sinh. Pac biét 1a ¢ 7 tinh: Hoa Binh,
Son La, Bic Kan, Cao Béng, Lai Chau, Lang
Son, Pién Bién khi ty 1¢ sinh con bi bénh
trén 2. Ganh nang kinh té, xa hoi s& vO cung
16n khi khong c6 bién phap can thi¢p kip thoi
dé giam ty 1& thai nhi va tré bi bénh
Thalassemia.

V. THALASSEMIA, CHAT LWUONG DAN SO VA
PHAT TRIEN

1. Nhirng nguyén nhan chi yéu din dén
viéc ty 1¢ mang gen Thalassemia cao, ty 1€
sinh con bi bénh cao va chit lwong song
clia bénh nhan thip

a. Hiéu biét vé bénh Thalassemia con rit
han ché

- Viéc truyén thong, phd bién kién thirc vé
bénh Thalassemia cua co quan c6 trach
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nhiém téi cong déng moi duge thuc hién
trong vai nim gan ddy nén hiéu biét vé bénh
con rat it.

- Nhan thirc vé stc khoe ndi chung va
bénh thalasssemia noi riéng chua dugc quan
tam ding mirc, ngudi dan ¢6 c6 thoi quen chi
khi bi bénh méi di kham va diéu tri nén viéc
phat hién ra bénh thuong mudn, kién thirc
phong bénh con chua dugc chu trong.

b. Két hon cén huyét thong

Viéc két hon can huyét va tao hon van
dang hién hiru ¢ nhiéu dan toc thiéu sb dan
dén nguy co sinh con bi bénh va di truyén
ngudn gen bénh trong cong dong 1a rit dang
bao dong.

c. Tinh chit di truyén ciia bénh

- Bénh di truyén tr bd me cho con, tinh
chit bénh thim lang, khong gdy nguy hiém
ngay dén tinh mang. Thé rit ning di chét
ngay trong bao thai ma khong dugc xac dinh
nguyén nhan. Thé ning va trung binh chi
xuét hién sau khi ra doi mot thoi gian nén
néu khong cé kién thoc va diéu kién thi
nguoi bénh khong duge quan tam dung mirc.

d. Chinh sdach cua nha nwéc

- Chinh phu va B6 Y té chwa c6 mot
chuong trinh hay du an nao danh riéng cho
bénh nay. Mdi chi c6 mdt phin trong
Chuong trinh muc ti€u Y té dan sb giai doan
2016-2020: Dy 4n 6 vé dam bdo mau an toan
va phong, chong mot s bénh 1y huyét hoc.

- Céc chinh sach vé& dan s chua chii trong
dén cac bénh di truyén bam sinh, dic biét 1a
bénh thalassemia. Chua c6 quy dinh bét budc
phai duoc tu van stc khoe di truyén trudc
hon nhan nén nhiéu cip doi mang gen bénh
ldy nhau ma khong biét.

e. Piéu ki¢n kinh té
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- Do la mdét nudc vira mdi thoat khoi
nhoém nudc cham phat trién tro thanh nude
¢6 thu nhap trung binh thip nén ¢ cip do nha
nude, viée danh kinh phi cho truyén thong,
phd bién kién thirc vé bénh con chwa dugc
dap tmng tt.

- Do nhan thic con han ché, thu nhap
binh quan thip nén ngudi dan chua danh vu
tién chi ti€u cho viéc sang loc bénh
thalassemia.

2. Hju qua cua viéc ty 1€ mang gen cao
trong cdng dong va sinh con bi bénh

a. Déi véi xa hji

- Chét lugng dan sd, chat luong gidng nodi
bi anh hudng nghiém trong. Vai ty 1€ mang
gen bénh 13,8%, néu khong duoc ngan chan
kip thoi, s6 ngudi mang gen s& ngdy mot
tang lén. Khi d6 ty 1€ tré sinh ra bi bénh cling
ngay mot tdng lén lam cho ganh ndng bénh
tat va chi phi xa hdi ngay cang tang.

- Chi phi diéu tri trung binh cho mdt bénh
nhan thé ning tir khi sinh ra t&i 30 tudi hét
khoang 3 ty dong. Mdi nim cin ¢ trén
2.000 ty ddng dé cho tit ca bénh nhan co thé
dugc diéu tri toi thiéu (truyén mau va thai
sdt) va can co khoang 500.000 don vi mau an
toan chiém 1/3 lwong mau ca nuéc (nim
2018, ca nude tiép nhan khoang 1.500.000
don vi mau). Véi chi phi nhu vay s€ lam cho
dat nudc cang nghéo hon.

b. Déi véi bénh nhin va gia dinh

- Chét luong sbéng cia ngudi bénh rat
thip: cham phat trién thé Iyc, tén thuong
nhiéu co quan trong co thé nhu suy tim, suy
gan, suy tuyén ndi tiét. Bénh nhédn
thalassemia phﬁn 16n ¢6 trinh d0 hoc véan
thdp va khong co nghé nghiép: do stc khoé
kém lai thuong xuyén phai nghi hoc dé didu
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tri bénh nén thuong phai bé hoc (theo nghién
cuu tai Vién HH-TMTW nam 2009 c6 47%
bénh nhan hoc dén cip II, ty 1& nay con cao
hon nhiéu néu khao sat tai cac dia phuong
mién nui, dan tdc it nguoi), 10n 1én khong co
nghé nghiép, song phu thudc vao ngudi khac
(45,5%, theo nghién ctu tai Vién HH-
TMTW 2009).

- Kinh té gia dinh bénh nhén thalassemia
ciing bi anh huong 16n do bd me phai nghi
lam dwa con di bénh vién va chi phi cho mdi
lan diéu tri 1a khong nho dic biét voi cac gia
dinh ¢ nong thon, mién nui va voi cac gia
dinh c6 nhiéu ngudi con déu bi bénh
Thalassemia.

Anh hudng tim 1y gia dinh va bénh nhan:
Nhiéu gia dinh ly hon sau khi sinh ra nhirng
dra con bi bénh, bi ky thi, nhitng anh chi em

ctia bénh nhan s& gip khé khin khi két héon,
84,6% bénh nhan bi mic cdm vé bénh tat.
Tam ly, tinh cdm gia dinh cua bénh nhan
cling bi anh huong ning né (9,8% bd me
bénh nhan ly hon vi ly do con bi bénh,
14,2% bénh nhan khong dugc gia dinh quan
tam).

- Nhitng ngudi mang gen bénh khong biét
vé cdn bénh nay, khong biét 1a minh dang
mang gen bénh do vay ty I¢ hai nguoi cung
mang gen bénh két hon v6i nhau cang cao
dan dén ngay c6 co nhiéu tré sinh ra bj bénh
(khoang 8.000 tré bi bénh ra doi hang nam).

- Nhitng hdu qua trén day cho thay,
thalassemia dang la van dé cua toan xa hoi,
anh huong sau rong t6i cong dong, tGi chat
lwong dan sb va sy phat trién gidng noi.

— Tao hon
— DPé nhieu con

TY LE MANG GEN
THALASSEMIA CAO

— Két hoén can huyét

— Hiéu biét han ché

NGHEO POl

— Khéng di hoc
— Dan tri thap
— Cham phat trién XH

—  Suy thoai gidng noi

| -

SINH CON Bl BENH
THALASSEMIA
Di vién diéu tri

— Khoéng lao ddng

—  Ap lwc xa hoi

—  Tén kém nguén lyc

— Chét lwong dan sbé thap
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So do vé moi lién hé giita thalassemia va nghéo doi.

V1. BE XUAT CAC GIAI PHAP BE GIAM SOM
TY LE SINH TRE Bl BENH, GIAM DAN TY LE
MANG GEN GOP PHAN NANG CAO CHAT
LUQNG DAN SO, CAI THIEN GIONG NOI.

1. Co sé dé xuat

a. Coso'ly ludn

- Nghi quyét s6 20-NQ/TW, Hoi nghi lan
thir sdu, Ban chip hanh Trung wong khoa XII
vé ting cudng cong tic bao vé, chim séc va
nang cao suc khoe nhan dan trong tinh hinh
méi dé ra muyc tiéu “Nang cao stc khoé ca vé
thé chat va tinh thin, tim véc, tudi tho, chat
luong cudc sdng ciia nguoi Viét Nam; Béo
dam moi nguoi dan déu dugc quan 1y, chim
soc suc khoé”.

- Nghi quyét s6 21-NQ/TW, Hoi nghi lan
thir sdu, Ban chip hanh Trung wong khoa XII
vé cong tac dan sb trong tinh hinh méi c6
néu muc tiéu: “Giai quyét toan dién, dong bd
cac van dé vé quy mé, co ciu, phan bd, chat
luong dan sb; nang cao chat lwong dan sb,
gop phan phat trién dit nudc nhanh, bén
vitng. Ty 1¢ nam, nit thanh nién dugc tu van,
kham strc khoe trude khi két hon dat 90%;
giam 50% sb cdp tao hon, giam 60% s cip
hon nhan can huyét théng; 70% phu nit mang
thai duoc tam soat it nhat 4 loai bénh tat bAm
sinh phd bién nhat; 90% tré so sinh dugc tim
soat it nhat 5 bénh bam sinh phd bién nhat”.

b. Co 56 khoa hoc va thuc tién:

- Pi c6 hiéu biét kha diy da vé nguyén
nhin gay bénh, co ché bénh sinh, co ché di
truyén ciing nhu ty 1& va dic diém gen bénh
thalassemia/bénh huyét sic t6 trén pham vi
ca nudc.

- Cac co sO y té tuyén tinh tai Viét Nam
c¢6 du kha ning tiép nhan kién thirc chuyén
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mon va trang thiét bi dé thuc hién viéc chan
doan, diéu tri, quan 1y va phong bénh
thalassemia.

- Nhiéu cong trinh nghién ctru, nhiéu béo
c40, mo hinh tbt di va dang dugc thyc hién &
nhiéu dia phuong trong nd lyc phong bénh,
quan 1y va kiém soat bénh thalassemia.

2. Cac giai phap chii yéu

2.1. Gidi phdp vé chinh sich va nguén
luc

- BO Y té dé xut v6i Chinh phu phé duyét
Chuwong trinh myc tiéu vé thalassemia, giai
doan 2021- 2025; 2026-2030 va cac giai
doan tiép theo nham muc tiéu hudng dén loai
trir vi€c sinh ra cac tré bi bénh thalassemia
vao nam 2045. Chuong trinh tién hanh vai
cac ndi dung truyén thong, gido duc sic
khoe, tap huén, dao tao, nang cao kién thuc
vé bénh thalassemia cho toan xa hoi, tap
trung vao cac dbi twong ngudi bénh, nguoi
nha nguoi bénh, nhin vién y té thén ban, cac
dan toc thiéu sd co ty 16 mang gen cao.

- Dua vio luat Hon nhan va Gia dinh diéu
khoan bat budc sang loc Thalassemia trudc
khi két hon. Xay dung va ban hanh cac chinh
sach lién quan dén tu van truéc hon nhan,
sang loc trude sinh, chin doan trude sinh va
dé xuét bao hiém thanh toan chi phi. Tuyén
truyén cac chinh sach vé dan sd, tranh nan
tao hon va két hon can huyét.

2.2. Gidi phdp vé truyén théng, ning cao
nhdn thirc

- Xay dung mang ludi dé tuyén truyén,
phé bién kién thirc cho cong déng, dac biét
cho dbi tugng hoc sinh, sinh vién: Phoi hop
cac don vi nhu Hoi Chir thap do, Téng cuc



Ti ti¢u tham khio tir Tap chi Y hoc Vigt Nam tip 502 — S6 chuyén dé Théng 5 nim 2021

dan sb, Hoi tan mau bam sinh Viét Nam,
Vién Huyét hoc - Truyén mau TW, ...;

- Xay dyng hé thdong tai liu, dao tao
giang vién, tuyén truyén vién;

- Pua kién thic phong, chdng bénh
thalassemia vao sach gido khoa sinh hoc cua
hoc sinh trung hoc phd thong dé gido duc cac
hoc sinh hiéu biét vé bénh thalassemia trudc
tudi hon nhan.

2.3. Gidi phdp vé pht trién mang ludi va
nguén nhan luc

- Néng cao kha ning chan doan, diéu tri,
cham soc va quan 1y ngudi bénh cho céc co
SOy té

+ Can c6 sy chi dao thong nhit tir cip
trung uong dén dia phwong;

+ Pau tu vé nhan luc, trang thiét bi y té
cho cac co so y té dé dam bao diéu kién co
thé chan doan, diéu tri, cham séc va quan ly
thalassemia;

+ C6 chuong trinh dao tao, dao tao lai,
cap nhat thuong xuyén cho cic can bd y té
vé bénh Thalassemia;

+ Pua ndi dung chdn doan, chim soc,
diéu tri va phong bénh thalassemia vao
chwrong trinh nang cao nang lyc hé thong y té
CO s0;

+ Pua xét nghiém tong phan tich t& bao
mau 1a xét nghiém co ban dugc str dung hi¢u
qua, pho bién tai cac co so y té va dugc bao
hiém y té chi tra;

+ Tiép tuc day manh phong trao van dong
hién mau dé dam bao c6 du ngudn mau an
toan cho ngudi bénh thalassemia.

- Giam dan va chdm dat viée sinh ra tré bi
bénh va/hodc mang gen bénh.

+ Tu van trude khi két hon: Pua bénh
thalassemia vao chuong trinh sang loc cho
cac cap doi trudce két hon.
sinh: Dua bénh
thalassemia vao danh sach cdc bénh can
duogc sang lgc trudce sinh;

+ Sang loc trudc

+ Pua xét nghiém tong phan tich t& bao
méu 13 xét nghiém bat budc ddi voi cac san
phu dén kham thai 1an déau;

+ Tuyén truyén, van dong cac gia dinh c6
con trong do tudi hoc sinh phd thong tu
nguyén tham gia sang loc bénh thalassemia;

+ Bao hiém y té nén xem xét thanh toan
chi phi chan doan trudc sinh.

2.4. Kiém tra, gidm sdt, danh gid

- Tién hanh kiém tra, giam sat, tong két
cac hoat dong vé thalassemia theo quy dinh
cua phap ludt trong viéc thuc hi¢én chuong
trinh theo dinh ky hang ndm va 5 ndm.

- P& xuét cac hoat dong tiép theo hudng
dén muc tiéu thanh toan bénh vao nam 2045.

VII. KET LUAN

1. Nhitng nghién ciru & nudc ta gan ddy
cho théy, thalassemia/bénh huyét sic tb &
nude ta thyc sy 13 van dé nghiém trong, de
doa chét lugng dan sd va gidng noi. Nhing
con sb rat dang chi ¥ va bao dong nhu: Tat
ca 63 tinh va 54 dan toc déu c6 nguoi mang
gen bénh thalassemia; ty 1¢ mang gen chung
trén toan qudc wdc tinh 1a 13,8% (khoang 13-
14 tri¢u nguoi); su phan bd ctia bénh c6 tinh
dan tdc va dia ly ro rét.

2. Udc tinh nguy co va ty 1€ thai nhi bj
phu thai, tré sinh ra bi bénh thalassmia thé
nang la dang bao dong & 21 tinh/thanh phd,
can tién hanh ngay cac giai phap can thiép du
manh va kip thoi dé giam ty 1¢ phu thai hodc
tré sinh ra bi bénh thalassemia thé nang, dac
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biét ¢ nhitng tinh c6 ty 1€ sinh con bi bénh
cao nhat.

va

3. Rat can c6 ngay cac chinh sach vé y té
dan s6 d€ nang cao nhan thuc nguoi dan,

giam dan ty 1& ngudi mang gen bénh
thalassemia, giam dan tién t6i cham dat viéc
phu thai va sinh ra tré bi bénh thé ning trong
cong dong.
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MOT SO KINH NGHIEM TRIEN KHAI SANG LOC
BENH TAN MAU BAM SINH/ HUYET SAC TO CHO HOC SINH
THANH PHO HA NOI, 2016-2020

Ta Quang Huy*, Nguyén Thi Thu Ha**, Ngé Manh Quan**,
Vil Hai Toan**, Vii Thi Hwong**, Vii Pirc Lwong**,
P56 Xuan Hung**, Nguyén Hiru Chién**, Bach Quoc Khanh**

TOM TAT

Chi cuc Dén sb - Ké hoach héa gia dinh Ha
Noi phdi hop véi Vién Huyét hoc — Truyén mau
TW da thuc hién thanh cong chuong trinh sang
loc bénh tan mau bam sinh cho hoc sinh tai 5
huyén ngoai thanh Ha N¢i trong 5 nam, 2016-
2020. Trong s6 24.011 hoc sinh tham gia xét
nghiém sang loc, ty 18 rat cao (18%) dugc phat
hién cac bat thuong xét nghiém, hau hét co lién
quan t6i tinh trang c¢6 thiéu mau hodc mang gen,
nghi ngd mang gen thalassemia. Ty 1¢ nghi ngo
mang gen thalassemia/bénh huyét sic t6 la
10,6%, trong d6 chii yéu 1a mang gen alpha
thalassemia (7,97%). Diéu nay cho thdy, tinh cap
thiét phai mé rong chuong trinh cho s lugng 16n
hon & d6i twong tién hon nhan dé quan 1y ngudn
gen, nhim giam dan va tién téi khong dé sinh ra
tré bi bénh thalassemia thé nang trén dia ban
thanh phd.

SUMMARY
THE EXPERIENCE IN
IMPLEMENTATION OF THALASSEMIA
SCREENING PROGRAM FOR STUDENTS
IN HANOI, 2016 - 2020
The Hanoi Department of Population and
Family Planning in collaboration with the

*Chi cuc Dén s6-KHHGD Ha Ngi

**Vién Huyét hoc - Truyén mdau TW

Chiu trach nhiém chinh: Nguyén Thi Thu Ha
Email: nguyenthuhanihbt@gmail.com

Ngay nhén bai: 08/4/2021

Ngay phan bién khoa hoc: 08/4/2021

Ngay duyé¢t bai: 15/4/2021

National Institute of Hematology and Blood
Transfusion has successfully implemented
thalassemia and hemoglobinopathy screening
program for pupils in 5 suburban districts of
Hanoi from 2016-2020. Of the 24,011 students
participating in the screening program, 18% were
found to have test abnormalities, most of which
were related to the status of anemia or a genetic,
suspected thalassemia gene. The rate of suspicion
of carrying thalassemia gene / hemoglobinopathy
was 10.6%, of which mainly carrying alpha
thalassemia gene (7.97%). This shows that the
urgent need to expand the program for a larger
number of premarital people to manage the
genetic resources, in order to gradually reduce
the number of childen borned with severe
thalassemia in the city.

I. DAT VAN DE

Tan mau bam sinh (thalassemia) 13 bénh
Iy di truyén phd bién nhét trén thé gisi, voi
wdc tinh 7% dan s6 thé giGi mang gen va bi
anh huong bdi bénh 1y nay [1].

Véi dic trung 1a bénh di truyén gen lan-
con bi bénh khi nhan dugc ca gen bénh cia
bd va cua me, nén ¢ nhiéu chién luge va cép
d6 phong bénh co ban: (1) sang loc, chin
dodn trudc sinh danh cho nhitng cdp vo
chdng c6 nguy co mang gen, tir d6 xac dinh
thai ¢6 thé binh thudong, mang gen hay bi
bénh, va c6 thé phai cham dut thai ky néu
thai bi bénh thé nang; (2) sang loc trudc két
hon, danh cho nhiing cip do6i chuan bi két
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hoén va (3) sang loc tién hon nhan dbi voi
thanh thiéu nién. Cach thir 3 1a bién phap
phong bénh chi dong va hidu qua nhat, tranh
dugc tinh trang huy hon, dinh chi thai trong
tuong lai. Viéc phat hién, quan ly nguoi
mang gen hay ngudn gen, 1a bién phép co
ban trong cac chién luge tim soat gen bénh,
nhim ngan chdn vi¢c sinh ra nhiing tré bi
bénh thé nang, can phai can thi¢p, diéu tri
sudt doi.

Theo Lién doan thalassemia thé gidi,
nhiéu nudc trén thé gioi da thanh cong khi
xdy dung va trién khai chuong trinh phong
va kiém so4t bénh thalassemia biang nhing
chién luge nodi trén, nhat 1a viéc sang loc
ngudi mang gen cho ddi tugng trude két hon
(prematerial screening), hay hoc sinh trung
hoc phd thong, trung hoc co so.

Ha Noi 1a do thi dac bi¢t, co dia ban da
dang voi 30 quan huyén, trong d6 nhiéu
huyén c6 dia ban mién nai, nhiéu huyén co
ba con dén tdc thiéu s sinh sdng... Theo udce
tinh ciia Vién Huyét hoc- Truyén mau TW
va mot s& cudc khao sat nho tai dia ban mot
sO quéan ndi thanh Ha Noi, ty 1& nguoi dan
mang gen bénh kha cao, khoang 10%. Chua
ké mot sb huyén, c6 khu vyc viung nai, khu
vue c¢6 ngudi dan toc thiéu sb sinh sdng, ty 1&
6 thé cao hon. bay thuc sy 1a van dé 1on de
doa chat luong dan s6 Thu do6 do chua c¢6
chwong trinh phong bénh tan méu bam sinh
duoc thuc hién trén dia ban Ha Noi.

Nim 2016, UNND Thanh phd phé duyét
Pé an Tam soat, phat hién sém mdt s6 tat,
bénh bam sinh thong qua sang loc, chin doan
trudc sinh va so sinh ciia thanh phd Ha Noi
giai doan 2016 —2020. S¢' Y té thanh phd Ha
No6i1, Chi cuc Dan s6 - Ké hoach hoa gia dinh
da phdi hop voi Vién Huyét hoc — Truyén
méau TW trién khai Chuong trinh can thiép
giam ty 1é tan mau bam sinh (Thalassemia)
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trén Thanh phd Ha Noi. Dé dam bao hidu
qua t6t, Chuong trinh hudng toi nhom déi
tuong tién hoén nhan, c6 thé thuc hién thu
thip miu va quan ly ngudn gen thuan loi,
dya trén mang ludi 'y té va dan sd cua Thanh
phd, d6 1a hoc sinh trung hoc phd thong
(THPT), trung hoc co s& (THCS) tai cac
huyén ngoai thanh.

Muc tiéu ciia Chuwong trinh:

1. Ndng cao nhdn thirc cong dong, dic
biét la hoc sinh tai khu vuc cac huyén ngoai
thanh vé bénh tan mdu bam sinh.

2. Sang loc phat hién bénh va nguy co
mang gen bénh tan mdu bam sinh cho cdc
doi twong twr 12 dén 18 tuéi tai 5 huyén dé cé
bién phap can thiép kip thoi, hiéu qua.

1. NOI DUNG CONG VIEC PA TRIEN KHAI
TRONG 5 NAM

1. Xay dung ké hoach: Sau khi dé an
dugc UBND Thanh phd phé duyét véi su
phdi hop, théng nhat gitta Chi cuc DS
KHHGD Ha Noi va cac chuyén gia cua Vién
Huyét hoc- Truyén mau TW, Ké hoach duoc
xdy dung va kinh phi dugc phan bd theo
tng nam, tur 2016-2020.

2. Trién khai chwong trinh:

Chi cuc DSKHHGD t6 chitc Hoi thao
trién khai hoat dong kham va xét nghiém
sang loc bénh tan mau bam sinh tai Chi cuc
DSKHHGD Ha Nbi va tai dia ban trién khai
hoat dong cua thanh phé.

Trién khai cong tac truyén thong: Tuyén
truyén trén cic phuong tién thong tin dai
chiing, tuyén truyén trén hé thong truyén
thanh thon, xa, dai phat thanh, truyén hinh
Thanh phé, quan/ huyén; xay dung, san Xuét
cac tai liéu tuyén truyén vé can thiép giam
thiéu bénh tan mau bam sinh.

T chirc hon 40 16p Téap huan, bdi dudng
vé tuyén truyén, gido duc stuc khoe gin véi
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bénh thalassemia cho can by y té, dan sd,
doan thé vé k¥ niang truyén thong, kién thic
va k¥ nang thyc hién cac hoat dong cho chu
nhiém cau lac bo.

T chirc 100 cudc truyén thong nang cao
nhan thirc cong déng, dac biét 1a cac cap vo
chéng, phu nir c6 thai, nam, nir trong do tudi
két hon.

T6 chirc hon 120 cudc truyén théng cho
hoc sinh cac truong THCS, THPT vé bénh
tan mau bam sinh, lgi ich cua viéc xét
nghiém, sang loc bénh tan mau bam sinh.

T6 chirc cac hoat dong truyén thong, tu
van tryc tiép tai cong dong nham ning cao
nhan thirc cong déng, dac biét 1a cac cap vo
chéng, phu nir c6 thai; nam, nit trong do tudi
két hon, hoc sinh tai vung mién ndi vé bénh
tan mau bam sinh.

Long ghép ndi dung phong tranh bénh
Thalassemia vao hoat dong cua cac cau lac
b tién hon nhan tai cic xd, cac trudng, cac
bubi truyén thong, cac hoat dong sinh hoat
cong dong.

Cong tac lay mau xét nghiém duoc trién
khai ¢ hoc sinh cac truong THPT, THCS tai
5 huyén ngoai thanh, viing dan toc, mién nai
vé bénh thalassemia.

3. Trién khai ldy miu: tw vin, 1y miu
xét nghiém

Trién khai qua Trung tam y t& 5 huyén Ba
Vi, Thach That, Qudc Oai, Chuong My, My
Puc: phdi hop véi cac trudng td chire tu van,
phat tai lidu, giri phiéu dang ky tu nguyén
tham gia xét nghiém sang loc phu huynh hoc
sinh dé lay y kién dong ¥.

TS chic kham, ldy miu mau va xét
nghiém sang loc phat hién bénh tan mau bam
sinh cho 24.011 hoc sinh céc truong.

Tong hop, nhan dinh két qua cia timg hoc
sinh, tra két qua, tu vin cho phu huynh va
hoc sinh cua ting truong.

Danh gia két qua timg nim va trién khai
cho nam tiép theo.
4. So d0 md ta quy trinh thyc hi¢n

Xay dwng \

\\ Chuong trinh /‘

/To chirc tap huan\\‘

\ cho CBYT va DS/

/ Truyen théng, \\\

\\ tw van tai dia ban /

N
Tl Ché'i—)(i Loal )
_/
v
// , '
‘f Tw van, sang loc )
\ y
e N
Khéng dat—ﬂ\' Loai ‘
B} v ) N
/ N
\ L4y mAu Xét nghiém )
l /
Thue hién XN
Phan tich
két qua
SN
————ainhtheong——» TrAKQ )
.
A4

/o ‘\
| Tw van cho nhitng truorng

hop cé bat thudng
o Y,

5 Cac xét nghiém, chi sé va tiéu chuén
danh gia két qua

5.1 Téng phin tich té bao mdu ngoai vi

Ap dung cho tit ca cac ddi twong, danh
gia dya trén 32 chi $6 héng cAu, bach cau,
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tiéu cAu. Céac chi s6 chinh dé danh gia nguy
co mang gen bénh thalassemia/huyét sic td
bao gom: Lugng huyét sic t& (Hb), ¢6 thiéu
méu khi huyét sic té <120g/l; Thé tich trung
binh hdng cau (MCV), hdng cau duoc coi 1a

nho khi chi s&6 MCV duéi ngudng binh
thudng; Lugng huyét sic tb trung binh hong
cau (MCH): Hong cau duoc coi 1a nhugc sic
khi chi s6 MCH du6i ngudng binh thuong
theo do tudi.

So d6 quy trinh xét nghi¢m

Lay mau XN

y

Téng phan tich té bao mau ng ¢
MCV < 85fL va/hoadc —| Thalassemia thap

MCH < 28pg (loai)

) Nguy co mang gen

(+)

A4

A4

Xac dinh thanh phan Hb Sét, Ferritin Giam Thiéu sat
(HPLC) huyet thanh T " TwvAn: bd sung
| |
A
A A
Bét thuwong: Binh thwong: Bét thuwong:
HbA2 : tang (> 3,5%) HbA : 96,5-98% HbH: dwong
Hb F: tdng (> 2%) HbA2:2-3,5% Hb Bart's: dwong
0,
HbE: dwong HbF < 1% Hb CS: dwong
) Nghi nge mang . _

Mang gen Beta thalassemia gen alpha Bénh Alpha Thalassemia
Hb bét thuong khéac thalassmia Hb bét thuong khéac

y

Nhan dinh két qua

Tw van truec tiép
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5.1 Xét nghiém sinh hoa mdu

Dugc chi dinh thyc hién cho cac truong
hop ¢6 hong cau nho. Hai xét nghiém duogc
thyc hién 1a Sit huyét thanh va Ferritin huyét
thanh. Panh gia c6 thiéu sit khi Ferritin
huyét thanh < 30ng/dl.

5.2 Dién di huyét sic té

Chi dinh cho céac truong hop nghi ngo
mang gen bénh. Thanh phan huyét sic t&
binh thuong (nguoi trén 2 tudi) bao gém
HbA (96,5 — 98%), HbA2 (2-3,5%), HbF (<
2%). Tir xét nghiém dién di, c6 thé xac dinh:
Bi bénh Alpha thalassemia khi c6 HbH; nghi
ngd mang gen Alpha thalassemia khi thanh
phin huyét sic t5 binh thuong hoic HbA2

. MOT sO KET QUA VA BAN LUAN

giam; nghi ngd mang gen/ bi bénh Beta
thalassemia khi: HbF >2% va/hoac HbA2
>3,5%; mang gen bénh huyét sic t6 khi co
cac huyét sdc t bat thuong: HbE, Hb Tak,
HbCS, HbQs....

Qua céc xét nghi€m trén, chung t6i xac dinh,
d6i tuong 1a binh thuong (khong nguy co
mang gen), c¢6 thiéu mau (do thiéu sit
va/hodc mang gen thalassemia), nghi ngo
mang gen alpha, beta, HbE, bénh huyét sic
t6 khac hay két hop. Nhing truong hop co
bat thudng vé két qua xét nghiém s& dugc tu
van, ty quan 1y két qua xét nghiém va tiép
tuc lam xét nghiém chuyén sau dé xac dinh
kiéu gen dot bién khi can.

3.1 Két qua lAy miu va sang loc thalassemia
Bing 1. Két qua lidy méu sang loc tai tirng huyén qua 5 nim

Huyén Nam | 016 2017 2018 2019 2020 TONG
QUOC OAI 820 0 2725 1152 1022 5719
CHUONG MY 1743 667 1000 1013 1086 5509
MY BUC 0 1266 951 864 1030 4111
THACH THAT 0 961 1425 1005 938 4329
BA Vi 0 1053 1500 966 824 4343
TONG 2563 3947 7601 5000 4900 24011

Sau ndm dau trién khai tai 2 huyén, tir 2017, chuong trinh dugc trién khai mdi nam tai 5

huyén, v6i tong s6 24.011 hoc sinh tham gia 1dy mau xét nghiém ty nguyén.

Bing 2. Két qua thue hién xét nghiém sang loc 2016-2020

Nim 2016 2017 2018 2019 2020 TONG
Tinh tran n | % | n % n % n % n % n | %
Benhalpha | 16 o0l 1 Loz | 1 [0013] 1 |002] 2 |004| 6 002
thalassemia
Mang gen bénh
Huyet sac 0 By 551y 441 100 | 2.01 | 107 | 1.408 | 98 | 1.96 | 108 | 2.20 | 459 |1.80
huyét sac to

khac
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Mang gen
bénh beta
thalassemia

24 (094 41 | 0.82 | 42

0.553 | 44 | 088 | 62 | 1.27 | 217 |0.85

Mang gen
bénh alpha
thalassemia

172 16.71| 243 | 4.88 | 608

7.999 | 537 |10.74| 438 | 8.94 | 2037 |7.97

Thiéu
sat/Chua loai
trir kha nang

mang gen
Thalassemia

179 1698 86 | 1.73 | 153

2013 [ 165 | 33 | 75 | 1.53 | 674 |2.64

Chua loai tru
nguy co mang
gen alpha
thalassemia

197 |7.69| 190 | 3.81 | 628

8262 | 142 | 2.84 | 19 | 039 | 1199 4.69

Tong mau bat 610 23.8

thudng 0 661

13.27 1539

20.247

17.9

987 2

19.74| 704 | 14.37| 4592

2563|100 13947 | 100 [7601

Tong s6 mau

100 |5000| 100 [4900| 100 |[24011|100

Chung t6i da thyc hién xét nghi€ém cho
24011 hoc sinh ty nguyén tham gia, c6
4.592 truong hop (17,98%) dugc phat hién
cac bat thuong xét nghiém, hau hét co lién
quan t&i tinh trang c¢6 thiéu mau hodc mang
gen, nghi ngd mang gen thalassemia. Chiing
toi phat hi€n 6 hoc sinh bi bénh thalassemia
thé nhe, c6 thiéu méau, nhung chua hé duoc
kham, tu van vé bénh.

Nhoém hoc sinh tham gia nghién clru c6 ty
1¢ nghi ngd mang gen thalassesmia kha cao
(10,6%), trong d6, chu yéu 1a mang gen
alpha thalassemia (7,97%), ty 1€ mang gen
beta thalassemia thép (0,85%), ty I&¢ bi bénh
huyét sic t6 (HbE, huyét sic té khac) la
1,8%. Nhiing két qua nay kha twong dong
voi cac két qua di nghién ctu ¢ ngudi Kinh
va mot s dan toc khac & khu vire mién Béc.

C6 674 truong hop thiéu mau, thiéu sat
(2,64%), trong do6 co ty 1¢ nhét dinh chua
loai trir cO mang gen tan mau bam sinh.
Nhitng truong hop nay chang toi tu van bd
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sung sat, sau do xét nghiém lai dé xac dinh
c6 nguy co mang gen Alpha thalassemia hay
khong.

Qua khao sat, ching toi cling phat hi¢n
mot s6 bat thuong khac ¢ hoc sinh, lién quan
t6i t& bao mau nhu: Thiéu mau ning, giam
tiéu cdu, huyét sic t6 ting bat thuong...,
nhitng truong hop nay déu duoc théng béo
cho hoc sinh va phu huynh ngay (trong vong
24 gio tir khi ldy mau) dé gia dinh dua céac
chdu di kham va diéu tri tai cac bénh vién.
Tat ca nhitng truong hop béat thuong trén
day, chung t6i déu giri két qua t6i phu huynh
hoc sinh, t6 chirc moi va tu van truc tiép vé
két qua xét nghiém cho phy huynh va hoc
sinh dé biét va nim bat két qua xét nghiém,
hudng theo ddi va xtr tri trong twong lai.

3.2 Nhirng wu diém cia chwong trinh
va kinh nghiém thu dugc

Qua 5 ndm trién khai sang loc
thalassemia, ching t6i lién tuc rut kinh
nghiém, dénh gi dé diéu chinh cho nam tiép
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theo va thu duoc nhitng kinh nghiém rat co
gia tri. Nhitng yéu té gop phan tich cuc vao
thanh cong nay, do la:

- Chuong trinh nhan dugc sy ung hg,
quan tam va tao didu kién cua lanh dao
UBND, S¢ Y té Thanh phé trong viéc trién
khai 16ng ghép trong dé an 16n duoc Thanh
phd phé duyét nhdm tam soat, phat hién som
mot sd tat, bénh bam sinh thong qua sang
loc, chin doan trudc sinh va so sinh cua
thanh ph Ha Noi giai doan 2016 — 2020.

- Khi trién khai vé& tuyén huyén, chuong
trinh nay nhan dugc sy hudng tng, ung hd
va tao diéu kién thuan lgi cia UBND, Trung
tam Y té cac huyén, sy tham gia va huong
ung rat nhiét tinh, trach nhiém cua Phong
DS-KHHGD céc huyén ciing nhu Ban giam
hidu cac truong. Nho do, ching t6i c6 thé
trién khai dong bo tir khau truyén thong, ldy
mAu va tu van sau khi c6 két qua xét nghiém.
O cac truong, can bg, gido vién ciling tham
gia rat tich cuc trong viéc dong vién hoc sinh
ldy mau, giai thich, tu van thém cho hoc
sinh. Nhiéu truong di dua ndi dung vé bénh
di truyén nay vao bai giang trong méon Sinh
hoc.

- Viéc xac dinh va lva chon ddi tuong phu
hop, d6 1a hoc sinh THPT, THCS tai cac
huyén da giup cho chuong trinh duogc trién
khai thuan loi. Pay 1a nhom dbi tuong dang
dugc quan ly tot tai dia ban, c6 nén tang kién
thire kha tot, hau hét da biét toi cac khai
niém so bd nhu di truyén, bdm sinh...(bai
giang sinh hoc 16p 9). Tac dong vao nhom
d6i tuong nay, thong diép truyén thong cé
thé tac dong dén phy huynh cia cac em. Hau
hét phy huynh trudc ddy chua duoc biét va
khong hé nghi con minh c6 thé bi thiéu mau
hay mang gen bénh thalassemia, ké ca khi ky
gidy dong ¥ cho con lam xét nghiém. Sau khi

duoc tu van, chuong trinh da giup thay doi
nhan thirc cia ho, ho tiép tuc quan tam va
tuyén truyén cho cac thanh vién khac trong
gia dinh. Két qua budc dau s& 1a co so dé
phu huynh va hoc sinh ty quan tdm va theo
ddi strc khoe cho cac em, cho dén budc tiép
theo 1a sang loc trudc hon nhan, trude sinh
cho céc chau.

- Trén dia ban thanh phé, su tham gia
tich cyc ciia Vién Huyét hoc- Truyén méau
TW-mot don vi ¢ chuyén mon, k¥ thuat rat
c6 uy tin. Pong thoi, cong tac truyén thong
va tu van két qua sau xét nghiém dugc thuc
hién rat chuyén nghiép va hiéu qua.

3.3 Mt s6 han ché ciia chwong trinh

Do nguén luc kinh phi c¢6 han, chiing t61
chua c6 diéu kién hd tro cac gia dinh va hoc
sinh ¢ dién co két qua bat thuong dugc lam
cac xét nghiém khé“ing dinh thém (xac dinh
gen dot bién). Kinh phi chuong trinh chi du
dau tu lam diém cho 5 huyén ngoai thanh
chua mo rong thém cac quan/huyén khac.

Cong tac truyén thong con chua dugc
thyc hi¢én hi€u quéa cao, do thiéu vé mang
ludi tu vAn vién, tai liéu tuyén truyén, thoi
lwong danh cho tuyén truyén & ting trudng.

IV. KET LUAN

Chiang t61 da thyc hién thanh cong
chuong trinh sang loc bénh tan mau bam
sinh cho hoc sinh tai 5 huyén ngoai thanh Ha
No6i. Trong s6 hon 24.011 hoc sinh, 18%
duoc phat hién cac bat thuong xét nghiém,
hau hét ¢6 lién quan t6i tinh trang co thiéu
méau hodc mang gen, nghi ngd mang gen
thalassemia. Ty 1¢ nghi ngd mang gen
thalassemia/bénh huyét sic t6 1a 10,6%,
trong d6 chi yéu la mang gen alpha
thalassemia (7,97%).
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KHUYEN NGH|

1. Viéc to chirc truyén thong, tu vin va
xét nghiém sang loc budc dau bénh
thalassemia/huyét sic t c6 ¥ nghia va vai tro
quan trong. Nho chuong trinh nay, cac dia
phuong c6 thé nim bt va quan 1y dugc cac
dbi twong co nguy co bi bénh, mang gen
bénh. Pong thdi, ning cao y thuc trach
nhiém phong bénh va thuc hién nhiing budc
tiép theo (sang loc trudc hén nhan, sang loc
truée sinh) cho chinh dbi twong c6 nguy co
tiép tuc theo ddi va thuc hién. Gia dinh c6
con dugc chan doan mang gen thalassemia s&
chu dong chia sé¢ thong tin thalassemia va
sang loc thalassemia cho céc thanh vién khac
trong gia dinh, dong ho. Piéu nay rit c6 y
nghia thyc tién trong diéu kién kinh phi
phong bénh va hd trg xét nghiém sang loc
con hét strc han ché.

2. Chuong trinh rat can co sy phdi hop
chat ché giita Chi cuc dan s6 Thanh phd Ha
Nbi, Trung tdm y té cac huyén véi co so y té
c6 da nang lyc trong vi¢c thuc hién truyén
thong, tu van trudc va sau ldy mau, to chirc
ldy miu, xét nghiém. Chung t6i kién nghi
nganh y t& cAn dau tu ting cuong ning luc
cho y té cac quan/huyén trong linh vyc nay.
Nhu thé méi dam bao hiéu qua bén viing cia
chuong trinh nay.

3. Pé chuong trinh dugc nhan rong va
duy tri bén virng, chiing toi kién nghi dwa noi
dung vé di truyén va cac vi du cu thé vé bénh
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di truyén, bam sinh, trong d6 c6 thalassmia
vao bai giang mon Sinh hoc dé giang day
cho hoc sinh.
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TOM TAT

Trong 2 nim (2019-2020), véi sy phdi hop va
hd tro cua Vién Huyét hoc- Truyén mau TW,
huyén Chiém Hoéa di budc dau thyc hién thanh
cong chuong trinh quan ly, phong bénh tan mau
bam sinh, hinh thanh mé hinh tét cho y té tuyén
huyén trong viéc quan 1y bénh tan méu bam sinh
trén dia ban. Nhan thirc ctia cong dong vé phong
bénh duogc cai thién dang ké, da ¢ nhiéu cap doi
tham gia tu van, sang loc trudc két hon, nhicu
phu nit c6 thai dd dwoc tu van chan doan trudc
sinh. Trung tam y té huyén da thyc hién diéu tri
bénh nhan thalassemia ngay tai huyén.

SUMMARY
SOME PRELIMINARY RESULTS
FROM THE THALASSEMIA
CONTROL MODEL IN CHIEMHOA
DISTRICT, TUYEN QUANG

PROVINCE
Chiem Hoa district (Tuyen Quang province)
has initially successfully implemented the

"TTYT Huyén Chiém Hoéa

8¢ Y té tinh Tuyén Quang

Vién Huyét hoc - Truyén mau TW
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’Bénh vién Pa khoa Tinh Tuyén Quang
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Ngay nhan bai: 08/4/2021

Ngay phan bién khoa hoc: 08/4/2021

Ngay duyé¢t bai: 15/4/2021

thalassemia ~ management and prevention
program in 2 years (2019-2020), with the
cooperation and support of the National Institute
of Hematology and Blood Transfusion, that was
for district health
department in thalassemia management in the

formed a good model

area. Community awareness of thalassemia

prevention has been significantly improved,
many couples have participated in pre-marriage
counseling and screening, and many pregnant
women have been consulted for antenatal
diagnosis. The local hospital has implemented
treatment for thalassemia patients in the district.

I. DAT VAN BE

Cong tac cham soc va bao v¢ stc khde
nhan dan 1a nhiém vu c6 y nghia dac biét
quan trong cta nganh Y té. By Y té da c6
nhiéu chwong trinh qudc gia can thiép, phong
bénh lay nhiém va khong lay nhidm, nhiéu
chwong trinh c6 ddi twong wu tién 1a tré em
va ba me, chuong trinh da giam ty 1& tré chét
dudi 1 tudi, giam ty 1é san phy tr vong khi
sinh. Tuy nhién chua c6 chuong trinh can
thiép d6i v6i bénh 1y di truyén.

I. CO' S&' LY THUYET VA THU'C TIEN
Thalassemia (con goi 1a bénh huyét sic t6,
bénh tan méau bim sinh) la mot nhém bénh
huyét sic t6 gdy thiéu mau tan mau di
truyén. Thalassemia 1a bénh di truyén co ty
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16 mac cao nhét trén thé giéi, nhung c6 tinh
dia du 16 rét. Bénh tap trung nhiéu & ving
Dia Trung Hai, Trung Doéng, Chau A — Thai
Binh Duong trong d6 cé Viét Nam. Theo bao
c4o cua Lién doan Thalassemia qudc té nim
2012 (TIF - Thalassemia International
Federation), c6 khoang 7% dan sb trén thé
gi6i mang gen bénh huyét sic t6 va
thalassemia. Theo T6 chic Y té Thé gioi
(WHO — World Health Organisation), bénh
huyét sic t6 (HST) anh hudng t6i 71% sb
nudc trén thé gidi; khoang 7% phu nit ¢6 thai
mang gen bénh huyét sic t6 va khoang 1,1%
cac cip vo chdng cd nguy co sinh con bi
mang gen bénh. Mdi nim c6 khoang 60.000
—70.000 tré em sinh ra bi bénh Thalassemia
mic do nang. Tu thuc trang nay, mdt )
qudc gia da thuc hién cac chuong trinh kiém
so4t thalassemia nhim nang cao chat luong
diéu tri cho bénh nhan thalassemia va thuc
hién cac bién phap phong bénh dé khong
sinh ra tré bi bénh. Cu thé nhu: Sip di co
chyong trinh thalassemia qudc gia tir nim
1972, quan tim dén van dé truyén mau va
thai sit cho bénh nhan thalassemia
(Angastiniotic 1986) [1]. Singapore (1992)
sang loc thalassemia theo ting (vo chong,
ngudi cing huyét théng) két hop véi chan
doan trude sinh, két qua, trong 5 nim chi con
3 tré sinh ra bi bénh (Ng et al, 2002).
Sardinia thyc hi€n chuong trinh sang loc tu
gitta nhtrng nam 1990, phat hién cac cdp doi
nguy co dé chan doan trudc sinh nén 90%
cac thai nhi c6 nguy co bi bénh duoc chan
doan trudc sinh (Cao,1991) [4]. Bahrain c6
chwong trinh qubc gia 1997 sang loc
thalassemia va gido duc cong dong bénh
thalassemia, s tré bi bénh ra doi < 1%. Iran
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thuc hién thanh cong chuong trinh
thalassemia thong qua hé thong y té co s tir
nam 1995, bao gém tap huin kién thirc cho
nhédn vién y té, ngudi tu van (cong tac vién),
sang loc cho dbi tugng nguy co cao va sang
loc thalassemia cho thai phy 1a bét budc
(Ashraf Samavat, 2004).

Tai Viét Nam, thalassemia dugc cac nha
khoa hoc nghién clru tir nhitng nam 1960.
Tuy nhién chua c¢6 chuong trinh kiém soat
thalasssemia qudc gia. Theo nghién ctru Vién
Huyét hoc Truyén mau TW niam 2017, ty 1&
nguodi dan Viét Nam mang gen thalassemia
14 rit cao, wéc tinh chung trong toan qudc 1a
13,8%, nguy co sinh con bi bénh thalassemia
rat cao, dic biét 1a cac dan tdc thiéu sb, dan
toc ¢ ving mién nui phia bic nhu Tuyén
Quang, Son La, Hoa Binh, Bic Kan; nguy co
san phu bi phu thai cao ¢ Hoa Binh, Son
La,... V& diéu tri, nhiu bénh nhan chua duoc
diéu tri diy du dung phac do, tham chi c6
khong it bénh nhan khong duoc tiép can didu
tri; sd luong bénh nhan phai diéu tri vuot
tuyén, trai tuyén nhiéu do diéu kién du trix
mau han ché, khong c6 du thudc thai sit,
thiéu can bd chuyén khoa tai cac bénh vién
tuyén huyén, tuyén tinh/ thanh phd.

Tu thye trang ty 1€ mang gen thalassemia
& Viét Nam rat dang bao dong, bén canh do,
nang lyc va diéu kién cua cac co so y té Viét
Nam da c6 nhiéu tién bo trong nhitng nim
gan day. Bo Y té da ban hanh quyét dinh sb
1807 (21/4/2020) huéng din sang loc
thalassemia cho thai phy va chan doan trudc
sinh cho céac cdp doi c6 nguy co sinh con bi
bénh thalassemia.

Tuyén Quang 1a tinh mién nai phia bac co
c6 22 dan toc (trong d6 dan toc Kinh 46%,
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Tay 26%, Dao 13%, San Chay 8%, ... Nguoi
dan chi yéu sinh song & dia phuong va xu
hudng két hon gan trong dia ban xa, huyén.
Theo s6 liéu bao cdo cua Bénh vién da khoa
tinh Tuyén Quang nam 2019, ca tinh hién co
khoang 500 bénh nhan thalassemia, trong do6
huyén Chiém héa c6 146 bénh nhin (nhiéu
gia dinh c6 2 con bi bénh). Cac bénh nhan
thalassemia chu yéu duoc diéu tri tai BVDK
tinh va Vicn HHTMTW. TTYT huyén khong
diéu tri bénh nhan thalassemia.

Trung tim Y té huyén Chiém Hoa, 1 co
s& kham chita bénh tuyén huyén hang II voi
quy md 350 giudng bénh ké hoach. Trung
tam c6 5 phong chirc nang, 15 khoa, 02
PKDKKYV va 24 tram y té x4 (thi trin). Toan
Trung tim c6 82 béc sy, c6 01 bac sy huyét
hoc, khoa san c6 03 béac s¥, s6 ca sinh hang
nam trung binh 1a 1800 ca.

Pugc sy dong ¥ cua Uy ban nhan tinh
Tuyén Quang, Vién Huyét hoc - Truyén mau
TW da phdi hop véi So Y té tinh Tuyén
Quang, Trung tdm Y té huyén Chiém Hoa
thyc hién thi diém chuong trinh can thiép
kiém soat thalassemia tai huyén Chiém hoa
trong nam 2019-2020 véi sy hd trg ciia Qui
Thién Tam (tap doan Vingroup).

Muc tiéu:

1) Nang cao nhdn thirc va ky nang cho
can bg y té vé chan dodan, diéu tri va tw van
bénh thalassemia; tirng budc t6 chire tie vin,
chén dodan, diéu tri co ban cho bénh nhdn
thalassemia ngay tai Trung tam Y té huyén.

2) Néng cao nhdn thirc vé bénh va phong
bénh thalassemia cho nguoi dan, ddac biét
nhém doi twong la phu nit co thai; thuc hién
tw vin, sang loc truée sinh cho nhitng cdp
doi co nguy co sinh con bi bénh. Tung buoc
giam dan sé tré sinh ra bi bénh thalassemia
trén dia ban huyén Chiém Hoa.

3) Sang loc thalassemia cho doi twong do
tuéi sinh dé va tién hon nhén tai 1 xd cé sé
liwong bénh nhan thalassemia déng nhat (xa
Minh Quang)

. NOI DUNG VA BIEN PHAP PA THUC
HIEN

Sau khi ban du thao Pé 4n dugc UBND
Tinh Tuyén Quang dong thuan, S¢ Y té va
Trung tim Y té Huyén, BVDK Tinh thong
nhét phdi hop thyuc hién, Dé 4n da duoc trién
khai v4i nhitng ndi dung co ban sau:

- Xay dung va thong nhét, phé duyét ké
hoach thyc hién.

- Trién khai 2 nhém bién phap chinh:

= Truyén théng nhim ning cao nhan
thirc cong dong vé phong bénh.

= Nang cao ning lyc cia y té dia phuong
trong chan doan, diéu tri, tu van phong bénh.

- Phéi hop thyc hién sang loc va tu van
chan doan trudc sinh.

- Tu van két qua: VHHTMTW, TTYT
huyén.

- So két, tong két dinh ky va kip thoi
diéu chinh két hoach theo timg giai doan.
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SO PO MO TA QUY TRINH TRIEN KHAI

LAP VA THONG QUA KE HOACH

TRIEN KHAI
KE HOACH
o Tap huan
Truyen tﬂhong Nang cao nhén thiic Néng cao nang luc cho CBYT
Tuvan cong dong chuyén mén Chuyén giao
cong dong Ky thuat

T6 chic sang loc
Thalassemia

Sang loc cho phu nit ¢d thai
Sang loc cho cap doi
Sang loc trudc sinh

Sang loc cho phu nit
trong do tui sinh dé

Tu van két qua

Theo doi
Dénh gia két qua
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SO DO SANG LOC PHAT HIEN NGU'O1 MANG GEN

Tu van
Lay mau XN

l

) Nguy co mang gen
— | Thalassemia thap (loai)

Téng phan tich té bao mau
MCYV < 85fL va/hoac
MCH <28 pg
(+)
Xéc dinh thinh phan Hb: Sat, Ferritin
HPLC Huyét thanh

Giam Thigu sat
—| Tu van: bo sung sat

!

!

!

Bét thuong: Binh thuong: Bt thuong
HbA?2 : tang (> 3,5%) HbA : 96,5-98% HbH: duong
Hb F: tang (> 2%) HbA 2:2-3,5% Hb Bart’s: duong
HbE, ..: duong HbF < 1% Hb CS, ..: duong
Nghi ngd Beta Thal, HbE Nghi ngo: Alpha Thal
l +
Xdc dinh ot bien Xac dinh dot bién
gen  globin va gen o globin
gen o globin
) ()
Giai trinh tu gen
) i )
v (+)

Két ludn tinh trang mang gen bénh thalassemia

v

Téng hop sb licu
Tu van lai cho nguoi tham gia
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SO DO SANG LQC, CHAN DOAN TRU'GC SINH BENH THALASSEMIA (1807/QD-BYT)

Phu nir mang thai

.

Téng phéan tich té bao mau
ngoai vi (MCV, MCH)

l

|

Nguy co cao

h

}

Nguy co thap

Téng phan tich té bao mau ngoai vi (MCV, MCH) cho
chong cua phu nir mang thai hoac cha cua thai nhi

! |

Nguy co cao Nguy co the“ip

Tu van

h

Xét nghiém thanh phin huyét sic t6 cua phu nit mang thai,

chong cua phu nir mang thai hodc cha cua thai nhi

Twu van

h J

Xét nghiém gen globin cho phu nit mang thai, chéng cua
phu nir mang thai hoac cha cua thai nhi
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|
v v

L J

Nguy co cao Nguy co thi'ip

Tu van

Xac dinh gen globin cho thai nhi

I
| !

L J

Thai bi bénh Thai binh thwong hoac
Thalassemia nang thai mang gen bénh
Tu van chim Tu van kham
durt thai ky thai dinh ky




Ti ti¢u tham khio tir Tap chi Y hoc Vigt Nam tip 502 — S6 chuyén dé Théng 5 nim 2021

Il. NHO'NG KET QUA BU'G'C DAU

2.1 Thay d6i nhén thirc vé phong bénh

Trong 2 nam, ching t6i da t6 chirc 3 hoi
thao vé bénh danh cho can bd Lanh dao cac
cap. Qua dé gop phan nang cao va thay doi
nhan thirc vé& tam quan trong cia viéc phong
bénh tan mau bam sinh trén dia ban; tir d6
thu hut dugc sy quan tam, ing hd cia chinh
quyén, nganh y té va cac ban, nganh doan thé
cta huyén cho cong tac phong bénh tan mau
bam sinh.

Nhiéu hoat dong truyén théng, qua nhiéu
kénh thong tin di dugc trién khai trén toan
huyén: pano tdm 16n ngoai trdi, poster, to
roi, bai phat thanh phat tai cac xa.... Ba gop
phin nang cao nhan thirc va thu hat sy quan
tdm ctia ngudi dan, nhét 1a phy nir trong do
tudi két hon va sinh dé dbi véi cong tac
phong bénh. Noi dung truyén thong do Vién
Huyét hoc- Truyén mau TW dé xuét, Trung
tam vin hoa-thong tin cta huyén trién khai
thue hién.

Nhom dbi tuong 1a thanh nién trong do
tudi két hon va phu nit mang thai la d6i
tuong dich dé truyén thong nhim khuyén
khich ho tham gia sang loc thalassemia dé
tam soat nguy co mang gen.

2.2 Nang cao ning lwc chian dosn, tw
vén va diéu tri thalassemia ngay tai huyén

bPé tang cuong nang luc sang loc, chan
doén, diéu tri va cham séc bénh nhéan, da co
3 16p tdp huan danh cho can by TTYT
huyén; va nhiéu luot tap huan, hoi thao danh
cho can bg y té co s, cong tac vién dan $6
trong viéc phéi hop, phat hién va tu van cho
phu nit c6 thai va do tudi sinh dé tai cac xa.

Céan bd y té cua 26 xi dugc tap huan 2
lin/ndm dé bd sung kién thic co ban vé

bénh, cac biéu hién co ban va danh gia nguy
co mang gen thalassemia dé co phuong phap
tu van cho phuy nit trong d6 tudi sinh dé va
dang mang thai.

Tu 2020, c6 110 bénh nhan thalassemia
da duoc diéu tri bang truyén mau va thai sat
thuong xuyén tai TTYT Huyén Chiém Hoa.

Vién Huyét hoc- Truyén mau TW d3 hd
trg cung cAp mau vé tan TTYT huyén Chiém
Hoa.

2.3 Thue hién sang loc, tw vin va chin
doan trudc sinh

Sang loc cho thanh nién va nhitng ngudi
d6 tudi sinh dé tai x Minh Quang — Huyén
Chiém Hoa: Chung t6i di to chuc 3 budi dé
tw vin va sang loc bénh thalassemia cho
1493 nguoi d6 tudi sinh dé, tién hén nhan
(riéng tai xa Minh Quang), phat hién 518
ngudi mang gen thalassemia (ty 1€ 34,6%),
gdm 22,5% mang gen alpha thalassemia,
7,6% mang gen beta thalassemia, 1,3% mang
gen HbE, 3,2% mang ca gen alpha va beta
thalassemia.

Tu van sang loc chan doan trude sinh:
Nhom dbi tuong dich 1a phy nit ¢6 thai dudi
20 tuan duoc tiép can truc tiép boi can bd y
té x4, cong tac vién dan s6 dé moi tham du
cac budi hoi thao truyén thong, tu van, lay
mau xét nghiém sang loc. Sang loc, chén
doan trudc sinh cho céc thai phu c6 nguy co
sinh con bi bénh: Thai phu dugc sang loc tai
TTYT huyén, chin doan so bo thé bénh tai
BVDK tinh, chdn doan truéc sinh tai
VHHTMTW (Kinh phi chin doan trudc sinh
do Quy Thién Tam tai trg toan bg).

Tu van va sang loc cho 343 thai phu co
tudi thai dudi 20 tuan, phat hién 100 thai phu
c6 hong cdu nho, chi 52 nguoi chong cua
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nhiing thai phu dén sang loc, c6 28 nguoi c6
héng cu nhé; chi 13 cap vo chéng dén bénh
vién dé tiép tuc xét nghiém xéac dinh dot bién
gen bénh thalassemia; tur d6 xac dinh 7 cédp
vo chong c6 nguy co sinh con bj bénh
thalassemia, dd tu van va chin doan trudc
sinh cho thai nhi.

. NHO'NG THANH CONG, KINH NGHIEM
VA HAN CHE

3.1 Nhirng thanh cong va bai hoc kinh
nghiém thu dugc

Chuong trinh nhan dugc su quan tdm, ung
ho va chi dao sat sao cia Lanh dao UBND
tinh, S& Y té, BVDK tinh; déng thoi, Vién
Huyét hoc- Truyén mau TW di rat tich cuc,
chi dong trong viéc t6 chirc trién khai
chuong trinh tai Huyén.

Chuong trinh ¢6 sy vao cudc cua hé théng
lanh dao UBND, céc ban nganh cta Huyén
va 26 xa. Cong tac lanh dao, chi dao da tao
diéu kién rét thuan loi cho viéc truyén thong,
tu van va thu hat phy nit ¢6 thai tham gia
sang loc trudc sinh.

Xay dung dugc thanh cong mo hinh quan
1y thalassemia tai Huyén, tir vi¢c tu van sang
loc cho phu nit trong d6 tudi sinh dé, phdi
hop tu van chin doan trudc sinh cho dén
chan doan, diéu tri bénh ngay tai TTYT
Huyén. Qua d6, phu nir ¢6 thai dugc tiép can
voi nhitng k¥ thuat tién tién trong chan doan
trude sinh; giam chi phi, khé khan cho bénh
nhan thalassemia cia Huyén trong qua trinh
diéu tri.

Thong qua céc hoat dong truyén thong,
nhan thic ciia nguoi dan, dac biét 1a nhom
d6i tuong dich di c6 thay doi trong nhdn
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thirc, thay d6i trong thai do hop tic trong
viéc tu vAn va chan doan trude sinh.

Ngudn kinh phi hd tro cho viée trién khai
chuong trinh dugc hd tro tir Qui Thién Tam,
Tap doan Vingroup va tir Vién Huyét hoc-
Truyén mau TW da dugc su dung hi¢u qua
dé dam bao ngudn lyc cho chwong trinh.

3.2 Mt s6 han ché, khé khin

Chiém Hoéa 1a dia ban mién nui, kha xa
trung tdm cua Tinh nén viéc di lai, hd trg
chuyén mén ciia Vién Huyét hoc- Truyén
mau TW ciling gap nhiéu khé khin, viéc van
dong phu nir c¢6 thai tham gia sang loc ciing
gip nhirng han ché nhét dinh.

Nam 2020, dai dich Covid-19 va cac dot
gian cach xa hoi cling anh hudng khong nho
t6i viée tap trung ddi tuong dé truyén thong
cling nhu viéc tiép can dich vu tu van va léy
mau xét nghiém sang loc cho phy nit ¢6 thai.

S6 lwong thai phy tham gia kham sang loc
& 3 thang dau thai ky con thap, mot phan do
thoi quen khong di kham hodc chi téi kham,
siéu am tai cac phong kham (tu nhan) nén
khong duoc tu vin vé bénh thalassemia va
khong quan 1y ddy du thoéng tin sang loc
thalassemia cta thai phu. Nhiéu chong thai
phu di lam an xa nha nén khong tham gia
sang loc thalassemia cung véi vg.

Cong tac truyén thong chua dugc phi
rong, thuong xuyén va truc tiép dén cac doi
tuong, nén ty 1¢ thanh nién trong do tudi két
hon tham gia sang loc trudc két hoén con
chua cao.

Con nhiéu han ché trong tap tuc van hoa,
suy nghi nén con ty 1€ cao cdp doi duoc tu
van nhung khong dong ¥ tham gia chan doan
trude sinh.



Ti ti¢u tham khio tir Tap chi Y hoc Vigt Nam tip 502 — S6 chuyén dé Théng 5 nim 2021

IV. KET LUAN

Trong 2 nam, voi sy phdi hop va hd tro
ctia Vién Huyét hoc- Truyén mau TW, huyén
Chiém Héa da budc dau thuc hién thanh
cong chuong trinh quan ly, phong bénh tan
méau bam sinh, hinh thanh mé hinh tét cho y
té tuyén huyén. Nhan thirc ctia cong dong vé
phong bénh dugc cai thién déang ké, di co
nhiéu cip d6i tham gia tu van, sang loc trudc
két hon, nhidu phy nit c6 thai da duoc tu van
chén doan trudce sinh. Bénh nhan thalassemia
duoc diéu tri ngay tai huyén.

MOT SO DE XUAT, KIEN NGHI

Tiép tuc duy tri bén vilng md hinh tai
huyén Chiém Hoéa trong nhitng nim tiép
theo, dé dat muc tiéu giam dan, tién t6i
Chiém Hoéa khong con tré sinh ra bi bénh tan
mau bam sinh; dé tit ca bénh nhan
thalassemia hién tai duoc diéu tri hiéu qua tai
TTYT huyén, cic co sé y té gan nha, ning
cao chét luong cudc séng cho bénh nhan va
gia dinh ho.

Mb hinh nay rat hiéu qua, phat huy dugc
tinh chu dong cua Y té dia phuong trong
phong va quan 1y bénh ciing nhu ngudn gen
bénh thalassemia tai huyén, c6 thé nhan rong
dé ap dung ra cac huyén khac trén dia ban
tinh Tuyén Quang ciing nhu trén toan quéc.
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KHAO SAT TINH HINH MANG GEN BENH THALASSEMIA
VA BENH HUYET SAC TO O 6 DAN TOC THIEU SO
THUOC KHU VU’C PONG BAC BO

Bach Quéc Khanh', Nguyén Thi Thu Ha',

Ngé Manh Quan', Vii Hai Toan', Nguyén Thi Chi',
Nguyén Ngoc Diing', Dwong Quéc Chinh', Nguyén Anh Tri'

TOM TAT

Pit van dé: Thalassemia va bénh huyét sic
t6 14 nhém bénh 1y phd bién tai Viét Nam, dic
biét & cac viing mién nui cao va dan toc it ngui.
Muc tiéu nghién ciru: Xac dinh ti 1¢ mang gen
bénh Thalassemia/huyét sic t6 & 6 dan toc thiéu
s6 thugc khu vyc Pong Bic Bo. Phwong phap
nghién ctru: Mo ta cit ngang c6 phén tich trén
d6i twong 14 2.956 ngudi thude 6 dan toc thiéu sb
gébm San Chay, Tay, Nung, Dao, La Chi va
H’Mong. Két qua nghién ctu: Ty 1¢ chung
mang gen Thalassemia va bénh huyét sic t6 la
22,1%. Ty 1€ ngudi mang gen a-thal, B-thal va
HbE lan luot 1 16,7%; 6,45% va 0,8 %. C6 12
kiéu gen a-thal véi kiéu gen --***/ao ¢6 ti 1¢ cao
nhit 13 47,62% va 13 kiéu gen p-thal, kiéu gen
B/ B hay gip nhit voi 41,46%. C6 7 kiéu allen
dot bién trén gen a-globin, dot bién SEA dung
dau co ti 1& gap 48%; dot bién 3.7, 4.2 voi ti 18
1an luot 1a 28% va 13%. C6 8 kiéu allen dot bién
trén gen B- globin trong d6 Cd17 chiém ty 1¢ cao
nhit v&i 42%, sau d6 1a Cd41/42, Cd26 véi ty 1¢
1an luot 34,5% va 8%. Két luan: Ty 18 mang gen
Thalassemia va bénh huyét sic t6 cua 6 dan toc
thiéu s6 khu vuc Pong Bic Bo tuong ddi cao
(22,1%). Dén toc San Chay c6 ty 1¢ mang gen o'-

"Vién Huyét hoc — Truyén mdau Trung Uong
Chiu trach nhiém chinh: Nguyén Thi Thu Ha
Email: nguyenthuhanihbt@gmail.com

Ngay nhén bai: 08/4/2021

Ngay phan bién khoa hoc: 08/4/2021

Ngay duyé¢t bai: 19/4/2021
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thal voi 14,9% va B-thal 1a 9,8%, chiém ty 1¢
cao nhét trong nhém nghién ciru.

Tir khéa: Thalassemia, dan toc thiéu s,
Dong Bic BJ.

SUMMARY
INVESTIGATION OF THE SITUATION
ABOUT THALASSSEMIA AND
HEMOGLOBINOPATHIES IN 6
ETHNIC GROUPS IN NORTHEAST OF
VIETNAM
Introduction: Thalassemia is a common
disease in VietNam, especially in moutainous
area and ethnic minorities. However, the
statistical data on the prevalence of thalassemia
canriers and genetic mutation in the north-east
area is not available. Objectives: ‘‘Determine
the prevalence and genetic mutation of
thalassemia and hemoglobinpathies carriers of
in North-East area”.

Method: cross-sectional study description with

SiX ethnic minorities

analysis on 2956 people of six ethnic minorities
include: San Chay, Tay, Nung, Dao, La Chi,
H’Mong. Results: The percentage of thalassemia
and hemoglobinopathies was 22.1% and the
proportion of a-thal, B-thal and HbE were 16.7%;
6.45% and 0.8% respectively. There were 12
genotypes
genotype made up the highest rate with 47.62%.

of a-thal mutation and —*ao

13 genotypes in B-thal mutation were found and
BU"/B mutation was the most common with
41.46%. There were 7 different mutations in a-
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2 mutations were

28%, 13%
respectively. With B- globin gen, 8 mutations

globin gen and SEA, -o’”, -a*
common, accounting for 48%,
allen were found, of which Cd17 accounted for
the highest ratio with 42%, the figure for
Cd41/42 and Cd26 were 34.5% and 8%.
Conclusion: The percentages of Thalassemia
and hemoglobinpathies carriers of six ethnic
minorities in North — East area were high
(22.1%). San Chay had highest prevalence of
thalassemia carriers with a’-thal (14.9%) and p°
—thal (9.8%).

Keywords:
North — East.

Thalassemia, minority ethnic,

I. DAT VAN DE

Bénh Thalassemia (thal) va huyét sic tb
(HST) 1a mot bénh di truyén lanh tinh dong
hong cau phd bién nhét trén thé gioi. Bénh
c6 lién quan dén ngudn gbe dan toc, su di cu
nén phan bd rong khip tuy nhién ty 1& mic
bénh khong dong déu va co tinh dia du rd rét
[2][9]. Cac viung mién ndi 13 noi tip trung
chii yéu cua cac dan toc thiéu sb voi xu
huéng két hon gan, két hon trong cuing mot
dan tdc nén co ty 1¢ bi bénh va mang gen cao
hon cac vung khac [4]. Vi vay, chung t6i da
Iya chon 6 dan toc thiéu s thudc ving Pong
Bic dé tién hanh nghién ctru v6i muc tiéu:
“Khdo sat tinh hinh va xac dinh ti I¢ mang
gen bénh Thalassemia, huyét sic t6 & 6 dan
toc thiéu s6 thudc ving Pong Bic”.

II. D61 TUQONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Pi twong nghién ciru

- 2.956 hoc sinh cac truong THPT/THCS,
dan tdc noi tra va nhitng nguoi dan khu vuc
lan can thudc 6 dan toc thiéu sb bao gém:
Tay, Nung, San Chay, H’Mong, Dao va La
Chi tai cac tinh Ha Giang, Lang Son, Tuyén
Quang, Son La v¢i thoi gian nghién clru tir

T1/2017 dén thang 12/2017.

- Tiéu chuan chon miu: Pdi twong duoc
nghién ciru c6 cha va me cung dan tdc, tai
thoi diém nghién ctru khong cé biéu hién
nhiém tring, sét hay méic cac bénh Iy khac

2.2. Phwong phap nghién ciru

- Thiét ké nghién ciru: Theo phuong
phép mo ta cit ngang co phan tich.

- Tiéu chuidn chon miu: Ddi tuong
nghién ctru c6 cha me cung dan tdc, tai thoi
diém nghién ctru

khong c6 biéu hién sot, nhidm trung hay
méc cac bénh 1y khac kém theo.

- C& mau: Tinh theo cong thirc wdc lugng
cho 1ty I¢:

p(1-p)
(px €)

n= 7 1an

Trong do:

- Mirc ¥ nghia théng ké o= 0,05 ¢6

7 1.an=1,96.

- p 1a ti 1€ mang gen, c6 su khac nhau gitra
cac dan toc:

e Dan toc Tay da biét ty 1é mang gen vdi p
= 0,27, c& mau tdi thiéu 13 332 ngudi [3].

e Dan toc H’Mong va La Chi c6 ti 18 két
hon cén huyét > 10%: ta c6 p= 0,25 va € =

0,25, c& mau ti thiéu 13 369 ngudi.

e 3 dan toc con lai chua biét ti 16 mang
gen nén ta udce tinh p = 0,2 va € = 0,25 vi
vay ¢& mau t6i thiéu can 492 nguoi.

Téng ¢ mau dy kién 13 2.546 ngudi.

Trén thyc té, s6 miu nghién ctu 1 2.956
ngudi, dam bao du ¢d mau theo yéu cau.

- Phuong phap tién hanh:

Sau khi tién hanh chon tinh c¢6 chu dich
dwa vio noi nhitng ngudi dan toc sinh séng
tap trung dong nhat, chon trudng 16p noi 6
hoc sinh thudc dan tdc dugc nghién ciru va
chon dbi twong nghién ctru. Tién hanh tap
trung, tu van, thu thap thong tin ca nhin va
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ldy miu xét nghiém. Miu méau dugc phin
tich tai vién Huyét hoc - Truyén mau Trung
Uong vdi cac xét nghiém:

1. Téng phan tich té bao bang may dém
ty dong bang nguyén 1y laser.

2. Dién di huyét sic td bang phuong
phép sic ky 1ong cao ap (HPLC).

3. Phat hién cic dot bién gen globin
bang k¥ thuat Multiplex PCR, Gap- PCR xac
dinh dot bién gen Alpha globin (SEA, THAL,
3.7-4.2, C2delT, HbCs, HbQs) va Beta
globin (Cd17, Cd 41/42, Cd 71/72, Cd 95,
IVSI-1, -28-29, -88-90, Cd26 (HbE) va giai
trinh tu gen a, B globin (trong truong hop
khong xac dinh dugc bang PCR).

2.3. Mt s6 tiéu chuén chin doan [4]:

- Dot bién a’-thal: Dot bién mét ca 2 gen
o trén mot nhiém sic thé (kiéu gen: - -/ aq):
SEA, THAL

- Dot bién o'-thal: La cac dot bién lam
mét 1 gen a trén mot nhidm sic thé (kiéu
gen: -a/aa): 3.7, 4.2, c2delT, HbCs, HbQs.

IIl. KET QUA NGHIEN cU'U

- Dot bién B°-thal: La cac dot bién lam
mét chtic ning gen p-globin: Cd17, Cd41/42,
Cd 71/72, Cd95, IVS1-1, IVSI1-5, IVS2-654.

- bot bién B+-tha1assemia: dot bién lam
gidm churc nang gen B-globin:-28,-29,-88, -99.

- Bénh huyét sic té (HbE): Cd26 (GAG-
>AAQ).

2.4. Phwong phap xir 1y s6 liéu: Phan
tich s6 liéu bang phan mém SPSS 16.0. Mo
ta dudi dang phan trim véi cac bién dinh
luong.

2.5. Pao dirc nghién ctru: Nha truong va
hoc sinh thudc d6i twong nghién ctru duoc tu
vin vé bénh 1y Thalassemia, giai thich y
nghia ctia nghién ctru, ddng y tu nguyén
tham gia nghién ctru. Moi thong tin ca nhan
duoc bao mat. Két qua sang loc dugc thong
tin lai cho ddi tugng nghién ciru. Cac sb lidu
thu thap dugc chi st dung cho muyc dich
nghién ctru chir khong nhim myc dich nao
khac.

Bang 3.1. Ty 1¢ ngwoi mang gen Thal/HST ¢ 6 din toc

.
~ 1} + 0 B'
- Thal -Thal | B Thal HbE
Dén toc n?; ((:;“j/“;g o-Thal | a-Thal | f=~Thal | 1y,
>0 n | % | n| % | n| % |n|%]|n|%)
San 9 | 136(31.7%) | 64 | 149 | 22 | 50 | 42 | 98 [1]02 ] 9 | 21
Chay
Tay | 406 | 10626,11%) | 37 | 9,1 |49 [12,1] 25 [ 62 |5]12] 6 | 1,5
Nung | 760 | 188(24,74%) | 69 | 9,1 | 86 | 11,3 | 42 | 5,5 03| 6|08
Dao | 538 | 137(25,46%) | 55 | 102 | 46 | 86 | 50 | 93 [1]02]| 3 | 0,6
, 59
LaChi | 421 | (o0 | 14 33 129169 |17 140 |0| 0 | 0| 0
- 27
H'Mong | 402 | (2o, | 6 | 15 |16 |40 [ 6 | 150/ 0 |0 0
X 653
Tong 2956 )1y | 245 83 |28 84 |182/615/9]03 |24/ 08
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Nhdn xét: Ty 1¢é chung mang gen bénh Thal/Huyét sic té 1a 22,1%. Trong d6 dan toc San
Chay chiém ti 1& cao nhat véi 31,7%; sau d6 1a dan toc Tay va Dao vai ti 1¢ lan lugt 26,11%;
25,46%. Dan toc San Chay c6 ti 1é mang gen gen o’-thal va p’ —thal cao nhit trong 6 dén toc
lan luot 1a 14,9% va 9,8%. Dan Toc La Chi va H’Mong c6 ti 1€ mang gen thalassemia thép

nhat.
Bing 3.2. Ty Ié % cdc kiéu gen alpha thalassemia ¢ tirng dén téc
DAN TQC Chung

Ty 18 %

Kiugen |SinChay Tay | Ning | Dao | LaChi |H'Méng| c;?l?i%u

m,%) | (0,%) | (0,%) | M%) | (M,%) | (n,%) gen ot

bién

SENaa |61 (72,6)|34 (40,5) | 63 (42) | 53(53) | 14(32,6) | 5(22,7) | 230 | 47,62
o> /oo 24 (28,6) |41 (27,3)| 20 (20) | 21 (48,8) 16 (72,7)| 122 | 25,26
ot oo | 15(17,9) 10 (11,9)] 13 (8,7) | 18 (18) | 7(16,3) 63 | 13,05
o“o/aa | 3(3,6) |12 (14,3)] 21 (14) | 6(6) 42 8,7
SSEA LT 2024) | 2024) | 3(2) 1(1) 8 1,65
o0 2(1,3) 2 0,41
A g | 1(1,2) | 1(1L,2) | 1(0,7) | 1(1) 145 | 5 1,04
o7/ ot 1(1,2) | 1(0,7) 1(2,3) 3 0,62
-SEA oS 2(1,3) 2 0,41
-7/ oo 2(1,3) 2 0,41
o¥w/aa | 1(1,2) 1(0,7) 2 0,41
0 a | 1(1,2) 1(1) 2 | 041
Téng | 84 (100) | 84 (100) |150 (100)/100 (100)| 43 (100) |22 (100) | 483 | 100

Nhin xét: C6 12 kiéu gen a-globin, kiéu -->**/aa, -o’'/ao-, a**/ao 13 3 dang hay gip nhat
voi ti 18 1an luot 47,62 %; 25,26% va 13,05%.
Bing 3.3. Ty Ié % cdc kiéu djt bién gen beta globin 6 tirng dén tjc

DAN TQC
Ty & %
Kiéu gen |San Chay| Tay Nung Dao | La Chi |H’Méng n trq)ng cac
0,%) | 0,%) | M%) | (0,%) | ,%) | (0,%) kiéu gen
dot bién
BB |15 (34,9) |14 (38,9)| 25 (50) |19 (35,8)| 6 (35,3)| 6 (100) | 85 41,46
pEUA/ 8 117 (39,5)| 8(22,2) | 15 (30) |20 (37,7)|11 (64,7) 71 34,63
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BB 19(20,9) | 1(2,8) | 2(4) | 3(57) 15 7,32
B/ B 5(13,9) | 6(12) | 2(3,8) 13 6,34
B/ B 1(23) |5(13,9 | 2(4) 8 3,91
Y-l B 2 (5,6) 4(7,5) 6 2,92
BCdl7 /BCd26 1(1,9) 1 0,49
VST B | 1(2,3) 2(3,8) 3 1,46
BCd26 /BCd26 1(2,8) 1 0,49
B/ B 1(1,9) 1 0,49
BCd17/BC41/42 1(1,9) 1 0,49
Téng | 43 (100) | 36 (100) | 50 (100) | 53 (100) |17 (100)| 6 (100) | 205 100

Nhén xét: Kiéu gen dot bién B/ p chiém ti 16 cao nhét trong 11 d6t bién phat hién dwoc
& 6 dan toc voi ti 18 1a 41,46%. Sau d6 lan luot 1a gen dot bién P2/ B chiém 34,63% va
BEYYT2/ B v6i 7,32%.

C2delT- 0,5%

S— /
¥

HbQs- 0,5%

‘.~ SEA

A-3.7

=-4.2

-4 HbCs
THAI

H C2delT
HbQs

Biéu d6 3.1. Ty Ié cdc allen djt bién Alpha globin
cia 6 din téc thiéu sé khu vwe Pong Bic Bj
Nhdn xét: Trong nhoém 6 dan toc thiéu sd nghién ctru thudc ving Dong Bac Bo phat hién
¢ 7 allen d6t bién a-Thal, trong do dot bién gen SEA chiém ti 1& cao nhét chiém 48%. 3 dot
bién THAI, HbQs, C2delT chiém ti 18 rat nho xap xi 2%.
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[1VS1-1-3%| [1VS2-654-1%)|

-88-0,5%

% Cd17
Cdl7- 2% I Cd41/42
= Cd26
W Cd71/72
7 Cd28
IVS1-1
W |VS2.654

-88

Cd41/42-34,5%

Biéu d6 3.2. Ty Ié cdc allen dt bién Beta globin
cia 6 din téc thiéu sé khu vwe Pong Bic Bj
Nhn xét: Dot bién Cd17, Cd41/42 1a chu yéu trong nhém dot bién gen Beta globin véi ti
18 1an Tuot 1a 42% va 34,5%. Dot bién HbE c6 ti 1¢ 1a 8%.

IV. BAN LUAN
Nghién ctru 6 dan toc thiéu s6 sinh sdng &
khu vuc Pong Béic Bo bao gom dén toc Tay

(Lang  Son, Cao Béng, Bic Kan, Thai
Nguyén, Bic Giang, Tuyén Quang), Nung
(Lang  Son, Cao Béng, Bic Kan, Thai

Nguyén, Bic Giang, Tuyén Quang), San
Chay sinh sdng chi yéu tai Tuyén Quang,
Bic Giang, Thai Nguyén. 3 déan toc con lai 1a
dan toc Dao, La Chi va H’Mbng sinh song &
ca 2 vung 1a Pong Bic va Ty Béc B phin
b6 chu yéu ¢ tinh Ha Giang, ddc biét 1a dan
toc La Chi véi 92% s6 nguoi sinh sdng &
tinh nay [1]. Méac du céc dan tdc co6 tén goi,
nén vin hoa va phong tuc tdp quan khac
nhau nhung céc dan toc ndy van cé nhing
dac diém tuong tu nhau. Xét vé phuong dién
ngon ngit ca 6 dan toc nay déu dung chung

bd ngoén nglr 1a hé ngéon nglt Han — Tang
[10]. Nguoi ta dd tim thdy mbi quan hé sau
sdc gitra dan toc Tay va Nung ciia Viét Nam
véi dan toc Trang cua tinh Quang Tay; gilra
dan toc San Chay vdi nguoi Cao Lan cia
Trung Quéc [6]. Chinh vi nhitng yéu té néu
trén nén c¢6 nhiéu dic diém tuong ddng giira
6 dan toc trén voi cac dan toc thudc mién
Nam Trung Qubc dic biét & cac tinh Quang
Tay, Van Nam.

Két qua nghién ciru & bang 3.1 cho thiy
ca 6 dan toc thiéu s duoc khao sat déu co
nguoi mang gen Thal/HST. Ty 1€ mang gen
Thal/HST chung cua céc dan toc 1a 22,1%,
trong d6 a-thal 1a 16,7%, B-thal 1a 6,45% va
HbE 1a 0,8%. Co6 4/6 dan tdc co ty 1€ mang
gen Thal/HST > 20%, dan toc San Chay ti 1¢
mang gen Thal/HST trén 30%. Két qua nay
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cling tuong tu nhu véi nghién ctru ciia Sheng
He ¢ mién Nam Trung Qudc nim 2018,
nghién ctru trén 130.000 nguoi cho thy ty 16
mang gen thalassemia la 19,1%, trong do o-
thal 1a 12,5%, B-thal 5,1% [8]. Nghién cuu
cia Bing Li nghién ciru trén gan 29.000
ngudi & Quang Poéng — Trung qudc nim
2014, ty 1¢ mang gen thalassemia la 16,45%,
trong d6 ty I¢ mang gen a-thal 1a 12,03%, B-
thal 1a 3,8% [5].

Két qua & bang 3.1 va bang 3.2 cho thy &
nhoém mang gen a-thal, ty 1¢ chung cua o’-
thal 1a 8,3% va o'-thal 1a 8,4%. Vi cic kiéu
dot bién da dang chung t6i phat hién ra 12
kiéu dot bién gen alpha globin, trong d6 cac
kiéu gen SEA g0, -at/ao-, a**/ao 14 nhidu
nhét ty 1& 1an luot 1a 47,62 %; 25,26% va
13,05%. Va trong cac dot bién cua gen o-
globin chung t6i phat hi¢én dugc 7 loai allen
dot bién 13 SEA (48%), -3.7 (28%); -4.2
(13%); HbCs (9%); THAI (1%) (Biéu do
3.1). Nhu viy véi 4 kiéu dot bién trén da
chiém 99% cac alen dot bién trén gen a-
globin. Ty 1¢ cac kiéu dot bién trong nghién
ctru nay kha tuong dong véi nghién ciu cua
Sheng Hi & mién Nam Trung Qudc, ty 18
mang gen o-thal 13 12,5%, véi ty 1€ dot bién
=-S5 (51,9%), -0t (19,9%), o“Sa
(10,58%), -o** (8,13%) [7]. C6 su khac
nhau rat 1o rét vé ty 1é mang gen va kiéu dot
bién gen o-Thal gilta 6 dan tdc nay, cu thé
cac dan toc c6 ty 1& mang gen o’-thal cao
nhu dan tdéc Sén Chay (14,9%), Dao
(10,2%), Tay va Nung (9,1%); dan toc La
Chi va H’Mong chiém ty 1¢ thap, 1an luot 1a
3,3% va 1,5%.

Vé dic diém mang gen p- globin trong
nghién ctru ndy, bang 3.1 va 3.3 cho thiy c6
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6,45% db6i tuong nghién ctru mang gen pB-
thal, trong d6 ty 1& p-thal 1a 6,15%, B'-thal
14 0,3% va HbE 1a 0,8%. Ty 1¢ mang gen p-
thal cao ¢ dan toc San Chay (9,8%) va Dao
(9,3%), dan toc Nung va Tay chiém it hon
v6i ti 1€ 1an luot 1a 5,5% va 6,2%. Cac kiéu
dot bién trén gen B-globin & bang 3.3, voi 8
loai dot bién co 205 allen dot bién gdm 189
dot bién p-thal va 16 dot bién HbE. Dot bién
p’-thal gom 5 loai d6t bién Cd17, Cd41/42,
Cd71/72, IVS1-1, IVS2-654; d6t bién p’-thal
gom dot bién -28, -88. Vi 6 dot bién p-
globin gay ra 96% cac alen dot bién trén gen
B-globin 1a Cd17 (42%), Cd41/42 (34,5%),
Cd26 (8%), Cd71/72 (7%), -28 (4%). Ty 1&
mang gen B-thal va cac kiéu dot bién nay kha
tuong dong voi nghién cru ¢ mién nam
Trung Qudc, ty 1& mang gen B-thal 14 5,1%,
trong d6 2 dot bién chinh 1a Cd41/42
(43,31%), Cd17 (34,58%), tiép dén la dot
bién Cd71/72 (4,25%), -28 (3,9%) [7].

Céc két qua trén cho thiy cac dot bién o’-
thal va B’-thal co ty 1é kha cao & 4 dan toc
bao gém San Chay, Dao, Tay va Nung. Theo
nhitng nghién ctru vé dic diém va phong tuc
két hon caa 4 dan toc trén, ta biét dan toc
San Chay it khi két hon v6i nguoi ciing dan
toc va co sy ty do trong viéc tim ban doi; dan
toc Dao ¢6 nép song 1a mong mudn két hon
trong cong ddng dé duy tri dwoc ngdn ngir va
phong tuc tdp quan cia minh; con véi dan
toc Tay, Nung khong c6 nguyén tic két hon
khit khe va ciing tuong ty nhu dan toc San
Chay 13 duoc tu do tim hiéu 13n nhau. Tuy
nhién, do da s nhitng nguoi dan toc thiéu sb
chi 1am viéc va sinh sdng tai dia phuong nén
ho thuong két hon trong cing dia phuong.
Chinh vi nhitng dic diém sinh séng dic thu
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va véi ty 1€ mang gen bénh thalassemia cao
trong cong dong cac dan toc ¢ Dong Bic,
nén ¢ cac dan toc nay, kha nang hai nguoi
cling mang gen bénh thalassemia két hon véi
nhau cao, néu 2 ngudi ciing mang gen B’-thal
thi ho s& co nguy co sinh con méc thé ning
ctia Beta Thalassemia, vi thé bénh nay bénh
nhan phat hién thiéu mau khi méi chi vai
thang tudi va s& phai truyén mau sudt doi.
Con néu 2 nguoi ciing mang gen o’-thal thi
con sinh ra s& c6 thé s& bi phu thai — thé bénh
niang nhat cta Alpha Thalassemia. Qua phin
tich nhitng dic diém mang gen Thal/HST
ctia 4 dan toc thiéu sé trén ta thy ty 1é mang
gen cao. Bn dan toc bao gdm San Chay,
Dao, Tay, Nung c6 ti 16 mang gen a’-thal va
B’ -thal cao nén rét cin sy quan tdm ciia cong
dong dé nang cao nhan thic vé bénh, diéu
kién vé& cham soc y té dé giup ngudi dan han
ché viéc sinh ra nhiitng dda tré bi bénh
Thalassemia.

Dan toc H’Mong c6 s6 dan gﬁn 1,4 triu
ngudi 6 ti 1& ngudi mang cac dot bién gen
Alpha va Beta globin thip nhat trong 6 dan
toc nghién ctru. Nguoi H’Méng thudng séng
riéng biét thanh ban trén cidc nli cao c6 xu
hudng két hon trong cung dan toc. Dén toc
La Chi 1a dan toc co sb dan ding thir 37/54
dan toc ¢ Viét Nam voi s6 dan la khoang
15000 ngudi (theo diéu tra ciia Tong cuc dan
s ndm 2019) [1] . Dan toc La Chi cu tra &
38/63 tinh thanh, nhung 92% nguodi dan toc
song & cac xd Ban Phung, Ban Diu va Ban
Méiy cia cic huyén Xin Man, Hoang Su
Phi (tinh Ha Giang), nhiing ban niy nam rat
xa cac duong lon, nguoi dan thuong chi lam
viéc tai dia phuong va nguyén tic két hon la
trong ndi bd dan toc. Co 1€ do dac diém sinh

song va két hon ciia H'Mong va La Chi khép
kin nén ty 1¢ mang gen ctia 2 dan tdc ndy van
duy tri & mic thdp mic du cac dan toc khac
¢ cung tinh, huyén nhu dan tdc San Chay,
Tay, Nung, Dao c6 ty 1€ mang gen cao.

V. KET LUAN

Budc dau khao sat tinh hinh mang gen
Thal/HST trong khu vyc Dong Bic Bo voi 6
dan toc it nguoi cho thay ti 16 mang gen
chung khé cao chiém 22,1%, dan tdc San
Chay chiém ti 1€ cao nhat 1a 31,7%, dan tdc
Tay 26,11%, dan toc Dao 25,46%, dan tdc
Nung 24,74%, dan toc La Chi 14,01% va dan
toc H’Mong 6,72%.

Ty 1¢ mang gen a — thal la 16,7% voi 7
kiéu dot bién gen trong d6 dot bién SEA va
3.7 chiém ti 1& cao nhét lan luot la 48% va
28%.

Ty 1& mang gen p-thal chiém 6,45% va
HbE 13 0,8%. Vi 8 dot bién p-thal 1a Cd26,
Cd 17, Cd41/42, Cd71/72, -28, IVSI-1,
IVS2.654 va -88 thi 3 dot bién phd bién nhat
la Cd17 (42%), Cd41/42 (34,5%) va Cd26
(8%).

Ty 1€ mang gen bénh thalassemia co su
khac nhau giita cac dan toc sinh séng trong
cung khu vire ¢6 lién quan dén dic diém sinh
song va két hon.
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NGHIEN CU0’U TINH HINH MANG GEN BENH THALASSEMIA
VA HUYET SAC TO O 7 DAN TOC THIEU SO
THUOC KHU VU'C TAY BAC VIET NAM

Bach Quéc Khanh', Nguyén Thi Thu Ha', Ngé Manh Quan',
Vii Hai Toan', Lé Khanh Quynh', Lé Thi Thu Huyén',

TOM TAT

Muc tiéu nghién ciru: Xac dinh ti 1¢ mang
gen bénh Thalassemia, huyét sic t6 & 7 dan toc
thiéu sé thuoc khu vuc Tay Bic. Phwong phap
nghién ctru: Mo ta cit ngang c6 phén tich trén
db6i twong 14 3037 ngudi thudce 7 dan toc thidu sb:
Ha Nhi, Ly, La Hu, La Ha, Lao, Xinh Mun, Giay
tir thang 1/2017 dén thang 12/2017. Két qua
nghién ciru: Ty 1¢ chung mang gen Thalassemia
va huyét sic t6 1a 29,6%. Ty 18 ngudi mang gen
o-thalassemia, B-thalassemia va HbE lan luot 1a
17,4%; 6,4% va 10,5%, ty 1¢ mang dong thoi gen
o- va B-thalassemia 1a 4,6%. C6 5 kiéu d6t bién
trén gen a-globin. Trong d6 ty 1& dot bién SEA
cao nhit (47,9%). C6 6 dot bién trén gen B-
globin, dot bién Cd26 chiém 65,6%. Két luan:
Ty 1¢ mang gen Thalassemia va huyét sic td ciia
7 déan toc thiéu s6 khu vuc Tay Béc 1a kha cao.
Céc dang dot bién trén gen a-globin va B- globin
déu rat da dang va co6 sy khac nhau gitia cac dan
tdc trong cung mot khu vyc.

Tir khoa: Thalassemia, dan toc thiéu sb, khu
vuc Tay Bic.
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Ngay nhén bai: 08/4/2021
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SUMMARY
STUDY ON THALASSEMIA/
HEMOGLOBINOPATHY IN 7 ETHNIC
MINORITIES IN NORTHWEST
VIETNAM

Objective: To determine the prevalence of
thalassemia/other hemoglobin disorders carriers,
genotype among people of 7 ethnic minorities in
northwest Vietnam region.

Methodology: A descriptive study was
conducted from January to December 2017, 3037
people of 7 ethnic minorities in northwest
Vietnam.

Result: The prevalence of thalassemia/other
hemoglobin disorders in 7 ethnic minorities in
northwest Vietnam region was 29.6%, including
17.4% subjects with a-thalassemia carriers; 6.4%
subjects with B-thalassemia carrier; 10.5% with
HbE and 4.6% with both a- and B-thalassemia.
There are 5 o-thalassemia mutations and 11
genotype were identified in the a-thalassemia
subjects, with the common «a-thalassemia
mutations being SEA mutation (47.9%). There
are 6 PB-thalassemia mutations and 11 genotype
were characterized in the p-thalassemia, with the
common  B-thalassemia  mutations
Cd26 mutation  (65.6%).
proportion of Thalassemia gene carriers and

being
Conclusion: the

hemoglobin gene disorders in 7 ethnic minorities

in the Northwest region is quite high. The
mutations in the alpha and beta globin genes are
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very diverse and difference between ethnic
groups in the same area.

Keywords: Thalassemia, minorities ethnic,
northwest Vietnam region.

I. DAT VAN DE

Thalassemia 14 nhém bénh huyét sic t6 di
truyén co ty 1& cao trén Thé gidi va Viét
Nam. Bénh c¢6 c6 tinh dan tdc va dia du 1o
rét. Viét Nam la qudc gia c6 da dan toc sinh
song. Hién nay, con rat nhidu dan toc thiéu
s6 ma chua c6 s6 liéu vé tinh hinh mang gen
thalassemia/huyét sic t6. Trong nghién ctru
nay, ching toi chon 7 dén toc chi sinh séng &
Tay Bic va co sd dan tir 5000 dén 250.000
dé tim hiéu vé dic diém mang gen bénh
Thalassemia/huyét sic t6, v&i muc tiéu:
“Xdc dinh ti 1¢ mang gen bénh Thalassemia,
huyét sdc t6 & 7 dan téc Xinh Mun, Ha Nhi,
Lao, La Hu, La Ha, Lu, Giay”.

II. Ol TUQNG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Poi twong, thoi gian, dia diém
nghién ctru

3.037 nguoi thuoc 7 dan toc: Xinh Mun,
Ha Nhi, Lao, La Hu, La Ha, Ly, Gidy tai 3
tinh Lao Cai, Lai Chau, Son La. Nghién ctru
tién hanh tir thang 1/2017 dén thang 12/2017.

2.2. Phuwong phap nghién ciru

- Thiét ké nghién ciu: Phuong phap
nghién ctru mo ta cit ngang.

- Tiéu chuin chon miu: Ddi tuong
nghién ctru c¢6 cha me cung dan tdc, tai thoi
diém nghién ctu khoéng co biéu hién sdt,
nhiém tring hay mic cic bénh 1y khac kém
theo.

- C& miu: Puoc tinh theo cong thirc udc
lugng cho 1 ty 1¢€:
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p(1-p)
(px €)

n= VAR
Trong do:

- Mitrc y nghia thong ké o = 0,05 co
7% 1.an=1,96.

e Hé sd thiét ké do lwa chon mau chuian
nén chung t61 lya chon hé s6 thiét ké 1a 2

e p la ti 1¢ mang gen bénh khiac nhau
gitra cac dan tdc.

e Dan toc La Ha, La Ha c6 dan sb >
5.000 nguoi va < 10.000 nguoi: p = 0,25, €=
0,25.

e 5 dan toc thiéu s6 con lai udce tinh ti 1én
mang gen p = 0,20 (€ =0,25).

e Toéng ¢& mau dy kién 14 3.022 ngudi,
trén thyc té sé mau dat tiéu chuan nghién
ctru 1a 3.037 nguoi.

- Phwong phap thu thip sb liéu nghién
ciru va ky thuat thuc hién: Phuong phap
chon mau dugc tién hanh qua 3 budc: 1) Lya
chon tinh, 2) Lua chon truong hoc/xa
phudng, 3) Lira chon d6i tugng nghién ciru.

- Cac xét nghiém dwgc thuwc hién tai
Vién Huyét hoc — Truyén mau TW.

e Tong phan tich t& bio mau bang
nguyén 1y lazer trén may dém té bao tuy dong.

e Xic dinh thanh phan huyét sic t6 bang
ky thuat HPLC trén may Ultra®, hing Trinity
Biotech.

e Xic dinh dot bién gen globin bang
phuong phap PCR véi cac dot bién phd bién:

= Cac dot bién trén gen Beta globin:
Cdl17, Cd41/42, Cd26, Cd71/72, Cd9s,
IVS1-1,IVS1-5, 1VS2.654, -28, -88, -90.

= Cac dot bién trén gen Alpha globin:
SEA, THAI 3.7, 4.2, HbCs, HbQs, C2delT
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e Xic dinh dot bién gen Alpha globin va
Beta globin bang phuong phap gii trinh ty
gen Sanger vo&i cac mau khong xac dinh
duoc cac dot bién trén.

2.3. Mot sb tiéu chuin sir dung trong
nghién ctru:

o Dot bién a’-thal: 1a cac dot bién méat ca
2 gen o trén mot nhidém sic thé (kiéu gen: --/
a0), nhu dot biét SEA, THAL

e Dot bién o-thal: 13 cac dot bién lam
mét 1 gen a trén mot nhidm sic thé (kiéu
gen: -o/aa), nhu dot bién: 3.7, 4.2, C2delT,
HbCs, HbQs.

e Dot bién p°-thal: 1a cac dot bién lam
mét chirc ning gen B-globin, gdm dot bién
Cd17, Cd41/42, Cd 71/72, Cd95, 1VSI-1,
IVS1-5.

IIl. KET QUA NGHIEN cU'U

e Dot bién B'-thalassemia 1a cac dot
bién lam giam chuc ning gen B-globin khi
xéc dinh c6 dot bién -28, -29, -88, -90,
IVSII-654.

e Mang gen bénh huyét sic t6 (HbE):
Cd26 (GAG->AAQG) [1].

2.4. Phwong phap xir Iy s6 liu: Phan
tich s6 liéu bang phan mém SPSS 16.0. Mo
ta dudi dang phan trim céac bién dinh lugng.

2.5. Pao dirc nghién ciru: Pdi tuwong
dugc tu van trudc, ty nguyén tham gia
nghién ciru hodc c6 sy dong ¥ cua gia dinh.
Céc két qua nghién ctru dugc ma hoa, dam
bao bi mat va chi st dung cho muc dich
nghién ctu. Nghién ctru da dugc thong qua
hoi dong dao duc trong nghién ciru y sinh
hoc cip co so ciia Vién Huyét hoc — Truyén
mau TW thang 01/2017.

Bing 3.1. Ty I mang gen thalassemia/bénh HST ¢ 7 din tjc thiéu sé ving Tay Biic

S ngudi S6 ngudi mang gen B— [S6 nguoicé phf')i
£ ‘e globin d¢t bién hop 2 dot bien o
Cé mi S0 ngwodi mang mang gen - lobin va f-
" |gen thaVHST|  thal B -thal HbE g glob‘i’n
(n, %) (n,%) (n,%) (n,%) (n,%)
Xinh Mun o 48 16 155 43
(n=254) 176 (69,3%) (18,9%) (6,3%) (61%) (16,9%)
Lao o o 51 84 52
(n=546) 254 (46,5%) | 172 (31,5%) (9.3%) (15.4%) (9.5%)
Lu o o 35 41 23
(n=403) 168 (41,7%) | 115 (28,5%) (8.7%) (10.2%) (5.7%)
La Ha o 78 35 35 10
(n=369) 135(36,6%) (21,1%) (9,5%) (9,5%) (2,7%)
Ha Nhi 11 8 3 0 0
(n=593) (1,9%) (1,4%) (0,5%)
La Hu 1 1 0 0 0
(n=429) (0,2%) (0,2%)
Giay 154 107 54 4 11
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(n=443) (34,8%) (M=24.2%) | (12,2%) (0,9%) (2,5%)
Téng cong . . 194 319 139
(n=3037) 899 (29,6%) | 529 (17.4%) (6,4%) (10,5%) (4,6%)

Nhén xét: Trong 3037 nguoi, c6 899 ngudi chiém 29,6% mang gen thalassemia/bénh
HST. Ty 1¢ mang gen a-thalassemia 1a 17,4%, mang gen HbE la 10,5%, mang gen f-
thalassemia la 6,4%.

Bing 3.2. Ty Ié cdc kiéu gen thalassemia ¢ 7 dén téc thiéu so ving Tay Biic

Din the o’ - thal o' - thal B’ - thal B* - thal HbE
i (n,%) (n,%) (n,%) (n,%) (n,%)
Xinh Mun . . i :
(=254 | 7AW 1(0.4%) 0 16 (6,3%) | 155 (61%)
. 60 (11%) | 120(22%) | 39(7,1%) | 12(2,2%) | 84 (5.4%)
(n=546)
(n=LéF(:)3) 66 (16,4%) | 53(132%) | 33(8,2%) | 2(0,5%) |41 (10,2%)
LaHa . . , )
(n=369) 47 (12,7%) 35 (9,5%) 35 (9,5%) 0 35 (9,5%)
Ha Nhi . ] )
(n=593) 3 (0,5%) 5 (0,8%) 0 3 (0,5%) 0
La Hu .
(n=429) 0 1(0,2%) 0 0 0
Giay . . . )
(n=443) 51(11,5%) | 59(13,3%) | 51(11,5%) | 3(0,7%) 0
Tong cong . . . ] 315
(n=3037) 277(9,1%) | 274 (9%) | 158(5,2%) | 36 (1,2%) (10.4%)

Nhdn xét: Mot s6 dan toc co ty 1¢ kiéu gen o’-thal cao nhu Xinh Mun (18,5%), Lu
(16,4%), La Ha (12,7%), Gidy (11,5%) Lao (11%). Dan toc Lao, L, La Ha co ty 1& kiéu gen
p’-thal cao (7,1% - 9,5%), dan toc Xinh Mun c6 ty 16 c6 HbE rét cao (61%).
Bing 3.3. Pdc diém cdc dpt bién trén gen a-globin

o 1A O
Tyie% | YE% TV 1§ %
, | trong doi " .
Kiéu gen S6 lrgng trong cac tuwong Alen,d(.)t S6 lrgng trong cac
: ki€u gen n l‘1ién bién : alen dot
dotbién | "E" bién
curu
SEA 00 253 47,8% 8,3% SEA 272 47,9%
-7 oo 164 31% 5,4% 3.7 215 37,9%
-a*? /oo 46 8,7% 1,4% 4.2 50 8,8%
o“Sa/aa 25 4,7% 0,8% HbCs 29 5,1%
SSEA Y o7 15 2,8% 0,5% THAI 2 0,3%
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o0 16 3% 0,5%
~-THAL g 2 0,4% 0,1%
o7/ ot 2 0,4% 0,1%
-SEA oS 2 0,4% 0,1%
-SEA gt 2 0,4% 0,1%
-7/ oo 2 0,4% 0,1%
: 17,4% :

ao/ao (binh thuong) | 2508 82,6%
Tong cong 3037 100%

Nhdn xét: Co 529 ngudi mang gen dot bién a-globin chiém 17,4% trong tong sb ddi twong
nghién ctru, ¢6 11 kiéu gen, kiéu gen -->**/aa c6 ty 16 cao nhat chiém 47,8%. Tong sb alen
dot bién 1a 568 véi 5 kiéu alen, alen dot bién SEA chiém ty 1€ cao nhét 47,9%.

Bing 3.4. Pdc diém cdc dpt bién trén gen p-globin

Ty 18 ©
TS’ lé o tr(i,n : cg)c TS’ lé o
x S6 | trong cic | LB Alen dot S6 | trong cac
Kiéu gen 2 doi tuwgng X .
lwgng | ki€u gen o bién lwong | alen dot
dpt bin | MEMCN bién
j ctru
B/ B 258 51,4% 8,5% Cd26 369 65,6%
B/ B 57 11,4% 1,9% Cd41/42 53 9,4%
peaaz g 52 10,4% 1,7% -28 36 6,4%
prdze/geds 50 10% 1,6% Cd17 60 10,7%
peai2) B 42 8,4% 1,4% Cd71/72 43 7,6%
B/ B 30 6% 1% IVS1-1 2 0,3%
p28/pCa2e 6 1,2% 0,2%
BCd41/42/BCd26 1 0,2% 0,03%
p/ prvsH! 2 0,4% 0,06%
TR A Ao t TR l
ongsodoitweng | 50, | yog0s | 165% | omeMem s | 100%
mang gen dot bién dot bieén
B /P (binh thudng) | 2535 83,5%
Tong sb 3037 100%
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Nhén xét: Co 502 ngudi mang gen dot bién B-globin, chiém 16,5% trong tong sb dbi
tugng nghién ctru. Vi 11 kiéu gen, kiéu gen BCd26/ B co ty 18 cao nhat chiém 51,4%, BCd26/

BCd26

c6 50 ngudi. Tong sb alen dot bién 1a 563 vé6i 6 kiéu dot bién, dot bién Cd26 véi ty 18

10%, chiém ty 1& cao nhét 1a 65,6%. Co 4 kiéu dot bién p/thal 1a Cd17, Cd41/42, Cd71/72,

IVSI-1.

IV. BAN LUAN

Tay Bic 1a khu vic sinh sdng cta trén 20
dan toc nguoi Viét. Do c6 dia hinh nui cao
va chia cét sau, cac dan tdc thiéu sb sinh
song kha tap trung, voi xu hudng két hon gan
trong cong ddéng cung noi sinh sdng, trong
cung mét dan toc. Céac tinh Lao Cai, Lai
Chau c6 bién gidi véi Trung Qudc; Son La
c6 bién gidi voi Lao.

Két qua nghién ciru & bang 3.1 cho thiy
tat ca 7 dan toc duge khao sat déu co nguoi
mang gen bénh thalassemia va bénh HST. Ty
1¢ mang gen thalassemia va bénh HST chung
cia 7 dan toc 1a 29,6%, trong d6 a-
thalassemia 1a 17,4%, B-thalassemia 1a 6,4%
va HbE 1a 10,5%. C6 ndm dan toc co ty 1¢
mang gen bénh cao trén 30% la Xinh Mun
(69,3%), Lao (46,5%), Lu (41,7%) va La Ha
(36,6%), Giay (34,8%). Két qua nay tuong
ty nhu nghién ctru & mién Nam Trung Qudc
nam 2018 trén 130.318 ngudi cho thiy ty 16
mang gen thalassemia la 19,1%, trong do o-
thalassemia 1a 12,5%, B-thalassemia 5,1%
[2].

C6 5 dan toc c6 ty 16 mang gen a’-thal cao
nhu Xinh Mun (18,5%), Lu (16,2%), La Ha
(12,7%), Giay (11,5%), Lao (11%), la diéu
rat dang lo ngai. Vi dot bién o’-thal 1a dot
bién mat doan ca 2 gen al va gen a2, nhu
(-- SEA . THAI), dot bién nay lam mat téng
hop chudi a-globin. Néu ca 2 vo chdng cing
c¢6 kiéu dot bién nay, mdi khi sinh con, c6
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25% kha ning con mang ca gen bénh ciia bd
va gen bénh cia me, con c6 kiéu gen (--SEA/--
SEA) Vi kiéu gen bénh gen (-->F4/--34) thi
co thé khong tong hop duoc chudi a-globin.
Trong thoi ky bao thai, 4 chudi y-globin két
hop véi nhau tao HbBart’s (y4). HbBart’s ¢
ai Iyc cao v&i oxy nén khong nha oxy tai to
chirc vi vdy céc t6 chirc s& bi thiéu oxy. Vai
dic diém hoat dong ctia gen globin, khi thai
& 3 thang cudi thai ky, khong con huyét sic
t6 phoi thai Portland2 (£2y2) nita. Néu thai
nhi bi mat ca 4 gen a-globin, co thé thai nhi
chi c6 HbBart’s (y4) va HbH (B4), uc do thai
s& bi thiéu oxy rét ning dan dén suy tim, phu
rau thai gdy tir vong & 3 thang cubi thai ky
hodc ngay sau sinh. Thai nhi bj phi c6 thé
gy tinh trang nhiém ddc thai nghén cho
ngudi me va cé thé tir vong néu khong duoc
kham, xét nghiém va diéu tri kip thoi. Theo
nghién ctru tai Quang Tay - Trung Qudc vai
dan s6 78 triu nguoi, chi c6 4,1% nguodi
mang gen dot bién (- ***), ma udc tinh mdi
nam co6 425 thai nhi bi HbBart’s [3].

Vé dic diém sinh sdng cua cac dan toc:
Dan toc Xinh Mun ¢ déan sé 23.278 ngudi,
cu tril tAp trung tai ving Tay Bic B (chiém
91,5%), chu yéu & ving bién gidi Viét-Lao
thugc huyén Yén Chau tinh Son La [4]. Dan
toc Xinh Mun chii yéu két hoén gan trong
cung cong dong ciia minh, ty 1& dan sb tir 15
tudi tré 16n da timg két hon cao (83,9%), ty
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1€ tao hon cao (44,8%) [4] [5]. Phu nitr dan
toc Xinh Mun khi c6 thai van di rung, di
nwong cho dén tin ngdy sinh, san phu
thuong tu sinh con tai nha ma khong dén cac
co s& y té [6]. Nguoi Lao véi dan sd khoang
15.000 nguoi, cu tru tap trung tai tinh Lai
Chau (38,6%), Dién Bién (30,6%), Son La
(22,6%). Dan toc Ly c6 5.601 nguoi, cu tra
tap trung tai tinh Lai Chau (98,0%). Dan toc
La Ha c6 dan sé 8.177 ngudi, chu yéu tap
trung tai cac huyén Bic Yeén, Muong La,
Thuén Chau cua tinh Son La. Dan toc Gidy
voi dan s6 khoang 58.617 ngudi, cu tra tap
trung tai tinh Lao Cai (48,8%). Ca 5 dan toc
nay déu & cac ving sau ving xa, kho tiép can
v6i cac dich vu chim soc y té ciing nhu cac
diéu kién kinh té xa hoi khac [4][5].

Véi ty 1é mang gen a’-thal rt cao va dic
diém vé diéu kién song hién nay ctia bbn din
toc niy, ching toi thiy thuc sy lo ngai cho
suc khoe cua céac thai phu khi ho khong dugc
tu van, xét nghiém va kham thai dinh ky.

Vé dot bién gen a-globin, tong s alen dot
bién 1a 568 v6i 5 kiéu alen, alen dot bién
SEA chiém ty 1¢ cao nhat 47,9%, tiép dén 1a
3.7 (37,9%), 4.2 (8,8%), HbCs (5,1%), THAI
(0,3%) (Bang 3). Ty 1& cac kiéu dot bién
trong nghién ciru nay kha twong dong vai
nghién ctru cuia HeS, LiJ & mién Nam Trung
Qudc, ty 1& mang gen a-thalassemia la
12,5%, voi ty 1& dot bién 1a --5* (51,9%), -
o>’ (19,9%), o 5a (10,58%), -a** (8,13%)
[4]. Su da dang cia cac dot bién nén di tao
ra sy da dang vé kiéu gen. C6 11 kiéu gen,
kiéu gen -->*aa co ty 1& cao nhat chiém
47,8%, va c6 37 ngudi co 2 dot bién, trong
doé c6 2 truong hop Alpha thalassemia voi

SEA/ (XCS

kiéu gen -- o, nhiing truong hop nay

c6 biéu hién 1am sang nhe dén trung binh. C6
17 truong hop 1a HbH (-5 /-o®7, -S54 /-
o*?), kiéu gen nay thudng chi thiéu mau nhe.

Két qua & bang 2 cho thay, ty 16 mang gen
B-thal va HBE ciing rat khac nhau giira cac
dan tdc. Dan toc Gidy, Lao, Ly va La Ha c6
ty 1¢ mang gen p’-thal cao, tir 7,1% dén
11,5%, trong khi ¢ 3 dan tdc Xinh Mun, Ha
Nhi va La Hu thi khong phat hién truong hop
nao. Ty 1¢ HbE rat cao ¢ déan toc Xinh Mun
voi ty 1€ 61%, Lu (10,2%), La Ha (9,5%),
Lao (5,4%). Trong 563 alen dot bién pB-
globin, dot bién Cd26 (HBE) chiém 65,6%,
Cd17 (10,7%), Cd41/42 (9,4%), Cd71/72
(7,6%), -28 (6,4%), IVS1-1 (0,3%).

Dan tdc Lao, Ly, La Ha vira c6 ty 1¢ mang
gen B°-thal cao, vira ¢6 ty 16 mang gen HbE,
vi vdy c6 nguy co cao hai nguodi cung mang
gen B’-thal hodc mot nguoi mang gen B°-thal
va mot nguoi mang gen HbE két hon vai
nhau. Mdi lan sinh con, nhing cdp vo chong
nay co6 25% nguy co con bi bénh Beta
thalassemia thé ning (B°/p’) hodc B-thal/HbE
— ¢6 biéu hién 1am sang thiéu méau trung binh
dén ning.

Dan toc Xinh Mun véi dic diém ty 16
HbE rit cao (61%) va " -thal, thi kha ning 2
ngudi mang gen HBE cung dan toc két hon
v61 nhau cao, nhu vay c6 kha nang sinh con
bi bénh huyét sic té E (dong hop tir HBE),
kiéu gen nay thuong khong giy thiéu mau.
Trong nghién cuu nay, chung t6i da gap 50
ngudi co kiéu gen P/, ho khong co
biéu 1am sang dic biét.

Hai dan tdc La Hu (Lai Chau) va Ha Nhi
(Lai Chau, Lao Cai) co6 ty I¢ ngudi mang gen
thalassemia va bénh HST thap nhat 14 0,2%
va 1,9% (bang 3.1). Dan téc La Hu (9.651
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nguoi) chi sng tap trung tai 3 xd cua huyén
Muong Te, Lai Chau; dan toc Ha Nhi
(21.725 nguoi) ciing chi sdng tap trung tai 6
xa Muong Te, Lai Chau va 1 xa & Lao Cai
[4]. Theo nghién ctru cua ching t6i, trong s6
596 nguoi Ha Nhi dugc ldy mau thi ¢6 593
ngudi (99,5%) 1a thuan ching. Trong s 432
ngudi La Ha thi 99,3% trudng hop 13 bd /me
cung dan toc (Ha Nhi). C6 thé, voi dic diém
dinh cu tap trung va két hon trong cung din
toc nén 2 dan tdc da tranh duogc su di truyén
gen bénh Thalassemia tir cac dan toc khac
trong cung tinh.
V. KET LUAN

Nhu vay, tir két qua nghién ciru nay cho
théy, cac dan toc Xinh Mun, Lao, Ly, La Ha,
Gidy co ty 1¢ mang gen a’-thal cao vi thé c¢6
nguy co thai bi bénh ly Hb Bart gay phu thai.
Dan toc Lao, Ly, La Ha, Gidy c6 ty 18 p’-thal
cao nén c6 nguy co con bi bénh Beta
thalassemia thé ning (B”/p°) hoic P-
thal/HbE. Dan toc La Hu, Ha Nhi c6 ty 1¢
mang gen thalassemia/ HST rat thip.
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NGHIEN C*U PAC PIEM GEN THALASSEMIA/BENH HUYET SAC TO
O’ DAN TOC THAI VA MUO'NG

Bach Quéc Khanh, Nguyén Thi Thu Ha,

Nguyén Ngoc Diing, Nguyén Triéu Van, Dwong Quéc Chinh,
Lé& Xuan Hai, Nguyén Thi Chi, Nguyén Anh Tri(*)

TOM TAT

Muc tiéu nghién ciru: Xac dinh dic diém
gen Thalassemia/ bénh huyét sic t6 ¢ 2 déan toc
Thai va Muong. Phuwong phap nghién ciru: M6
ta cit ngang c6 phan tich trén ddi tuong la 817
hoc sinh thugc 2 dan tdc Thai va Muong. Két
qua nghién ciru: Ty 1¢ chung mang gen dot bién
globin la 39,4%, ty I&¢ ngudi mang gen o-thal
chiém 22,9%, trong d6 chu yéu 12 o’-thal véi
15,8%. Cac dot bién HbE va B-thal co ty 1¢ lan
luot 14 18,4% va 4,7%. C6 7 kiéu gen d6t bién a-
thal voi kiéu gen -->*"aa co ty 1é cao nhat la
68,7% va 7 kiéu gen dot bién B-thal, kiéu gen
B°*%/ B hay gip nhat, véi ty 18 74,8%. C6 5 kiéu
allen dot bién trén gen o-globin, dot bién SEA
dung dau co ti 16 gip 67,9%:; dot bién 3.7, 4.2 véi
ti 1& 1an luot 1a 21,4% va 5,3%. C6 5 kiéu allen
dot bién trén gen B- globin trong d6 Cd26 chiém
ty 1& cao nhét voi 80,2%, sau d6 1a Cd17 va Cd
41/42 véi ty 1& lan luot 11,2% va 4,6%. Két
ludn: Ty I¢ chung mang gen Thalassemia va
bénh huyét sic t6 ciia 2 dan toc Thai va Mudong
1a 39,4% va gip chi yéu la dot bién o’- Thal
15,8% va HbE 18,4%. Ty I¢ mang gen va cac
dot bién gip ¢ 2 dan toc nay déu cao va cd nhiéu
nét twong dong véi nhau.

Tir khoa: Thalassemia, bénh huyét sdc t6, dan
toc Thai, dan toc Muong.

(¥)Vién Huyét hoc — Truyén mdu Trung Uong
Chiu trach nhiém chinh: Nguyén Thi Thu Ha
Email: nguyenthuhanihbt@gmail.com

Ngay nhan bai: 08/4/2021

Ngay phan bién khoa hoc: 08/4/2021

Ngay duyé¢t bai: 19/4/2021

SUMMARY
RESEARCH ON CHARACTERISTICS OF
THALASSEMIA/HEMOGLOBINOPATHY
IN THE THAI AND MUONG ETHNIC GROUPS
Objectives: Identifying the Thalassemia/
hemoglobin diseases mutant genes characteristics
in Thai and Muong ethnic groups. Method:
Cross-sectional study description with analysis
on 817 students of the two ethnic groups Thai
and Muong. Results: Generally, the percentage
of mutant globin gene carriers was 39.4%, the
figure for people carrying the mutant o-Thal
gene was 22.5%, of which mutant o’- Thal gene
was dominated with 15.8%. The HbE and B-Thal
18.4% and 4.7%,
respectively. There are 7 a-thal genotypes, of
--S*00 with
68.7%. 7 B-thal genotypes were also reported and
the most frequent genotype was %/ B (74.8%).
There are 5 types of allen mutations on the a-

mutations account for

which the most common was

globin gene, SEA mutation accounted for the
highest percentage with 67.89%; followed by 3.7
with 21.4% and 5.3%
respectively. There are 5 mutant allens on the f3-

and 4.2 mutations

globin gene, of which Cd26 made up the highest
rate with 80.2%, followed by Cd17 and Cd 41/42
with the proportions of 11.2% and 4.6%
respectively.  Conclusion:  Generally, the
percentage of mutant globin gene carriers in the
Thai and Muong ethnic groups was 39.4% and
the two most popular mutation were a’- Thal
(15,8%) and HbE (18,4%). The rate of mutant
gene carriers as well as the types of mutation
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found in these 2 ethnic groups were high and the
two ethnic groups shared many characteristics in
common.

Keywords: Thalassemia, hemoglobinopathy,
Thai ethnic group, Muong ethnic group.

I. DAT VAN DE

Thalassemia 13 bénh thiéu mau tan mau di
truyén phd bién, dic trung boi sy khiém
khuyét trong tong hop chudi globin ma & diy
14 bt thuong tong hop chudi Alpha va/hoic
Beta globin. Thalassemia phan b khip toan
cdu va Viét Nam la mot nude cd ty 1€ mic
bénh, mang gen bénh cao, dic bi€t & cac
ving mién nai va dan toc thiéu sd. Theo
thong ké dia ban cu tra va dan sb cac dan toc
Viét Nam, ching t6i nhan thiy phan 1n cac
dan toc thiéu sb co xu hudng dinh cu tip
trung theo vé& dia du, ving mién; tuy nhién
c6 2 dan toc thiéu sb 1a dan toc Thai va
Muong lai sinh séng & nhiéu khu vyc khac
nhau chu yéu ¢ khu vuc Tay Bic B9, Bic
Trung B9 va mot phan & Tay Nguyén. Chinh
vi sy dac bi€t ndy nén chung to1 tién hanh
nghién clru voi muc tiéu la: “Nghién cuu dac
diém gen Thalassemia/ bénh huyét sdic t6 &
dan toc Thai va Muong™’.

II. DO TUONG VA PHUO'NG PHAP NGHIEN CUU

2.1. Péi twong nghién ciru

- 817 hoc sinh cac truong THPT/THCS,
dan tdc noi tra va nhitng nguoi dan khu vuc
lan can thude dan toc Thai va Muong.

- Tiéu chuan chon miu: Pdi tuong duoc
nghién ctru ¢6 cha va me cung dan tdc, duoc
nha trudng tu van va phy huynh dong ¥ cho
tham gia nghién ctru. Tai thoi diém nghién
ctru khong c6 biéu hién nhidm tring, s6t hay
méc cac bénh Iy khac kém theo.
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2.2. Thoi gian nghién ciru: Thoi gian ldy
mau tir thang 1 dén 12 nam 2017

2.3. Pia diém: Lay mau dan toc Thai ¢
Son La, Lai Chau, Thanh Hoéa, Nghé¢ An;
Dan toc Muong ¢ Thanh Hoa.

Dia diém xét nghiém: Tai Vién Huyét
hoc Truyén mau TW

2.4. Phuong phap nghién ciru

- Thiét ké nghién cttu: Theo phuong
phép mo ta cit ngang co phan tich.

- C& mau: Tinh theo cong thirc wdc lugng
cho 1ty I¢:

p(1-p)
(px €)

n= Z’ 1an

Trong do:

- Mirc ¥ nghia théng ké o= 0,05 ¢6

7 1.an=1,96.

Hé sb thiét ké: Do lwa chon mau chum
nén chung t61 lya chon hé s6 thiét ké 1a 2.

Udc tinh p=0,27 va € = 0,25, ¢& mau toi
thiéu can 327 nguoi cho mdi dan toc

Téng ¢& mau duy kién 12 654 nguoi.

Trén thuc té, s mau dat tiéu chuin
nghién ciru 1a 817 ngudi, dam bao di ¢ mau
theo nghién ctru.

2.5. Phwong phap tién hanh:

Chon tinh c¢6 chu dich dya vao noi co
nhiéu nguoi din toc Thai, Mudng sinh sdng,
cu thé dan toc Thai chon tinh Son La, Lai
Chau, Thanh Hoa, Nghé An; Dan toc Muong
chon tinh Thanh Héa. Tiép theo 1a chon
truong 16p noi c6 hoc sinh thudgc dan tdc
nghién ctru va chon d6i twong nghién ciru.
Tap trung tu van, thu thap thong tin ca nhin
va ldy mau xét nghiém.

Mau duoc phan tich tai vién Huyét hoc -
Truyén mau Trung Uong véi cac xét
nghi¢m:
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1. Téng phan tich té bao bang may dém
ty dong (chi s6 MCV < 851t va/ hodc MCH<
28pg) bang nguyén ly lazer.

2. Dién di huyét sic td bang phuong
phép sic ky 1ong cao ap (HPLC).

3. Phat hién cic dot bién gen globin
bang k¥ thuat Multiplex PCR, Gap- PCR xac
dinh dot bién gen Alpha globin (SEA, THAL,
3.7, 42, C2delT, HbCs, HbQs) va Beta
globin (Cd17, Cd 41/42, Cd 71/72, Cd 95,
IVSI-1, -28, -29, -88, -90, Cd26 (HbE)) va
gidi trinh tu gen a, f globin (trong trudong
hop khong x4c dinh dugc bang PCR).

2.6. Mot s0 tieu chuin chan doan [4]:

- Dot bién a°-thal: dot bién mat ca 2 gen a
trén mot nhiém sic thé (kiéu gen:- -/ ao):
SEA, THAI

- Dot bién o -thal: 1a cac dot bién lam mat
1 gen « trén mot nhidém sic thé (kiéu gen: -
o/aa): 3.7, 4.2, c2delT, HbCs, HbQs.

IIl. KET QUA NGHIEN cU'U

- Dot bién p°-thal: 1a cac dot bién lam mat
chuc nang gen B-globin: Cd17, Cd41/42, Cd
71/72, Cd95, IVS1-1, IVS1-5.

- Dot bién B'-thalassemia: dot bién lam
giam chirc nang gen B-globin: -28, -29, -88, -
90, IVSII-654.

- Bénh huyét sic té (HbE): Cd26 (GAG-
YAAG).

2.7. Phwong phap xit 1y s6 liéu:

Phan tich s6 liéu bang phin mém SPSS
16.0. Mo ta dudi dang phan trim véi cac
bién dinh luong.

2.8. Pao dirc nghién ciru: Cic ho gia
dinh ¢ hoc sinh thudc dbi twong nghién ctru
dugc tu van vé bénh 1y Thalassemia, gidi
thich y nghia ctia nghién ciru, dong ¥ tu
nguyén tham gia nghién ctru. Moi thong tin
ca nhan dugc bao mat. Cac s6 liéu thu thap
duogc chi st dung nhim cho muc dich nghién
ctru chir khéng nham myc dich nao khac.

Bdng 3.1 Ty I¢ mang gen Thal/HST cua ddn toc Thdai va Muong

Dot bién a-globin Dot bién p-globin HBE S6 nguoi
Dintdc | o'-Thal | o'-Thal | f°-Thal | B*- Thal ¢o dot bien
gen globin
N % N | % n % | n | % | n | (%) (n,%)
Thai 183
75 | 1 36 |75 14 | 29| 1 |02 90 |1
(n=481) 5,6 ’ ’ ' 87 (38,0)
Muong 139
336y | 54| 161 | 2] 66| 19 [ 575 15|60 179 |
Téng | 129|158 | S8 | 7.1 | 33 | 40| 6 | 07 32
e 150 | 184 | 1%
(n=817) 187 (22.9) 39 (4,7) (39,4)

Nhdén xét: Ty 1é mang gen dot bién globin chung déan toc Thai 1a 38%:; dan toc Muong 1a
41,1%. Ty 18 o’-thalassemia & dan toc Thai 1a 15,6% va Muong 1a 16,1%. Ty lé p°
thalassemia & dan toc Thai 1a 2,9% va Muong 1a 5,7%.
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Bing 3.2. Pdc diém cdc dpt bién trén gen a-globin

s Thai | Muong | Téng Allen Thai |Muwong|
Kiéu gen .k Tong
n, % n, % (n, %) dot bién n, % n, %
2 12 4 53 127
-SEA T o 73 5 5 SEA 7
(68,2) |(69,3%)| (68,7) (66,7) | (69,7) | (67,9
. 20 12 32 27 13 40
-o oo 3.7
(18,7%) | (16%) | (17,6) (24,3) | A7,1) | (21,4)
-0 oo [6(5,6%) |4 (5,3%) | 10 (5,5) 4.2 6(54) | 4(53)] 10(5,3)
oCo/aa |3 (2,8%)|5 (6,7%)| 8 (4,4) HbCs 3(2,7) | 5(6,6) | 8(4,3)
o070t |3(2,8%)] - 3 (1,6) THAI 10,9 | 1(1,3)] 2(1,1)
AL G | 10,9) | 1(1,3) | 2(LLD)
-SSR Lo 1(0,9) | 1(1,3) | 2(1LD)
Tong 182 (100) 111 (100)|76 (100)/187 (100)

Nhdn xét: Phat hién duoc 182 ngudi mang gen, 7 kiéu gen véi 187 allen dot bién. Kiéu
gen -SEA Y aa chiém ty 1€ cao nhat voi 68,7%; sau d6 1a -0 /aa voi 17,6%. Allen dot bién
SEA va 3.7 chiém ty 1é cao lan luot 14 67,9% va 21,4%.

Bing 3.3. Pdc diém cdc dpt bién trén gen p -globin
. Thai | Muong 2 Allen Thai | Muwong 2
Kiéu gen Tong . 1 ok Tong
n, % n, % dot bién n, % n, %
14 1
B/ g6 81 59 0 Cd26 98 60 58
(77,9) | (71,1) | (74,8) 86,7) | (71,4) | (80,2)
BB | 6(5,8) |14 (16,9)20 (10,7) Cdl17 7(6,2) [15(17,9) |22 (11,2)
B/ B2 1 7(6,7) | 2(2,4) | 9(4,8) Cd41/42 7062) | 2(24) | 9(4,6)
BEU6 B2 1 8 (7,7) - 8 (4,3) 28 1(0,9 | 5(5,9) | 6(3,0)
/g 1(1) | 56) | 632 Cd71/72 - 2(24) | 2(1,0)
B | - 124 | 201D
B/ B 1 () [ 1(1.2) | 2(L)
Tong 187 (100) 113 (100)| 84 (100) [197 (100)

Nhén xét: C6 7 kiéu gen va 197 allen dot bién duoc phat hién. Trong d6, kiéu gen p/ B
chiém ty 1¢ rat cao 1a 74,8%; Cd26 la allen dot bién chiém ty 1¢ cao nhét v4i 80,2%.

IV. BAN LUAN

Theo két qua diéu tra cia Tong cuc thong
ké dan sb va nha ¢ tinh dén Oh ngiy
01/04/2009, dan s6 ctia nudc ta khoang 85,85
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Cd26

triu nguoi, trong d6 khoang 12,253 tri¢u
ngudi thude 53 dan toc thiéu sd[6]. Dan toc
Thai va dan toc Muong thudc nhém dan tde
thiéu s6 co s6 dan dong 1an luot chiém vi tri
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thtr 3 va thir 4 trong 54 dan toc tai Viét Nam.

Nguoi Thai ¢ Viet Nam c6 dan sb
1.550.423 ngudi, c6 mit trén tat ca 63 tinh,
thanh phd [2]. Nguoi Théi cu tri tap trung
tai cac tinh Son La (572.441 ngudi, chiém
53,2% dan s toan tinh va 36,9% tong sb
nguoi Thai tai Viét Nam), Nghé An (295.132
ngudi, chiém 10,1% dan sb toan tinh va
19,0% tong sb ngudi Thai tai Viét Nam),
Thanh Hoéa (225.336 nguoi, chiém 6,6% dan
sO toan tinh va 14,5% tong s6 nguoi Thai tai
Viét Nam), Dién Bién (186.270 ngudi, chiém
38,0% dan sd toan tinh va 12,0% tong sb
nguoi Thai tai Viét Nam), Lai Chau
(119.805 ngudi, chiém 32,3% dan s toan
tinh va 7,7% tong sb ngudi Thai tai Viét
Nam), Yén Bai (53.104 nguoi), Hoa Binh
(31.386 ngudi), Pik Lik (17.135 ngudi) va
Pik Nong (10.311 ngudi)[6].

Ngudi Muong c6 quan hé rit gan véi
nguodi Kinh, ¢6 ngudn gbc chung 1a ngudi
Viét — Muong cd, qua trinh chia tich xac
dinh theo ngdn ngir hoc dién ra bét dau tir thé
ky 7-8 va két thiic vao thé ky 12. Nguoi
Mudong sdng tap trung & cac thung liing hai
bo song Pa (Pha Tho, Son La, Ba Vi, Hoa
Binh) va khu vyc trung luu cta séng Ma,
song Budi (cac huyén Thach Thanh, Ba
Thuée, Cam Thuy, Ngoc Lac cua tinh Thanh
Hoa). Ngudi Muong ¢ Thanh Hod gom hai
bd phan: Muong Trong (Muong gbc) va
Muong Ngoai (ngudi Muong di cu tor Hoa
Binh vao). Sang dén tinh Nghé An hau nhu
khong c¢6 ngudi Muong sinh séng (ndm 1999
chi c6 523 ngudi Muong trong toan tinh).
Ngoai ra ¢ Tay Nguyén va BDong Nam B
cling c6 gan 27.000 ngudi mdi di cu vao
trong nhitng nim gan day. Theo Tong diéu

tra dan s6 ndm 1999, nguoi Mudng sdng tap
trung ¢ cac tinh: Hoa Binh (479.197 nguoi,
chiém 63,3% dan s cua tinh), Thanh Hoa
(328.744 ngudi, chiém 9,5% dan sb cua
tinh), Phtt Tho (165.748 ngudi, chiém 13,1%
dan sb cua tinh), Son La (71.906 ngudi,
chiém 8,2% dan s6 cua tinh), Ninh Binh
(46.539 nguoi), Ha Noi (khu vuc Ba Vi),
Yén Bai, Pk Lik. S6 ngudi Mudng & cic
tinh néi trén chiém khoang 98% s ngudi
Muong ¢ Viét Nam nam 1999 [5].

Tir két qua bang 3.1 cho thdy két qua vé
tan sudt mang gen Thal/HST trung binh cia
2 dan toc Thai va Muong 1a 39,4%, trong d6
¢ dan toc Muong 1a 41,4%, ¢ dan toc Thai la
38%. Theo nghién ctu cua Duong B4 Truc
nam 2010 & 462 ngudi Muodng c¢b phat hién
ty 1&¢ mang gen Thal va bénh HST chi khoang
21% (khong dua ra ty 1€ mang gen Alpha
Thal)[1]. Ty 1& nay thdp hon nhiéu so vdi ty
1é cuia ching t6i c6 1& 1a do tac gia lay
ngudng MCV <781l va chi sir dung két qua
dién di HST, con chung t6i chon ngudng
MCV <85fl va stt dung ki thuat sinh hoc
phan tir dé phat hién dwoc ngudi mang gen
ddc bi¢t 1a Alpha Thalassemia. Trong 3 loai
dot bién thi dot bién a-globin chiém ty 1& cao
nhat 1a 22,9%, trong do chu yéu la dot bién
o’- Thal véi 15,8%. Dot bién HbE ciing gip
voi ty 1& cao chiém 18,4%. Dot bién B-globin
chiém ty 1& thap hon véi 4,7% trong d6 phan
16n 1a dot bién B°- Thal (4%) va B'- Thal
0,7%. Két qua nghién ctu cia ching toi
cling gan tuong ty v6i mién Pong Thai Lan
voi ty 1€ mang gen chung 1a 52,4%, trong do
dot bién a-globin 1a 34,4%, dot bién p-globin
la 0,6% va HbE 1a 39% [7].
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Vé d6t bién a-globin, ca 2 dan toc déu co
5 kiéu dot bién véi 7 kiéu gen Alpha globin
dot bién, ty 16 cac kiéu gen va cac kiéu dot
bién cua 2 dan toc kha twong dong nhau.
Trong dé cac kiéu gen SEA Vg, - aa, -
o*?/oo chiém ty 1¢ nhidu nhét lan luot l1a
68,7%, 17,6% va 5,5% (két qua bang 3.2).
Theo quy luat di truyén néu 2 ngudi cing
mang gen o’- thal két hén v6i nhau, mdi lan
sinh s& co 25% kha ning sinh con bi dong
hop tir of- Thal (Hb Bart’s). Véi ty 1¢ mang
dot bién o- Thal 16n nhu vay dic biét 1a ty 18
o’- Thal, khi 2 dan toc nay két hon voi nhau
hodc két hon trong cung dan toc thi s& sinh
con bi Alpha Thalassemia dac bi¢t la Hb
Bart’s — Thé bénh ning nhit cia Alpha
Thalassemia va la nguyén chinh gay phu thai
& 3 thang cudi cua thai ky. Viéc phu thai
nhiéu 1an anh hudng rat 16n d&én khong chi
strc khoe va con dén tdm 1y ctia ngudi me.
Ngoai ra, nhirng truong hop mang gen o’-
Thal két hon véi nhitng ngudi mang gen o -
Thal (3.7; 4.2), nhitng cip vo chong niy s&
c¢6 nguy co sinh con bi bénh HbH véi kiéu
dot bién - - 54/ -o*”7 - SEA/ L™, thuong
c6 biéu hién thiéu mau nhe.

Vé dic diém mang gen Beta Thal ¢ bang

va -

3.3 cho thay c6 7 kiéu gen dot bién B-globin
trong d6 kiéu di hop tir B/ p° ¢6 ty 18 cao
nhét (74,8%), voi 5 loai dot bién & 197 allen
dot bién gdm Cd26 (HbE) - 80,2%, Cd17 —
11,2%, Cd41/42 — 4,6%, -28 — 3% va
Cd71/72 — 1%. Cac @6t bién Beta globin va
HbE twong dbi phd bién ¢ khu vuc Pong
Nam A ciing nhu ¢ Viét Nam. Theo nghién
ciru ciia Nguyén Cong Khanh, Duong B4
Truc, cho théy ty 1€ bénh Beta Thalassemia
cao & cac dan toc sdng & mién ndi phia Bic,
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va HbE phd bién hon & cac tinh mién Trung
va mién Nam [1][3]. Két qua nghién ctru cua
chung t6i phu hop v6i nhan dinh trén vi dan
toc Thai, Muong vura cu tra & mién nai phia
bic va & bic trung by, nén ¢ 2 doc tdc nay
vira ¢6 ty 1& mang gen B’- thal (2,9% va
5,7%) — gidng cac dan toc & mién ndi phia
bac va co ty 16 Hb E (18,7% va 17,9%) gidng
cac dan toc & mién Trung. Vi vdy, néu ngudi
dan thudc 2 dan toc nay két hon véi nhau
hodc két hon cung dan toc thi ¢ nhiéu kha
ning ngudi mang gen P-thal két hon vai
nguoi mang gen HbE nén c6 nguy co sinh
con bi bénh B-Thalassemia/HbE. Ngudi bénh
B-Thalassemia/HbE c6 biéu hién 1am sang
rat da dang c6 thé tir nhe dén nang. Néu hai
nguodi ciing mang gen B°-thal két hon vai
nhau thi ho cling c6 nguy co sinh con bi bénh
B-thal mirc d ndng. Nguoi bénh B-thal muc
dd nang cé tinh trang thiu mau rit sém
thudng ¢ nhitng thang dau sau sinh va s&
phai phu thudc truyén mau ca doi.

Ba thé bénh Hb Bart’s, Beta Thalassemia
thé ning va HbE/Beta-Thal 1i nhitng thé
bénh ndng cua thalassemia, can duge kiém
soat trudce sinh hoac trude khi c6 thai. Theo
Lién doan Thalassemia thé gioi bénh 1y nay
c¢6 thé phong tranh dugc, viéc phong tranh
lién quan mat thiét voi viec nghién ctru tinh
hinh mang gen bénh, kiém soat ngudn gen tir
d6 gidm ty 1€ sinh ra tré bi bénh [8]. Hai dan
toc Thai va Muodng 1a nhitng dan toc c6 sd
dan dong, ty 16 mic bénh ca thé Alpha va
Beta Thalassemia tuong ddi 16n voi hau hét
14 nhitng bénh thé ning. Viéc theo ddi ty 1&
cling nhu wdc tinh duge nguy co di truyén
bénh cua hai dan toc nay rat hitu ich trong
viée tu van trude hon nhén; viée tu van va
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sang loc cho ngudi dan thudc hai dan tdc nay
can dugc thyc hién thuong xuyén va cap
thiét hon nira. Khi phat hién ra nguy co sinh
con thé bénh cin dugc tu vin dé sang loc
truGe sinh, manh dan chim dut thai ky néu
nhur thai nhi mang thé bénh ning.

V. KET LUAN

Két qua khao sat tinh hinh mang gen
Thal/HST ¢ 2 dan tdc Thai va Muong tu
nghién ctru cta ching t6i 1a nhitng con sb
dang bao dong. Ta thiy, ty 1&é mang gen cia
2 dan toc nay rat cao va tuwong ddi gidng
nhau, trong do ty 1¢ mang gen chung cao
chiém 39,4%, dan toc Thai la 38% va dan toc
Muong 1a 41,4%.

Dot bién a-globin chiém ty 1& cao nhat vai
22,9%, trong d6 o’- Thal chiém 15,8%. Dot
bién SEA va 3.7 chiém ti ¢ cao nhat lan luot
1a 67,9% va 21,4%.

Ty 1& nguoi mang gen B-thal chiém 4,7%
va HBE 1a 18,4%. V&i 5 kiéu dot bién B-thal
la Cd26, Cd 17, Cd41/42, -28, Cd71/72 véi
ty 1& tuong wong 1a 80,2%, 11,2%, 4,6%, 3%
va 1%.
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PAC PIEM MANG GEN BENH THALASSEMIA/HUYET SAC TO
O BA DAN TOC THIEU SO THUOC BAC TRUNG BO VIET NAM

Bach Quéc Khanh, Nguyén Thi Thu Ha,

Ping Thi Van Hong, Vii Hai Toan, Dwong Quéc Chinh,
Lé& Xuan Hai, Nguyén Triéu Van, Nguyén Anh Tri(*)

TOM TAT

Pit van dé: Thalassemia la bénh di truyén c6
ty 1€ bénh va ngudi mang gen khéac nhau gilra cac
vung, cac dan toc. Hién nay chua c6 nghién cuu
vé tinh hinh mang gen bénh nay ¢ ba dan toc
Kho Mu, Thé, Chut tai khu vuc Bic Trung Bo.
Muc tiéu nghién ctru: Khao sat tinh hinh va xac
dinh ti 1€ mang gen bénh Thalassemia, huyét sdc
t6 & 3 dan toc Kho Ma, Thé, Chirt thuge khu vue
Bic Trung Bo. Phwrong phap nghién ctru: Mo ta
cit ngang c6 phan tich trén d6i tuong 1a 1.105
ngudi thude 3 dan toc thiéu sé bao gdm Kho M,
Tho, Chirt. Két qua nghién ctru: Ty 1& mang gen
Thalassemia/huyét sic to caa dan toc Thd, Chut,
Kho Mu kha cao lan luot 1a 58,8%; 46,9% va
37,7%; Dan toc Tho c6 ty 1é mang gen o-thal cao
(14%) va HBE cao (54%), B-thal thap (1%); din
toc Chut co ty 16 mang gen B’-thal cao (4,7%),
o'-thal cao (39,7%), Hb E (7,2%), khong c6
nguoi mang gen o’-thal. Dan toc Kho Mi c6 du
cac dang dot bién gen globin a’-thal (6,9%), o'
thal (17,5%), p°-thal (2,1%) va HbE (16,6%). C6
4 kiéu dot bién trén gen - globin gom Cd41/42,
Cd17, Cd26, -28. C6 5 kiéu dot bién trén gen o-
globin la SEA, THAI 3.7, 4.2 va HbCs.

Két luan: Ty 1¢ ngudi mang gen dot bién gen
Thalassemia cao & 3 dan toc: Thd 58,8%, Kho
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Mu 37,7%, Chut 46,9% va cé nguy co cao sinh
con bi bénh thalassemia.

Tir khéa: Thalassemia, dan tdc thiéu s6 khu
vuc Béc trung bo.

SUMMARY

THE CHARACTERISTIC OF THE
THALASSEMIA/HEMOGLOBINOPATHY
CARRIERS IN 3 ETHNIC MINORITIES
IN NORTHERN CENTRAL VIETNAM

Background: Thalassemia is a hereditary
disease with the rates of diseased people and
genetic carriers vary across regions and ethnic
groups. Currently, there are no studies on the
gene carrying situations in the three ethnic
groups of Kho Mu, Tho and Chut in the North
Central Coast region. Research objectives: To
investigate and determine the rates of
thalassemia/hemoglobinopathy gene in 3 ethnic
groups of Kho Mu, Tho, Chut in the North
Central region. Research method: Cross-
sectional description with analysis on the subject
is 1,105 people from 3 ethnic groups including
Kho Mu, Tho, Chut. Results: The rate of
carrying the Thalassemia/ hemoglobinopathy of
the Tho, Chut, and Kho Mu ethnic groups is
quite  high, 58.8%, 46.9% and 37.7%
respectively; The Tho ethnic group has a high
rate of a’-thal gene (14%) and high HbE (54%),
low B-thal (1%); Chut ethnic group has high rate
of p’-thal gene (4.7%), high o"-thal (39.7%), Hb
E (7.2%), there is no o’-thal gene carrier. The
Kho Mu ethnic group has all forms of mutant
globin gene: a’-thal (6.9%), o * -thal (17.5%), p’-
thal (2.1%) and HbE (16.6%). There are 4
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mutations in the f-globin gene including
Cd41/42, Cd17, Cd26, -28. There are 5 mutations
in the a-globin gene: SEA, THAI, 3.7, 4.2 and
HbCs.

Conclusion: The rates of people carrying the
Thalassemia/hemoglobinopathy gene are high in
the 3 ethnic groups: Tho 58.8%, Kho Mu 37.7%,
Chut 46.9% and high risk of giving birth to
children with thalassemia.

Keywords: Thalassemia, Tho, Chut, Kho Mu
ethnic.

I. DAT VAN DE

Viét Nam 13 nudc nam trong khu vuc c6
ty 1€ nguoi bi bénh va mang gen bénh
Thalassemia (thal) va huyét sic t6 (HST) cao
[1]. V6i 54 dan toc sinh sdng, mdi dan tdc co
ban séc riéng vé noi cu tra, 16 séng, van hoa
va diéu kién sdng rit khac nhau. Thalassemia
14 bénh di truyén co tinh dan toc va dia du.
Tai Thanh Hoa, Nghé An va Quang Binh c6
3 déan toc thiéu sé ma ho chu yéu sdng tap
trung tai cac tinh nay d6 la dan toc Kho Mu,
dan toc Thé va dan toc Chit. Chiang t6i thuc
hién dé tai voi muc tiéu: Xéac dinh ty 16 mang
gen va kiéu dot bién gen bénh Thalassemia/
huyét sic t6 cua dan toc Kho My, Tho, Chut.

II. DOI TUQNG VA PHU'ONG PHAP NGHIEN CU'U

2.1. DPoi twong nghién ciru

1.105 hoc sinh céc truong PTTH/THCS,
dan tdc noi tra va nhitng nguoi dan khu vuc
1an can thudc 3 dan toc: Kho Md, Tho, Chat
tai Ngh¢ An, Quang Binh. Thoi gian nghién
ctru tir thang 1 nam 2017 dén thang 12 nim
2017.

2.2. Phuwong phap nghién ciru

- Thiét ké nghién ciru: Theo phuong
phép mo ta cit ngang co phan tich.

- Tiéu chuidn chon miu: Ddi tuong
nghién ctru ¢6 cha me cung dan toc. Tai thoi
diém nghién ctru khoéng co biéu hién sot,
nhiém tring hay mic cic bénh 1y khac kém
theo.

- C& miu: Tinh theo cong thirc wéc lwong

cho 1ty I¢:
h— 72 p(1-p)
(p x &)’
Trong do:

- Mirc ¥ nghia théng ké o= 0,05 ¢6

7’ 1.0n=1,96.

- Hé sb thiét ké: Do lya chon mau chum
nén chung t61 lya chon hé s6 thiét ké 1a 2.

- p 1a ti 1€ mang gen, c6 su khac nhau gitra
cac dan toc:

e Dan toc Kho Mi 1a dan toc da biét ty
16 mang gen véi p = 0,25, ¢& mau téi thiéu 1a
369 nguoi [1].

e Dan toc Chut c6 ti 16 két hon can huyét
> 10%: ta c¢6 p= 0,25 va € = 0,25, c¢& miu toi
thiéu 13 348 nguoi.

e Dan toc Thod chua biét ti 16 mang gen
nén ta udc tinh p = 0,2 va € = 0,25 vi vay cd
mau tdi thiu can 492 ngudi.

Tong ¢& mau du kién 1a 1.209 ngudi. Tuy
nhién trong qua trinh nghién ciu, khi ldy
duoc ¥4 sb mau, ching t6i nhan thiy ty 1&
nguoi mang gen cua 3 dan tdc nay cao hon ty
1& ude tinh ban dau 1a 25%. Vi vay chung t6i
d3 diéu chinh iy giam s6 mau so voi dy kién
ban dau voi tong s miu dat tiéu chuin
nghién ctru 1a 1.105 nguoi.

- Phuong phap tién hanh:

Chon khu vyc noi ma nguodi dan tdc do
song tap trung déng nhat, d6 la: Déan toc
Chut & Quang Binh, dan toc Thd & Nghé An,
dan toc Kho Mu ¢ Nghé An. Chon truong
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16p noi c6 hoc sinh thudc dan toc nghién ctiru
va chon ddi tugng nghién ctru. Tién hanh tap
trung, tu van, thu thap thong tin ca nhin va
ldy mau xét nghiém. Mau duoc phén tich tai
vién Huyét hoc - Truyén mau trung wong vai
cac xét nghi¢ém:

- Tong phén tich té bao bang may dém
ty dong (ngudng gidi han MCV < 85ft va/
hodc MCH< 28pg).

- Dién di huyét sic t6 bang phwong phap
sdc ky 1ong cao ap (HPLC).

- Phat hién cac dot bién gen tong hop
chudi Alpha globin (SEA, THAI, 3.7.4.2,
C2delT, HbCs, HbQs) va Beta globin (Cd17,
Cd 41/42, Cd 71/72, Cd 95, IVSI-1, Cd26
(HbE)) bang k¥ thuat Multiplex PCR, Gap-
PCR, gidi trinh tu gen.

2.3. Mt s6 tiéu chuén chin doan:

- Dot bién a’-thal: dot bién mat ca 2 gen a
trén mot nhidm sic thé (kiéu gen: - -/ aa)[2]:
SEA, THAI

- Dot bién o -thal: 1a cac dot bién lam mat

IIl. KET QUA NGHIEN cU'U

1 gen « trén mot nhidém sic thé (kiéu gen: -
o/aa): 3.7, 4.2, c2delT, HbCs, HbQs [2].

- Dot bién p°-thal: 1a cac dot bién 1am mat
chuc nang gen B-globin [3] Cd17, Cd41/42,
Cd 71/72, Cd95, IVS1-1, IVSI1-5.

- Dot bién B'-thalassemia: dot bién lam
giam chtrc nang gen B-globin [3]: -28,-29, -
88, -90, IVSII-654.

- Mang gen bénh huyét sic t& (HbE):
Cd26 (GAG-AAG) [3].

2.4. Phwong phap xit 1y s6 liéu:

Phan tich s6 liéu bang phan mém thong ké
y hoc.

2.5. Pao dirc nghién ciru: Cic ho gia
dinh ¢ hoc sinh thudc dbi twong nghién ctru
duoc tu van vé bénh 1y Thalassemia, gidi
thich y nghia ctia nghién ciru, dong ¥ tu
nguyén tham gia nghién ctru. Két qua sang
loc dugc thong tin lai cho ddi twong nghién
ctru. Moi thong tin ca nhan dugc bao mat.
Céac sb lidu thu thap dugc chi st dung cho
muc dich nghién ctru.

Bing 3.1. Ty I¢ mang gen thalassemia/huyét sic to

Co S6 nguoi | SO nguoi S6 ngwoi mang gen dot bién
. n miu mang gen mang gen B-globin
Dan toc £
: (n: s6 | tha/HST a-thal (n, B-thal (n, %) | HbE (n, %)
nguoi) (n, %) %) ’ ’
Tho 413 243 (58,8) 68 (16,5) 4 (1,0) 223 (54,0)
Chirt 360 169 (46,9) | 143 (39,7) 17 (4,7) 26 (7,2)
Kho mu 332 125 (37,7) 78 (23.5) 7(2,1) 60 (19,7)
Chung 1105 537 (48,6) | 159 (14,3) 28 (2,5) 304 (27,5)

Nhén xét: Trong 1.105 ngudi ¢6 537 ngudi chiém 48,6% mang gen thalassemia/bénh
HST. Ty I¢ mang gen o-thalassemia 1a 14,3%, mang gen HbE la 27,5 %, mang gen [-
thalassemia la 2,5%.
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Bang 3.2. Ty 18 cic kiéu gen thalassemia ¢ 3 dén tdc

Dén toc Thé Chixt Kho Md Téng cong
(=413~ 360 nguoi) | (n=332nguoiy | - 1103
Kiéu gen nguoi) nguoi)
o’ -Thal 58 (14%) 0 23 (6,9%) 7,3%
o' - Thal 11 (2,7%) 143 (39,7%) 58 (17,5%) 19,2%
B’ — Thal 3(0,7%) 17 (4,7%) 7(2,1%) 2,4%
B*- Thal 1 (0,2%) 0 0 0,1%
HbE 223 (54%) 26 (7,2%) 55 (16,6%) 27,5%

Nhdn xét: Mot s6 dan toc co ty 1€ kiéu gen o’-thal cao nhu Thd (14%), dan tdc co ty 1¢
kiéu gen p’-thal cao 1a dan toc Chut (4,7%), dan toc Tho ¢ ty 16 co HbE rit cao (54%).
Bing 3.3. Cdc kiéu gen a-thal ciia 3 din tic

Dan tge Thé Chit Kho mt Chung (n, %)
Kibu gen (68) (143) (79) (290)
o oo 2 (2,9%) 76 (53,1%) 28 (35,4%) 106 (36,6%)
o2 /oo 1(1,5%) 0 3 (3,8%) 4 (1,4%)
oo /oa 7(10,3%) 27 (18,9%) 23 (29,1%) 57 (19,7%)
o0 0 18 (12,6%) 1(1,3%) 19 (6,5%)
-0 0 22 (15,4%) 1(1,3%) 23 (7,9%)
- - Jaa 55 (80,9%) 0 14 (17,7%) 69 (23,8%)
- - THAL 0, 0 0 7 (8,9%) 7 (2,4%)
- - SEAL 1(1,5%) 0 2 (2,5%) 3 (1%)
- - THALGCSg, 2(2,9%) 0 0 2 (0,7%)

Nhdn xét: Trong s6 nhitng ngudi cé gen o-thal, & dan toc Thé kiéu gen -- >** /aa chiém ty
1é cao nhét 1a 80,9%, dan toc Chut chii yéu 1a kiéu gen -o’/aa chiém ty 1& 53,1%, déan toc
Kho Mu kiéu gen -o’"/aa 14 35,4% va oo /aa 14 29,1%.
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Nhin xét: Ty 18 cac kiéu dot bién cua cac dan toc khac nhau. Dan toc Tho chu yéu la dot
bién SEA (78,9%), dan toc Chutt chi c6 2 loai dot bién 3.7 (73,2%) va HbCs (26,8%). Dén toc
Kho M ¢ 5 loai dot bién, SEA (19,3%), 3.7 (39,8%), HbCs (28,9%), THAI (8,4%); 4.2

(3,6%)
Bing 3.4. Céc kiéu gen beta globin dét bién ¢ 3 dén tjc
Cd17 -28
/ /
B/BCdH B/ BCd41/42 BCdZﬁ B/ BCdZﬁ BCdZﬁ /BCdZG BCdZﬁ
Kho mu (62) | 5(8,1%) | 2(3,2%) 48 (77,4%) | 7(11,3%)
Thé (225) | 2(0,9%) 1 (0,4%) | 175 (77,8%) | 46 (20,4%) | 1(0,4%)
Chit (43) | 17(39,5%) 24 (55,8%) | 2 (4,7%)
Chung (330) | 24 (7,3%) | 2(0,6%) | 1(0,3%) | 247 (74,8%) | 55 (16,7%) | 1 (0,3%)

Nhin xét: Kiéu gen B/BCG&6 chiém ty 1& cao nhét trén 74,8%, trong cac kiéu gen beta
globin dot bién cta ca 3 dan toc, trong d6 dan toc Tho chiém ty 1¢ cao nhat 77,8%. Dan tdc

Chirt kiéu gen /B! cao nhét 39,5%.

IV. BAN LUAN

Theo nghién ctru cua Tong cuc dan sb va
nha & tinh dén T4/2009 thi 3 dan toc thiéu s
1a Kho M1, Thd, Chit sinh sdng tip trung
nhiéu nhit & cac tinh Thanh Hoa, Ngh¢ An,
Quang Binh [4]. Cac dan toc déu séng &
vung co6 bién gidi gidp Lao. Nghién ciu cua
chiing toi vé tinh hinh mang gen Thal/HST &
3 dan toc Kho M, Thd, Chirt cho mot s6 két
quad nhu sau:

Két qua ¢ bang 3.1 va 3.2. Trong 1.105
ngudi, c6 537 ngudi chiém 48,6% mang gen
thalassemia/bénh HST. Ty 1¢ mang gen a-
thalassemia 1a 14,3%, mang gen HDbE Ia
27,5%, mang gen B-thalassemia la 2,5%. Ty
16 mang huyét sic t6 E cao nhat ¢ dan toc
Tho (54%), thip nhét & dan toc Chit (7,2%).
Ty 18 mang gen a-thalassemia cao nhét & dan
toc Chut, Kho Ma va Thé 1an luot 1a 39,7%,
23,5% va 16,5%. Ty 1¢ p —thal thap nhat ¢
dan toc Tho (1%) va cao nhét & dan toc Churt
(4,7%). Két qua nghién ciru nguoi mang gen
o-thal ctia chiing t6i thap hon so véi nghién
clru cua tac gid Suthat Fucharoen and Pranee
Winichagoon (ndm 1992), ty I¢ mang gen o -

62

thal 1a 30 - 40% & mién Béc Thai Lan va
Lao. Ty 1¢ mang gen B — thal tuong ty voi
nghién ctru Suthat tor 1-9% va ty 1¢ HbE
khoang 50 — 60% ¢ khu vuc gilta 3 nudc
Théi Lan, Lao va Campuchia [6].

Ngudi Thé c6 tong sb dan 74.458 ngudi
(ndm 2009) thudoc nhém ngdn nglt Viét
Muong (gém dan toc Kinh, Thd, Chut,
Mudong), cu tri & phia tiy tinh Nghé An gan
bién gidi véi Lao. Theo bang 3.1, 3.2 va 3.3
va biéu d6 3.1 cho thdy dan toc Thd cb ty 16
mang gen thalassemia/HST rat cao 14 58,8%,
chil yéu 1a HbE (54%) va o’ - thal (14%), va
c6 ty 1& thdp mang gen o'~ thal (2,7%), B°-
thal (0,7%) va B'-thal (0,2%). Pic diém
mang gen thalassemia/HST ciia dan toc Tho
voi ty 18 a” - thal cao (14%), gidng dan toc
Muong (16,1%) va ty 1¢ HbE (Cd26) cao
(54%) gidng cac dan toc ¢ Lao, Thai Lan. Co
5 kiéu dot bién a- globin 1a SEA, THAI, 3.4,
42 va HbCs vé6i ty 1& lan luot 1a 78,9%,
2,8%, 42%, 1,4% va 12,7%. Tac gia
Fucharoen and Pranee Winichagoon (nim
1992), ty 1€ mang gen P — thal tir 1-9% va ty
1¢ HbE khoang 50 — 60% ¢ khu vuc giita 3
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nude Thai Lan, Lao va Campuchia [6]. Tac
gid Sayphon Phamany va cong su ciing bao
cao ti 1¢ mang gen thalassemia tai Lao kha
cao (43,5%) voi ty 1€ HbE 1a 20%, ti 1¢ mang
gen o-thal 1a 12,8% va ti 1¢ mang gen B- thal
14 2,82% [7]. Pic diém nguoi dan toc Tho co
xu huéng két hon gan nén c6 nhiéu kha ning
hai nguoi cling mang gen o’ — thal két hon
v6i nhau, mdi lan sinh con, thai phu s€ co
25% nguy co thai nhi bi phu do nhan ca 2
gen bénh o’ — thal tr bd me, thai thuong
khong gitt dwgc cho dén luc sinh, va c6 thé
anh huong dén sirc khoe ciia me néu khong
dugc can thiép kip thoi. Vi vay, nhiing phu
nit dan toc Tho rét can dwoc tuyén truyén
gido duc dé hiéu vé bénh nay dé chu dong di
kham thai tir 3 thang dau va tot nht 1a kham
trudc két hon. Nguoi Thd cé ty 1& mang gen
B-thal thap (1%) vai 2 kiéu dot bién 1a Cd17
va -28, nhung voi ty 1¢ HbE cao (54%), trong
nghién clru nady, ching t6i da gap 2 truong
hop bi B-thal/HbE 1a B<7/pC46 va p28/pci
(bang 3.4), nhu vay mdc du ty 1€ mang gen
B-thal thdp nhung van ¢ sinh con bi bénh
thalassemia.

Dan toc Chit voi sé dan 6.417 nguoi
(2017) ho sbng chi yéu (85%) tai huyén
mién nui phia tiy cua tinh Quang Binh noi
c6 dia hinh ni hiém trd, chia cit. Dan toc
Chit dugc xép vao nhom dan toc rat it
nguoi. Theo bang 3.1, 3.2, nguoi Chit co ty
16 mang gen Thalassemia/ huyét sic t cao 1a
46,9%, trong d6 chi yéu 1a mang gen o-
thalassemia (39,7%), ty 1€ mang gen -
thalassemia va Hb E 1a 4,7% va 7,2%. Dan
toc Chut co dic diém 1a chi mang gen o —
thal (g6m dot bién 3.7 chiém 73,2% va HbCs
chiém 26,8%) ma khong phat hién truong
hop nao mang gen o’ — thal. Pbi v6i Beta
thalasemia, ngudi Chat chi c6 mot kiéu dot
bién (100%) 1a Cd17 (B°-thalassemia). Mic

di ty 1& gen o'-thal rit cao trong dan toc
Chut, nhung néu ngudi dan toc Chut két hon
v61 nhau thi s€ khong c6 nguy co sinh con bi
bénh alpha thalassemia, khong c6 nguy co
thai nhi bi phu do Hb Bart. Tuy nhién, véi ty
1&¢ mang gen p’-thalassemia 14 4,7% va HbE
14 7,2%, thi nguoi dan toc Chut néu két hon
v6i nhau s€ c6 nguy co sinh con bi bénh
thalassemia (B°/B° thal hodc B thal/HbE) co
mirc d0 trung binh dén ning. Nhitng ngudi
bénh ¢ thé bénh nay s& phai phu thudc didu
tri truyén mau dinh ky tai bénh vién. Véi dic
diém noi sinh sdng ciia nguoi Chit rat kho
khin va xa x61i, néu c6 ngudi bi bénh thi kho
duoc tiép can diéu tri, s& anh hudng dén chit
lwong cudc sdng va noi gidng dan toc.

Nguoi Kho Mu 1a sic toc sinh séng som
nhat tai Lao, cung v&i ngudi Mon tai Thai
Lan va ngudi Muong tai Viét Nam tao nén
nhitng cong dong cu dan ban dia sém nhét &
khu vuc. Theo bao céo téng didu tra dan sb
va nha ¢ ndm 2019, nguoi Kho Mu ¢ Viét
Nam c6 dan s 90.602 ngudi, sdng tap trung
tai tinh Nghé¢ An chiém 50% va Thanh Hoa.
Nguoi Kho Mu c6 ty € mang gen
Thalassemia/HST chung 1a 37,7% trong d6
o’ - thal 1a 6,9%, B’ -thal 1a 2,1% va HbE la
16,6%. Dan toc Muodng sdng tap trung chu
yéu 0 Thanh Hoa, Hoa Binh, Phui Tho, Son
La; theo nghién ctru cua Vién Huyét hoc
Truyén mau TW niam 2017 & dan toc
Muong, ty I¢ mang genThalassemia/HST la
38% trong d6 o’ - thal 1a 16,1%, B° -thal 1a
5,7% va HbE 1a 17,9%. Nhu vay, mac du
Kho Mt va Mudng déu 14 dan ban dia gbc ¢
cung khu vuc, ty 1€ mang genThalassemia/
huyét sic t6 cia dan toc Kho Mu tuong
duong v6i dan toc Muong, tuy nhién ty 1¢
cac loai dot bién o - thal va B° -thal & dan toc
Kho Mu thap hon ¢ dan toc Muong, diéu ndy
c6 thé 1a do vi tri dia 1y noi cu tra cia
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Muong c6 xu huéng ra mién nai phia bic
Viét Nam. Theo bang 3.2, 3.3, 3.4 va biéu dd
3.1 cho thiy ngudi Kho Mu da dang kiéu gen
voi ty 18 o — thal 1a 23,5%, gdm 5 loai dot
bién 1a SEA, THAL 3.7, 4.2 va HbCs vdi ty
1¢ twong duong 1a 19,3%, 8,4%, 39,8%, 3,6%
va 28,9%; ty 1& p° -thal 1 2,1% véi 2 kiéu
dot bién 1a Cd17 va Cd41/42. Nguoi Kho
M c6 tap quan 1a két hon gan, trong khu
vuc sinh song. Néu nhitng nguoi o -
thalassemia (HbCs) két hon voi o -
thalassemia thi ty 1¢ sinh con bi HbH (HbCs)
¢6 biéu hién 1am sang thiéu mau mirc do tir
nhe dén nang. Nhitng ngudi mang gen B’ -
thal két hon voi ngudi mang HBE thi c6 nguy
co sinh con bi bénh P thal/HbE, thé bénh nay
c¢6 muc d6 thiéu mau trung binh dén ning.

V. KET LUAN

Két qua nghién ctru khao sat ty 1& mang
gen Thalassemia/bénh huyét sic t6 3 dan toc
Thé, Chit, Kho Mt ¢ Bic trung bo cho théy
ty 1€ mang gen bénh Thalassemia c6 su khac
nhau gitra cac dan tdc.

- Dan toc Tho, Chut, Kho Mu déu c6
ngudi mang gen bénh Thalassemia/huyét sic
t6 voi ty 1& cao lan luot 58,8%; 46,9% va
37,7%;

- Kiéu gen bénh Thalassemia ciia 3 dan
toc rat khac nhau, cu thé: Dan toc Théd co ty
¢ mang gen a-thal cao (14%) va HbE cao
(54%), B-thal thip (1%); dan toc Chit co ty
16 mang gen p’-thal cao (4,7%), o -thal cao
(39,7%), khong c6 ngudi mang gen a’-thal.
Dan toc Kho Mu c6 du cac dang dot bién gen
globin o’-thal (6,9%), o -thal (17,5%), B‘-
thal (2,1%) va HbE (16,6%)

- C6 4 kiéu dot bién trén gen p- globin:
Cd41/42, Cd17, Cd26, -28. C6 5 kiéu dot
bién trén gen a-globin 1la SEA, THAI, 3.7,
4.2 va HbCs.
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KHAO SAT PAC PIEM MANG GEN THALASSEMIA
VA BENH HUYET SAC TO & 16 DAN TOC
THUQC VUNG DUYEN HAI NAM TRUNG BO VA TAY NGUYEN

Bach Quéc Khanh, Nguyén Thi Thu Ha,

Vii Hii Toan, Ng6 Manh Quén, Lé Thi Thanh Tam,
Lé Xuén Hai, Dwong Qudc Chinh, Nguyén Anh Tri(*)

TOM TAT

Muc tiéu: Xéc dinh ty 18 va dic diém kiéu dot
bién gen Thalassemia va bénh Huyét sic t6 ¢ 16
dan toc thudc vung Duyén hai Nam trung bd va
Tay Nguyén. P6i twong va phwong phip
nghién ciru: Nghién ctru m ta cit ngang 7.079
nguoi thugc 16 dan toc & 8 tinh thudc wvung
Duyén hai Nam trung by va Tay Nguyén. Két
qua: Ty 1é ngudi mang gen Thalassemia/ Huyét
sdc t chung 1a 60,5% (24% - 88,6%); 3 dan toc
c6 ty I¢ mang gen cao la Raglai (88,6%), Chu Ru
(83,9%), E d¢ (80,1%); 3 dan toc c6 ty 1é mang
gen thap nhat trong nhém 16 dén toc ciia nghién
ctru 1an Iuot 1a Cham (38,1%), Co Tu (29,4%) va
Gié Triéng (24,9%). Cac dan toc chi yéu mang
gen o thalassemia (50,3%) va HbE (25,8%), ty
1¢ mang dot bién ning rat thip o’-thalassemia
(0,8%), B’-thalassemia (0,1%). Két luan: Ty 1&
mang gen Thalassemia va bénh Huyét sic td ctia
16 dan toc ¢ 9 tinh thudc vung Duyén hai Nam
trung bo va Tay Nguyén déu rit cao, trong d6
chii yéu 1a cac dot bién o'thalassemia va HbE.
Phat hién 1 ty 1€ nhd nguodi bi bénh Alpha
Thalassemia va Beta thalassemia/HbE trong cong
dong.

Tiw khoa: Thalassemia, bénh Huyét sdc o,
duyén hai mién trung, tdy nguyén, tan mau bam
sinh.

(¥)Vién Huyét hoc — Truyén mdau TW
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Ngay nhan bai: 08/4/2021
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SUMMARY
THE STUDY ON THE PREVALENCE OF
THALASSEMIA/HEMOGLOBINOPATHY
AMONG THE 16 ETHNIC
MINORITIES IN SOUTHERN
CENTRAL COAST AND CENTRAL
HIGHLAND VIETNAM
Objectives: Determining the rate and
characteristics of the Thalassemia genetic
mutation and Hemoglobin disease among 16
ethnic groups in the South Central Coast and the
Central Highlands. Objects and research
methods : The population of the study is 7.079
people with 16 ethnic groups in 8 provinces in
the South Central Coast and Central Highlands.
Results: Percentage of people carrying the
Thalassemia/ hemoglobinopathy was 60,5%
(24% - 88.6%); 3 ethnic groups with high rate of
genetic carrier are Raglai (88.6%), ChuRu
(83.9%), E dé (80,1%); The 3 ethnic groups with
the lowest rate of carrier in the group in the study
are Cham (38.1%), Co Tu (29.4%) and Gie
Trieng (24.9%). These ethnic groups mostly
carry the a “thalassemia (50,3%) and HbE
(25,8% ), the rate of carrying a °-thalassemia
(0.8%) and B °-thalassemia (0.1%) is very quiet
low. Conclusion: Rate of the Thalassemia and
Hemoglobinopathy carriers among 16 ethnic
groups in 8 provinces ofthe South Central
Coast and the Central Highlands is very high, of
which the mutations are mainly a *thalassemia
and HbE. Detecting a small percentage of people
has Alpha thalassemia (HbH) and beta
thalassemia/HbE in the community.
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Keywords: Thalassemia, Hemoglobinopathy,
South Central Coastal, Central Highland.

I. DAT VAN DE

Thalassemia 13 bénh thiéu mau tan mau di
truyén bam sinh phd bién nhét trén thé gidi,
trong d6 c6 Viét Nam va tap trung chu yéu &
cac dan toc thiéu sb. Khu vuc Duyén hai
Nam Trung B va Tay Nguyén gdm 13 tinh,
thanh véi dan s6 khoang trén 15 triéu ngudi
(chiém 16% dan sb ca nudce), co hon 40 dan
toc cung sinh sdng. Hién tai chwa c6 nghién
citu ndo khao sat vé ty 1¢ mang gen
Thalassemia ctua khu vyc nay, vi vy, chung
toi thuc hién nghién ctru véi muc ti€u: “Xdc
dinh ty I¢é va dac diém kiéu dot bién gen
Thalassemia va bénh Huyét sdc t6 ¢ 16 ddn
toc thuoc vung Duyén hai Nam trung bo va
Tdy Nguyén”.

II. Ol TUQNG VA PHU'ONG PHAP NGHIEN CU'U

Poi twgng nghién ciru

Gdm 7.079 hoc sinh thudc 16 dan toc &
cac tinh thudc khu vuc Duyén hai Nam trung
bd va Tay Nguyén tham gia nghién ctru: Hré
(567), Cham (543), Xo bang (509), Raclay
(500), Gié Triéng (477), Co (474), Ba Na
(463), Gia Rai (460), Co Tu (445), Bru —
Van Kiéu ( 429), M nong (415), Co Ho
(401), Ta Oi ( 368), Chu Ru (330), E Dé
(272), Ma (426).

Tiéu chuin chon miu

C6 cha me cung déan toc. Trong thoi diém
nghién ctru khong co cic biéu hién st
nhiém trung hodc bénh 1y khic. Ty nguyén
tham gia nghién ctru

Thoi gian: tir thang 1/2017 dén thang
12/2017

Pia diém nghién ctu: Tai cic trudng
THPT/ THCS tai cac tinh c6 nguoi dan tde
song tap trung nhidu nhét tai cac tinh Quang
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Tri, Quang Nam, Quang Ngii, Ninh Thuan,
Kon Tum, Gia Lai, Dic Lk, LAm Déng. Xét
nghiém thyc hi¢n tai BVDK tinh va Vién
Huyét hoc — Truyén mau Trung Uong.

Phuong phap nghién ciru

Thiét ké nghién ciru: M5 ta cit ngang co
phan tich

C& miu va phwong phip chon miu

C& mau duoc tinh theo cong thirc uwdc
luong cho 1ty 1¢

p(1-p)

(p X €)°

V&i mic y nghia théng ké a = 0,05
c6 Z° 1.2=1,96.

Hé s6 thiét ké: Do lya chon mau chum
nén chung t61 lya chon hé s6 thiét ké 1a 2.

Céc déan toc da biét ty 1& mang gen: Di
v6i E Bé, chon p = 0,32 va M’ Néng chon p
= 0,24 (Theo nghién ctru cua Sean’Riordan —
2010). Cac dén toc chua biét ty 16 mang gen:
C& mau dugc tinh riéng theo timg dan tdc
hodc nhom dan toc c¢6 nguy co va dan sb
khéc nhau:

= Nhom dan toc co ty 1& két hon can
huyét > 10%: p=0,3; € = 0,25, c6 6 dan toc
Bru — Van Kiéu, Ta Oi, Co Tu, Co Ho, Chu
Ru, Ma, ¢& mau mdi dan toc 1a 287.

= Céac dan toc thiéu s6 con lai: Udc tinh
ty 16 mang gen p = 0,25 (€ = 0,25), ¢& mau
mdi dan toc 1a 369.

Nhu vay: Tong sb ¢& mau can c6 tdi thiéu
la 5.324 nguoi

Thuc té thu duge 7.079 miu va ¢& mau
ctia mdi dan toc déu vuot sb luong yéu cAu
tdi thiéu.

Phwong phap tién hanh

Hoc sinh dugc tap trung, tu van va to

_ 2
n= VAR,

chirc thu thap thong tin ca nhéan, iy mau xét
nghiém. Mau nghién ciru dugc lam xét
nghiém tong phan tich té bao mau bang may
dém té bao ty dong, sinh hda mau (sit huyét
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thanh bang k¥ thut so mau, ferritin bang k¥
thuat mién dich hoa phat quang), xét nghiém
thanh phan huyét sic t6 bang k¥ thuat sic ky
léng hi¢u nang cao (HPLC). Xéc dinh dot
bién gen bang ky thuat Multiplex PCR, GAP
— PCR, x4c dinh cic dot bién gen tong hop
chudi alpha globin, chudi beta globin.

Tiéu chuén chin dosn

Co6 mang gen alpha thalassemia: C6 > 1
dot bién; mang gen o° khi xac dinh co SEA,

IIl. KET QUA NGHIEN cU'U

THAI; o khi x4c dinh c6 dot bién 3.7, 4.2,
HbCs, HbQs.

Co6 mang gen beta thalassemia: C6 > 1 dot
bién; mang gen B° khi xac dinh c6 Cdl17,
Cd41/42, Cd 71/72, TVS1-1, IVS1-5; mang
gen B': -28, -88, -90.

Mang gen bénh huyét sic té (HbE): Cd26
(GAG —AAG).

Phén tich va xir Iy s6 liéu

Phan mém Excel 2010

Bdng 3.1. Ty 1¢ nguwoi mang gen Thalassemia/HST ¢ cdc ddn toc ving Duyén hdai Nam

trung b va Tdy Nguyén

C!lung Alpha 0 | Alpha+ | Beta0 [Beta+ | HbE |Phdi hop o-
] DA TS L | 0o | 0% | 0% | 0% e )
1 (Ejfgg) (g‘g’?’@ 1(0,2) 1426(852)|1(02) | 0 [156(31,2) | 141 (28,2)
2 (ii‘;i)‘; (537,79) 4(12) [234(709) | o0 0 [130(39,4)| 89 (27,0)
3 (nﬁzzdfz) (82(;,51) 4(1,5) [177(651)| 0 0 |135(49,6)| 97 (35.7)
4 \8242196)11 (332,) 2(0,5) [266(62,0)| 0 0 [226(52,7)| 152 (35,4)
5 (ni\fé 6 (33956) 11(2,6) [296 (69.5)| 0 0 |132331) | 91228
6 xj’% (;’;66) 8(1,9) [296(713)| 0 0 |140(33,7)| 111 (26,7)
7 (52“’41(’)‘;) (;’ffé) 5(1,3) [250(62,3)| 0 0 |125(312)| 79(19,7)
8 (12‘3(2;) (721’57) 3(0,8) [233(633)]2(0,5) | 0 [146(39,7) | 107 (29,1)
9 (354123; (3;2) 1(0,2) 266 (57,8)| 0 0 |179(38,9) | 109 (23,7)
10 (nlizlg) (2922) 4(0,9) [282(60,9)| 0 0 [89(192) | 53(11,4)
11 (nESrZ7) 27248)| 0 [220(38,8)| 0 0 [77(13,6) | 25(4.4)
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12 )((lfjggsg (31;77) 1(0,2) [173(34,0)[1(02) | 0 | 44(8,6) | 22(4,3)
13 Co (n=474) (3188,‘;) 9(1,9) [107(22,6)[1(0,2) | 0 [92(19,4) | 24(5,1)
14 (ncffg) (322?971) 9(1,7) |142(26,2)| © 0 [74(13,6) | 18(3,3)
15 (IS:‘ZZ‘;) (21;’;) 102 [97(21,8) [1(0,2) | 0 |53(11,9) | 19(4,3)
16 G(ijzar;é;r)lg (21;’99) 0(0) |96(20,1) [2(0,42)| 0 |27(57) | 6(1,3)

a0 605 B0 | Gon [P0V | 0 | o5y | gew

Ty 1¢ mang gen Thalassemia/HST cua 16 dan tdc ¢ Duyén hai Nam trung by va Tay
Nguyén cao; ty 1é mang gen trung binh 1 60,5% (thap nhit 1a 24,9% va cao nhét 1a 88,6%).
C6 10/16 dan toc co ty 1& mang gen trén 69%. Ty 1¢ mang gen o -thalassemia cao chiém
50,3%, mang gen HbE c6 ty 1& 25,8%, ty 1¢ mang gen la p°-thalassemia thap 14 0,1%.

Bing 3.2. Diic diém cdc dit bién gen a globin ¢ cdc din tjc ving Duyén hdii Nam trung

bg va Tay Nguyén

) Ty 1@0/,0 Ty 1@0/,0 e v Ty 18
Kiéu gen 50 tr.o xng cac trf)xng cac Alen dt bién 50 trong. cac &
lwgng | ki€u gen| ki€u gen lwgng alen DB trong
PB PTNC PT NC
o> oo 1645 | 458 233 3.7 2954 | 66,8 | 41,7
o“o/aa 1065 | 29,7 15 HbCS 1383 | 31,3 | 19,5
o0 487 13,6 6,9 SEA 61 1,4 0,9
-7/ 0%a 315 8.8 4,5 4.2 17 0,4 0,24
.t 41 1,1 0,6 HbQs 2 0,05 | 0,03
o/ 14 0,4 0,2 THAI 2 0,05 | 0,03
SEA J o 19 0,5 0,3
--THAL /655 2 0,06 0,03
-0/ 0%a 1 0,03 0,01
- a%a 1 0,03 0,01
-0/ 0a 1 0,03 0,01
SEAL g2 1 0,03 0,01
Téng kiéu gen BDB| 3592 | 100 50,7 | Tongalen DB | 4419 100 | 62,4
oo/ 3487 49,3
Téng cong 7079
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Phat hién 12 kiéu dot bién gen alpha thalassemia, trong do kiéu gen o> /oo va oo/
nhiéu nhit chiém ty 18 1an luot 1a 45,8% va 29,7%. Cac Alen dot bién 3.7, HbCs c6 ty 1& cao
lan luot 13 66,8%; 31,3%. Ty 1€ allen o’-thal rat thép, chi ¢6 0,9% trong cong déng. Co 22

truong hop bi bénh Alpha Thalassemia chiém 0,3% (-

_ SEA/_(X3.7 _ THAI/aCs SEA/_(X4.2)
, .

ova --

Bing 3.3. Pdc diém cdc dpt bién p globin ¢ cdc din toc viing Duyén hii Nam trung b

va Tdy Nguyén

vlé © ) vlé ©
Tyl¢ % | Tylé¢ A) ) . Ty 1€ % TV 18 %
. X ; trong trong cac | Alen dot So trong
Kiéugen |Solwong | , 3 .z . % . trong
cac kiéu | Kki€u gen bién lwgng | cac alen PT NC
gen DB NC bB
B2/ B 1606 83,7 22,7 Cd26 2042 99,6 28,9
pCa6/paze 217 11,2 3,1 IVS1-1 3 0,15 0,04
B/ B 1 0,05 0,01 Cdl17 2 0,09 0,02
pedl/praze 1 0,05 0,01 Cd41/42 1 0,05 0,01
pei e/ g 1 0,05 0,01 IVS1-5 1 0,05 0,01
B3/ B 1 0,05 0,01 IVS2.654 1 0,05 0,01
pYs/ B 3 0,16 0,04
IVSZ.654/
Cd26 1 0,05 0,01
Tong kiéu Tong alen
gen DB 1831 100 27,3 DB 2050 100 28,95
B/P 5248 72,7
Téng sb 7079

C6 8 kiéu gen B-globin dot bién, kiéu gen B/B*® 1a phd bién nhat (83,2%). Trong cac dot
bién gen p-globin, dot bién Cd26 (HLE) 1a chu yéu (99,6%), cac dot bién p-thal rat thap, dudi

0,1% trong cong dong.

IV. BAN LUAN

Khu vuc Duyén hai Nam Trung bg va Tay
Nguyén 13 noi tap trung sinh sdng cta hon
40 dan toc thiéu s, bao gém cac dan toc ban
dia va 1s6 dan toc di cu tir cac khu vuce khac.
Nhiing dan toc ban dia & day la Raglai, Bru
Van Kiéu, Hre, Xo Ping, Ba Na, Co, Ta 6i,
Gia Rai, ChuRu, Co Ho, E dé, Mnong,
Cham, Co Tu, Gi¢ Triéng, Ma; cac dan tdc di
dan tor mién Bic dén nhu H’mong, Thai,
Muong, Dao, Hoa, Nung, Tay. Vé dia 1y,

Duyén hai Nam Trung b c6 1 bén 1a bién, 1
bén 1a cac la cac tinh Tay Nguyén; con Tay
Nguyén c6 bién giéi tiép gidgp voéi
Campuchia va BDong Nam B¢. Nghién cuu
ctia chiing ti trén nhirng ngudi dan ¢ bd me
cung dan tdc, nén ho la nhling nguoi cod
nguodn gdc tai dia phurong nay.

Két qua ciia nghién ciru & bang 3.1 cho
thiy 16 dan toc ¢ ving Duyén hai Nam
Trung bd va Tay Nguyén co6 ty 1€ nguoi
mang gen Thalassemia/ Huyét sic to rét cao,
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trung binh 1a 60,5%. 3 dan tdc co6 ty 1¢ mang
gen cao nhat 1a Raglai (88,6%), Chu Ru
(83,9%), E dé (80,1%); 3 dan tdc co ty 1¢
mang gen thap trong nhom 1a Cham (38,1%);
Co Tu (29,4%); Gié Triéng (24,9%). Céac dan
toc chu yéu mang gen o thalassemia
(50,3%) va HbE (25,8%), ty 1¢ mang gen a’-
thalassemia 13 0,8% va p’-thalassemia 0,1%.
C6 16,1% s6 ngudi mang dong thoi ca gen o
-thalassemia va HbE.

Tai cac khu vuc ndy, ty 1&é mang gen a'-
thalassemia va HbE cua cac dan tdc lAn luot
14 50,3% va 25,8%. Trong tong sd cac miu
nghién ctru chi c¢6 0,9% mang gen ao’-
thalassemia va 0,1% mang gen B°-
thalassemia. Cac kiéu gen c6 ty 1& cao va phd
bién nhit & o’ /oo (45,8%), oow/oo
(29,7%), B/ B (83,2%). Dan toc Raglai c6
ty 16 mang gen HbE la 31,2% va Beta
thalassemia 1a 0,2%. Ty 1¢& nay tuong dong
v&i nghién curu cia S. O'Riordan, ty 1¢ HbE &
dan toc Raglai 1a 14,4% va Beta Thalassemia
la 0,1%[1]. Trong nghién ctru cua ching toi,
ty 1¢ mang gen cua dan toc E Dé va dan toc
M’nong lan luot 1a 80,1% va 78,3%. Két qua
nay phi hgp véi nghién ctru ctia Tran Thi
Thty Minh (2015), cho thiy ty 1¢ mang gen
alpha thalassemia & nguoi E Dé 1a 32,7% va
M’ndng 1a (18,6%)[2]. Ty 1¢ nguoi E dé va
M’néng mang gen alpha thalassemia trong
nghién ctru cia chung t6i cao hon cua tac gia
Tran Thi Thuy Minh c6 thé 1a do trong
nghién ctru cia Tran Thi Thuy Minh dung
ngudng sang loc MCV < 80 fl nén co thé bo
sot kha nhidu ngudi mang dot bién nay. Theo
nghién ciru cia Nguyén Thi Thu Ha cho thiy
v6i ngudi mang gen o thalassemia chi 20,9%
c6 MCV < 80 fl, va 62,8% MCH < 27pg, c6
62,8% co gia tri MCV trong khoang 80 — 85
fl, 27,9% c6 MCH trong khoang 27 — 28pg
[3].
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Chiing t6i nhan thay Raglai v Chim la
cac dan toc co cung ngudn gbe. Tuy nhién
dic diém mang gen bénh cia 2 déan toc ndy
lai ¢6 sy khac nhau rd rét, dan toc Raglai co
ty 16 mang gen rat cao 88,6%, con dan tdc
Cham lai thdp hon 1a 38,1%. Diéu d6 ching
to rang, ty 16 mang gen bénh Thalassemia/
Huyét sic t khong hoan toan phu thudc vao
ngudn gbe dan toc, hé ngdn ngit ma con phy
thudc vao tinh dia du.

Dot bién o’-thalassemia (dot bién SEA,
THAI) gap ¢ 14/16 cac dan toc, tuy nhién
voi ty 1¢ thap dudi 3%. Nhu vay, néu ngudi
dan cta nhitng dan toc nay két hén voi nhau
thi nguy co bi phu thai (-->**/--55%) thap. Tuy
nhién, ty 1¢ cac alen dot bién 3.7 va HbCs
cao lan luot 13 66,8% va 31,3% trong téng s6
cac alen dot bién; va chiém ty 1& 41,7% va
19,5% trong tong sd ddi tuong nghién ciru.
Do vay kha nang nhiing truong hop mang
gen o’-thalassemia két hon véi nhirng ngudi
mang gen o -thalassemia (3.7; 4.2; HbCS)
lai kha cao, nhiing cip vo chdng nay s& co
nguy co sinh con bj bénh HbH v&i kiéu dot
bién -->** /aa, c6 biéu hién 1am sang tir nhe
dén ning hoic bénh HbH véi kiéu dot bién -
S SEALL T - S SEA Lo thuong c6 biéu hién
thiéu mau nhe. Vi vay, trong nghién ciru ndy
chiing t61 da phat hién 15 truong hop bi bénh
Alpha Thalassemia, day cling la nhitng bénh
nhan thé nhe, khong phu thudc truyén mau,
chiém 0,5% véi cac kiéu gen - - SEA o7 -
THAL (Cog - - SEAY g2

Ty 1&¢ dot bién B’-thalassemia (dot bién
CD17, CD41/42, 1VS2-654; IVS1-1, IVSI1-
5) chiém 0,1%; tuy khong phat hién cac dot
bién PB' -thalassemia nhung ty 1& alen dot
bién CD26 (HbE) cao chiém 99,6 % trong
tong sd cac alen dot bién va 28,9% trong
téng sb ddi twong nghién ctru. Vi vy trudng
hop mang gen p’-thalassemia két hon véi
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nhitng ngudi mang gen HBE thi van c6 nguy
co sinh con bi bénh Beta Thalassemia/HbE
v6i biéu hién 1am sang tur nhe dén nang,
trong nghién ctru cua chung t6i gap 2 trudng

hop chiém 0,1% bi bénh Beta
Thalassemia/HbE ~ v&i  cac  kiéu gen
BCdl7/BCd26 va kléu gen BIVSZ-654/ BCd26' Tuy

nhién ty 1& p’-thalassemia thip 1 0,1% nén
nguy co sinh con bi bénh Thalassemia thudc
thé phy thudc truyén mau ¢ nhitng cip vo
chdng cuing dan toc 1a thip.

Ty 1¢ cac alen dot bién 3.7, HbCs va HbE
cao lan luot 1a 41,7; 19,5% va 28,9% trong
téng s6 dbi twong nghién ctru, tuy nhién véi
dic diém cac dot bién nay la dot bién nhe
nén mac du 1a ddng hop tir /B, -o*7/-
o’ hodc di hop tir kép nhu -’/ a“o... ciing
khong gy nén biéu hién l1am sang. Nhiing
ngudi nay khong thiéu mau hodc thiéu mau
rt nhe.

Khu vuc Duyén hai Nam Trung bg va Tay
Nguyén tiép giap v6i Lao, Campuchia va la
clra ngo ra bién cua Thai Lan, chung t61 nhan
thiy két qua cia nghién ctru ctia chung toi
cling phu hop voi cac nghién ciru cia 1 sb
nuée trong khu vic Pong Nam A nhu bao
cao cua Suthat Fucharoen and Pranee
Winichagoon (ndm 1992), ty 1¢ mang gen
alpha thalassemia 1a 30 - 40% & mién Bic
Thai Lan va Lao, ty I&¢ mang gen beta
thalassemia tur 1-9% va ty 1&¢ HbE khoang 50
— 60% 0 khu vuc gitra 3 nudc Thai Lan, Lao
va Campuchia [4]. Nghién ctru cia Savongsy
O1, Fucharoen S (2008) vé ty 1& mang gen
bénh thalassemia/HST cua phu nit & Lao cho
thdy ty 16 mang gen alpha, beta thalassemia
va HbE 1a 12,7%, 3.6% va 30,2%. [5]. Két
qua nghién cuou cua Munkongdee &
Campuchia vdi ty 1€ mang gen bénh chung 1a
62,7%, trong d6 ty 1&¢ HbE (13,9% - 33,1%)
[6].

Pic diém ty 16 mang gen alpha
thalassemia va HbE cao trong cac dan tdc
Duyén hai Nam trung by va Tay Nguyén c6
lién quan dén dich t& sot rét. Mot sb tinh &
vung Duyén hdi Nam Trung bd nhu Ninh
Thuan, Quang Binh, Quang Tri, Quang Nam
va mot sb tinh & Ty Nguyén nhu Kon Tum,
Gia Lai, Pic Lak, Déc Nong, Lam Déng déu
14 noi ting c6 dich sét rét Iru hanh cao [7].
Theo nghién clru cia Wambua S, Mwangi
TW va cong su cho thiy ngudi mang gen o'
thalassemia (dong hop tir hodc di hop tir)
midc du bi nhiém Plasmodium falciparum
nhung khong cé triu chimg lam sang [8].
Tac gid Kesinee Chotivanich va cdng su
nghién ctu trén in vitro sy xam nhap cua
Plasmodium falciparum vao cac hong cau co
cac thanh phan huyét sic té khac nhau (binh
thuong —HbAA; bat thuong HbH, AE, EE,
HCS, B-thalassemia E) cho thiy ty 1¢ hong
cdu c6 huyét sic t6 bat thuong bi
Plasmodium falciparum xam nhép thap hon
s0 v6i hong cau binh thuong. Pic biét hong
cau HbAE c6 kha ning khang lai sy xam
nhép ctia ky sinh tring s6t rét 1a cao nhat [9].
Nhu vay, qua nghién ctru nay, chiing toi
nhan thiy ngudi dan sdng ¢ ving dich té sbt
rét c6 ty 16 mang gen o'-thalassemia va HbE
cao hon hin cac khu vuc khong cé dich té
sOt rét.

Ty 1é mang gen thalassemia/Huyét sic to
cta 16 dan toc thudc vung Duyén hai Nam
Trung bd va Tay Nguyén tuy rat cao, nhung
da phan déu 1a cac dot bién gen globin nhe
do d6 viéc két hon gan trong cac dan toc ndy
véi nhau thi nguy co sinh con bi bénh
Thalassemia mirc d6 ning thap hon so vdi
cac khu vyc khac. Tuy nhién, khu vyc Tay
Nguyén cé sé dan sinh song 1a 5.107.437, va
c6 mot lwong kha 16n nguoi dan toc & Béc
B¢ di cu vao nhu H’modng (48.877 - 0,96%),
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Thai (40.556 - 0,8%), Muong (35.544 —
0,7%), Dao (35.176 — 0,69%), Hoa (23.882 —
0,47%), Nung (15.362 — 0,3%), Tay (14.798
— 0,29%) [10]. Cac dan tdoc Thai, Muong,
Dao, Tay, Nung tir Mién Béc c6 ty 1& mang
gen o’-thalassemia va p’-thal kha cao, nén
néu nguoi dan toc thiéu sb & Tay Nguyén két
hén véi cac dan toc & mién Bic di dan thi s&
c6 nguy co sinh con bi HbH va Beta
thal/HbE, 1a nhiing bénh nhan Thalassemia
c6 thé phai diéu tri truyén mau.

V. KET LUAN

Qua khao sat trén 7.079 nguoi ¢ 16 dan
toc sinh séng chi yéu tai Duyén hai Nam
Trung bo va Tay Nguyén cho thay tinh trang
mang gen bénh Thalassemia/HST rit cao véi
ty 1€ chung la 60,5%. Ty 1¢ mang gen o-
thalassemia cao chiém 51,1%, HbE co ty 1€
25,8%, ty 1& mang gen P-thalassemia thip
0,1%. Ty 1& mang gen a-thalassemia phoi
hop HbE 1a 16,2%. Nghién ctu cling phat
hién 1 ty 1€ nho nguodi bi bénh Thalassemia
trong cong dong.
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PAC PIEM MANG GEN BENH THALASSEMIA VA HUYET SAC TO CUA
3 DAN TOC CHO RO, KHMER VA STIENG & MIEN NAM VIET NAM

Bach Quéc Khanh, Vii Hai Toan,

Nguyén Thi Thu Ha, Dwong Qudc Chinh, Lé Xuin Hai,

TOM TAT

Muc tiéu nghién ciru: Xac dinh dic diém
mang gen bénh Thalassemia va HST cua ba dan
toc Cho Ro, Khmer; Stiéng. Pdi twong nghién
clru: nghién ctru mo ta cat ngang. Két qua: Ty
1€ mang gen cua ca 3 dan toc déu cao, cu thé dan
toc Stiéng 1a 78%, Cho Ro 73,6% va Kho Me la
43,8%. Ty 1€ mang gen a-thal cia dan toc Cho
Ro, Stiéng va Khmer lan luot 1a 62,5%, 59,8%
va 20%. Ty 1& cac kiéu dot bién a-globin cua dan
toc Cho Ro 1a 3.7 (82,1%), HbCs (14,2%), SEA
(3,2%), 4.2 (0,5%). Ty 1& cac kiéu dot bién o-
globin cta dan toc Stiéng la 3.7 (82,7%), SEA
(13,5%), HbCs (3,8%). Ty 1é cac kiéu dot bién o-
globin ctia dan toc Khmer 1a 3.7 (57%), HbCs
(22,8%), 4.2 (10,1%), SEA (8,9%), C2delT
(1,3%). Ty 1¢ mang gen HbE cua dan toc Cho
Ro, Stiéng va Khmer lan luot 1a 38%, 54,9% va
29,7%. Ca 3 dan toc déu khong phat hién dot
bién B-Thal. Két luan: Ca 3 dan toc & Nam bo
déu co ty 1&é mang gen bénh Thal/HST kha cao
(43,8% dén 78%). Chi mang gen a-thal (45,7%)
va HbE (36,7%). Khong thiy truong hop nio
mang gen B-thal.

Tir khéa: thalassemia, bénh huyét sic td, dan
tdc Cho Ro, Khmer, Stiéng,

(¥)Vién Huyét hoc — Truyén mau Trung wong
Chiu trach nhiém chinh: Nguyén Thi Thu Ha
Email: nguyenthuhanihbt@gmail.com

Ngay nhan bai: 08/4/2021

Ngay phan bién khoa hoc: 08/4/2021

Ngay duyé¢t bai: 19/4/2021

Nguyén Thi Thu Ha, Nguyén Anh Tri(*)

SUMMARY

STUDY ON CHARACTERISTICS OF
THALASSEMIA/HEMOGLOBINOPATHY
IN ETHNIC MINORITIES: CHO RO,
KHMER, STIENG IN SOUTH OF
VIETNAM

Objectives: Identifying the thalassemia/
hemoglobinopathies prevalence and genetics
mutations of the 3 ethnic minorities Cho Ro,
Khmer, Stieng in Southern Vietnam. Methods:
Cross-sectional  descriptive  study. Results:
Prevalence of thalassemia/hemoglobinopathies of
Cho Ro, Stieng and Khmer are 73.6%, 78% and
43.8%, respectively. Prevalence of a-thal in Cho
Ro, Stieng and Khmer ethnics are 62.5%, 59.8%
and 20%. Propotion of a-globin mutations in Cho
Ro are 3.7 (82,1%), HbCs (14.2%), SEA (3.2%),
4.2 (0,5%). Propotion of a-globin mutations in
Stieng are 3.7 (82.7%), SEA (13.5%), HbCs
(3.8%). Propotion of o-globin mutations in
Khmer are 3.7 (57%), HbCs (22.8%), 4.2
(10.1%), SEA (8.9%), C2delT (1.3%).
Prevalence of HDBE in Cho Ro, Stieng va Khmer
are 38%, 54.9% and 29,7% respectively. The B-
thal mutation did not be detected in 3
populations. Conclusions: All 3 ethnics group of
Cho Ro, Stieng and Khmer in Southern Vietnam
have a high rate of Thal/hemoglobinopathy
carriers (from 43.8% to 78%). The majority are
a-thal (45.7%) and HbE (36.7%). Didn’t find
anyone carrying B-thal gene mutation in Cho Ro,
Khmer, Stieng ethnic groups.

Keywords: Thalassemia, hemoglobinopathies,
ethnic minorities, Southern Vietnam
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I. DAT VAN DE

Thalassemia 14 bénh di truyén c6 ty 1&
méc cao nhit trén thé gidi, nhung co tinh dia
du rd rét. Bénh tap trung nhiéu & vung Dia
Trung Hai, Trung Pong, Chau A — Théi Binh
Duong trong d6 c6 Viét Nam. Trén toan ciu,
c6 80 dén 90 tridu ngudi mang gen bénh
thalassemia (chiém gan 1,5% dén sb toan thé
gi6i), trong do6 riéng khu vyc Pong Nam A
chiém khoang 50% (ty 1& ngudi mang gen
thalassemia tai Dong Nam A khoang 7,6%)
[1,2]. Thalassemia 13 bénh khong thé chira
khoi dugc nhung phong dugc. Qua thuc tién
cho thdy, chi phi dau tu cho phong bénh nho
hon rat nhiéu so vé6i chi phi diéu trj va hiéu
qua rét 1on.

Nam B¢ 1a noi cu trd cua ngudi Viét
(Kinh) — chiém s6 dong va cac toc nguoi
thiéu s 14 cu dan ban dia: Stiéng, Cho Ro
hodc di dan: Khmer, Hoa, Cham, Tay, Nung,
Muong, Tho.. Nhing nim gin diy xu
huéng gia ting cac dong di dan cua ngudi
dan toc Khmer, Cham tir Tay Nam B dén
cac tinh, thanh khu vgc Pong Nam B¢ va di
dan qubc té sang Campuchia. Trong vong 5
nam lai ddy, theo s6 liéu phan tich cta 1 sd
dé tai khao sat, udc tinh sd lao dong cua
nguoi Khmer di [am ¢ ving Dong Nam B
chiém ty trong gin 30% dan sb trong d6 tudi
lao dong (twong dwong khoang 20% dan sb
cia ving). Xu huéng ndy co nhidu yéu tb
khach quan. Su giao thoa va giao lwu vé kinh
té, van héa ngay cang dién ra manh m& nén
nhitng nguoi dan toc di cu dén va ngudi dan
ban dija c6 thé két hon véi nhau thi ty 18
mang gen va bénh thalassemia s€ tdng lén
d6i voi dan toc 6 ty 18 thip va lam da dang
sy tuong tac céc kiéu dot bién cua cac dan
toc.

Pé trién khai t6t cong tac phong bénh,
viéc hiéu biét vé tinh hinh dich t& va phan b
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dot bién gen bénh 1a rat can thiét. Ving Nam
B9 1a viung dét da dan toc, trong d6 co nhiéu
dan toc thiéu s6 ma dic diém gen bénh
thalassemia ctia cac dan tdc nay chua dugc
nghién ctru nhiu. Vi vay, ching t6i tién
hanh nghién cru ndy nham muc tiéu: “Mé ta
ddc diém mang gen bénh va huyét sdc 16 ciia
ba dan téc thiéu sé sinh song chii yéu & Nam
bo: Cho Ro, Stiéng va Khmer”.

II. DOI TUQNG VA PHU'ONG PHAP NGHIEN CU'U

Poi twgng nghién ciru

Gom 970 hoc sinh THPT thudc 3 dan toc
(Cho Ro, Stiéng, Khmer) ¢ céc tinh khu vuc
Nam bd tham gia nghién ctru.

Tiéu chuin chon miu

Hoc sinh c6 cha me cung dan toc; Trong
thoi diém nghién ctru khong co cac biéu hién
s6t, nhiém trung hoac bénh ly khac.

Thoi gian: Tir thang 1/2017 dén thang
12/2017.

Pia diém nghién ctru: Liy mau tai cac
truong THPT/ THCS tai céc tinh tham gia
nghién ctru. Dan toc Cho Ro & Pdong Nai,
dan toc Khmer ¢ An Giang va dan toc Stiéng
¢ Binh Phudc. Xét nghiém dugc thyc hién
tai BVDK tinh va Vién Huyét hoc — Truyén
mau Trung Uong.

Phuong phap nghién ciru

Thiét ké nghién ciru: M5 ta cit ngang co
phan tich.

C& miu va phwong phip chon miu

C& mau duoc tinh theo cong thuc udc
lugng cho 1 ty 1¢€:

p(1-p)
(px€)’

n= 7 1an
Trong do:

- Mtrc y nghia thong ké o = 0,05 co
7% 1.an=1,96.



Ti ti¢u tham khio tir Tap chi Y hoc Vigt Nam tip 502 — S6 chuyén dé Théng 5 nim 2021

Hé s6 thiét ké: Do lya chon mau chum
nén chung t6i chon hé s6 thiét ké 1a 2

C& mau cu thé duoc tinh nhu sau:

= Hai dan toc da biét ty 1& mang gen: Doi
véi Stiéng, chon p = 0,63 va Khmer chon p =
0,24 (Theo nghién ctru ctia Sean’Riordan —
2010), nhu vy c¢& miu tdi thiéu can lay lan
luot 12 72 va 369.

= Chua c6 nghién ctru trude day ¢ dan toc
Cho Ro, nén ching t6i udc tinh ty 1¢ mang
gen p = 0,20 (€ = 0,25). Nhu viy c¢& mau toi
thiéu can lay 1a 492.

= Thyc té trong nghién ctru nay chung toi
da lay dugc ¢d mau nhu sau: Dan toc Stiéng
82 nguoi, dan toc Khmer 370 ngudi va dan
toc Cho Ro 518 nguoi.

Phuwong phap tién hanh

Hoc sinh dugc tap trung, tu van va to
chirc thu thap thong tin ca nhan, iy mau xét
nghiém. Mau nghién ctu dugc lam xét
nghiém tong phan tich té bao mau bang may

IIl. KET QUA NGHIEN cU'U

dém tu dong, sinh héa mau (sét huyét thanh
bﬁng k¥ thuat so mau, ferritin bﬁng k¥ thuat
mién dich héa phat quang), xét nghiém thanh
phan huyét sic t6 bang k¥ thuat sic ky long
hiéu nang cao (HPLC). Xac dinh dot bién
gen bang k¥ thuat Multiplex PCR, GAP —
PCR, gidi trinh ty gen xac dinh cac dot bién
gen tong hop chudi a-globin, chudi -globin.

Tiéu chuin chéin doan

" C6 dot bién o-thalassemia: Co > 1 dot
bién; mang gen o -thal khi xac dinh c6 SEA,
THALI; o'-thal khi xac dinh c6 dot bién 3.7,
4.2, HbCs, HbQs, c2delT.

* C6 dot bién B-thalassemia: C6 > 1 dot
bién; mang gen B°-thal: Cd17, Cd41/42, Cd
71/72, TVS1-1, IVS1-5; mang gen B’-thal -
28, -29, -88, -90, IVSII-654.

=Mang gen bénh huyét sic t6 (HbE):
Cd26 (GAG —-AAG)

Phén tich va xir 1y sé liéu biang phin
mém Excel 2010 va SPSS 16.0.

Bdng 3.1. Ty I¢ mang gen thalassemia/HST o dan toc Cho Ro, Stiéng, Khmer

o Ty 1€ mang a-globin B-globin a-globln. va
Dan tjc gen (%) Beta HbE B-globin
(1]
(%) (%) (%) (n, %)
Cho Ro
(n=518) 73,6 62,5 0 38,0 27,0
Stiéng (n=82) 78,0 54,9 0 59,8 36,6
Khmer
(n=370) 43,8 20,0 0 29,7 5,7
Chung 62,6 45,7 0 36,7 18,7

Ca 3 dan toc déu co ty 16 mang gen bénh thal/HST rat cao (43,8% dén 78%). Chi mang
gen a-thal (45,7%) va HbE (36,7%), khong thdy truong hop nio mang gen B thal.
Bing 3.2. Ty I¢ cdc kiéu gen a-globin dét bién ciia Cho Ro, Stiéng, Khmer

Kiéu gen Cho Ro Stiéng Khmer Téng s6
(n=518) (n=82) (n=370)
o oo 167 (51,5%) 31 (68,9%) 38 (51,3%) 236 (53,3)
o2 /oo 1(0,3%) 0 8(10,8%) 9 (2,0%)
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o“o/aa 38 (11,7%) 1(2,2%) 15 (20,3% ) 54(12,2%)
0% /g 0 0 1 (1,4%) 1 (0,23%)
o0 82 (25,3%) 6 (13,3%) 2 (2,7%) 90 (20,3%)
o7 /-o*? 1 (0,3%) 0 0 1 (0,23%)
-0 /0" 21 (6,5%) 0 3(4,1%) 24 (5,42%)
- - 0q 6 (1,9%) 6 (13,3%) 7(9,5%) 19 (4,29%)
- - SEA 0SS 3 (0,9%) 1(2,2%) 0 4 (0,9%)
- SEA Lo 5(1,5%) 0 0 5(1,1%)
Téng 324 (100%) 45 (100%) 74 (100%) 443 (100%)
->7/-a*7 chiém

C6 10 kiéu gen a-globin, trong d6 kiéu gen -o’/aa chiém ty 18 53,3%,
20,3%, o *a/oo chiém 12,2%. C6 4 trudng hop -- **/ 0, 5 truong hop -->**/ -’

sea ] 3.2

42 | 05

Hocs [ 142

Biéu d6 3.1. Ty Ié cdc alen dgt bién gen alpha globin ¢ din tjc Cho Ro
Ngudi Cho Ro ¢6 4 kiéu dot bién gen alpha globin trong dé 3 loai thudc o'-thal 1a 3.7
(69,1%). HbCs (12%), 4.2 (0,5%) va 1 loai dot bién a’-thal SEA véi ty 1& 3,2%.

Cs . 38

0.0 100 200 300 40.0 50.0 60.0 70.0 80.0 90.0

Biéu d6 3.2. Ty Ié cdc alen dgt bién gen alpha globin ¢ din tjc Stiéng

76



Ti ti¢u tham khio tir Tap chi Y hoc Vigt Nam tip 502 — S6 chuyén dé Théng 5 nim 2021

Dan toc Stiéng chi co 3 kiéu dot bién trén gen o —globin 1a 3.7, HbCs va SEA vdi ty 16

tuong tng 1a 82,7%, 3,8% va 13,5%.

SEA I 5.9
C2delt | 1.3
42 N 10.1

cs I 228

37 I, 57.0

0.0

10.0

20.0

30.0

40.0 50.0

60.0

Biéu d6 3.3. Ty Ié cdc alen dpt bién gen alpha globin ¢ din tgc Khmer
Dan toc Khmer c6 kiéu 5 kiéu dot bién 1a 3.7 (57%), HbCs (22,8%), 4.2 (10,1%), SEA
(8,9%) va C2delT (1,3%).

Bing 3.3 Ty I¢ kiéu gen beta globin dén téc Cho Ro, Stiéng, Khmer

Kiéu gen Cho Ro Stiéng Khmer Téng s6
(n, %) (n, %) (n, %)
B/BCI26 183 (35,3%) 41 (50%) 98 (26,5%) 322 (33,2%)
prdz6/geds 14 (2,7%) 8 (9,8%) 12 (3,2%) 34 (3,5%)
B/p 321 (62%) 33 (40,2%) 260 (70,3%) 614 (63,3%)
Tong sb 518 (100%) 82 (100%) 370 (100%) 970 (100%)

Ty 1¢ mang gen HbE cua 3 dan tdc Cho Ro, Stiéng, Khmer lan luot 13 38%, 59,8% va
29,7%. Dot bién phat hién duogc trén gen p-globin & 3 dan tdc ndy thi 100% la dot bién Cd26

(HbE) v6i 90,4% 1a kiéu gen di hop tir.

IV. BAN LUAN

Ca 3 dan toc Cho Ro, Stiéng va Khmer
déu c6 ty 1é mang gen thalassemia/HST kha
cao, trong d6 cao nhat 1a dan toc Stiéng
(78%), tiép theo 1a dan toc Cho Ro (73,6%)
roi dén Khmer (43,8%). Tuy nhién trong 970
truong hop duogc khao sat thi khong thiy
trudng hop nao mang gen B thal ma chi thy
mang gen o-thal (45,7%) va HbE (36,7%)
(bang 1).

Dan toc Cho Ro cu tru tap trung tai tinh
DPong Nai. Trong nghién ciru nay, chung t6i

thiy ngudi dan toc Cho Ro ¢6 ty 16 mang gen
a-thal 1a 62,5% va Hb E 1a 38% (bang 3.1).
C6 9 kiéu gen dot bién a-globin, trong do
kiéu gen -7/ chiém phﬁn 16n vo1 51,5%,
tiép theo 1a -o’’/-a’7 (25,3%), roi dén
o“a/oa (11,7%), dic biét 1a phat hién 8
ngudi bi alpha thalassemia gdm 3 truong hop
c6 kiéu gen - %/ oo va 5 trudong hop co
kiéu gen -- ***/-o’7 (bang 3.2). Biéu dd 3.1
cho thay dan toc Cho Ro c6 4 kiéu dot bién
gen a-globin 1a 3.7, HbCs, 4.2 va SEA vdi ty
1¢ twong rng 1a 82,1%, 14,2%, 0,5% va 3,2%
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(biéu d6 3.1). Trong s6 ngudi mang gen bénh
huyét sac t6 E thi phan 16n 1a kiéu gen di hop
tir B/ (92,3%) (bang 3.2). Chwa phat hién
duoc truong hop nao co dot bién B-thal. Dot
bién Cd26 (HbE) gip & 38% ngudi dan Cho
Ro, trong d6 kiéu gen di hop tir 1a 35,3% va
ddng hop tir 14 2,7% (bang 3.3). Theo Tong
cuc Théng ké, tai tinh Déng Nai, ngoai Cho
Ro ¢on ¢6 cac dan tdc khac chiém sb lugng
khong nho, trong d6 nhiéu dan tdc c6 ngudn
gbc tir phia Bic di cu xubng nhu Kinh, Hoa,
Tay, Nung, Dao [4]. Céac dan tdc nay co ti I¢
mang gen o’-thal 1an lugt 1a 9,7%, 6,7%,
9,1%, 9,1%, 10,2% [5]. Vi vay, voi ti 1€
mang gen o -thal cao, ngudi dan toc Cho ro
van c6 nguy co cao sinh con bi bénh alpha
thalassemia néu két hén voi nhitng ngudi
dan toc khac, cu thé trong nghién ctru nay
chung t6i da phat hién 8 nguoi (1,5%) bi
Alpha thalassemia. Nhung nguoi bénh Alpha
thalassemia nay s& co thiéu mau muic do tir
nhe dén trung binh.

Dan toc Stiéng c6 dan sb khoang 66.788
ngudi (1999), cu tru tip trung tai mot sb
huyén thudc cac tinh Binh Phudc, Déng
Naiva Tay Ninh. Trong nghién clru cua
chiing t6i, dan tdc Stiéng co ty 1¢ mang gen
HbE va o-thal rat cao, v6i ty 16 1a 59,8% va
54,9%. Pbi véi cac kiéu gen dot bién cua a-
globin, dan tdc Stiéng c6 5 kiéu gen, trong
d6 kiéu gen o’ '/aa chiém ty 1& cao nhét la
68,9%, tiép dén 1a -’/ (13,3%) va --
SEA/a0 (13,3%). Chi ¢6 3 kiéu dot bién gen
a-globin 14 3.7, HbCs va SEA véi ty 1€ tuong
ung la 82,7%, 3,8% va 13,5%. Dan tdc
Stiéng c6 ty 16 HBE rat cao 1a 59,8%, trong
d6 kiéu gen di hop tir 1a 50% va dong hop tir
l1a 9,8%. S O’Riodan va cong sy da nghién
ctru trén quan thé nguoi dan toc Stiéng &
mién Nam Viét Nam nim 2010 cho thy c6
10 kiéu gen alpha globin dugc tim thay,
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trong d6 nhiéu nhat 13 -o*'/aa (25,6%), -
oot (8%), --"Maa (4,8%), o Sa/aa
(3,3%); vé tan suat dot bién alen alpha globin
dot bién két qua cling tuong tu nghién ctru
ctia chung toi v6i tan sudt gen -0’ cao nhét
(22%) sau d6 dén gen —"* (3%) va gen 0
(3%), ngoai ra con phat hién thém gen o **o
[3]. S O’Ridan ciing nhan thy ty 1& mang
gen P thalassemia rat thip (3%), con lai 1a
mang bénh huyét sic t6 E (58% trong do
77% 1a kiéu gen di hop tr) [3]. Nhu vy két
qua nghién cuou cua chang t6i cling kha
tuong ddng véi két qua cua S’Oridan.

Theo tong diéu tra dan sb va nha & nim
2019, dan toc Khmer c6 1.319.652, ngudi
(d6ng thu 5 trong 54 dan toc sinh séng &
Viét Nam), dinh cu tai cac tinh Déng Béng
Song Curu Long. Trong nghién ctr nay, ching
t6i thdy dan toc Khmer cé ty 1& mang gen
Thalassemia/HST 1a 43,8%, trong do ty 1¢
mang gen a-thal 1a 20% va HbE 1a 29,7%.
Kiéu gen alpha globin trong cong dong
Khmer khi da dang, gdm 7 kiéu gen, trong
d6 hay gdp nhét 1a -’ "/aa (51,3%), o o/aa
(20,3%), -a**/oo (10,8%), --"ao (9,5%).
Tan suét kiéu dot bién 3.7 13 cao nhét (57%)
sau d6 dén HbCs (22,8%), 4.2 (10,1%), SEA
8,9% va C2delT 1a 1,3% (nhu két qua & bang
3.2 va biéu dd 3.3). Nghién ctru ciia Lé Thi
Hoang My trén 1273 ngudi dan toc Khmer &
Pong Bing song Ctru Long ciing cho két qua
tuong dong véi ching toi voi ty 1& a-thal 1a
15,7%, HbE 1a 28,9%, tan suat dot bién 3.7
14 12,2%; 4.2 va SEA chiém ty 1é thap [6].

Dan toc Cho Ro cung voi Stiéng va
Khmer 1 cac dan toc c6 ngudn goc lau doi
tai Pong Nam B9, cung hé¢ ngdn nglt Mon-
Khmer. Dan toc Cho Ro & Pdng Nai ¢6
khoang cich dia 1y gan v6i Binh Duong,
Binh Phuéc (noi tap trung chii yéu ctia ngudi
Stiéng). DPong Bang Song Ctru Long 1a noi
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cu tra chi yéu cua nguoi Khmer va nguoi
Kinh. Két qua nghién ctru ctia chung toi ciing
cho thay dan toc Cho Ro va dan toc Stiéng
c6 ty 1& mang gen thalassemia/huyét sic to
cao, kha tuong dong nhau. Dan toc Khmer
co ty 1¢ mang gen thalassemia/huyét sic to
thap hon .

Mat khéc, vung sinh séng cua cac dan toc
Cho Ro, Stiéng, Khmer 13 cac ving c6 tiép
giap nhiéu véi Tay Nguyén (Pak Lak, Pik
Néng, Lam Dong), bién gidi Campuchia
Nghién ctru ctia Vién Huyét hoc Truyen mau
™ cung cho thiy 9 dén toc thiéu sé song
chu yeu o Tay Nguyen co ty I¢ mang gen
bénh Thalassemla/huyet sdc tb rat cao voi ty
1é chung 1 64,7% (thp nhat 1a 38,7%, cao
nhét 1a 83,9%), trong do ty 1¢ nguoi mang
gen alpha thalassemia la 55,7%, beta
thalassemia 1a 0,1% va HbE 1a 26,7% [5].
Cac nghién cou cua  Munkongdee
(Campuchia) va Buakhao (Thai Lan) ciing
cho thiy ty 1& mang gen va tin sudt gen
thalassemia ctia nguoi Campuchia (trong
nude va lao dong tai Thai Lan) c6 su tuong
déng v6i cac chi sb cua cac dan toc Cho ro,
Khmer va Stiéng voi dic diém ty 1& mang
gen o' -thalassemia cao, HbE cao, ty 1€ mang
gen pB-thalassemia thap [7][8]. Tac gia
Sayphon Phamany va cdng su ciing bdo céo
ti 1¢ mang gen thalassemia tai Lao kha cao
(43,5%) véi ty 1€ HBE 1a 20%, ti 1¢ mang gen
a thalassemia 1a 12,8% va ti 1¢ mang gen
thalassemia la 2,82% [9].

Ving Nam B¢ trudc diy 1a ving dich té
sOt rét. Nho sy cb ging cua nganh y té va
toan xa hoi tinh hinh dich sot rét da dugc
kiém soat va x6a dan. Tuy nhién van con
nhung dia phuong tinh hinh sbt rét van lyu
hanh va c6é nguy co quay lai dic biét la vung
Pong Nam Bo [12]. Dich té sét rét va dich t&
Thalassemia c6 lién quan téi nhau, nhitng

ving c6 dich thi ty 1é o'-thal va Hb E cao
hon nhiing vung khiac. Theo Wambua S,
Mwangi TW va cong su dd nghién ciru thy
nhitng ngudi mang gen o' -thal khi nhiém ky
sinh tring st rét (Plasmodium falciparum)
nhung khong c6 tri¢u chig lam sang [13].
Ciing theo Chotivanich K va cong su cho
thiy rang cac hong ciu HbAE c6 mot bat
thuong mang khong xac dinh duoc khién cho
phan 16n té bao hong ciu c6 kha ning chdng
lai sy xdm nhap cua P.falciparum. Chinh boi
vay tai nhirng viing ¢ s6t rét ru hanh hodc
da ting luu hanh s& c6 ty 1¢é o'-thal va Hb E
rat cao phul hop vai nghién ctru ctia chung t6i
tai ving Nam B9, mét noi dad va dang co
dich sbt rét luu hanh.

Nhu vdy, ba dan toc Cho Ro, Stiéng va
Khmer c6 dic diém 1a co ty 16 mang gen
bénh Thal/HST cao nhung hau hét 1a dot
bién nhe, nén it c6 nguy co sinh con bi b¢nh
thalassemia muc do ning néu ho két hon gén
trong cung dan toc hoac cac dan toc vung lan
can nhu Tay Nguyén. Tuy nhién, tai Nam
Bo, la ving c6 da dan toc, nén van co nguy
co nguoi dan tdc di dén dén, 1a cac déan toc
c6 ty I¢ mang gen o’ thal cao, két hon véi
ngum dan toc thiéu sd & ving nay, vi thé ho
van c6 nguy co sinh con bi bénh thalassemia.
Boi vay, cic dan tdc ndy van can dugc tu
van sang loc mang gen bénh Thalassemia,
nhit 13 tu vin tién hon nhin va sang loc
trudc sinh dé phong tranh sinh ra tré mic
bénh Thalassemia.

V. KET LUAN

Ca 3 dan tdc Cho Ro, Stiéng va Khmer &
Nam Bo déu c6 ty 1& mang gen bénh
Thalasemia/HST rat cao (43,8% dén 78%).
Trung binh ty 1¢ mang gen o-thal 1a 45,7%
va HbE 1a 36,7%, khong thiy truong hop nao
mang gen B-thal. Ty 1& va kiéu dot bién gen
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globin cua 3 dan tdc nay cé sy dac trung theo
dia 1y, dan toc va lién quan mat thiét téi dich
té ving hru hanh sot rét.
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THU’C TRANG MANG GEN BENH THALASSEMIA CUA HOC SINH
DAN TOC KINH TAI MOT SO TiNH VA THANH PHO NAM 2017

Bach Qudc Khanh, Nguyén Thi Thu Ha, Ngé Huy Minh,
P6 Khai Hoan, Hoang Kim Thanh, Nguyén Anh Tri(*)

Bai di ding trén tap chi YHVN s6 dic
bi¢t thang 4 nam 2019, tap 477

TOM TAT

Muc tiéu: mo ta ty 16 va mot s diac diém gen
bénh thalassemia cua hoc sinh dan toc Kinh tai
mét s6 tinh, thanh phd Viét Nam. Phwong phap
nghién ciru: mo ta cat ngang. Poi twong va dia
diém nghién ciru: 4.245 hoc sinh dan toc Kinh
tai cac truong THPT thudc sau tinh, thanh phé:
Ha No¢i, Ha Nam, Quang Binh, Quang Nam, Bak
Lak, TP HO Chi Minh. Két qua nghién ciru: Ty
1€ mang gen thalassemia chung ctia hoc sinh dan
toc Kinh 1a 9,7%, chi yéu 1a thé bénh Alpha
thalassemia (6,7%). Dot bién gen chu yéu 1a dot
bién SEA, chiém 51,4% téng sb céc dot bién gen
alpha globin va dot bién cd26, chiém 74,1% tong
s6 cac dot bién gen beta globin va HbE.

Tir khéa: tan mau bam sinh, dan toc Kinh,
thalassemia.

SUMMARY
THE SITUATION OF THALASSEMIA
GENE-CARRYING OF THE KINH
ETHNIC IN 2017
Objectives: to describe the prevalence and
characteristics of thalassemia genes of the Kinh
students in some provinces and cities in Vietnam.

(¥)Vién Huyét hoc — Truyén mdau TW
Chiu trach nhiém chinh: P Khai Hoan
Email: hoan.dokhai760411@gmail.com
Ngay nhan bai: 20/3/2019

Ngay phan bién khoa hoc: 22/3/2019
Ngay duy¢t bai: 04/4/2019

Method: cross sectional description. Subjects
and sites: 4245 Kinh students at high schools in
six provinces: Hanoi, Ha Nam, Quang Binh,
Quang Nam, Dak Lak and Ho Chi Minh City.
Results: The general rate of thalassemia gene of
the Kinh students are 9.7%, mainly in Alpha
thalassemia (6.7%). The majority of gene
mutation is SEA mutation, accounting for 51.4%
of the total mutations of alpha globin and cd26
mutation, accounting for 74.1% of the total
mutations of beta globin and HbE.

bleeding, Kinh

Keywords:  congenital

ethnicity, thalassemia.

I. DAT VAN DE

Thalassemia (bénh tan mau bam sinh) 1a
mdt nhom bénh huyét sic td gay thiéu mau
tan méau di truyén, c6 ty 1é mic cao nhét trén
thé gi6i nhung mang tinh dia du rd rét. Co
hai thé bénh chinh 1a Alpha (o) thalassemia
va Beta (P) thalassemia. M&i thé bénh 13 do
bat thuong tong hop mot loai chudi globin.
Bénh tap trung nhidu ¢ ving Pia Trung Hai,
Trung Pong, Chau A — Thai Binh Duong
trong d6 c6 Viét Nam.

Dan toc Kinh chiém khoang 85,7% dan
s6 Viét Nam [1]. Nguoi Kinh sinh song trén
khip dat nuéc Viet Nam va mot s nudc
khéc, tap trung dong nhat & cac ving dong
bang va thanh thi. V&i dan sé dong va cu tra
trai rong, nguoi dan tdc Kinh c6 nguy co
mang gen bénh cao voi s6 lwong nhiéu va
kho quan ly.
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Do d6, dé c6 thém thong tin vé tinh hinh
dich té, ty 1¢ mang gen bénh & ngudi dan tdc
Kinh trén cd nudc, ching téi thuc hién
nghién ctru v&i muc ti€u: Mo ta ty Ié va mot
sé dac diém gen bénh thalassemia cua hoc
sinh dan toc Kinh tai mét sé tinh, thanh phé
Viet Nam nam 2017.

II. OI TUQNG VA PHU'ONG PHAP NGHIEN CU'U

1. Poi twgng nghién ciru

Hoc sinh ngudi dan toc Kinh (co bd va
me déu 13 dan toc Kinh) tai cac trudng
THPT.

2. Thoi gian va dia diém nghién ciru

T thang 1-12/2017 tai sdu tinh, thanh
phé bao gém: Ha Noi, Hd Nam, Quang Binh,
Quang Nam, bak Lak, TPHCM.

Céc xét nghiém dugc thyc hién tai Vién
Huyét hoc - Truyén mau TW.

3. Phuong phap nghién ciru

- Thiét ké nghién ciru: mé ta cit ngang

- Phuong phap chon miu: chon miu nhiéu
giai doan, tién hanh qua 3 budc: 1) Lya chon
tinh, 2) Lya chon truong hoc, 3) Lya chon
d6i twong nghién ciru.

*Bwoc 1: Chon tinh: Chon chu dich 6
tinh, thanh phé tai 3 mién trén ca nuéc. Dia
diém duoc chon 1a: Ha Noi, Ha Nam, Quang
Binh, Quang Nam, Dk Léc, TP Ho Chi Minh.

*Bwéc 2: Chon truong, 16p: Lua chon
ngiu nhién don cac truong Trung hoc phd
thong, trong trudng chon ngiu nhién sb 16p
tlly theo ¢& mau tai cac tinh.

*Bwéc 3: Chon dbi twong nghién ctru:

Trong 16p chon toan bg hoc sinh dan toc
Kinh tu nguyén tham gia nghién ciru cho dén
khi du c& mau.

- C& mau: ap dung cong thirc tinh ¢ mau
cho moét ty 1¢, udc tinh ty 1¢ mang gen dan
toc Kinh 1a 8% [2], € = 0,25 (theo nghién
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ctru cia Nguyén Thi Thu Ha 2016).
p(1-p)
(p X €)°

Do lya chon mau chim nén chung t6i lya
chon hé s6 thiét ké bang 2, thyc hién tai ba
vung mién nén ¢& mau sé nhan ba lﬁn, du
kién 3% tir chdi nghién ctru, tong c& mau la
4.241. C& mau ting tinh thanh s& chia theo
ty 1¢ dan toc Kinh tai tinh, thanh phé do.

4. Céac ky thuat xac dinh dot bién gen
bénh: miu mau xét nghiém cia ddi twong
nghién ctru dugc thu thap vé Vién Huyét hoc
- Truyén mau TW, sau d6 thuc hién cac ky
thuat sau xac dinh dot bién gen bénh
thalassemia:

- Xét nghiém tong phén tich té bao méau
bang dém té bao ty dong theo nguyén ly
Laser;

- Xét nghiém sit bang k§y thuat so mau do
quang, xét nghiém Ferritin bang k¥ thuat
mién dich héa phat quang;

- Xét nghiém thanh phan huyét sic td
bang k¥ thuat sic ky long hiéu ning cao
(HPLC) véi cot sac ky trao doi cation;

- Xac dinh dot bién gen bang k¥ thuat
Multiplex PCR, Gap- PCR, giai trinh tu gen
trén hé thong Sanger/NGS....

+ Mang gen dot bién chudi alpha: co > 1
dot bién: SEA, THAL FIL, 3.7, 4.2, C2delT,
HbCs, HbQs.

+ Mang gen d6 bién chudi beta: xac co >
1 dot bién: Cd17, Cd41/42, Cd71/72, Cd95,
IVS1-1, IVS1-5, IVS2-654, -28, -88, -90.

5. Phan tich va xtr Iy s lidu: phan mém
Excel 2010 va SPSS 20.0.

_ 2
n= 2712

ll. KET QUA NGHIEN cU'U

Nghién ctru dugc thuc hién tai sau tinh
thudc ba mién Bic, Trung, Nam ¢ 4.245 hoc
sinh. Sau day la mot s6 két qua thu dugc.
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Bing 1. Pdc diém mang gen theo gidi va dia ban nghién ciru

Gi6i Nam (n =1599) Nir (n = 2647) Mang gen
Dia phuong Tén s6 % Tén s6 % Tén s6 %

Ha Noi (n= 1386) 40 2,9 60 4,3 100 7,2
Ha Nam (n = 207) 7 34 13 6,3 20 9,7
Pik Lik (n = 300) 8 2,7 16 53 24 8,0
Quang Binh (n = 249) 3,6 19 7,6 28 11,2
Quang Nam (n = 391) 26 6,6 36 9,2 62 15,9

TP. HO6 Chi Minh (n=
1712) ( 78 4,6 101 5,9 179 10,5
Téng (n = 4245) 168 10,5 245 9,3 413 9,8

p (nam — nir) > 0,05

Nhdn xét: Ty 1¢ mang gen chung cua hoc sinh dan toc Kinh 1a 9,8%. DPia phuong c6 ty 1€
mang gen cao nhét 13 tinh Quang Nam (15,9%), sau d6 dén Quang Binh (11,2%). Trong khi
khu virc Ha Ni ¢o ty 1é mang gen 1a muc 7,2%. Khong c6 su khac biét vé ty 1& mang gen

gitra nam va nir (voi p > 0,05).
Bing 2. Pdc diém mang

en theo thé bénh va gidi

Thé bénh Alpha Beta HbE
Gioi Tins6 | Tyl | Tansé | Tylé¢ | Tansd | Ty 1§
Nam (1599) 109 6,8% 14 0,9% 50 3,1%
Nit (2647) 175 6,6% 22 0,8% 61 2,3%
Tong 284 6,7% 36 0,8% 111 | 2,6%
p > 0,05 > 0,05 > 0,05

Nhdn xét: hoc sinh dan toc Kinh chu yéu mang gen theo thé Alpha, chiém 6,7%. Khong
c6 su khac biét vé ty 1é mang gen theo thé bénh va gidi. Chiing toi khong gip ngudi mang ca
d6t bién chudi alpha phdi hop véi beta

Bing 3. Pdc diém mang gen theo thé bénh va dia ban nghién ciru

Thé bénh Alpha Beta HbE
Pia phuwong Tansd | Ty1é | Tansbé | Tylé | Tansd | TyIé
Ha Noi (n=1386) 65 4,7% 8 0,6% 29 2,1%
Ha Nam (n=207) 17 8,2% 0 0,0% 4 1,9%
Quang Binh (n=249) 17 6,8% 3 1,2% 8 3,2%
Quang Nam (n=391) 46 11,8% 1 0,3% 19 4,9%
Pik Lik (n=300) 17 5,7% 8 2,7% 2 0,7%
TP. H6 Chi Minh (n=1712) 122 7.2% 16 0,9% 49 2,9%
Téng 284 6,7% 36 0,8% 111 2,6%
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Nhén xét: thé bénh Alpha va HbE gip nhiéu & Quang Nam (11,8% va 4,9%), trong khi

thé bénh beta lai c6 nhidu ¢ Pak Lik (2,7%).

7.0% 2.5%

8.1%

B aa/--SEA
Naa/-a3.7
B aa/-a4.2
O aa/aaHbCs

51.4% B Khac

Biéu 4.1. Ty I¢ cdc kiéu dét bién gen globin a-globin

4% 9%

B/BCd17

74%

: = mpB/pCd41/42

2p/B-28
OB/BCd26
m Khac

Biéu 4.2. Ty I¢ cdc kiéu dét bién gen globin f-globin
Nhin xét: trong cac dot bién gen a-globin, dot bién hay gip nhit 13 SEA, chiém ty 1&
51,4%, tiép theo 1a dot bién 3.7, chiém 31%. Trong cac dot bién gen B-globin, dot bién hay
gip nhét 1a Cd26 (HBE), chiém ty 1& 74% va Cd17 chiém 9%.

IV. BAN LUAN

Ty 1¢ mang gen chung ctua hoc sinh dan
toc Kinh 1a 9,8%, cao hon so v6i nghién ctru
cua Nguyén Thi Thu Ha va cong sy nim
2016 [2]. Nhu vdy, woc tinh co gan 7 triéu
nguodi dan toc Kinh mang gen thalassemia
trén khip Viét Nam. Pay la ganh ning rét
16n d6i véi cong tac y té du phong va diéu tri
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bénh mau. So sanh véi mot s qudc gia trong
khu vuc, Trung Qudc co ty 16 mang gen 1a
11,07% (dan téc Hoa) va Myanmar ¢ muc
10,8 — 15,7%, Indonesia & muc 5,6 — 21%
va 23 — 39% ¢ Thai Lan [3, 4, 5, 6]. Nhu
vay, néu chi tinh dan toc chinh, Viét Nam c6
ty 1&6 mang gen tuong ddi thap, tuy nhién, khi
tinh téng thé cac dan toc thiéu s khac & Viét
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Nam, ty 1& mang gen chung s& cao Ién rat
nhiéu, tvong duong thim chi cao hon so véi
cac nudc trong khu vire Pong Nam A.

Khi so sanh mot sé yéu té lién quan, d&
dang nhan thiy ty 1¢ mang gen thalassemia
cta nguoi Kinh khong phu thudc vao gioi.
Nghién ctru ctia ching toi cho két qua ty 18
mang gen cua nir 1a 5,8%, cta nam la 4,0%.
Diéu nay ciing dé hiéu vi thalassemia 1a bénh
di truyén trén nhidm sic thé thuong [7], véi
¢& mau du 16n, ty 16 mang gen s& khong co
su khac biét nhiéu vé gioi.

Khi danh gia chi tiét hon vé dia ban
nghién ctru, ty 1¢ mang gen & Ha Noi hién
dang & mirc thip hon trung binh (7,1%) va 1a
thinh phd c6 ty 16 mang gen thip nhat.
Trong khi cac tinh ¢ khu vyc Mién Trung va
Tay Nguyén nhu Quang Nam, ty 1€ mang
gen 1én dén 15,9%. Thuc té, theo bdo céo cla
cac bénh vién da khoa tuyén tinh, cong tac tu
van, sang loc va diéu tri bénh thalassemia tai
khu vic nay ciing chua dap Gmg diy di nhu
cau so voi Ha Noi va Thanh phé HO Chi
Minh.

Panh gia vé dic diém mang gen theo thé
bénh, nghién ctru cho théy hoc sinh dan tdc
Kinh chu yéu mang gen bénh alpha, chiém
6,7% tong s ddi tuong nghién ciu. Két qua
niy cao hon nhiéu khi so voi két qua cua tac
gia Nguyén Cong Khanh hay mot sb tac gia
cung thoi diém [8]. Nghién ctru cua céc tac
gia nay déu bao cdo ty 1é mang gen dua trén
sang loc bang chi s6 hong cau va khang dinh
lai bang dién di huyét sic td, vi vay dé bo sot
cac truong hop mang gen o, o khong co su
khac biét nhiéu vé két qua dién di & nguoi
binh thuong. Nhu vay véi viée ap dung k¥
thuat PCR tham chi gidi trinh ty gen, nhom
nghién ctru di khic phuc duoc tinh trang bo
sOt ngudi mang gen b¢nh, phan anh trung

thyc hon tinh hinh mang gen bénh huyét sic
t6 va thalassemia & nudc ta.

Khi phan tich theo dia ban nghién ciru, thé
bénh alpha va bénh huyét sic td co nhidu &
Quéang Nam, trong khi thé bénh beta lai c6
nhiéu ¢ Pak Lik. Tai Pak Lik, ty 1& mang
gen nay thdp hon nhiéu so voi cac dan toc
thiéu s6 khac. Vi du nhu nghién ctru cia tac
gia Tran Thi Thuy Minh (2015) nghién ctru
trén hai dan toc Edé va Mnong tai Bak Lak
cho thdy thé bénh alpha thalassemia chiém
dén 24,6%, bénh huyét sic t6 chiém dén
27,1% [9].

Panh gia vé kiéu dot bién gen alpha
globin cho thiy, dot bién SEA c6 ty 1& cao
nhit (51,4%), tiép theo 1a cac dot bién 3.7,
4.2, HbCs. Xu hudng dot bién SEA 1a phd
bién nhat trong cac dot bién sang loc 1a phu
hop voi két qua nghién ctru ctia nhiéu tac gia
nhu Nguyén Khic Han Hoan (2013), Vii Thi
Bich Huong (2016), hay Vi Hai Toan (2018)
[10, 11, 12]. Két qua nay ciing tuong tu véi
cac nghién ciru trén quan thé nguoi Bic Thai
Lan cia Wibhasiri Srisuwan (2013) va
nghién ctru trén quan thé nguoi Quang Pong
Trung Qubc ciia Xu (2014), cua Pingsen
Zhao (2018) [3, 13, 14]. Nhu vay, nghién
ctru ndy va hau hét cac tai liéu di cong bd
trudc do, déu chi ra rang SEA 1a dot bién phd
bién, chiém ty 1¢ 16n nhat, khong chi ¢ Viét
Nam, ma con & Trung Qudc va nhiéu nudc
trong khu vyc Péng Nam A. Tuy nhién,
cling c6 mét vai khao sat tai Malaysia lai chi
ra rang dot bién 3.7 méi 1a dot bién pho bién
nhét, két qua d6 phan nao phan anh su khac
biét ty 1¢ alen gitta cac dan toc nguodi khac
nhau [15].

Bén canh d6, danh gia vé kiéu dot bién
gen beta globin va HbE cho thiy, dot bién
cd26 (HbE) chiém ty 1& cao nhét (74%), tiép
theo d6 1a céc dot bién cd17, cd41/42. Chi
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riéng 3 loai dot bién nay da chiém trén 90%
tong sO alen dot bién beta globin va HbE
dugc phat hién. Khi so sanh két qua voi
nhiéu nhom tac gia trong nude, ty 1& dot bién
hoan toan tring khép véi cac két qua da
tuyén bd, nhu cioia tic gia Vi Hai Toan
(2018) hay Tran Tuén Anh (2016) [12, 16].
Tuy nhién, nghién ctru méi day cua tac gia
Pingsen Zhao nghién ctru trén 14.524 nguoi
dan tai tinh Quang Pong Trung Qudc cho
thdy, Cd26 khong phai la dot bién chiém ty
1¢ cao nhdt, ma lai la dot bién IVSII-654
(39,7%) va dot bién Cd41/42 (33,6%) chiém
ty 16 cao nhit [14].

Viéc xac dinh cac dot bién phd bién &
nguoi dan toc Kinh Viét Nam c6 y nghia
quan trong trong sang loc trudc sinh. Vi cac
ty 1& nhu trén, trong cac truong hop can phai
xac dinh dot bién gen & nhoém nguy co cao
(dac biét trong chan doan trude sinh) ma cac
diéu kién khach quan va chii quan khong cho
phép l1am nhiéu dot bién, thi nhitng dot bién
voi ty 1¢ hay gdp trén s€ dugc uu ti€n xac
dinh trudc, diéu nay lam giam cac chi phi
cho ddi twong can lam xét nghiém [12].

V. KET LUAN

Nghién ctru 4.245 hoc sinh dan toc, két
qua cho thdy, hoc sinh ¢ tit ca cac tinh,
thanh phd déu co ty 1é cao mang gen dot bién
tong hop chudi globin, ty 1& nay khac nhau
giita cac dia phuong. Cu thé, ty 1é mang gen
thalassemia cua hoc sinh dan toc Kinh la
9,8%, cao nhit & Quang Nam (15,9%) va
thip nhat & Ha Noi (7,1%).

Panh gia vé dic diém mang gen theo thé
bénh, hoc sinh dan tdc Kinh chu yéu mang
gen bénh alpha, chiém 6,7% toéng s ddi
tuong nghién ciu. Dot bién gen chu yéu la
dot bién SEA, chiém 51,4% tong sb cac dot
bién gen alpha globin va dot bién cd26
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chiém 74% tbng s6 cac dot bién gen beta
globin va HbE.
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KHAO SAT NGUY CO DI TRUYEN GEN BENH HUYET SAC TO
VA THALASSEMIA & 6 DAN TOC SONG TAI MOT SO TiNH MIEN BAC

Nguyén Thi Thu Ha, Ngé Manh Quan, Bach Quéc Khanh,
Ngé Huy Minh, Dwong Qudc Chinh, Nguyén Ngoc Diing,

Bai di ding trén tap chi YHVN s6 dic
bi¢t thang 4 nam 2019, tap 447

TOM TAT

Muc tiéu: khdo sat ty 1€ mang cac gen dot
bién va udc tinh nguy co di truyén gen bénh
huyét sic t va thalassemia ¢ 6 dan toc sinh sdng
tai cac tinh phia Bic. Phwong phap nghién ciru:
mb ta cit ngang. Poi tweng: 2.923 hoc sinh 6
dan toc (Tay, Thai, Muong, H’Mong, Nung,
Dao) sinh séng ¢ 4 tinh mién Bic. Két qua
nghién ciru: Ty mang gen bénh huyét sic t6 va
thalassemia 14 26,7%; trong d6 nhimng dot bién
ning nhu SEA, THAI gip 10,1%, dot bién Cd17;
Cd41/42, Cd71/72, Cd95, IVS1-1 gip & 6,8% doi
tuong nghién ctru. Udc tinh mdi nim, ¢ khoang
45 tré sinh ra bi alpha thalassemia thé trung binh,
165 tré bi beta thalassemia thé ning va beta
thalassemia/HbE; dic biét, co thé cd toi 251
truong hop bi phu thai do alpha thalassemia thé
rat nang (Hb Bart’s). Két luan: Day la nhiing
con s6 bao dong, gitip chiing ta co thém giai phap
tich cuc trong phong tranh bénh thalassemia
duogc hi¢u qua hon.

Tir khéa: tan mau bam sinh, dan tdc,
thalassemia.
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Lé& Xuan Hai, Nguyén Anh Tri(*)

SUMMARY
ESTIMATING THE RISK OF
INHERITING THALASSEMIAS AND
HEMOGLOBINOPATHIES GEN
AMONG 6 ETHNIC MINORITY
GROUPS IN THE NORTHERN
REGION, VIETNAM IN 2018
Objectives: to determine the prevalence of
thalassemias and hemoglobinopathies carriers
and estimating the risk of inheriting hemoglobin
pathy among 6 ethnic minority groups in some
in Vietnam. Method:
Subject:
ethnics: Tay, Nung, Dao, Thai, Muong and
H’Mong. Results: The overall frequency of
hemoglobinopathies was 26.7%. Mutations of
o'-thal and B-Thal as follows: SEA, THAI
(10,1%); Cd17, Cd41/42, Cd71/72, Cd95, IVS1-
1 (6,8%). It is estimated that, there are 45
newborns miglit be at HbH, 165 are major beta
thalassemia and beta thalassemia/HbE and 251
cases of Hb Bart’s.
alarming figures, giving us reasonable access to a

northern areas Cross

sectional description. students of

Conclusion: These are
better control and prevention program of
thalassemia, not only among ethnic minority
groups but also Vietnamese people.

Keywords: thalassemia, alpha thalasesmia,
beta thalassemia, HbH.

I. DAT VAN DE

Thalassemia 14 bénh 1y di truyén phd bién
trén thé gidi cling nhu & nude ta, bénh do di
truyén gen dot bién téng hop chudi alpha
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va/hodc beta globin. Tuy kiéu dot bién va sb
lwong gen dot bién khac nhau, ma kiéu hinh
c6 thé 1a thé nang, trung binh, nhe, an hay
chi 14 tinh trang mang gen. Mic du co ché di
truyén da ro rang, s6 dot bién xac dinh duoc
ngay cang tang 1én nho céc k¥ thuat sinh hoc
phan tu, nhung viéc phong bénh con gip
nhiéu khé khan. Theo Lién doan thalassemia
thé gioi, phong bénh thalassemia 13 hudng
t6i viéc kiém soat ngudn gen bénh va khdng
ché, giam ty 1€ sinh ra tré em bi bénh thé
nang.

Theo Attawut Chaibunruang, khu wvuc
DPong Bic Thai Lan dd kha thanh cong sau
20 nam thyc hi€n phong bénh voi chién luge
vu tién nham vao viéc khong ché kha ning
sinh ra tré & 3 thé bénh nang, d6 1a dong hop
tir o-thalassemia, ddng hop tir va di hop tur
kép tir B -thalassemia va HbE/B-thalassemia
[1]'., \ 4

O céc tinh mién Bac, ngoai dan toc Kinh
chiém da sd, c6 6 dan toc co s6 lrong ngudi
tuong dbi 1n, 1an lwot 1a Tay, Thai, Mudng,
H’Mong, Nung, Dao véi khoang 5,3 tri¢u
ngudi (tong sb trén toan qudc 1a 7,2 tridu
ngudi). Theo cac nghién chu gin diy, &
nhitng dan tdc nay, ty 1€ mang gen va bi
bénh thalassemia kha cao so v&i nhiéu ving
khéc [2, 3]. Viéc x4c dinh duoc ty 1€ mang
gen bénh, ty 18 kiéu gen dot bién va du doan
duoc kha ning di truyén cac dang dot bién
nang, s& gop phan tich cyc vao cong tac tu
van phong bénh. Chung t6i thuc hién nghién
cru ndy nhim muc tiéu: (1) khio sat ty 18
mang cac gen dot bién va (2) ude tinh nguy
co di truyén gen bénh huyét sic t6 va
thalassemia ¢ 6 dan toc Tay, Thai, Mudng,
H’Mong, Nung, Dao.

Il. DO TUONG VA PHUONG PHAP NGHIEN CU'U
1. Poi twgng nghién ciru

2.923 nguoi, 1a hoc sinh trung hoc co s,
la nguoi dan toc Tay, Thai, Muodng,
H’Moéng, Nung, Dao [3]. Déi tugng nghién
ctru ¢6 bd me cung dan toc, dugc nha truong
tu van va phu huynh dong y cho tham gia
nghién cuu.

2. Thoi gian va dia diém nghién ciru

Tir thang 1-12/2017 tai bon tinh, thanh
phd bao gém: Ha Giang (H’Mbng), Lang
Son (Tay, Nung), Tuyén Quang (Dao),
Thanh Hoa (Muong, Thai).

Céc xét nghiém dugc thyc hién tai Vién
Huyét hoc - Truyén mau TW va bénh vién da
khoa tinh.

3. Phuwong phap nghién ciru

% Thiét ké nghién ctru: nghién ciru mé ta
cat ngang.

< Phuong phap chon mau: chon maiu
nhiéu giai doan, tién hanh qua 3 budc:

(1) Chon tinh: Chon 4 tinh c6 chu dich,
noi c6 nhidu ba con cac dan toc trong danh
sach sinh séng, cac tinh duoc chon la: Ha
Giang, Lang Son, Tuyén Quang, Thanh Hoa;
(2) Chon truong, 16p: Lya chon ngiu nhién
don cac trudong Dan tdc ndi tri, trong truong
chon ngiu nhién cac 16p c¢6 hoc sinh thudc
dan toc du kién chon miu (3) Chon ddi
tugng nghién cuu: Trong 16p chon toan bd
hoc sinh thude dan tdc trong danh sach; Lanh
dao nha truong va gido vién chu nhiém tu
van dé cac chau ty nguyén tham gia nghién
ctru cho dén khi du ¢ mau.

< C& mau: 4p dung cong thirc tinh c&
mau cho mot ty 1¢:

p(1-p)
(p X €)°

Ty 1¢ mang gen (p) dua vao nghién cuu

trude: Dan toc Mudng 13 0,27 [2], ¢& mau tdi

_ 2
n= VAR,

&9
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thiéu 1a 332; dan toc Tay, p dua vao nghién
ctru trude 1a 0,27 [4], ¢& mau tbi thiéu la
332; céac dan toc Nung, Dao, Thai, H’'mong,
udce tinh ty 1€ mang gen p= 0,20 (€ = 0,25),
c6 n lan luot 12 492, 492, 492, 369.

<% Phwong phdp tién hanh

Hoc sinh dugc tap trung, tu van va td
chirc thu thap thong tin ca nhéan, iy mau xét
nghiém. Mau dwoc lam xét nghiém tong
phan tich t& bio mau bang may dém té bao tu
dong, sinh hoa mau (sat huyét thanh bang k¥
thuat so mau va ferritin huyét thanh bang k¥
thuat mién dich hoa phat quang), Xét nghiém
thanh phan huyét sic t6 bang k¥ thuat sic ky
léng hi¢u nang cao (HPLC); Xac dinh dot
bién gen bang ky thuat Multiplex PCR, Gap-
PCR: xic dinh cac dot bién gen tong hop
chudi alpha globin, chudi beta globin.

Cac d6i twong nghi ngd mang gen
(MCV<85fl, MCH <28pg, khong thiéu sit)
s€ dugc chi dinh lam xét nghiém xac dinh
dot bién. Tiéu chuan chan dodn mang gen
thalassemia/ bénh huyét séc to:

IIl. KET QUA NGHIEN cU'U

= Mang gen dot bién alpha thalassemia:
c6 > 1 dot bién; mang gen o’ khi xac dinh ¢
SEA, THAL o khi xac dinh c6 mat dot
bién: 3.7, 4.2, C2delT, HbCs, HbQs.

= Mang gen beta thalassemia: xac dinh
c¢6 > 1 dot bién; mang gen B° khi xac dinh c6
dot bién Cdl17, Cd41/42, Cd71/72, Cd95,
IVS1-1, IVS1-5, mang gen f* khi c6 dot bién
-28-29, -88-90, IVS2-654.

= Mang gen dot bién bénh huyét sic t6
(HbE): Cd26 (GAG — AAQG).

4. Phan tich va xir 1y s6 liéu: phin mém
Excel 2010 va SPSS 20.0.

Udc tinh ty 1€ sinh con bi bénh dua theo
cong thirc cia Lién doan Thalassemia Thé
gid1 [5]: Ty 1€ sinh con bi bénh = Ty 1¢ mang
gen x Ty 1é mang gen x 0,25 x sd tré sinh ra
I ndm (ty 1&¢ mang gen la tinh theo alen dot
bién).

S6 tré sinh ra trong 1 ndm = ty suat sinh
thd x déan sb. (Ty suat sinh thé chung cho 6
dan toc 1a 17,8 tré / 1.000 dan) [3].

Bdng 1: Dac diém ddn so hoc cia 6 din toc nghién ciru

11| pange | Dinsbtn | pinsbeictian | U | Comiy
j toan quoc phia Bac nim nghién ciru

1 Tay 1.626.392 1.400.519 24.929 406

2 Thai 1.550.423 967.801 17.227 481

3 Muong 1.268.963 788.909 14.043 336

4 Nung 968.800 767.993 13.670 760

5 Dao 751.067 636.523 11.330 538

6 H’Mong 1.068.189 971.515 17.293 402
Chung 7.233.834 5.533.260 98.492 2923

@-® Téng diéu tra Dan s va Nha & Viét Nam nim 2009 [4]
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Theo Téng cuc thong ké, hién c6 hon 7,2 triéu nguoi thude 6 dan toc nghién ciru, trong d6
song chu yéu & khu vyre mién bic (hon 5,5 triéu ngu(n) Tong s6 miu tu duoc 14 2.923 ngudi.
Bdang 2. Ty 1¢ mang gen bénh thalassemia va huyet sdc to

. Dot bién o- Dot bién p- Dot bién Dot bién gen
Dintoe | 0 globin globin Cd26 (HbE) globin
mau n Ty 1€ n % n % n %

TAY 406 84 [207% | 30 | 7.4% | 6 1,5% | 106 | 26,1%
THAI 481 | 107 | 222% | 15 | 3,1% | 90 | 18,7% | 183 | 38,0%
MUONG | 336 75 1 223% | 24 | 71% | 39 | 17.6% | 139 | 41,4%
NUNG | 760 | 150 | 19,7% | 44 | 5,8% | 6 0,8% | 188 | 24,7%
DAO 538 | 100 | 18,6% | 51 | 95% | 3 0,6% | 137 | 25,5%
H’MONG | 402 22 | 5,5% 6 1,5% | 0 0,0% 27 6,7%
Toéng S6 | 2.923 | 538 | 18,4% | 170 | 5,8% | 164 | 5,6% | 780 | 26,7%
Khao sat cho théy, ty 1€ mang gen dot bién globin chung 1a 26,7%, ty 1€ nay rat cao &
ngudi Mudng (41,4%), sau d6 dén Thai (38%), Tay (26,1%). Trong d6 chu yéu la dot bién
alpha, 18,4%; ty 1¢ dot bién beta va HbE lan luot 13 5,8% va 5,6%.
Bing 3. Ty Ié nguwoi mang dot bién gen globin

Chi i Dot bién mat Dot bién didm Dot bién mat
5 Cé mau doan lén (H‘b Cs, HbQs) doan nhé
DA (SEA, THAI) (3.7,4.2, C2delT)
toc N n % n % n %
Tay 406 37 9,1 12 3,0 37 9,1
Thai 481 75 14,3 3 0,6 30 6,2
Muong 336 54 16,1 5 1,5 17 5,1
Nung 760 69 9,1 26 3,4 60 7,9
Dao 538 55 10,2 6 1,1 40 7,4
H’Mong 402 6 1,5 0 0 16 4,0
Chung 2.923 296 10,1 52 1,8 200 6,8

Khao sat ty 16 mang dot bién gen tong hop chudi alpha globin cho thiy, 10,1% db6i tuong
nghién ctru mang cac dot bién ning (mit doan 16n) gay o’ glogin phd bién & nude ta, d6 1a
SEA, THAI,; 1,8% mang cac dot bién diém va 6,8% mang cac dot bién méat doan nho giya’ -
globin (3.7, 4.2, C2delT).
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Bing 4. Ty Ié mang dpt bién gen tong hop chudi beta globin

i Pot bien Beta p K
C:; Comiu | (Cd17; Cd41/42, CdT1/72, C(?Z‘-’; :’I‘;:‘E)
Dén Cd95, IVS2-654)

toc N n % n %
Tay 406 25 6,2 6 1,5
Thai 481 14 2,9 90 18,7
Mubng 336 19 5,7 60 17,9
Ning 760 42 5,5 6 0,8
Dao 538 50 9.3 3 0,6

H’Mbng 402 6 1,5 0 0
Chung 2.923 156 53 165 5,64

Két qua trén cho thiy, 5,4% dbi tugng nghién ciru mang dot bién gen tong hop chudi p
globin, 5,64% mang dot bién tong hop HbE, trong d6 c6 nhém dan toc Thai, dan toc Mudng
c6 ty 18 rat cao, 1an luot 13 18,7%, 17,9%.

Bdng 5. Nguy co thai nhi /tré sinh ra bi bénh alpha thalassemia

U('r,c tinh

sisl(l)ht l:l / Hb Bart’s HI_II)II;II_II_I Ilfl(l‘:):):a HbH Tong cong

Dén toc nam ‘ ‘ ‘
Tan N Tan Tan
N n suat n TAan(c) n suat n suat

© suat © ©
Tay 24.929 52 | 20,7 17 6,8 52 20,7 120 48,2
Thai 17.227 88 | 51,1 4 2,1 38 22,2 130 75,4
Muodng 14.043 91 64,8 8 6,0 29 20,5 128 91,4
Nung 13.670 28 | 20,7 11 7,7 25 18,0 63 46,4
Dao 11.330 29 | 26,0 3 2,8 21 18,9 54 47,7

H’Mong 17.293 1 0,6 - - 3 1,5 4 2,1
Chung 98.492 | 251 | 25,5 45 4,5 169 | 17,2 465 47,2

©) S tré sinh ra / 10.000 tré sinh ra séng / nam

Str dung cong thirc ude tinh ty 1¢ tré sinh ra bi bénh thalassemia, cho théy, 6 dan toc ¢ khu
vuc mién Béc ¢6 thé c6 251 truong hop mang thai tré bi alpha thalassemia thé rit ning (Hb
Bart’s — phul thai); 45 tré sinh ra c6 nguy co bi alpha thalassemia thé trung binh va 169 tré
mang bénh thé nhe. Tan sut chung 1a 25,5 truong hop phu thai / 10.000 tré sinh ra séng /
nam.
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Bdng 6. Nguy co sinh ra tré bi bénh beta thalassemia

U'éc tinh s6
tré sinh ra Beta 2
\ - Thalassemia Beta Thal/HbE Tong cong
A hang nam
Dan toc X
. Tan A £ A
X Tan suat Tan
N n suat n ©) n X4 (0)
© suat
Tay 24.929 24 9,61 6 2,3 30 11,9
Thai 17.227 4 2,10 23 13,6 27 15,7
Muong 14.043 11 8,12 36 25,5 47 33,6
Nung 13.670 10 7,56 1,1 12 8,7
Dao 11.330 24 21,62 1,4 26 23,0
H’Mong 17.293 1 0,56 - - 1 0,6
Chung 98.492 69 7,02 74 7,5 143 14,5

© S tré sinh ra / 10.000 tré sinh ra séng / nam

M&i nam, trong $6 khoang 98.000 tré sinh ra thudc 6 dan tdc nay, udc tinh c6 khoang 69

tré bi beta thalassemia thé ning, 74 truong hop bi beta thalassemia/HbE; tan suat chung la
14,5 tré sinh ra bi beta thalassemia/10.000 tré sinh ra séng.

IV. BAN LUAN

Bang 1 cho thay két qua vé tan sudt mang
gen bénh thalassemia ¢ nhom ddi tugng
nghién ctru thuéc 6 dan toc. O dan toc
Muong, ty I¢ gap trong nghién ctru nay kha
cao (41,4%), trong khi Duong Ba Truc
nghién ctru ndm 2010 & 462 nguoi Muong &
Hoa Binh, cho ty 1€ ¢o huyét sic to bat
thuong 1a 21% (gom Beta thalassemia 9%,
HbE 1a 10,5% va HbH 1,12%), nghién cuu
nay khong dua ra ty 1€ mang gen alpha
thalassemia[2]. Két qua co su khac biét, co
thé do thoi gian do, tac gia Duong Ba Tryc
su dung ngudng MCV <78 fL va di¢n di
huyét sic td, con ching t6i sir dung ngudng
phat hién 1la MCV <85 L, sau d6 dung k¥
thuat sinh hoc phan tir dé phat hién dot bién
nén ty 1¢ phat hién nguoi mang gen bénh
dugc cao hon dac biét 1a alpha thalassemia

va HbE di hop tu. Ty 1€ nguoi Tay mang gen
A 26,1%, tuong duong voi két qua do
Nguyén Kiéu Giang nghién ciru ¢ 332 phu
nit Tay nam 2016 (27%) [4].

Vé tan sudt mang gen alpha thalassemia,
két qua o bang 2 va 3 cho thiy, 10,1% dbi
tuong nghién ctru mang cac dot bién ning
gy o’ — thalassemia phd bién ¢ nudc ta, do
la SEA, THAL trong d6 ty 1€ nguoi Thai va
ngudi Tay mang hai dot bién nay rat cao, lan
luot 1a 16,1% va 14,3%. Ty 1¢ nay tuong
duong voi nghién ctru cia Nguyén Kiéu
Giang voi 16,3% mang gen dot bién tong
hop chudi alpha globin [4]. Py 1a hai dot
bién mat doan 16n, din dén tinh trang khong
tong hop dugc chudi alpha globin.

Vé ty 1¢ mang gen dot bién tong hop
chudi beta globin, két qua ¢ bang 5 cho thay,
5,3% d6i twong nghién ciru mang dot bién
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gen beta globin, 5,6% mang dot bién Cd26
(HbE), trong d6 c6 nhém dan toc Thai, dan
toc Mudng co ty 18 rat cao, lan luot la
18,7%, 17,9%. Riéng nhém dan toc Tay, ty
1é nay thip hon (6,2% va 1,5%). Nghién ctru
ctia Nguyén Kiéu Giang ciing cho thiy, ty 1&
mang gen HbE 1a 1,7% va beta la 7,3% [4].

Két qua chung ciia chiing t6i ciing ¢ nét
tuong dong véi két qua nghién ctru ciia He S
va cong sy cong bd, khio sat trén 130.318
ngudi & mién Nam Trung Qudc cho thay ty
16 mang gen thalassemia 13 19,1%, hai thé
alpha va beta lan luot 14 12,5% va (- - SEA)
5,1%; ty 18 cac dot bién —SEA (51,9%), -
a3.7 (19,90%), oCSa (10,58%), -04.2
(8,13%) [6].

Chiing 61 tiép tuc sir dung nhing két qua
noi trén, phan tich ty 1€ mang gen theo tung
thé bénh, tim ra tan suét di truyén cac dot
bién co thé gdy bénh muc do nang, trung
binh (bénh nhan thuong phu thudc vao
truyén mau), d6 la ddng hop tir o'-
thalassemia, dong hop tir va di hop tir kép tir
B -thalassemia va HbE/B-thalassemia [1]
Déng thoi, dua trén sb tré du kién sinh mdi
nam cua tung dan tdc va cong thuc udce tinh
nguy co di truyén gen bénh ciia Lién doan
Thalassemia thé gidi [5] dé duy tinh s6 luong
tré sinh ra c6 nguy co bi bénh thé ndng va
trung binh néu khong dugc tu van va quan ly
t6t ngudn gen bénh.

Phan tich kha ning di truyén bénh alpha
thalassemia & 6 dan toc nay, bang 5 cho thay,
v6i du kién 98.492 tré sinh ra mdi nam, cd
t6i 251 truong hop tré c6 thé bi Hb Bart’s
(gdy phu thai). Day la thé bénh dé lai hau
qua ning né nhit cia thalassemia, do hau hét
cac truong hop bi phu thai khéng dugc chin
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dodn nguyén nhan gdy phu thai do vay
nhitng ba me nay c6 thé phu thai nhidu lan
[3]. Con sb chung toi dwa ra ciing chi 13 udc
doan do khong c6 thong ké vé s trudong hop
va nguyén nhan din dén mang thai khong
thanh cong ¢ nhoém céc dan toc dugc nghién
ctru. Bang 3 cho thiy, ty 1& gip ngudi mang
dot bién gen SEA va THAI & cong dong ndy
14 10,1%; phdi hop véi ty 16 ngudi mang gen
bénh huyét sic t6 alpha (HbCs, HbQs) la
1,8% va ty l¢ mang gen o -thalassemia 13
6,8% thi sb tré sinh ra co thé bi bénh thé
trung binh (di hop tir kép) HbHHbCs hoac
HbH HbQs va thé nhe HbH lan luot 1a 45 va
169 tré, véi tan sudt sinh ra tré bi
bénh/10.000 tré sinh ra song 1a 4,5 va 17,2.

Dot bién HbE kha phd bién ¢ khu vuc
Pong Nam A ciing nhu & nudc ta. V& Thé
Hiéu (2014) nghién ctru tinh hinh bénh
thalassemia trén 1.100 ngudi dan ¢ hai huyén
mién nai Nam Pong va A Ludi, Thira Thién
Hué cho thay, ty 16 mang gen HbE 13 10,4%
[7]. Trong 6 dan toc dua vao nghién ctru, voi
gan 100.000 tré sinh ra mdi nam, ty 16 mang
gen p’-thalassemia 1a 5,3% va HbE 1a 5,6%
(bang 4), udc tinh s€ c6 khoang 143 tré sinh
ra bi bénh beta thalassemia mdi nim, trong
d6 69 tré sinh ra bi beta thalassemia thé nang
B°/p%), 74 truong hop c6 beta
thalassemia/HbE (B°/B"), (bang 6). Hb Bart’,
beta thalassemia mic d) nang va beta
thal/HbE 14 3 thé bénh ndm trong muc tiéu
can khong ché. Khi phat hién ra nguy co sinh
con thé bénh nay, cin tu van dé chan doan
trude sinh va manh dan chdm dut thai ky;
giai phap nay da duoc nhiéu qudc gia thuc
hién kha hiéu qua [1].
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Viéc dinh hudng sang loc dé tim ra nhirng
cip vo chong mang cac dot bién ning da
duoc thuc hién & nhiéu nudce trong viéc han
ché sinh ra tré bi bénh nang. Tai Quang
Chau, Trung Qudc v6i ty 1& mang B-
thalassemia 13 2,5%, o’-thalassmia 1a 4,14%,
o' -thalassemia 1a 4,05%, trong 10 nadm, cac
bénh vién da sang loc 49.211 thai phy, phat
hién c6 4.503 thai phu mang gen thalassemia
(9,1%), trong d6 187 cdp d6i c6 nguy co sinh
con bi bénh o-thalassemia (Hb Bart’s va
HbH), 82 cadp vo chéng c6 nguy co sinh con
bi bénh B-thalassemia. Két qua chidn doan
trudc sinh c6 54 thai bi bénh a-thalassemia
nang va 18 thai nhi bi bénh B-thalassemia.
Céc gia dinh c6 thai bi bénh déu tu nguyén
dinh chi thai [8]. Peerapon Wong nghién ctru
& mién Bic Thai Lan trén 1.198 cip dbi co
vo mang thai, c6 4,8% di hop tir alpha
thalassemia, 1,6% mang gen di hop tir beta
thalassemia, 12,4% c6 di hop tir Hb E, 2,7%
phat hién c6 18 cdp doi nguy co cao, trong
ddé 15 cap c6 nguy co sinh con bénh
HbE/beta thalassemia va 3 cidp c6 nguy co
sinh con Hb Bart’s [9].

Theo Attawut Chaibunruang, céch lam
niy ciing da mang lai nhitng thanh cong nhat
dinh trong cong tac quan ly va phong khong
sinh ra tré bi bénh thalassemia thé nang &
Pong Bic Thai Lan [1]. Tac gia Carinna
Hockham va cong su ¢ Thai Lan cling da c6
bai tong quan, danh gia nguy co truyén gen
bénh alpha thalassemia ¢ cac nude trong khu
vuc Bong Nam A, va uée tinh va du bao sd
tré em sinh ra c6 thé mang gen alpha ¢ Thai
lan ndm 2020 nham nham thuc hién tot hon
cong tac phong bénh ¢ nude nay [10].

Nhitng s6 liéu néu trén chwa bao gom sb

tré sinh ra mang gen bénh thalassemia/huyét
sdc t6. Tuy nhién, két qua dy doan kha ning
sinh ra tré bj bénh thalassemia thé niang rat
dang bao dong (thé beta thalassemia,
beta/HbE, Hb Bart’s, HbH). Du doan nay
cling phu hop véi thyc trang ) luong bénh
nhi thalassemia 6 dan toc nay dang khong
ngung gia tdng ¢ cac bénh vién (nhu mot
nghién ctru ciia Vién Huyét hoc Truyén mau
TW).

V. KET LUAN

Qua khao sat ty 1& mang gen bénh huyét
sic t6 va thalassemia & 6 dan toc (Tay,
Nung, Dao, Thai, Muong, H’Mdng) dang
song & mot s tinh mién Bic, két qua cho
thdy, tinh trang mang gen bénh huyét sic
té/thalassemia gip ¢ tat ca cac dan toc
nghién ctru. Ty 1¢ mang gen bénh huyét sic
td va thalassmia la 26,7%; nhiing dot bién
ning nhu SEA, THAI gip 10,1%, dot bién
Cd17; Cd41/42, Cd71/72, Cd95, TVSI1-1 gap
& 6,8% dbi twong nghién ctru. Udce tinh so bd
mdi nidm, c6 khoang 45 tré sinh ra bi alpha
thalassemia thé trung binh, 165 tré bi beta
thalassemia thé ning va beta thalassemia/
HbE; dac biét, c6 khoang 251 truong hop cod
thé bi phu thai do alpha thalassemia thé rat
nang (Hb Bart’s).

Pay la nhitng con s bao dong, gitp
chiing ta c6 thém giai phéap tich cuc trong
phong tranh bénh thalassemia dugc hi¢u qua
hon.
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TOM TAT

Muc tiéu: Khao sat dic diém cac chi s xét
nghiém dong hong cau mau ngoai vi va thanh
phin huyét sic to & nguoi mang dot bién gen
bénh thalassemia ¢ nguoi toi tu van tai Vién
Huyét hoc - Truyén mau Trung vong. Pdi twong
va phwong phap nghién ciru: M6 ta cit ngang,
danh gia két qua xét nghiém chi sé hong cau,
thanh phan huyét sic t6 va ton thuong gen & 413
nguoi khée manh, toi tu van tai Vién Huyét hoc-
Truyén mau Trung wong. Két qua: MCV < 80f/1
va MCH < 27 pg ¢ 100% va 99,5% nguoi mang
dot bién gen B° va o, gap 20,9% & o va 71,8%
& HbE. Cac d6t bién nhe o va BF c¢6 thé c6 chi sd
MCV va MCH trong giéi han binh thuong
(MCV > 85 f/l va MCH > 28pg) voi ty 1¢ 1a
16,3% va 9,3% & ot va 2,8% va 1,4% & B~
Thanh phan huyét sic t6 trong o thalassemia &
giéi han binh thuong, trong o’ thalassemia c6
HbA2 gidm nhe. Trong beta thalassemia co
HbA2 tang, trong HbE di hop tu, ty 1¢ HbE la
24,63+2,34 (%). Két luan: Nguoi mang gen (1
allen dot bién) thuong khong thiéu méu hogc chi
thiéu nhe, hiu hét c6 hong cdu nhé. Thanh phan
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Chiu trach nhiém chinh: Nguyén Thi Thu Ha
Email: nguyenthuhanihbt@gmail.com

Ngay nhan bai: 8.4.2021

Ngay phan bién khoa hoc: 8.4.2021
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Bach Quéc Khanh, Nguyén Anh Tri(*)

huyét sic t6 c6 HbA2 ting trong beta
thalassemia, HbA2 binh thuong trong alpha
thalassemia; cac d6t bién nhe o va B* co thé c6
chi s6 MCV va MCH trong giéi han binh
thuong.

Tir khéa: thalassemia, tan mau bam sinh,
sang loc

SUMMARY
THE CHARACTERISTICS OF RED
BLOOD CELL INDICES AND
HEMOGLOBIN COMPONENTS IN
THE THALASSEMIA CARRIERS AT
NIHBT
Objective: to acces the characteristic of red
cell indices among o, P carriers who came to
NIHBT to be consulted. Methodology: A cross-
sectional study was applied in 413 healthy people
who were consulted at thalassemia center,
NIHBT. Results: Smaller size of red cell with
MCV < 80f/1 va MCH < 27 pg in 100% and
99.5% among of B’ and o’carriers; 20.9% in o
thalassemia and 71.8% in HbE. MCV and MCH
might be in normal range of MCV and MCH
(MCV > 85 f/l va MCH > 28pg) in 16.3% and
9.3% in o thalassemia and 2.8% va 1.4% in p°
recpectively. people
o’thalassemia carrier, HbA2 might be slightly
decreased. In heterozygous HbE, HbE was 24.63
+ 2.34(%). Conclusion: almost of the subjects
were single allele mutation with normal or
slightly decreased hemoglobin; the MCV and

Among who  are
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MCH might be in normal range in o or B"
silence carriers.

Key words: thalassemia, mutation, screening
I. DAT VAN DE

Thalassemia 13 bénh di truyén don gen
phd bién trén thé gisi, voi biéu hién chinh 1a
thiéu mau do tan mau. Ngudi mang gen hoic
mang bénh mirc d0 nhe thuong khong cod
biéu hién 1am sang. Day chinh 1a nhoém dbi
tuong c6 nguy co truyén gen bénh cho thé hé
sau. Dé phong bénh hi€u qua, mot bi€n phap
quan trong la xac dinh dugc ngudi mang gen
va han ché viée truyén gen cho thé hé sau,
tién toi khong sinh ra tré bi bénh hodc mang
gen bénh.

Trong quy trinh sang loc, chan doan va tu
van thalassemia, theo huéng dan cua Lién
doan Thalassemia thé gidi, thuong bat dau tir
cac chi sb xét nghiém té bao mau ngoai vi,
trong d6 c6 nhitng chi sé duoc sir dung rat
httu hiéu nhu MCV, MCH véi ngudng cut
off phé bién 1a 80 /1 va 27pg, dic biét cho
sang loc cong dong. Tuy nhién, Thalassemia
giy ra boi co ché ton thuong gen tong hop
chudi a, B globin kha phurc tap, tiy thudc
kiéu dot bién va su phdi hop cac dot bién voi
nhau s& gy ra cac mirc do tén thwong hdng
cau khac nhau tir d6 tao nén cac kiéu hinh va
biéu hién 1am sang rit da dang. Téng phan
tich méu ngoai vi 14 xét nghiém co ban dau
tay dé dinh huéng chin doan thalassemia [3],
tiép dén 1a xét nghiém xac dinh thanh phan
huyét sic t6 dé chdn doan thé bénh
thalassemia va cudi cting 1a sinh hoc phan tir
dé xac dinh chinh xéc loai dot bién.

Dua trén két qua nhitng dot bién gen da
x4c dinh duoc cia nhoém dbi tuong khoe
manh t6i tu van, chung t6i thuc hién dé tai
ndy nhim: Khdo sdt ddc diém cdc chi sé xét
nghiém ddng héng cdu mdu ngogi Vi va
thanh phan huyét sdc t6 & ngwoi mang dot
bién gen bénh thalassemia & nguwoi t&i tw van
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tai Vién Huyét hoc - Truyén mdu Trung
wong.
II. DOI TUQNG VA PHU'ONG PHAP NGHIEN CU'U

1. Pé6i twong nghién ciru (PTNC)

413 nguoi khoe manh, toi tu van vé bénh
Thalassemia tai Trung tdm Thalassemia,
Vién Huyét hoc — Truyén mau trung wong,
dugc xac dinh mang gen bénh.

Péi tuong loai tru: thiéu sit hodc céc
bénh 1y viém nhiém khéc.

2. Thoi gian va dia diém nghién ctru

- Thoi gian: 1/2015 — 6/2016

- Pbia diém: Vién Huyét hoc — Truyén
mau Trung wong.

3. Phuong phap nghién ctru

3.1. Thiét ké nghién ctru: Nghién ciru
mo ta cit ngang.

3.2. Phuong phap va cong cu thu thap
s0 liéu

% Noi dung va chi sd nghlen clru

- Thong tin chung Tudi, gioi.

- Chi sb hong cAu mau ngoai vi: Hb,
MCV, MCH.

- Thanh phan huyét sic to.

- Kiéu dot bién gen a, B globin.

% Phuong tién, dung cu

- May dém té bao tu dong ADVIA 2120
(Siemen - Duc).

- Xac dinh thanh phan huyét sic t6 bang
ky thuat HPLC.

- Xac dinh dot bién gen globin bang
phuong phdp PCR don va Strip assay

3.3. Quan Iy va xir Iy s6 liéu: Bang phan
mém Microsoft Excel, SPSS 18.0 va céc test
thong ké thong dung.

Il. KET QUA NGHIEN cU’U

3.1 Pic diém chung cia dbi twong
nghién ciru

O 413 d6i tugng, 44,6% 1a nam, 55,4% la
nit; 7,3% & lra tudi 15-24, 67,3% & lira tudi
25 — 34, 25.4% trén 35 tudi.
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Bing 3. 1: Phin bé doi twong nghién ciru theo thé bénh

So allen ddt bién Thé bénh n %
h a-thalassemia 226 54,7
Ton thuong 1 allen -
B-thalassemia 171 41,4
T6n thuong nhiéu allen Thé két hop 16 3.9
Chung 413 100

Chung t6i gip 54,7% dbi twong nghién ctru mang gen dot bién a-thalassemia, 41,4% mang
gen dot bién PB-thalassemia va co 3,9% (16) truong hop mang két hop dot bién o va B -

thalassemia.

Bing 3.2: Tan xudt xudt hi¢n 1 allen djt bién

Dot bicn gen t;);:)gb:lfp chuoi alpha Dot bién gen tong hop chudi beta globin
Kiéu gen 1;1;111 n (%) Kiéu gen Kiéuhinh | n (%)
ao/-->4 o 183 (81,0) p/ e’ p’ 50 (29,2)
aa/-o™ o 24 (10,6) p/ pCez p’ 36 (21,1)
(xa/_(x4.2 (X+ 5 (2’2) B/ BCd71/72 BO 3 (1,8)
oo/oo ¢ o 14 (6,2) p/ prvSH! p° 2(1,2)

B/ BIVSZ-654 BO 2(1,2)
B/ B B’ 1(0.6)
B/ BS“® (HbF) pE 71 (41,2)
B/ B B’ 6 (3.5)
Téng 226 (100) Téng 171 (10)

Trong sd ngudi mang dot bién gen a, chi yéu gip dot bién —°** (81%), ngoai ra con gip
va HbCs. Chiing t6i gip 10 kiéu allen dot bién chudi p, phd bién nhit
1a Codon 26, Codon 17, Codon 41/42 véi ty 1¢ lan luot 1a 41,2%, 29,2% va 21,1%.

3.2 Pic diém xét nghiém huyét hoc ciia nguoi mang 1 dot bién gen thalassemia

Bing 3.3: Nong dp huyét sic to (/1) theo kiéu hinh giiva hai gidi

allen dot bién -o>”’, -

4.2
a

Giéi Nam _ Nuw
Kiéu hinh dot bié (-+SD, min-max) | (¥ +SD, min-max) P
1 3
o -thalassemia 133’3;2%’;? ! 16(,;2?:11415 ? pi2 <0,05
o'-thalassemia 150,6+11,89 > 122,96+10,45 * P34 20,05
(113-173) (102-140)
B°-thalassemia 131,89+9,66 ° 101,92+10,08 ©
(114-149) (86-132) Pab >0,05
p’-thalassemia 144,9+9,81° 121,07+11,69 ¢ Pe.d <0,05
(109-163) (96-150)
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O d6i twong mang gen 14 nam, chi sé huyét sic td trung binh déu trén 120g/1. O nir, nhém
mang gen o’ co lwong Hb trung binh thip hon nhém o (116,38 + 11,39 g/l so voi 122,96 +
10,45g/1), nhom B° thap hon nhom B (101,92 + 10,08 va 121,07 + 11,69 g/1), su khac biét co
¥ nghia thong ké véi p<0,05.

Bing 3.4: Chi sé6 hong cau va thanh phan huyét sic té theo kiéu djt bién gen

. Chi s6
Kiéu hi MCV (fl) MCH (pg) HbA2 (%) p
dot bién
o (n=183) 67,98+3,68 21,19+1,16 * 2,06+0,22 P12 <0,05
o (n=29) 82,2842.26° | 26,48+1,09° 2,3740,32 Pa-s <0,05
HbCs (n=14) 82,18£7,06° | 26,61+2,61° 2,1240,95
5,36+0,42
0 — + a + d ) 5
B’ (n=94) 63,55+3,39 19,91+1,12 (HDF 5.36+5.04) ga_b iggg
+ — + a-c )
b (n=6) 71,56+3,63° | 23,04+1,48°¢ 33+0.49 Pa-e <0,05
(HbF 3,7) Dar<0.05
5,36+0,42 . ; 2,49+1,45 S
+ +
(n=71) 77,65+3,64 25,62+1,24 (HbE 24,63+2,34)

Chi s6 MCV, MCH trung binh & nhom d6i tuong nghién ciru déu thap hon gii han binh
thudng. Cu thé, nhom mang gen o’ cd6 MCV trung binh 13 67,98 + 3,68 fl, MCH trung binh 1a
21,19 + 1,16pg, thap hon so véi nhém mang gen o va HbCs, sy khac biét co y nghia thong ké
voi p < 0,05; nhém mang gen B° c6 MCV trung binh 14 63,55 + 3,39 f/I, MCH trung binh 14
19,91 £ 1,12pg, thdp hon nhém mang gen B* va B ¥, su khac biét co y nghia thong ké véi
p<0,05. Nhém mang gen o thalassemia thanh phin Hb chi ¢6 HbA va HbA2, nhém P
thalassemia thanh phan Hb c6 HbA2 ting trung binh 1 5,36 + 0,42 (%), nhom HbE di hop tir
c6 HbE trung binh 1a 24,63 + 2,34 (%).

Bing 3.5: Ty 1¢ (%) cdc ngwong chi sé hong cdu theo cdc dang dét bién

Chi s6 HC MCV (fl) MCH (pg)

Dang

dot bién <80 80-84.,9 >85 <27 27-27,9 >28
o’ (%) 99,5 0,5 0 99,5 0,5 0
o’ (%) 20,9 62,8 16,3 62,8 27,9 9,3
B (%) 100 0 0 100 0 0
B (%) 100 0 0 100 0 0
BE (%) 71,8 25,4 2,8 87,3 11,3 1,4

Hau hét ngudi mang gen a” va B’ c6 chi s6 MCV < 80 fl va MCH < 27 pg. Nhém mang gen
o ¢c6 MCV > 85flva MCH >28pg 1a 16,3% va 9,3%, twong tu & nhom mang gen " ty 1¢ nay
1an luot 13 2,8% va 1,4%.

3.3. Pic diém xét nghiém huyét hoc 6 nhém c6é nhiéu ddt bién
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Bing 3.6: Chi sé xét nghi¢m ¢ nhém cé nhiéu dét bién gen

Chi s6 HC sé
Dang miu MCV () MCH (pg) HbA2 (%)
dot bién
5.75+0.49
> + + i >
Cd17 va SEA 3 67,75+4,31 | 20,65+0,78 HbF: 2.6
Cd 17 va HbCs 1 64 19,4 4.8
Cd 41/42 va Alpha 4.2 1 61,9 19,1 49
Cd 41/42 va Alpha 3.7 1 68,4 20,9 5.4
28 va SEA 1 69,2 22,6 5,2
Cd17 va Alpha 4.2 1 65 19,7 5,6
. 2,53+1,38
Cd26 va SEA 3 65,5+1,67 20,640,25 HbE: 13,6541.54
. 1,740,42
Cd26 va Alpha 3.7 2 74,35+6,72 23,8431 HbE: 18, 1544,59
6,6
Cd26 DHT 1 65,9 21,2 HE: 85.2
Cd 26/ -28 1 62,4 20,0 2,0
) ’ ’ HbF: 18,9, HbE: 39,9
HbCS / Alpha 3.7 1 77,7 23,5 1,8

C6 16 truong hop c6 2 dot bién gen globin. Trong tat ca cac truong hop co dot bién phdi
hop alpha véi beta thalassemia, thanh phin HbA2 déu ting (4,8-6,1%). Truong phbi hop
Cd26 va ~ 5" thi HbE 1a 13,63+1,54%, phdi hop Cd26 va Alpha 3.7, HbE la 18,15+4,59%.
Hau hét cac truong hop ¢6 MCV va MCH rét thap. Phoi hop 2 dot bién nhe trén 1 cip gen,
khong anh huéng nhiéu dén lwong Hb, cu thé nhu HbCS / Alpha 3.7 ¢6 Hb 1a 108g/L (niY),

nhu Cd 26/ -28 ¢6 Hb la 134g/L (nam).

IV. BAN LUAN

4.1. Pic diém dot bién gen bénh
thalassemia ¢ nhém ddi twong nghién ciru

Trong s6 nhitng ngudi chi dong ti tu van
tai Trung tdm Thalassemia, chu yéu la do
tudi sinh dé 25 — 34 (67,3%). Trong d6 c6
397 ngudi mang 1 allen dot bién, c6 16
truong hop mang két hop dot bién o va B;
54,7% dbi twong nghién ctru mang gen dot
bién o-thalassemia, 41,4% mang gen dot
bién p-thalassemia.

Trong s6 allen dot bién trén gen tong hop
chudi o globin dugc khao sat, dot bién —SF4

gip pho bién nhit (81%), tiép theo 1a cac dot
bién -’ , -0** va HbCs. Chiing toi gap 10
kiéu allen dot bién chudi B, phd bién nhat 1a
Codon 26, Codon 17, Codon 41/42 voi ty 1€
1an Tuot 13 41,2%, 29,2% va 21,1%. Cac ty 1&
nay ciing phu hop voi mét sb nghién ciu
khic ¢ nude ta, nhu trong nghién ctu ctua
Nguyén Khic Han Hoan (2011) nghién ctru
& 290 dbi twong duogc chin doan trude sinh,
ty 16 mang dot bién —SEA 1a 77,8%, trong
nghién ctru ctia Ngé Diém Ngoc (2015) trén
124 thai phu nguy co cao la 80,6%.
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4.2.Pic diém xét nghiém huyét hoc
bénh Thalassemia & nhém c6 1 dt bién
gen

Nhing chi s6 hdng cau méau ngoai vi co ¥
nghia trong sang loc va chan doan ngudi
mang gen/bi bénh thalassemia d6 1a ndng do
huyét sic t6, MCV, MCH. Trong s6 397
ngudi mang 1 dot bién, chiing toi phan tich
s khac nhau vé ndng do huyét sic té giira
nhom o va o'; p° va B dé khao sat sy khac
biét duoc thé hién ra cac chi s6 mau ngoai vi.

Két qua & bang 3.3 cho thay, & dbi tuong
mang gen & nam, chi s6 huyét sic td trung
binh déu trén 120g/l. C6 mot sé truong hop
huyét sic tb dudi 120g/l nhung ty 1¢ khong
cao. O nit, nhom mang gen o’ c6 lwong Hb
trung binh thip hon nhém o (116,38+11,39
so véi 122,96+10,45 g/1), nhom p° thip hon
nhém B(101,92+10,08 va 121,07+11,69 g/1),
su khac biét c6 y nghia thong ké vai p<0,05.
Piéu nay twong d6i phu hop véi co sé Iy
thuyét, nhirng dot bién o, BO nhu —>*4, Codon
17, Codon 41/42... lam mét kha ning tong
hop chudi globin, con cac dot bién o, B+ nhu
o7, -a*?, -28... chi lam giam tong hop
chudi globin, dot bién HbCs va Codon 26
(HbF) 1a cac dot bién tao ra cac loai chudi
globin khac. Mot s6 truong hop chi co ton
thwong 1 allen o, p° nhu —°**, Codon 17,
Codon 41/42 ¢6 luong giam huyét sic t6
dudi 90g/1 (thiéu mau muc do trung binh)
déu 13 nhirng ngudi dang c6 thai. Vé thanh
phan huyét sic t6, két qua bang 3.4 cho thiy,
hau hét cac truong hgp mang 1 allen dot bién
o, thanh phan huyét sic td chi c6 HbA va
HbA2, HbA2 ¢ mirc thap, dudi 2,5%. Nhiing
truong hop mang 1 allen dot bién p° va p* ty
1€ A2 thuong dao dong khoang 5%, HbF dao
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dong khoang 5%; & thé ¥, HbF co khoang
2,5% vaty 1¢ HbE 1a 24,63 + 2,34%.

Chi s6 MCV va MCH ciing nhu thanh
phan huyét sic t6 ciing ¢ sy khac biét twong
d6i 15 giita cac nhom o’ vaa”, p° va p*. Bang
3.4 cho thiy, chi s6 MCV, MCH trung binh
& nhom dbi twgng nghién ctru déu thip hon
gi6i han binh thudng (8511 va 28pg). O nhom
mang gen o, chi s6 MCV trung binh 13 67,98
+ 3,68 fl, MCH trung binh la 21,19+1,16 pg,
thip hon so v&i nhém mang gen o va HbCs,
su khac biét c6 y nghia thong ké vai p<0,05.
Nhom mang dot bién p° ciing twong ty, MCV
trung binh 1a 63,55 + 3,39 fl, MCH trung
binh 13 19,91 £ 1,12pg, thip hon nhém mang
gen B va p¥, sukhéac biét c6 ¥ nghia thong ké
voip < 0,05.

Chi s6 MCV va MCH c¢6 gia tri quan
trong trong viéc dinh hudng chin doan tinh
trang mang gen dot bién. Cac nghién ciu
trong khu vuc nhu cia Ma ESK ¢ Trung
Qudc, Chan ¢ Hong Kong, Wibhasiri & Thai
Lan d& xuét tiéu chi sang loc MCV < 80 fL
va MCH < 27 pg.[3] Mot sb tac gia khac lya
chon ngudng cut off cia MCV la 76 fL thi
do nhdy va do dac hi¢u trong sang loc f-
thalassemia 1a 93,7% va 96,6%. Trong
nghién ciru ndy, két qua bang 3.5 cho thay,
st dung ngudng MCV va MCH nhu trén kha
phu hop dé dinh huéng chan doan nguoi
mang gen & thé o’ va p° (MCV < 80f/1 va
MCH < 27 pg ¢ 100% va 99,5% ngudi mang
dot bién gen B° va a”). Tuy nhién, & nhom
mang gen o, 16,3% c6 MCV >85 fl, 62,8%
& muc 80-84,9 fl, 9,3% c6 MCH >28 pg va
cod toi 27,9% & muac 27-28pg. Tuong tu,
trong nhom mang gen B c6 2545% co
MCV ¢ muc 80-84.,9 fl, 2,8% & muc > 8511;
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11,3% c6 mirc MCH tu 27-28pg, 1,4% co
MCH > 28pg. Nhu vay, néu trong sang loc
cong dong ma str dung ngudng MCV < 80fl,
MCH < 27pg s€ c6 kha nang bo sot mang
gen o, B*, diéu nay rat quan trong trong tu
van trudc két hon va trude sinh. Néu nhing
ngudi B* két hon voi ngudi gen B° thi s& co
nguy co sinh con bi bénh p° /p" , véi biéu
hién 1am sang trung binh dén ning. Néu
mang gen o~ dic biét 1a HbCS két hon vai
ngudi man gen o’ (--°*) thi s& c6 nguy co
sinh con bi bénh (--**/aa™") thuong 1a
muc do trung binh. Co6 1€ viéc xac dinh
ngudng MCV, MCH cho sang loc can duogc
nghién ctru & quy mo rong hon.

4.3. Pic diém xét nghiém huyét hoc
bénh thalassemia ¢ nhém nhiéu dot bién
gen

Gen tong hop chudi alpha globin nim trén
nhiém sic thé s§ 16, gen beta globin trén
nhiém sic thé s 11, hai gen nay doc lap voi
nhau. Viét Nam cling nhu cac nude khu vuc
Pong Nam A c¢6 ty 1¢ nguoi mang gen bénh
cao & ca 2 thé alpha va beta globin. Do su
tuong tac gen ciia bd va me 13 ngdu nhién
nén dra con clia cip vo chong cod ngudi
mang gen bénh beta, c6 ngudi mang gen
bénh alpha co thé bi phdi mang ca gen alpha
va beta thalassemia.

Su phdi hop dot bién gen alpha voi gen
beta globin khong anh huong dén lwong Hb
mic di MCV, MCH thap (bang 3.6). Tuy
nhién két qua thanh phan Hb chi c6 HbA2
ting — gidng nhu cac trudng hop beta
thalassemia don thuan. Vi viy voi trudng
hop di chan doan beta thalassemia van can
phai lam xét nghiém xac dinh cac dot bién
gen alpha globin dé tranh bo st cac truong

hop phéi hop nhu thé nay.

Céac truong hop phdi hop HbE véi a
thalassemia khong anh huong dén lwong Hb
nhung lam giam ty & HbE (thuong dudi
20%), két hop véi o’ thi ty 1& HbE thap hon
so v6i két hop voi of (bang 3.6). Dya trén
dic diém nay, ching ta co thé du doan duogc
kha ning mang gen alpha phdi hop v6i HbE
qua két qua xét nghiém xac dinh thanh phan
huyét sic td. Viée dinh hudng chan doan
ngudi mang gen vo cung cd y nghia dac biét
trong tu vin chan doan trudc sinh, trudc két
hén dé tranh sinh ra nhiing dua tré bi bénh
thalassemia.

V. KET LUAN

Qua khao sat chi sé xét nghiém hong cau
méu ngoai vi & 413 ngudi khoe manh, dén tu
vin va dugc xac dinh mang gen bénh
thalassemia, chung t6i thu dugc mot s6 két
luan sau:

- Chui yéu 13 nguoi mang 1 allen dot bién,
trong do a-thalassemia chiém 54,7%, p-
thalassemia chiém 41,4%. Nguoi mang gen
bénh thalassemia (1 allen dot bién) thudng
khong thiéu mau hodc chi thiéu nhe. Luong
huyét sic té trung binh ¢ nam giéi tir 105 —
168 g/L. Ngudi mang dot bién gen o’ va B’
déu c¢6 chi s6 HC nho, MCV < 80f/l va
MCH < 27 pg. Céc dot bién nhe o va B ¢6
thé c6 chi s6 MCV va MCH trong gi6i han
binh thuong (MCV > 85 fl va MCH > 28pg)
voi ty 16 12 16,3% va 8,3% & o va 2,8% va
1,4% & p.

- Thanh phan huyét sic té trong o
thalassemia & giéi han binh thuong, trong o
thalassemia thi c6 thé binh thudng hoic
HbA2 giam nhe. Trong HbE di hop tu, ty 1€
thanh phin HbE 1a 24,63+2,34 (%).
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- Phbi hop dot bién o v6i B globin lam
hong cau nho, nhung khong anh hudng nhiéu
dén lugng huyét sic t6. Thanh phan huyét
sdc to nhu biéu hién ctia dot bién gen B don
thuan. Trong a thalassemia phdi hgp HbE, ty
16 HbE giam hon so voi HbE don thuin
(thuong < 20%).

KIEN NGHI

Nhit thiét phai xét nghiém xac dinh dot
bién gen o-thalassemia trong cac truong hop
da chan doan xic dinh p-thalassemia va
trong cac trudng hop hong ciu nhé ma thanh
phan dién di huyét sic to binh thudng.
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GIA TRI CUT-OFF CUA CAC CHi SO HONG CAU
O’ NGOl MANG GEN VA BI BENH ALPHA THALASSEMIA THE NHE

Bai di ding trén tap chi YHVN sé dic
bi¢t thang 4 nam 2019, tap 477

TOM TAT

Pit van dé: Cac chi sd hong cau cua ngudi
mang gen va bi bénh o thalassemia thé nhe gop
phin quan trong trong sang loc, dinh huéng chan
doan. Muc tiéu: Nghién ctu ngudng cut-off, ¢
nhay, d6 dic hiéu cua cac chi s6 hong ciu &
nguoi mang gen va bi bénh o thalassemia thé
nhe. Poi twong va phwong phap: Nghién ciru
mo ta trén 1863 ngudi mang gen va bi bénh o
thalassemia thé nhe, tudi >15, khong kém thiéu
méu thiéu st tai vién Huyét Hoc va Truyén Mau
trung wong, thoi gian tir 1/2017 — 12/2017. Két
qua: Gilta nguoi mang gen va bi bénh o
thalassemia thé nhe, MCV c6 AUC 0,947,
nguong cut-off 1a 77,45 1 voi d§ nhay 91,6%,
do dac hiéu 88,9%, MCH c6 AUC 0,973, ngudng
cut-off la 23,65 d9 nhay 93,6%, do dic hi¢u
92,6%. Ngudng MCV 72,151 va/hoac MCH
21,85pg c6 kha nang goi y (- /aa) thalassemia.

Tir khoa: Ngudi mang gen o thalassemia, o
thalassemia thé nhe

SUMMARY
THE MEANING OF THE CUT-OFF OF
RED CELL INDICES IN ALPHA

*Vien Huyét hoc — Truyén mau Trung wong
Chju trach nhiém chinh: Pham Hai Yén
Email: haiyenbbmh@gmail.com

Ngay nhan bai: 8.4.2021

Ngay phan bién khoa hoc: 8.4.2021

Ngay duyét bai: 19.4.2021

Pham Hii Yén*, Nguyén Thi Thu Ha*,
Nguyén Ngoc Diing*, Nguyén Ha Thanh*

THALASSEMIA CARRIERS AND MILD
ALPHA THALASSEMIA PATIENTS
Background: RBC indices in silent carrier
state and o-thalassaemia trait are important in
screening, oriented  diagnosis. Purpose: to
assess of cut-off values of RBC indices in silent
carrier state and o-Thalassaemia trait. Patients
and methods: descriptive study of 1863 cases
(1172 215 (—o/-o)
thalassemia, 476 (- -/a0) thalassemia) who from

silent carrier state,
15 years old and without iron deficiency in
National Institute of Hematology and Blood
Transfusion from 1/2017 to 12/2017. Results:
Among silent carrier state and o-Thalassaemia
trait, MCV showed an AUC of 0.947 and the cut-
off point of 77,45 provided a sensitivity of 91,6%
and a specificity of 88,9%. MCH showed an
AUC of 0.973 and the cut-off point of 23.65
provided a sensitivity of 93,6% and a specificity
of 92,6%. Furthermore, MCH < 21,85 pg and/or
MCV < 72,15 fL are strongly suggestive of the
presence of (- /o) thalassemia.

silent carrier state o-

Key words:

Thalassaemia, a-Thalassaemia trait

I. DAT VAN DE

o-Thalassaemias 1a rdi loan di truyén
duoc ddc trung boi giam hodc mit san xuét
chudi o-globin. Bénh phd bién ¢ Viét Nam
cling nhu khu vuc Pong Nam A [1] [2]. Co
nhiéu thé a-thalassemia khac nhau tiy thudc
) lugng dot bién trén mot hodc hai gen o-
globin. Trong d6, a-thalassemia thé nhe va
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ngudi mang gen rat phd bién trong cong
dong.

Nguoi mang gen o-thalassemia do dot
bién trén 1 gen a-globin. Cac dot vién hay
gip 1d — o’ va — o*% Ngoai ra, cic nudc
Dia Trung Hai, Dong Nam A va Trung Qudc
cling hay gip sb dot bién tao ra cac loai
huyét sic t6 bat thuong nhu: Hb Constant
Spring (Hb CS- Dot bién TAA—CAA &
codon 142), Hb Quong Sze (HbQs- Dot bién
CTG—CCG trén 1 chudi a-globin codon
152)....[3] [5][6]. 7 ‘ ,

a-thalassemia thé nhe gom céc dot bien
2 gen o-globin trén cling mot nhidm sic thé
hodc mot gen a-globin trén 2 nhidm sic theé.
O khu vuc Pong Nam A va Trung Qubc, dot
bién 2 gen o-globin trén cling mot nhidm sic
thé hay gip la: — —SEA _ _THAL _FIL 37
[6]. Dang d6t bién mot gen a-globin trén 2
nhiém sic thé 1a su két hop cuia cac dot bién
diém, c6 thé gap: — o7/ o7, — o - o
hodc — o7 /- o**...

Dua trén dién di huyét sic t& dé chan
doan, ca hai thé a-thalassemia trén hau hét
déu co két qua binh thudong. Tuy nhién, trén
xét nghiém tong phan tich t& bao mau ngoai
vi, cac chi s6 MCV hoidc MCH hoic MCHC
c6 thé giam. Vi vay, dua trén 1863 ngudi co
o -thalassemia dugc sang loc dot bién gen
globin, chung t6i dua ra ngudng cut-off, do
nhay, do dac hi¢u cua cac chi ) héng cdu &
ngurdi mang gen va o thalassemia thé nhe.

1. OI TUONG VA PHUONG PHAP NGHIEN
cou

2.1 Poi twong nghién ciru: 1863 nguoi
mang gen alpha thalassemia va alpha
thalassemia thé nhe tai vién Huyét Hoc va
Truyén Mau trung wong, thoi gian tir 1/2017
— 12/2017 thoa mén cac tiéu chuén sau:

- Tudi>15
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- Khong kém tinh trang thiéu mau thiéu
sat (Ferritin > 30 ng/ml)

- Dién di huyét sic t6 co6 HbA2 <3,5%
va HbF <2%.

- Xé&c dinh nguoi mang gen alpha
thalassemia va alpha thalassemia thé nhe dua
trén sang loc v4i cac dot bién hay giap o Viét
Nam bang multiplex PCR, gém co: SEA,
3.7, THAI, 4.2, FIL, HbCS, HbQs, C2del
[4], [5]-

- Nguodi mang gen (—o/ac thalassemia)
gdm cac dot bién: - o’ ’a, — 0", — oo ,—
o, — o 2Ty,

- alpha thalassemia thé nhe gom:

+ —/oo thalassemia: — — 54, — — SEA

+—a/—a thalassemia: — o'/~ o*7, — o
(sz’ . 4.2/ . (XCS’ . (XCS/ . (XCS

2.2 Phwong phap nghién ciru

- Nghién ciru mé ta cit ngang.

- Xét nghiém tong phan tich té bao mau
ngoai thyc hién trén may dém té bao tu dong
Advia 21201, DXH800.

- Xét nghi€ém multiplex PCR thuc hi¢n
trén may PCR Mastercycler nexus GX2,
EppendoftAG, Proflex AB.

- Xu Iy s6 liéu bang phan mém SPSS 20
v&i cac thudt toan tim gid tri trung binh, do
léch chuan, T-Test, ROC.

3.7/_

IIl. KET QUA NGHIEN CUU

Trong thoi gian tur 1/2017 — 12/2017, ¢
1863 trudng hop a thalassemia thé nhe hodc
ngudi mang gen véi két qua dién di huyét
sdc to binh thuong duogc xac dinh. Trong do,
nam chiém 35,4%, nit chiém 64,6% v&i tudi
trung binh la 25,4. St dung multiplex PCR
sang loc voi cac dot bién hay gip ¢ Viét
Nam, nhém nghién ctru dugc chia lam 3
nhém:
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Bing 1: Ty 1¢ cdc loai dt bién hay gap tai Vigt Nam

Dot bién n %
-oa 702 37,6
— 0% 398 21,4
—a/a0 thalassemia — o0 67 3,6
(n=1172) — 0% 3 0,2
—/a0 thalassemia — _ SEA 464 24,9
(n=476) — _THAI 12 0,6
—o 7o 120 6,4
g thal ) — o/~ 93 5
—QL —(l(n=;llass)semla _ 4_2/ _ (XCS 1 0’1
. (XCS/ B (XCS 1 0’1
Bing 2: Dic diém cdc chi s6 hong cau ¢ cdc nhoém alpha thalassemia
Chi sé —o/a0 —0/—0 —/ao
(n=1172) (n=215) (n=476)
Nam 55+0,5 5,8+0,5 6,4+ 0,5
RBC
Nir 5+04 53+0,5 5,7+04
Hb Nam 142,8 £12,9 134+9,9 119,4 £ 84
N 128,6 £ 10,9 120,2 + 9,5 133,3+9,6
Nam 82,6 +4,2 76,8 £5,6 69,3 +4
MCV
N 83,1 £4,1 75,6 £4 69,4 43
Nam 259+1,4 23,1+14 21+1,1
MCH
nir 259+1,4 22,6 1,1 209+ 1,4
Nam 3135+ 11,5 300,7 + 11,8 303,1 +£10,9
MCHC
nit 311,6 £ 12,3 298,7+ 11,2 3014 +12,7
RDW - Nam 143+1,3 153+1,4 16,4+ 1,6
Ccv nit 139+1,3 153+1,4 158+1,4
Bing 3: So sanh MCV, MCH, MCHC ciia ngwoi mang gen va alpha thalassemia thé
nhe
. X (—o/a0) thalassemia (—o/—a ) va (—/aa)
Chiso n=1172 thalassemia (n= 691) P
MCV 82,9+472 71,4+53 <0,001
MCH 259+1,4 21,5+ 1,5 <0,001
MCHC 3123+ 12,1 301,212 <0,001
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MCV nhém (—o/aa) thalassemia trung
binh la 82,911 cao hon (—o/—a ) va (—/aa)
thalassemia (71,4f1) véi p<0,001. Chi sé c6
AUC 0,947 vé6i diém cét la MCV = 77,45 fl,
do nhay 91,6 %, do dac hiéu 88,9%.

MCH cia nhém (—o/aa) thalassemia
trung binh 1a 25,9pg cao hon (—o/—a ) va (—

/o) thalassemia (21,5pg) voi p<0,001. Chi
s6 c6 AUC 0,973 véi diém cat la MCH=
23,65pg, d0 nhay 93,6 %, d0 dac hicu
92,6%.

MCHC nhém (—o/oo) thalassemia trung
binh 1a 312,3g/l cao hon (—o/—a ) va (—/aa)
thalassemia (301,2¢g/1) v6i p<0,001.

Bdng 4: So sanh MCV, MCH, MCHC giita 2 nhom (—a/—a ) va (—/0a) thalassemia

£ —a/—a )thalassemia — i
Chi sé (—a/ al)1=215sse ( /au)ntzl;z;lzssemla p
MCV 76 £4,6 69,4 +42 <0,001
MCH 22,7+ 1,2 20,9+ 1,3 <0,001
MCHC 2993+11,4 302,1 £ 12 <0,005

MCYV cua nhém (—o/—a) thalassemia trung
binh 1a 76fl cao hon (- -/aa) thalassemia
(69,4f1) v6i p<0,001. Chi s6 c6 AUC 0,869
voi diém cit 1a MCV= 72,15 fl, d6 nhay
82,3%, d6 dac hi¢u 78,4%.

MCH cua nhém (—o/—a) thalassemia trung
binh la 22,7pg cao hon (- -/aa) thalassemia

(20,9pg) véi p < 0,001. Chi s6 co AUC 0,865
voi diém cat 1a MCH= 21,85pg, do nhay
75,8%, do dac hi¢u 81,5%.

MCHC cua nhom (—o/—a) thalassemia
trung binh 1a 299,3g/l thip hon (- -/ac)
thalassemia (302,1g/1) v6i p<0,005.

Bdng 5: So sanh MCV, MCH, MCHC giita 2 nhom (—a/a0) va (—o/—a) thalassemia

£ — thalassemia —0/— i
Chi sé ( a/aal)lzllnsse (—a/ al)ltzhzallgssemla p
MCV 82,9+42 76 £4,6 <0,001
MCH 259+14 22,7+1,2 <0,001
MCHC 312,3+ 12,1 2993 +11,4 <0,001

MCYV cua nhom (—a/aa) thalassemia trung
binh la 82,911 cao hon (—o/—a) thalassemia
(76f1) v6i p<0,001. Chi s6 c6 AUC 0,874 vai
diém cat 1a MCV=78,45fl, 46 nhay 88,4%,
do dac hiu 75,3%.

MCH cua nhom (—a/aa) thalassemia trung
binh 1a 25,9pg cao hon (—o/—a) thalassemia
(22,7) v6i p<0,001. Chi sb c6 AUC 0,944
voi diém cit la MCH=23,95pg, d6 nhay
91,6%, do dac hi¢u 85,6 %.

MCHC cua nhoém (—o/oo) thalassemia
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trung binh 1a 312,3g/l cao hon (—ao/a)
thalassemia (299,3 g/1) v6i p<0,001.

IV. BAN LUAN

Tuong ty cac nghién ctru khac, nhom (-
o/ao) thalassemia chiém ty 1é cao nhat trong
o thalassemia thé nhe hodc ngudi mang gen
(62,9%) [6], [7], [8]. Dot bién - o a chiém
ty 1& cao nhit 37,6%, sau do la — — %4
(24,9%), tuong tu cac ghi nhan ¢ Malaysia,
bai loan [5], [9].
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Véi nhom (—ao/aa) thalassemia, giad tri
MCV trung binh la 82,9 cao hon cac
nghién clru tai Malaysia, Tay Ban Nha, Iran
[5], [7], [8]. Xét cu thé cac gia tri MCV cho
thdy, MCV tir 80-85f] chiém 32,7%, MCV
>85f chiém 19,1%, diéu nay c6 nghia la
nhiéu truong hop hong ciu khong nho. Céac
bénh nhan trong nghién ctru déu c6 két qua
dién di huyét sic t6 binh thuong nén sang loc
thalassemia v6i ngudng 80fl co thé bo sot
51,8% truong hop ngudi mang gen o
thalassemia. Gia tri MCH trung binh la 25,9
pg cao hon cac nghién cuu tai Malaysia,
Iran, Tay Ban Nha [5],[7], [8], [10]. Trong
do, cac gia tri MCH>27pg chiém 23,1%. Vi
vay, viéc lga chon ngudng sang loc
thalassemia voi MCH <27pg ciing s€ bo sot
23,1% truong hop mang gen[5]. Gia tri
MCHC trung binh 1a 312,3 g/l thiap hon
ngudng binh thudng va thip hon cac nghién
ctru khac [5], [7], [8], [10]. St dung ROC
(Receiver Operating Characteristic), ngudng
MCV, MCH c6 gia tri cao trong phan biét
gitta cac nhom. Cu thé: ngudng MCV
77,45f1, MCH 23,65pg c6 kha nang phan biét
cao gilta (—o/ao) thalassemia va nhom (—a/—
o) & (- - /aor) thalassemia véi @6 nhay 91,6%
& 93,6%, do dac hi¢u 88,9%&92,6%. MCV
78,4511 va MCH 23,95 c6 kha nang phan biét
cao gitra nhom (—ao/aa ) thalassemia va (-
a/—a) thalassemia voi d§ nhay 88,4% &
91,6%, d6 dac hi¢u 75,3% va 85,6%.

Vi1 476 truong hop (- -/aa) thalassemia,
nghién ctru gip chi yéu dot bién — — ™, Ty
16 dot bién cao nay da dugc bao cdo ¢ cac
qubc gia doéng bic Thai Lan, Lao va
Campuchia, cong dong ngudi Hoa [11]. Cac
(- -/aa) thalassemia c6 33% co thiéu mau
nhe, nhung dién di huyét sic t& déu binh
thuong nén dé bo sét. Xac dinh truong hop
¢6 (- -/oa) thalassemia co tim quan trong

160, boi su két hop gitra bd hodc me co (- -
/o) thalassemia va o-thalassemia nguoi
mang gen s& sinh ra tré mac bénh HbH hodc
bénh Hb Bart. Tu van di truyén trong trudng
hop nay rat can thiét. Nhom (- -/oo)
thalassemia c6 MCV trung binh 69,4{], MCH
trung binh 20,9pg, thap hon c6 ¥ nghia thong
ké v6i 2 nhom con lai. So véi nhom (—a/—a )
thalassemia, ngudng MCV 72,15f] va MCH
21,85 pg c6 kha nang phan loai véi d nhay
82,3% &75,8% va do dac hidu 78,4% &
81,5%.

Nhom nghién ctru cia ching t6i déu trén
14 tudi. Vi vay, su thay d6i MCV, MCH theo
tudi duogce loai trr. Dya trén MCV, MCH c¢6
thé dinh hudng s6 lrgng gen o thalassemia
bi dot bién, tham chi 1a kiéu dot bién (—o/—a)
hay (- -/aa). Trong d6, MCH c6 d9 nhay va
do ddc hiéu cao hon. Gia trif MCH 6n dinh
hon so v&i MCV, nhét 1a lién quan thoi gian
lyu trit mau. Vi thé, mot s tac gia sir dung
MCH 14 cong cu duy nhét trong sang loc
thalassemia [12]. Nghién ctru ctia chung toi
cho thidy, MCH 1a cong cu sang loc tot hon
MCV. Tuy nhién, néu sir dung ngudng
MCH<27pg cling s& bo sot 275 truong hop
chiém 14,8%, hodc ngudng MCH < 28pg
ciing bo soét 8 truong hop, chiém 0,4%. Hon
nita, nghién ctru chi gidi han trén nhém dot
bién hay gap tai Viét Nam gém; SEA, 3.7,
THAI, 4.2, FIL, HbCS, HbQs, C2del. Vi
viy, goi ¥ tét nhat voi bac sy 1am sang 1a nén
phdi hop ca 2 chi s6 MCH <28pg hoic MCV
<851l

V. KET LUAN

Ngudi mang gen va alpha thalassemia thé
nhe rat pho bién trong cong dong. Trong diéu
kién chudn doan tai Viét Nam, ty 1¢ khong
chuan doan dwoc rit cao boi ngudi bénh
khong cé tridu ching 1am sang va két qua
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dién di huyét sic td binh thuong. Qua phan
tich chi sb hong cau cia 3288 nguodi mang
gen va bénh nhan alpha thalassemia thé nhe
dwong tinh véi cac dot bién hay gip tai Viét
Nam, chiing t6i nhan thiy phdi hop MCV <
851 hoac MCH < 28pg la cong cu sang loc
ban diu hiéu qua. Ngudng MCV 77,451],
MCH 23,65pg c6 kha nang phan biét nguoi
mang gen va alpha thalassemia thé nhe véi
dé nhay va d¢ dac hi¢u cao. Nguong MCV
72,1511 va/hodc MCH 21,85pg c6 kha ning
201y (- -/aa) thalassemia.
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NGHIEN CU’'U THANH PHAN HUYET SAC TO & CONG PONG
NGU'O1 CO HONG CAU NHO SINH SONG TAI TINH SON LA

Lé Xuan Hai', Tran Thi Ngoc Anh', Vii Pirc Lwong',

TOM TAT

Muc tiéu: Nghién ciru dic diém thanh phin
huyét sic t6 ¢ cong dong ngudi c¢6 hong cau nho
sinh sbng tai tinh Son La. Budc dau nghién ctru
gia tri ctia dién di huyét sic t6 trong chan doan
thé bénh thalassemia.

Poi twgng nghién ciru: 639 miu hong cau
nhd thu thiap dugc tai tinh Son La trong dé tai
“Nghién ctu dic diém dich t& gen bénh
Thalassemia tai Viét Nam nam 2017,

Két qua: Qua phén tich 639 ngudi c6 hong
cau nho tai tinh Son La phat hién dugc 63,5% sd
mau c6 bat thuong huyét sac t6. Trong d6 41,5%
c6 HbE, 12,1% la beta thalassemia, nhom cé
HbA2 giam chiém 9,7%, 1,1% co6 kiéu hinh
alpha thalassemia va huyét sic t6 hiém gip
chiém 1%. 96% kiéu hinh Beta thalassemia trén
dién di huyét sic t6 xac dinh c6 dot bién trén gen
beta globin. 100% kiéu hinh HbE, alpha
thalassemia (HbH) trén dién di huyét sic t6 déu
xac dinh dugc dot bién gen phu hop. Két luin:
Phuong phap phan tich thanh huyét sic t6 la
phuong phap sang loc hiéu qua cac kiéu hinh
beta thalassemia, HbE va HbH. V&i kiéu hinh
HbA2 giam va kiéu hinh huyét sic té binh
thuong nén lam xét nghi€ém phat hién dot bién
gen alpha thalassemia.

"Vién Huyét hoc — Truyén mdau Trung wong
Chju trach nhiém chinh: Tran Thi Ngoc Anh
Email: ngocanh611@gmail.com

Ngay nhan bai: 01/4/2021

Ngay phan bién khoa hoc: 01/4/2021

Ngay duyé¢t bai: 17/4/2021

Nguyén Ngoc Thity', Hoang Chi Cwong'

SUMMARY

STUDY ON THE COMPONENT OF
HEMOGLOBIN IN COMMUNITY OF
PEOPLE WITH SMALL RED BLOOD

CELLS LIVING IN SON LA PROVINCE

Objective: Study on the characteristics of
hemoglobin composition in the community of
small red blood cells living in Son La province.

Object of study: 639 small red blood cells
sample which was collected in Son La province
in the project "Research on the epidemiological
characteristics of the thalassemia gene in
Vietnam in 2017"

Results: Through the analysis of 639 people
with small red blood cells in Son La province,
63.5% of the samples had an abnormal
hemoglobin. Of which 41.5% had HbE, 12.1%
was beta thalassemia, the group had decreased
HbA2 accounting for 9.7%, 1.1% had alpha
thalassemia and rare hemoglobin had 1%.
Hemoglobin analysis method is an effective
method of screening beta thalassemia, HbE and
HbH. The groups with decreased HbA2
phenotype and normal hemoglobin phenotype
should run the test to check if there are mutation
in alpha thalassemia genes.

I. DAT VAN DE

Thalassemia (con goi la bénh tan mau
bam sinh) 1a mot nhom bénh huyét sic to gay
thiéu mau tan mau di truyén, mdi thé bénh la
do bat thuong tong hop mot loai chudi
globin. C6 hai nhém bénh chinh 1a Alpha (o)
thalassemia va Beta (j3) thalassemia.
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Trén toan cau, c6 80 dén 90 triéu ngudi
mang gen bénh thalassemia (chiém gan 1,5%
dan sd toan thé giéi), trong do6 riéng khu vuc
Pong Nam A chiém khoang 50% (ty 1&
nguoi mang gen thalassemia tai Dong Nam
A khoang 7,6%).

Theo udc tinh, nude ta cd khoang 10%
dan s6 mang gen bénh (trén 10 tridu nguoi),
ngudi bi bénh va mang gen bénh c6 & tit ca
cac tinh/thanh phd, ké ca db thi, ¢ tat ca cac
dan toc. Udc tinh mdi nam co khoang 2.000
tré sinh ra bi bénh nay. Day 1a ngudn tiép tuc
lam ting s6 bénh nhan mdi, anh hudng
khong nho dén chat lvgng dan sd, ganh ning
vé y té va kinh té d6i voi dat nude.

Viéc chin doan bénh thalassemia trai qua
nhiéu budc tir sang loc ban dau bang cac chi
s6 MCV, MCH va sirc bén hong cau, DCIP
dén xét nghiém sau hon 1a dién di huyét sic
td va xét nghiém muc d¢ phan tir. Hi€n nay,
cac k¥ thuat xét nghiém ¢ muac do phan tur co
thé xac dinh chinh x4c ton thuong gen trong
Thalassemia, song mé&i chi thuc hién dugc ¢
mdt s labo tuyén trung uong do c6 d6 phirc
tap va chi phi rat cao. Trong khi d6, xét
nghiém dién di huyét sic t& dé thyc hién va
dat hi€u qua cao trong viéc sang loc
thalassemia nén dugc sir dung kha phé bién.

Nghién ctru vé huyét sic t6 ¢ Viét nam
dugc quan tam tur kha sém. Tuy nhién céc
nghién ctru ¢6 s6 liéu nho 1¢, chwa toan dién.
Chinh vi vy, Vién Huyét hoc va Truyén
méau TW d4 tién hanh dé tai “Nghién ctru dic
diém dich t& gen bénh Thalassemia tai Viét
Nam nim 2017” nhim thong ké sb liéu day
du nhit vé ty 1& nguoi mang gen bénh
Thalassemia trong quan thé cic dan toc Viét
Nam. Trich tir dé tai nay, chung t61 thuc hién
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ngiu nhién dé tai “Nghién ciru thanh phan
huyét sdc t6 ¢ cong dong nguwoi cé hong cau
nhé sinh song tai tinh Son La”.

Muc tiéu nghién ciru:

- Nghién ciru dic diém thanh phan huyét
sdc 16 & céng dong ngudi c¢é hong cau nho
sinh song tai tinh Son La

- BuGc dau nghién ciru gid tri cua dién di
huyét sic to trong chan dodn thé bénh
thalassemia.

II. DOI TUQNG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Poi twong nghién ciru

- Tiéu chudn chon méu: Tit ca miu thu
thap dugc tai tinh Son La trong dé tai
“Nghién ctru dac diém dich t& gen bénh
Thalassemia tai Viét Nam nam 2017” co
hong cau nho.

- C¢ mdu nghién ciru: 639 miu hong cau
nho (MCV<851l va hoac MCH<28pg)

- Thoi gian nghién cvwu: tu thang 1/2017
dén thang 12/2017 (12 thang).

2.2. Phuong phap nghién ctru

2.2.1. KY¥ thuét thwe hién

- Xét nghiém tong phén tich té bao mau:
LAy 2ml méu tinh mach vao 6ng chéng dong
EDTA, xét nghiém bang nguyén 1y laser.

- Xét nghiém sit va ferritin: Lay 2ml
méu tinh mach vao éng khong chéng dong.
Xét nghiém sit bang ky thuit so mau do
quang, ferritin bang k¥ thuat mién dich hoa
phat quang.

- Xét nghiém thanh phan huyét sic to:
Lay 2ml méu tinh mach vao 6ng chéng dong
EDTA, xét nghiém bang ky thuat sic ky long
hiéu nang cao (HPLC).

- Xac dinh dot bién gen: Léy 2ml mau
tinh mach vao 6ng chéng dong EDTA. Xét
nghiém bang ky thuat Multiplex PCR, Gap-
PCR...
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2.2.2. Tiéu chuin chéin doan

+% Chi'sb xét nghiém t& bao méu ngoai vi [2]:
- Thé tich trung binh hdng cdu (MCV):

hong cau nho khi MCV < 85 fl

- Huyét sic t6 trung binh hdng ciu

SO PO NGHIEN CU'U

(MCH): hdng cau nhuoc sic khi MCH< 28 pg.

% Chi sd xét nghiém thanh phan huyét
sdc tb [2]:

Céac thanh phan huyét sic td duoc xéc
dinh dya vao thoi gian tré lién quan (RRT)
va canh bao ciia may Ultra® in ra so sanh véi
thu vién hinh dnh chuan dé nhén dinh.

SO PO SANG LOC THALASSEMIA

|

Xidc dinh thanh phin Hb:

Tu viin C6 bénh khac Loai
Lay mau XN - :
v
-I-E'an phéll tich té bdao mau (_} Ngu}.’ CO mang gen
MCV < B5fL. va/hodc —+| Thalassemia théip (loai)
MCH = 28 pg
Sét, Ferritin Giam Thiéu sdt
HPLC Huyét thanh _"‘l Tur vén: bd sung sét

|

}

l

}

Bat thuong:

HbAZ2 : ting (> 3,5%)
Hb F: ting (> 2%)
HbE: durong

Mghi ngda Beta Thal

Binh thuomg:

HbA : 96.5-98% HbH: duong
HbA 2 -2 -3 5% Hb Bart’s: duong
HbF < 1% Hb CS5: duong

Bat thudmg

MNghi ngo: Alpha Thal

Y

Xac dinh dot bién
gen B globin va
gen o globin

)

¥

Mdac dinh d6t bién

gen a globin

©)

)

Giai trinh ty gen

l (+)

(+)

Két ludn tinh trang mang gen bénh thalassemia

- Gi4 tri binh thudng cua timg loai huyét sic t6 [4]:

Huyeét sac to

HbAI

HbA2

HbF HbE | HbH | HbBart’s | Khac

Gi4 tri binh thuong

96,5%-98,5% | 2%-3,5%

<4% 0% 0% 0% 0%
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Ty 1& % cta HbA1l, HbA2, HbF, HbE,
HbH, Hb Bart, Hb Cs, va cac Hb bat thuong
khac (néu co).

- Beta thalassemia [8]:

e HbAl+ HbA2 tang: HbAl+ HbA2
>3,5%

e HbAl+ HbA2+ HDF tang: HbAIl+
HbA2+ HbF >4%

e HbAl+ HDbA2 tang + HbDF téang:
HbA1+ HbA2 >3,5% va HbF >4%

- HbA1+HbE: HbA1+HbE >0%

- Alpha thalassemia [8]:

- HbAI1+HbA2 giam: HbA1+HbA2 <2%

- Huyét sic to bat thuong khac: khi c6
bat cir huyét sic t6 bat thuong nao khac
ngoai cac loai trén nhu: Hb Hekinan, Hb
Tak...

«% Chi s6 xét nghiém Sinh hoc phén tu:

Sang loc diy du cac dot bién trong panel
gom:

- Gen alpha globin: SEA, THAI, FIL,
3.7, 4.2, HbQS, HbCS.

- Gen beta globin: ¢d95, cd41/42, cdl17,
IVS1.5,IVS1.1, IVS2-654, cd71/72, -28.

e HbAl+HbH: HbA1+HbH >0% - HDbE: cd26
Il. KET QUA NGHIEN cU'U
3.1. Pic diém chung
Bing 1: Ty 1¢ huyét sic té theo gidi
Y Nam Nir p
Huyét sac to R S ; .
So lwgng Ty 1€ So lwgng Ty 1€
Binh thuong 98 15,3% 124 19,4%
B4t thuong 193 30,2% 24 35,1% p=0.605
Tong 291 45,5% 348 54,5%

Nhén xét: Véi 639 mau co hong cau nhoé duoc thu thip tai tinh Son La, c6 291 nam
(chiém 45,5%), trong d6 mau cé thanh phin huyét sic t6 binh thuong 1a 98 mau (chiém
15,3%) va mau co thanh phan huyét sic t6 bat thuong 1a 193 (30,2%). S6 mau 14 nir gidi 1a
348 (chiém 54,5%), trong d6 mau c6 thanh phan huyét sic t6 binh thuong 1a 124 mau (chiém
19,4%) va mau c6 thanh phin huyét sic td bat thuong 1a 224 (30,2%). p> 0,05 sy khac biét

nay khong c6 ¥ nghia théng ke.
3.2. Pic diém thanh phin huyét sic tb

Bing 2: Dic diém kiéu hinh huyét sic to ¢ cong dong ngwoi tinh Son La

Kiéu hinh huyét sic t6 S6 lwong Ty 18 (%)
Binh thuong HbA1+HbA2 222 34,7%
HbA1+HbA2 tang 74
Beta thalassemia HbA1+HbA2+HDF tang 2 12,1%
HbA1+HbA2 tang+HDbF tang 1
HbE HbA1+HbE 265 41,5%
Alpha thalassemia HbA1+HbH 7 1,1%
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HbA2 giam HbA1+HbA2 gidm 62 9,7%
. g HbTak 1

Huyet sic t6 hiem HbHekinan 4 0,9%
s4p HbWestmead 1

Tong 639 100%

Nhdn xét: Qua bang 2 nhan thiy trong 639 mau co nguy co mang gen bénh, c6 222 mau
(chiém 34,7%) ¢6 kiéu hinh huyét sic t6 binh thuong. Mau mang HbE chiém ty 1& cao nhit
v6i 265 mau (chiém 41,5%). Tiép dén, ty 1€ mau c6 kiéu hinh beta thalassemia 12 77 mau
(chiém 12,1%). Trong d6, mau c6 kiéu hinh (HbAI+HbA2 ting) 1a chu yéu, v6i 74 miu
(chiém 11,6%). Mau c6 kiéu hinh alpha thalassemia 13 7 mau (chiém 1,1 %). Ngoai ra, ta con
nhan thdy mot nhom co kiéu hinh huyét sic té (HbA1+HbA2 giam) 1a 62 miu (chiém 9,7%).
S6 mau phat hién ra huyét sic t hiém gip nhu HbTak, HbHekinan, HbWestmead chiém ty 16

nhd 1%.

3.3 . Méi lién quan giira kiéu hinh huyét sic t6 va phat hi¢n dot bién gen thalassemia

Bing 3: Ty Ié phdt hién cdc djt bién gen thalassemia

A Dot bién gen A yx
Kiéu hinh huyét sic t6 | >0 Alpha | Y 1¢ phat
lwgng | Alpha | Beta . hi¢n gen
va Beta
Binh 95
+
thuromg HbA1+HbA2 222 95 0 0 (42.8%)
HbA1+HbA2 tang
Beta HbA1+HbA2+HDF tang 75
. 77 1 63 11 o
thalassemia | HbA1+HbA2 ting+HbF (97,4%)
tang
HbE HbA1+HbE 249 249 249
100%)
(
HbE+Beta HbA1+HbE+ Beta 16 16 16
thalassemia thalassemia (100%)
Alpha 7
+
thalassemia HbAI+HbH / / 0 0 (100%)
HbA2 . 52
+
giam HbAI+HDbA2 giam 62 52 0 0 (83.9%)
Huyét sic HbTak 1 0 0 0 5
to hvlem HbHekinan 4 1 0 0 (33.3%)
gap HbWestmead 1 1 0 0
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Nhén xét: O nhom beta thalassemia, voi
77 mau c6 bat thudng huyét sic t, phat hién
74 mau c6 dot bién gen beta thalassemia
(chiém 96,1%), 1 mau c6 dot bién gen alpha
thalassemia (chiém 1,3%).

Tt ca cac truong hop phat hién HbE déu
¢ dot bién codon 26. Piéu nay cho thdy do
nhay ctia phuong phap dién di huyét sic td
dat 100% dbi v6i HHE.

O nhém alpha thalassemia, voi 7 mau cé
HbH déu phat hién dot bién gen alpha (dat
100%). V6i 6 miu & nhom huyét sic t6 hiém
ta phat hién dugc 2 miu c6 dot bién gen.

Con v6i kiéu hinh (HbA1+HbA2 giam)
dién di phat hién dugc 62 truong hop, nhung
c6 t6i 52 trudng hop co ton thuong vé gen
alpha thalassemia (chiém 83,9%).

Vi 222 mau trong nhém mang kiéu hinh
huyét sic t6 binh thuong thi xét nghiém gen
lai phat hién ra 95 mau c6 ton thuong vé gen
(chiém 42,8%).

3.4. Mot s6 dic diém & nhém huyét sic
t6 HbE

Bing 4: Méi lién quan giiva tp 1¢ HbE
véi djt bién gen thalassemia

sinhll(l(.e)z (llJlll::in tir HbE (%)

Ddng hop codon 26 $5.0 £ 167
(n=51)

Di h?’rll):clc;cgn 26 210+ 358

oo |y

Nhin xét: Qua bang 5 thdy ring, voi
nhoém phat hién gen dong hop tir codon 26 co
gia tri HbE cao, dao dong khoang 88,0%=*
1,67.
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Véi nhdm phat hién di dgp tor codon 26
thi gia tri HBE thap la 21,0% + 3,58.

D6i voi nhom c¢6 codon 26 két hop dot
bién gen beta ty 1¢ % HbE vao khoang trung
binh 55,30% + 5.21.

IV. BAN LUAN

1. Pic diém thanh phin huyét sic tb

Véi 639 miu c6 hong cau nho duge thu
thap tai tinh Son La, c6 291 nam (chiém
45.5%), nir gidi 1a 348 (chiém 54.5%), p>
0,05 sy khac biét nay khong c6 ¥ nghia thong
keé.

Vé6i phuong phap phan tich kiéu hinh
huyét sic té chung toi phat hién dugc 63,5%
s6 mau co bat thuong huyét sic t6. Trong do
41,5% co6 HbE, 12,1% la beta thalassemia,
1,1% c6 kiéu hinh alpha thalassemia, huyét
sdc t& hiém gip chiém 1% va nhom c6 kiéu
hinh (A1+A2 giam) chiém 9,7%. S6 lwong
ngudi hong ciu nho tai tinh Son La ¢6 biéu
hién bat thuong huyét sic td trong nghién
ctru ciia chung t6i cao hon rat nhiéu so véi
két qua nghién ctru trén dia ban tinh Tuyén
Quang ctiia P6 Thi Thu Giang va cong su [6].
Diéu nay c6 thé duoc 1y giai do cac dan toc
ctia 2 nhom d6i twong khac nhau hoic ciing
c6 thé cac dbi twong nghién ciru cia ching
t6i 14 cong ddng ngudi c6 hdng cau nho (ddi
tuong c6 nguy co mang gen cao).

2. Méi lién quan giira thanh phin huyét
sic to va phat hién dot bién gen globin

Viéc su dung céac dac diém MCV, MCH,
dién di huyét sic td dé sang loc ban dau, thu
hep cac dbi tuong can duge lam gen 1a md
hinh ma nhiéu nude da thuc hién modt cach
hi¢u qua.
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Trong nghién cuu nay, & nhoém beta
thalassemia v&i 77 miu ¢ bat thudng huyét
sdc t, co t6i 74 mau co dot bién gen beta
thalassemia (chiém 96,1%). Diéu nay cho
thiy dién di huyét sic t6 1a phwong phap
sang loc hiéu qua. 3 truong hop con lai
khong phat hién ra dot bién gen co thé 1a do
dot bién cua bénh nhan nay khong nam trong
doan gen dugc lya chon dé phat hién dot
bién beta thalassemia hodc gen tong hop
chudi beta khong bi dot bién nhung gen diéu
khién hoat dong cta gen téng hop chudi beta
bi dot bién, dan dén sy tong hop bt thudng
chudi beta [7]. O nhém alpha thalassemia,
v6i kiéu hinh HbAT+HbH c6 7 miu va tét cd
déu mang dot bién alpha (dat 100%).

Tt ca cac truong hop phat hién HbE déu
¢ dot bién codon 26. Piéu nay cho thdy do
nhay ctia phuong phap dién di huyét sic td
dat 100% ddi véi HbE.

O nhom huyét sic té hiém gap phat hién
duoc 6 mau, trong d6 1 mau HbTak thudc
dot bién gen beta globin, 4 mdu HbHekinan
va 1 miu HbWestmead thudc dot bién diém
gen alpha globin. Trong 5 truong hgp dot
bién gen alpha globin ¢6 2 truong hop mang
dot bién SEA va 3 truong hop con lai khong
phat hién dot bién. Nhu vay, ngoai cac dot
bién di dwoc phat hién co thé cac miu nay
con co thém cac dot bién hiém gip nira.

V6i 62 mau kiéu hinh HbA2 giam ty 18 co
t6i 52 mau (chiém 83,9%) co dot bién gen
alpha. Nhu vay, ddy co thé la mot chi diém
go1y bénh nhan mang gen alpha thalassemia.
10 mau con lai ¢o thé do thiéu mau thiéu sét
hodc do k¥ thuat PCR khong phét hién dugc
het.

Trong 222 mau khong thiy kiéu hinh
huyét sic to bat thuong thi xét nghiém gen
lai phat hién ra 95 mau c6 ton thuong vé gen
alpha (chiém 42,8%).

Qua day nhém nghién cuu ciling dua ra
mot sd khuyén cdo trong viéc chi dinh xét
nghiém chan doan thalasemia: v&i nhing
truong hop phan tich thanh phan huyét sic td
c6 kidu hinh beta thalassemia hodc
(HbA1+HbH) do tuong thich gitra 2 phuong
phap 1a rit cao. Con v6i nhitng trudng hop
c6 tong phén tich t& bao mau MCV < 85fL
va/hodac MCH < 28 pg, 1am xét nghiém phan
tich kiéu hinh huyét sic t6 binh thuong va ty
¢ HbA2 giam thi nén lam gen alpha
thalassemia dé co chan doan chinh xac nhat.
Diéu nay hoan toan phii hop véi cac tai lidu
d3 duoc cong bd cua Bain BJ.(2010) [3] hay
huéng dan st dung may HPLC vé tinh wu
vi¢t cua phuong phap nay trong viéc phan
tich kiéu hinh beta thalassemia [4]. Day con
14 mot xét nghiém can thiét, tiét kiém nhiéu
chi phi va ¢ gia thanh ré hon rat nhiéu so
voi xét nghiém xac dinh dot bién gen. Nhung
kha nang phat hi¢n alpha thalassemia cua
phuong phéap nay con han ché.

3. Mot s6 diic diém & nhom huyét sic t6
HbE

Hemoglobin E (HbE) 1a mot bién thé
hemoglobin rat phd bién trén nhidu qudc gia
chau A. N6 la dot bién diém codon 26 trén
gen beta lam acid glutamic bi thay thé bang
lysine. Mot nguoi c6 thé c6 dot bién nay
trong cd hai gen beta cua ho dugc goi la
dong hop tir codon 26 va thuong khong cé
triéu chiing cua bénh thalassemia, ngoai trir
thiéu mau nhe va bién d6i chi sé hong cau.
Su két hop cta dot bién codon 26 v&i cac dot
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bién beta globin khac ¢ thé din dén nhirng
biéu hién da dang trén lam sang. Chinh vi
viy viéc phat hién dot bién Codon 26 (HbE)
vo1 mot dot bién khéc 1a rit can thiét. Trong
nghién ciru nay, nhom tac gia thiy rang tat ca
cac truong hop phat hién c6 bat thuong HbE
déu c6 dot bién codon 26, thé hién tinh thong
nhét cao giita phuong phap dién di huyét sic
t6 phat hién HbE va phwong phap sinh hoc
phan tir dé phat hién dot bién codon 26. Tir
nghién ctu cho thdy, ty 1& HbE phan anh
gian tiép dén kiéu dot bién gen cua bénh
nhian cy thé nhu sau: Véi ty 16 HbE cao
(khoang 88% =+ 1,67) c6 kiéu gen dong hop
tir codon 26. P6i v6i nhom co ty 16 HbE
trung binh (khoang 55,3% =+ 5,21) phat hién
dot bién codon 26 két hop dot bién gen beta
globin. Ty 1¢ HbE thap (khoang 21,0% =+
3,58) phat hién di hop tir codon 26. Két qua
ndy ciing hoan toan phu hop voi két qua
duogc cong b cua Suthat
Fucharoen and David J. Weatherall [5].
Nhiéu tac gia di khuyén céo chi can dya vao
thanh phan huyét sic t6 c6 HbE 1a c6 thé
khing dinh c6 dot bién Codon26.

V. KET LUAN

- Qua phan tich 639 ngudi co hong cau
nho tai tinh Son La phat hién duogc 63,5% s
miu c6 bat thuong huyét sic td. Trong do
41,5% co6 HbE, 12,1% la beta thalassemia,
nhoém c6 HbA2 giam chiém 9,7%, 1,1% co
kiéu hinh alpha thalassemia va huyét sic td
hiém gap chiém 1%.

-P6i véi kiéu hinh beta thalassemia
phuong phéap dién di phat hién dén 96%.
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-Pbéi voi kiéu hinh HbBE, alpha
thalassemia bénh HbH phuong phép dién di
phat hién 100%.

- Vé6i kiéu hinh HbA2 giam va kiéu hinh
huyét sac t6 binh thuong nén lam xét nghiém
xac dinh dot bién gen alpha globin.
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KET QUA CHAN POAN TRU'O'C SINH CHO THAI NHI
CO NGUY CO BI BENH THALASSEMIA
TAI VIEN HUYET HOC TRUYEN MAU TW TU 2018 PEN 2020

Vii Hai Toan, Nguyén Thi Thu Ha, Ping Thi Van Hong,
Tran Thi Van, Dwong Qudc Chinh, Bach Quéc Khanh(*)

TOM TAT

Pit van dé: Viét Nam thudc viing c6 nguy co
cao mic bénh thalassemia, bénh khong diéu tri
khoi hoan toan dugc nhung c6 thé phong bénh
mot cach chu dong. Mot trong nhitng phuong
phap phong bénh 1 chan doan trudc sinh bang
cach xét nghiém té bao 6i (thong qua phuong
phap choc 6i), Vién Huyét hoc truyén mau TW
bat dau trién khai k¥ thuat chan dodn nay tir nim
2014, s6 lugng thai phu dugc chan doan trudc
sinh ting dan qua cdc nim. Muc tiéu nghién
ctru: “Danh gia két qua chan doan trudc sinh cho
thai nhi c6 nguy co bi bénh thalassemia tai Vién
Huyét hoc truyén mau TW tir 2018 dén 2020
Phuwong phap nghién ctru: Hoi ciru, mo ta cit
ngang trén doi twong 1a 597 thai phy c6 nguy co
sinh con bi bénh thalassemia. Chi s6 nghién ctu
gom chan doan thé bénh thai nhi, ty 1 gia dinh
da c6 con bi bénh, két qua chin doan thai nhi.
Két qua nghién ctru: Trong tong sé 597 thai phu
dugc chan doan trude sinh, ty 1& chan doan thé
bénh beta thalassemia 1a 59,3%, chin doan alpha
thalassemia 1a 40,7%. Ty 1¢ gia dinh da c6 con bi
bénh chiém 42%. C6 164 thai nhi duoc chén
doan bi bénh thalassemia chiém ty 1& 27,5%.
Trong s 144 cip vo chong ciing mat doan 2 gen
alpha globin, c6 36 trudng hop (chiém 25%) thai

(¥)Vién Huyét hoc — Truyén mau TW
Chiu trach nhiém chinh: Vi Hai Toan
Email: vuhaitoan@gmail.com

Ngay nhan bai: 08/4/2021

Ngay phan bién khoa hoc: 08/4/2021
Ngay duyé¢t bai: 19/4/2021

nhi dugc chan doan mat doan 2 gen ddng hop tir
gdy Hb Bart’s. Két luan: Chan doan trudc sinh
bang choc 6i 1a mot phuong phap hiéu qua dé
phong khong sinh ra tré bi bénh thalassemia cho
cip vo chong cling mang gen.

SUMMARY

RESULTS OF PRENATAL DIAGNOSIS
OF FETUSES AT RISK OF
THALASSEMIA AT THE NIHBT FROM
2018 TO 2020

Introduction: Vietnam is in a high-risk area
for thalassemia, which cannot be completely
cured but can be proactively prevented. One of
the preventive methods is prenatal diagnosis with
amniocentesis, the National Institute of
Hematology and Blood Transfusion has started
implementing this diagnostic technique since
2014, the number of pregnant women diagnosed
before giving birth has gradually increased over
the years. Objectives: " Assessment of prenatal
diagnosis of fetuses at risk of thalassemia at the
National  Institute of Hematology and
Transfusion from 2018 to 2020". Method:
Retrospective, cross-sectional description on the
subject is 597 pregnant women at risk of giving
birth with thalassemia disease. Research indexes
include the form of disease diagnosing the fetus,
the proportion of families with a sick child, and
fetal diagnosis results. Results: Out of a total of
597 pregnant women diagnosed before giving
birth, the diagnosis rate of beta thalassemia is
59.3%, alpha thalassemia diagnosis is 40.7%.
42% of families have sick children. There are
164 fetuses diagnosed with thalassemia,

119



KY YEU CAC CONG TRINH NGHIEN CUU KHOA HQOC VE BENH THALASSEMIA

accounting for 27.5%. Of 144 couples who lost
the 2 alpha globin gene segment, 36 cases (25%)
of the fetus were diagnosed with the loss of the 2
homozygous gene segment causing Hb Bart's.
Conclusion: Prenatal prenatal diagnosis with
amniocentesis is an effective method to prevent
the birth of a child with thalassemia disease in
couples carrying the same gene.

I. DAT VAN DE

Thalassemia 13 bénh thiéu mau tan mau di
truyén phd bién trén thé gisi, bénh gay ra do
giam hodc mat han sy téng hop cia mét loai
chudi globin din dén thiéu mau, tan mau [1].
Theo s6 liéu thong ké cuia To chirc Y té thé
gioi (WHO) [2],[3],[4],[5], udc tinh co
khoang 7% dan sé thé gigi mang gen bénh
hemoglobin di truyén, 4nh hudng téi 71% sd
nudc trén thé gidi, mdi nim c6 khoang
330.000 tré em sinh ra bi bénh. Viét Nam
thupc ving cd6 nguy co cao mic bénh
thalassemia, bénh khong diéu tri khoi hoan
toan dwoc nhung c6 thé phong bénh mot
cach chi dong. Mot trong nhitng phuong
phap phong bénh 1a chan doan trudc sinh
bﬁng choc éi, Vién Huyét hoc truyén mau
TW bat dau trién khai ky thuat chan doan
ndy tir nim 2014, sd lwong thai phu duoc
chan doan trude sinh ting dan qua cic nim.
Nham danh gia két qua choc 6i, chung toi
thyc hi€n nghi€én ciu nay voi muc ti€u:
“Pdnh gid két qua chan dodn trudc sinh
bang choc 6i cho cdp vo chong mang gen
thalassemia tai Vién Huyét hoc truyén mau
TW tir 2018 dén 2020,

I1. DOl TUONG VA PHUONG PHAP NGHIEN CUU
Poi twgng nghién ciru:
597 cap vo chong cung mang gen
thalassemia c6 tudi thai tir 16 — 18 tudn
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Thoi gian va dia diém nghién ciru:

- Thoi gian: tir thang 1/2018 dén thang
12/2020 (36 thang)

- Pia diém nghién ctu: Choc bi tai Trung
tdm mo phoi — Bénh vién 103

Xét nghiém: TPTTBM, Dién di Hb, PCR
cho bd me va nudi cidy mau di, xét nghiém
gen bénh cho thai tai Vién Huyét hoc truyén
mau TW.

Thiét ké nghién ciru: Hoi ciru, Mo ta cat
ngang c6 phan tich.

C& miu va phwong phip chon miu:

- C& mau duogc chon theo phuong phap
thuan tién, tit ca cap vog chéng da xac dinh
c6 mang gen thalassemia, c6 thai tir 16 — 18
tuan va dong ¥ tham gia nghién ciru.

Phuwong phap tién hanh:

Céc cap vo chong c6 nguy co mang gen
bénh dugc tu van va to chirc thu thap thong
tin ca nhan, ldy miu xét nghiém. Mau duogc
lam xét nghiém téng phan tich té bao mau
bang may dém té bao tu dong (chi sé6 MCV
<85fl va/hodc MCH < 28pg). Xét nghi¢m
thanh phan huyét sic t6 bang ky thuat sic ky
léng hi¢u nang cao (HPLC); Xac dinh dot
bién gen bang ky thuat Multiplex PCR, Gap-
PCR: xéc dinh cac dot bién gen tong hop
chudi alpha globin, chudi beta globin; Giai
trinh ty gen trong cac truong hgp nguy co
cao ma PCR khong phat hién dugc. Nhan
dinh thé bénh cua 2 vo chdng va nguy co cia
thai. Khi tudi thai tir 16-18 tuan, tién hanh
choc 6i tai Trung tim mo phoi- Bénh vién
103, miu 6i dwoc nudi cdy va xét nghiém
gen bénh tai Vién Huyét hoc truyén mau TW.

Tiéu chuin chin doian mang gen, bi
bénh thalassemia:

- Mang gen alpha thalassemia: x4c dinh
c6 1 trong cac dot bién sau:SEA, THAI, FIL,
3.7, 4.2, C2delT, HbCs, HbQs.

- Mang gen beta thalassemia: xac dinh c6
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1 trong cac dot bién sau: Cd17, Cd41/42,
Cd71/72, Cd95, 1VS1-1, IVSI1-5, IVS2-654,
-28, -88, -90. Mang gen dot bién bénh huyét
sdc t6 (HbE): Cd26 (GAG-AAGQG).

- Bénh apha thalassemia: thanh phan
huyét sic t6 c6 Hb Bart’t (v4), Hb H (B4),
xét nghiém ADN c6 mat tir 3 gen o — globin
tro 1én.

- Bénh beta thalassemia: Thanh phan
huyét sac t6 6 ty 18 HbF (02y2) tang, Hb A2
(0282) tang va xét nghiém ADN c6 2 dot
bién gen P - globin hodc c¢6 1 dot bién ¢ dang
dong hop tir trén gen B-globin.

Phwong phap xir Iy s liéu: Phan tich
bang phan mém SPSS 16.0.

IIl. KET QUA

207 211
. I I

Biéu d6 3.1: S6 thai phu dwoc choc 6i qua
cdc nam
S4 thai phu duoc chdn doan trude sinh
bang choc 6i ¢ xu hudng ting qua cac nim,
trong 3 ndm dd c6 597 thai nhi dwgc chan
doan trudc sinh.

70
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B C6 con bj bénh

Biéu d6 3.2 Phin bé theo tinh thai phu dwoc chin dodn trwéc sinh
Céc thai phu dugc chan doén trude sinh ¢ cac tinh tir Quang Binh trd ra, mt so tinh co ty
1€ cao nhu Bac Giang, Ha N6i, Hoa Binh, Lang Son, Son La. Ha Noi chiém ty 1€ cao nhat véi

60 thai phu dugc choc bi.
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Bing 3.1 Tudi trung binh ciia cdc thai phu

Néim Tuoi n X+SD Min Max
2018 179 32+45 21 51
2019 207 31,2+43 21 44
2020 211 30,2 +44 21 44
Chung 597 31,1 £44 21 51
p > 0,05

Tudi trung binh cua thai phu chin doan trude sinh 13 31,1 + 4,4 tudi, ngudi nhod tudi nhat

21 tudi, cao nhit 51 tudi.

Cb con bj
bénh

% Co con bi bénh

Z# Khong cé con bi bénh

Biéu db 3.3: Tién sir gia dinh dd cé con bi bénh

C6 248 gia dinh d3 c6 con bi bénh chiém ty 1& 42% sd thai phu dwoc chan doan trude sinh

bang choc 0i.

Bing 3.2: Thé bénh chin dodn cho thai nhi

Nam (n: s6 Alpha thalassemia Beta thalassemia
nguoi) n Ty 18 (%) n Ty 18 (%)
2018(179) 75 41,9 104 58,1
2019(207) 86 41,5 121 58,5
2020(211) 82 38,9 129 61,1
Chung(597) 243 40,7 354 59,3

Trong tong sb 597 thai phu dwoc chan doan trude sinh, 354 thai phu chan doan bénh beta
thalassemia chiém ty 1& 59,3%. Alpha thalassemia chiém ty 1¢ 40,7%.
Bing 3.3: Két qud chin dodn thai nhi

2018 2019 2020 Téng 3 nim

Ké’t 2 kd A L A L A L A
qua n Ty I¢ n Ty I¢ n Ty I¢ n Ty I¢
(%) (%) (%) (%)

Bi bénh 56 31,3 | 56 | 271 | 52 | 24,6 | 164 | 275
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Mang gen bénh 86 48 | 102 | 493 | 107 | 507 | 295 | 494
Khong mang gen | o | 500 | 49 | 237 | s2 | 246 | 138 | 23.1
bénh
Téng 179 | 100 | 207 | 100 | 211 | 100 | 597 | 100

C6 164 thai nhi dugc chin doan bi bénh thalassemia, chiém ty 1& 27,5%. 295 thai nhi
mang gen bénh cua bd hodc ctia me, chiém 49,4%.
Bing 3.4: Két qud choc 6i 6 nhém thai phu da c6 con bi bénh

Két qua n Ty 18 (%)
Bi bénh 77 31
Mang gen bénh 116 46,8
Khong mang gen bénh 55 22,2
Tong 248 100

Trong téng s6 248 thai phu da c6 con bi bénh, c6 77 thai phu chin doén thai nhi bi bénh

chiém ty 1& 31%.

Bing 3.5: Két qud choc 6i 6 cdp vo chong cing mit doan 2 gen alpha globin

2018 2019 2020 Téng 3 nim

Két qua Lo TV Tyl | | TyR || TR

(%) (%) (%) (%)

Bi bénh

(phil th.ai,.thai lru) 9 22 14 29,2 13 23,6 | 36 25
Mang gen bénh 22 53,6 23 47,9 25 45,5 70 48.6
Khong mang gen bénh 10 244 11 22,9 17 30,9 | 38 26,4
Tong 41 100 48 100 55 100 | 144 100

Trong tong s6 144 cip vo chong ciing méat doan 2 gen alpha globin, c6 36 trudng hop
(chiém 25%) thai nhi dugc chan doan méat doan 2 gen dong hop tir gay phu thai, thai luu.

IV. BAN LUAN

Thalassemia 13 bénh 1y di truyén phd bién
nhét trén thé gigi. Viét Nam ndm trong ving
c6 ty I¢ mang gen bénh cao. Nghién ctru dich
t& ndm 2017 cua Vién Huyét hoc truyén mau
TW phdi hop véi cac tinh thanh trén quy mo
toan qudc di chi ra nhiéu ving mién, nhiéu
dan toc c¢6 ty 1é mang gen thalassemia rat
cao. Cac tinh mién nai phia Bic va mot sb
dan tdc co ty 1¢ mang gen cao nhu dan toc
Xinh mun ¢ Son La ty I¢ mang gen 69,3%
[6]. Dan toc Kinh chiém da s6 tai Viét Nam

thi ty 1¢ mang gen cling 1a 9,8%, trong do
mang gen alpha thalassemia chiém 6,7% [7].

Nguoi mang gen thalassemia khong co
biéu hién 1am sang, xét nghiém tong phan
tich t& bao mau co sy thay doi cac chi sb
hong cau: hong cau nho, nhuoc sic. Theo
quyét dinh 1807 ciia B6 Y Té thang 4/2020
va Vién Huyét hoc truyén mau TW hudng
dan: nghi ngd mang gen thalassemia khi
MCV < 85 fl va MCH < 28 pg. Khi 2 nguoi
mang gen cung thé bénh két hon, xac suat
sinh con & mdi lan sinh nhu sau: 25% xac
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suét bi bénh thalassemia khi mang ca 2 dot
bién ciia bd va me, 50% xac suit mang gen
thalassemia cua bd hodc cua me, 25% xac
suat khong mang dot bién gen. Nhu vy, ¢
cip vo chdng cung mang gen thalassemia,
x4c sudt & mdi 1an sinh 1a 25% con bi bénh
va 75% con khong bi bénh. C6 2 thé bénh
chinh: alpha thalassemia va beta thalassemia
v6i biéu hién 1am sang khac nhau; Véi beta
thalassemia thuong biéu hién mic do nang
hodc trung binh, tré bi bénh xuét hién triéu
chirng thiéu mau som tir 3-6 thang tudi, nhu
cau truyén mau sém va lién tuc, biéu hién
qué tai sat va cac bién chung lam strc khoé
ngudi bénh suy gidm va co thé gy tir vong
néu khong duoc diéu tri tich cuc. Vi thé
bénh alpha thalassemia trudng hop rat ning
khi bd me cung mang dot bién mét doan 2
gen o-globin, thai nhi mét ca 4 gen alpha gdy
Hb Bart’s v&i biéu hién phu thai, tran dich da
mang, thai luu hodc tré tir vong sém sau
sinh. Nhiing truong hop Alpha Thalassemia
thé trung binh hodc nhe thuong biéu 1am
sang c6 thiéu mau nhe, nguoi bénh thich
nghi va biéu hién triéu chimg khéng rd rang
trong thoi gian dai, thuong khong phai
truyén mau, dic diém nay lam ty 1€ bénh
nhin a-thalassemia khong dugc chan doan
trong cong ddng cao.

Bénh khong chira khoéi hoan toan duogc
nhung c6 thé phong bénh 1 cach chii dong va
hiéu qua da duoc chiing minh trong cac
chyong trinh phong chong thalassemia &
nhiéu qudc gia trén thé gigi. Phong bénh
thalassemia 1a phong dé khong sinh ra tré bi
bénh thalassemia, c6 2 thoi diém quan trong
dé phong bénh: Sang loc trude hoén nhan va
sang loc trude sinh. Thuc té tai Viét Nam da
c6 rét nhiéu nhitng cip vo chong mang gen
bénh, da sinh ra nhitng bénh nhan
thalassemia hodc dang mang thai va c6 nguy

124

co sinh con bi bénh. Chin doan trudc sinh
gitp cho nhitng cip vo chdng cling mang
gen bénh khong sinh ra con bi bénh
thalassemia, c6 2 phwong phap chin doan
trudc sinh 14 chan doan thai (bang choc 6i
hodc sinh thiét gai rau) va chan doan trudc
chuyén phdi. Tai Vién Huyét hoc truyén mau
TW, chung toi tién hanh phuong phap chan
doan thai nhi bang choc i va xét nghiém té
bao nudc 6i tir ndm 2014 cho thai phu co
tudi thai tir 16-18 tuan.

Két qua nghién ctru cua ching toi, Biéu
dd 3.1 cho théy s6 thai phu duoc chan doan
trude sinh tdng qua cadc ndm, nam 2018 chi
c6 179 thai phu duoc chin doén trude sinh,
dén nim 2019 tang 1én 207 va nam 2020 co
211 thai phu dugc choc bi. S6 lugng thai phu
duoc choc i chin doéan trude sinh tang déu
qua cac ndm ciing phan anh phan nao sy tién
b trong nhén thirc cta cong dong ciing nhur
nhitng gia dinh c6 con bi bénh thalassemia.
Trong biéu d6 3.2 vé su phan bd cac tinh c6
thai phu dugc choc i chu yéu ¢ cac tinh phia
Bic tir Quang Binh trd ra, mot sb tinh c6 ty
1é cao nhu Bic Giang, Ha No¢i, Hoa Binh c6
thé do khoang cach tir cac tinh nay toi Vién
ciing thun tién hon trong viéc di chuyén. Ha
Noi ¢6 sb thai phu choc i 16n nhat nhung
dai da s 1a nhirng gia dinh khong c6 con bi
bénh, 49/60 chiém ty 1¢ 82%, trong khi & cac
tinh khac nhiing gia dinh c6 con bi bénh
chiém ty 1& cao nhu Hoa Binh 22/42 chiém
ty 18 52,4%, Son La 26/45 chiém 57,8%, Béc
Giang 23/49 chiém 46,9%, Bic Ninh 8/14
chiém 57,1%...Diéu nay thé hién hiéu biét
vé bénh thalassemia ctia ngudi dan va nhan
vién y té tai Ha Noi cao hon & cac tinh khéc.
Két qua nay dat ra yéu cau can phai ting
cuong tuyén truyén, gido duc vé bénh
thalassemia cho nguoi dan va nhan vién y té
tai cac tinh thanh dé c6 thé ddy manh sang
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loc, phat hién nguy co mang gen va sinh con
bi bénh thalassemia trong cong dong.

Trong tong s 597 thai phu dugc chin
doan qua 3 nam, do tudi trung binh cua thai
phu & cac ndm tuong ddi tuong dong, khong
c6 su khac biét c6 y nghia théng ké vé do
tudi, tudi trung binh cua thai phu 1a 31,1 +
4,4 tudi, ngu’(n nho tudi nhit 21 tudi, cao
nhét 51 tudi (Bang 3.1). Két qua kha thu vi 1a
& ¢4 3 nam thi ngudi nho tudi nhat duoc lam
chin doan trude sinh déu 1a 21 tu01, do tudi
nay ciing khong qué tré dé sinh dé & nhoém
phu nit dan toc thiéu sb, tuy nhién trong
nghién ctru cta ching t6i, nhdm phu nir dan
toc dugc le‘lm chan doan trude sinh cho thai
nhi chi yéu la nhitng ngudi di c6 con bi
bénh nén d6 tudi cia ho cao hon so véi phu
nit ¢6 thai lan dau. Pai da sb nhiing gia dinh
da sinh con bi bénh thalassemia thuc su co
khé khin vé kinh té, ngoai viéc phai chi tra
cac chi phi diéu tri bénh, chi phi di lai, in ¢
tai bénh vién thi moi gia dinh luén mat 1 lao
dong chinh dé dong hanh cung con tai bénh
vién, didu nay lai cang lam cho nhiing gia
dinh nay khé khan hon khi theo thoi gian cac
chi phi d6 ngiy mot ting. Néu nhirng gia
dinh nay tiép tuc sinh con ma khong duogc
chin doan trudc sinh thi nguy co co thém
nhitng nguoi con bi bénh 14 rat 15 rang. Biéu
d6 3.2 cho thy c6 248 gia dinh di ¢ con bi
bénh thalassemia chiém 42% trong tong sd
597 gia dinh dugc lam chin doan trude sinh.
Két qua nghién ctru trong bang 3.4 véi 248
gia dinh da c6 con bi bénh dugc choc bi, co
171 gia dinh c¢6 két qua chan doan thai nhi
cho phép tiép tuc mang thai va sinh con (thai
nhi chi mang gen bénh hodc hoan toan khong
mang gen bénh), c6 77 thai nhi (chiém 31%)
duogc chan doan bi bénh va phai dinh chi thai
ky. Mic du khong may min va phai dinh chi
thai nhung trén quan diém y hoc thi diéu d6

con tét hon nhidu viéc tiép tuc sinh ra thém
mot bénh nhan thalassemia.

Trong céc giai doan trudc, & cac bio cio
chiing ta thuong thdy ty 1¢ thé bénh beta
thalassemia cao hon rit nhiéu so v&i thé
alpha thalassemia va gdy lam tuong ty 18
mang gen va bi bénh alpha thalassemia tai
Viét Nam thip. Tuy nhién, ngay nay véi su
phét trién manh mé& cua k§y thuat chan doan y
hoc va di truyén sinh hoc phan tir thi ty 18
phat hién ngudi mang gen va bi bénh alpha
thalassemia trong cong dong ngay mot tang.
Trong nghién clru cua chung t6i, bang 3.2 ty
1€ s6 thai phu duoc chin doan trudc sinh thé
bénh alpha thalassemia ciing chiém t&i
40,7%, con voi beta thalassemia 1a 59,7%.
Ty 1& chin doan trudc sinh thé bénh beta
thalassemia cao hon vi dai da s& nhom
nhiing gia dinh da c6 con bi bénh trude do 1a
beta thalassemia. Ty 1& nay ciing la ddu hiéu
dang mirng khi ngay cang c¢6 nhiéu co s6 y té
tham gia diéu tri bénh nhan thalassemia da
chii trong tdi cong tac tu van, nang cao hiéu
biét cua gia dinh nguoi bénh, tir 46 ho biét
duoc ludn cb ty 16 25% xac sudt con bi bénh
& tat ca cac 1an sinh. Két qua chan doan thai
nhi qua cac nim thé hién ¢ bang 3.3, trong
dé ty 1¢ thai nhi bi bénh thalassemia nam
2018, 2019 va 2020 lan lwot 1a 31,3%; 27,1%
va 24,6%; ty 1¢ thai nhi bi bénh chung trong
3 nam la 27,5% v&i 164 truong hop. Ty 1€
chung thai nhi mang gen thalassemia la
49,4% va c6 23,1% thai nhi khong mang gen
thalassemia cua bd va me.

Mot trong nhitng vin dé san khoa gy anh
hudng t6i site khoé va c6 thé nguy hiém t6i
tinh mang cua thai phu la hién tugng phu
thai, thai lvu. O nhiéu co s¢ kham va quan ly
thai nghén van dé nay chua duoc quan tdm
dung mirc. C6 nhidu nguyén nhin giy thai
luu va thalassemia la mot trong nhitng
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nguyén nhan hang dau ¢ nhitng noi c6 ty 18
ngudi mang gen o'-thalassemia cao trong
cong dong. Khi cip vo chdng cung c6 mat
doan 2 gen o-globin thi x4c suit con bi bénh
thé rat ning (Hb Bart’s) 1a 25% & mdi lan
sinh, & thé bénh nay c6 thé gay phu thai, thai
Iyu hodc tré tir vong som sau sinh néu khong
duoc diéu tri tich cuc. Két qua nghién ctru
ctia chiing t6i (Bang 3.5), trong tong s 144
cip vo chdng cung c6 gen a’-thalassemia co
36 truong hop thai nhi dugc chin doan Hb
Bart’s chiém ty 1& 25%. Két qua nghién ciru
cia chung t6i ciing kha tuong dong voi
nghién ctru cua Ngb Diém Ngoc va cong su
nam 2015 voi ty 1€ thai nhi Hb Bart’s la
36,5% [8], Nguyén Khic Hin Hoan nim
2013 ¢6 57 trén tong sd 229 thai nhi co Hb
Bart’s chiém ty 1& 1a 24,9% [9]. Chan doan
trudc sinh bénh thalassemia bﬁng choc 6i
thuc su la phuong phap hi€u qua ngan can su
xuét hién nhitng bénh nhan thalassemia mai
trong nhirng gia dinh da c6 con bi bénh va ca
trong cong dong. Ngay 21/4/2020 Bo Y té ra
quyét dinh s6 1807/QD-BYT Huéng din
chuyén mon k¥ thuéat vé sang loc, chén doan,
diéu tri trudc sinh va so sinh; quy dinh dua
thalassemia 13 1 trong 4 bénh bat budc phai
sang loc trudc sinh tai tat ca cac co s& kham,
quan ly thai nghén trén ca nudc. Tur nhitng
quy dinh mang tinh quy pham phép luan va
v&i su vao cudc cua toan xa hdi hy vong Viét
Nam s€ soém c6 dugc thanh cong trén con
duong day lui bénh thalassemia.

V. KET LUAN

Qua nghién ctu 597 thai phu dugc lam
chan doan trude sinh bang choc 61, ching t6i
dua ra mot sd két ludn sau:

- 86 thai phu duoc chan doan truéc sinh
qua cac nam ngay mot tang
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- C6 27,5% thai nhi dugc chan doan bi
bénh trong tong s6 597 trudng hop

- Ty 1¢ thai nhi bi Hb Bart’s trong nhdm
bb me cung c6 gen o’-thalassemia 14 25%.
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MOT SO PAC PIEM NHAN KHAU HOC
CUA BENH NHAN THALASSEMIA PIEU TRI
TAI VIEN HUYET HOC - TRUYEN MAU TRUNG 'O'NG NAM 2020

Nguyén Thi Thu Ha*, Vii Hai Toan*, Ping Thi Van Hong*,
Lé Thi Thanh Tam*, Hoang Phwong Linh*, Nguyén Thi Tuyén*,

TOM TAT

Thalassemia 13 bénh 1y di truyén phd bién
nhit & Viét Nam, c6 tinh chat theo dan tdc va dia
du. Muc tiéu nghién ciru: Phan tich mét s6 dic
diém nhan khiu hoc cua bénh nhan thalassemia
diéu tri tai Vién Huyét hoc Truyén mau Trung
Uong (VHHTMTW) nim 2020. Két qua: qua
phén tich 2845 bénh nhan thalassemia diéu tri tai
VHHTMTW niam 2020 thiy, ty 1¢ bénh nhan B-
thalassemia muc d6 ning chiém 18,8 %, PB-
thalassemia mirc d6 trung binh chiém 7,3%, p-
thalassemia/ HbE chiém 55,5% va o thalassemia
la 18,4%. Bénh nhan B-thalassemia mirc d0 nang
c6 do tudi trung binh 1a 8,5, gip nhiéu & dan toc
Dao, Nung, Tay véi ty 1¢ 1an luot 1a 49,1%, 40%
va 38,8%. Bénh nhan B-thalassemia/ HbE gap
chi yéu ¢ dan toc Thai 1a 78,1% va dan toc
Muong 1a 77,5%. Két luan: Bénh nhan
thalassemia tai VHHTMTW nam 2020 c6 dua cac
thé  a-thalassemia, p-thalassemia va  p-
thalassemia/ HbE. Bénh nhén B-thalassemia mirc
d6 ning c6 do tudi trung binh thap. Ty 1¢ cac thé
bénh Thalassemia c6 su khac biét & cac dan toc.

Tir khoa: Bénh nhan thalassemia, Vién huyét
hoc - Truyén mau TW, dn toc.

*Vién Huyét hoc va Truyén mdu Trung wong.
Chiu trach nhiém chinh: Nguyén Thi Thu Ha
Email: nguyenthuhanihbt@gmail.com

Ngay nhan bai: 08/4/2021

Ngay phan bién khoa hoc: 08/4/2021

Ngay duyé¢t bai: 19/4/2021

Nguyén Ha Thanh*, Bach Qudc Khanh*.

SUMMARY

SOME DEMOGRAPHIC
CHARACTERISTICS OF
THALASSEMIA PATIENTS TREATED
AT THE NATIONAL INSTITUTE OF
HEMATOLOGY AND BLOOD
TRANSFUSION

Thalassemia is the most common mutant
genetic disease in Vietnam, characterized by
ethnicity and geography. Objectives: Analyzing
some demographic characteristics of thalassemia
patients treated at the National Institute of
Hematology- Blood Transfusion (NIHBT) in
2020. Results: The analysis of 2845 thalassemia
patients treated at NIHBT in 2020, we found that
the proportion of p-thalassemia major was
18.8%, the percentage
intermedia was 7.3%, B-thalassemia/ HbE made

of [B-thalassemia

up 55.5% and the figure for o thalassemia was
18.4%. The average age of B-thalassemia major
patients had was 8.5. Among the Dao, Nung and
Tay ethnic patient groups, P-thalassemia major
49.1%, 40% and 38.8%
respectively. B-thalassemia/ HbE were the most

contributed to

popular in the patient groups of the Thai ethnic
(78.1%) and the (77.5%).
Conclusion: There were 4 types of thalassemia
in 2845 patients at NIHBT in 2020 including a-
thalassemia, B-thalassemia major, B-thalassemia
and p-thalassemia/HbE. The
average age of P-thalassemia major patients was

Muong ethnic

intermediate
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the lowest. The percentage of the Thalassemia
forms had a diffence between ethnicities.

Keywords: Thalassemia patients, National
Institute of Hematology- Blood Transfusion,
ethnicity.

I. AT VAN DE

Thalassemia 1a nhom bénh ly roi loan
téng hop huyét sic t6 di truyén phd bién nhat
0 Viét Nam, bénh co tinh dia du va cé tinh
dic trung theo dan tdc. Trung
Thalassemia, Vién Huyét hoc - Truyén mau

tam

Trung Uong 1a noi diéu tri bénh nhan
thalassemia 16n nhit & mién Bac Viét Nam,
ngudi bénh dén tir cic tinh mién nai phia
Bic, dong biang Séng Hong va Bic Trung
Bo. Dé ¢6 thé so bo nhan dinh dic diém cua
bénh nhan thalassemia tai cac tinh & mién
Bic, chung t6i thuc hién dé tai voi muc tiéu:
““Phan tich mot sé dic diém nhan khau hoc
ciia bénh nhan thalassemia diéu tri tai Vién
Huyét hoc - Truyén mau Trung Uong nim
2020,

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

1. DPO6i twong: 2.845 bénh nhin
thalassemia duoc diéu tri ndi tra va ngoai tra
tai Vién Huyét hoc - Truyén mau TW trong
nam 2020.

Cach chon mau: toan bd bénh nhan
thalassemia diéu tri tr T1/2020 dén
T12/2020.

Tiéu chuén loai trir: cac bénh nhan bi
bénh tan mau khac nhu héng cau hinh cau,
thiéu men G6PD; bénh nhan khong dong y
tham gia nghién ctru.
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2. Phuwong phap nghién ctru:

2.1. Thiét ké nghién ciru: M6 ta cit
ngang.

2.2. Thu thip sé ligu: 1am sang, hd so
bénh an.

2.3. Cdc chi sé nghién civu: tudi, dan toc,
noi séng, thé bénh.

2.4. Tiéu chudn chin dodn thé bénh dwa
vao dpt bién gen globin [1]:

- B-thalassemia thé ning: p°/p".

- B-thalassemia thé trung binh: p"/p".

- B-thalassemia/ HbE: B°/B", p/pF.

- a-thalassemia: o/a".

2.5. Phuwong tién xét nghiém:

- Tong phan tich té bao méau theo nguyén
Iy Laser bang may dém té bao ty dong.

- Xéc dinh thanh phan huyét sic t6 bang
phuong phap sic ky 1ong cao ap (HPLC) trén
may Ultra®, hing Trinity Biotech.

- Xac dinh dot bién gen globin bang
phuong phap PCR, Strip Assay hoac gidi
trinh tu gen.

2.6. Xur Iy 56 liéu:

- S6 liéu dwoc xtr 1y bang phin mém
thong ké SPSS 16.0.

- Céc két qua co tinh dinh lugng dugc thé
hién dudi dang trung binh + do Iléch chuén
(néu phan b chuan) hodc trung vi va khoang
t& phan vi (néu phan bd khong chuan), cac
két qua co6 tinh chat dinh tinh dwgc thé hién
dudi dang ty 16 phan tram (%).

Il. KET QUA NGHIEN cU'U
3.1. Mot s6 diic diém vé tudi, giéi va thé
bénh
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Biéu do 3.1. Phén bo bénh nhén theo gioi (n=2845)
Nhin xét: Trong 2845 BN nghién ctru thi nit gii gip nhiéu hon nam gii vai ty 18 lan
luot 1a 52,7% va 47,3%.

25.0

20.0

15.0
10.0
5.0 91
3 B
0.0

6-10 11-15 16-20 21-25 26-30 31-35 36-40 41-50 >S50
(n—322) (n=617) (n=446) (1=237) (1=203) (295) (n=260) (n=162) (n=168) (n=135)

TUOI

TV &%

Biéu d6 3.2. Ty Ié cdc d§ tudi ciia bénh nhén
Nhdn xét: Bénh nhan c6 d6 tudi 6 — 10 chiém ty 1€ cao nhat (21,7%). Ty 1€ bénh nhan
duéi 20 tudi chiém 57%.
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Bing 3.1. Pj tuoi bénh nhan thalassemia theo thé bénh

Thé bénh S&bénhnhan | Tyl (%) | D¢ tuoitrung binh
(min — max)
PV 8,5+5,2
B thalassemia muc d§ ning (1) 536 18,8 (1-29)
B thalassemia murc d6 trung 23,1 £15,3
binh (2) 208 73 (1-65)
: 20,0 + 13,2
B-thalassemia/ HbE (3) 1578 55,5 (1 - 65)
: 30,2 +£18,3
a-thalassemia (4) 523 18,4 (1-89)
P (1),(2) < 0,05
Tong cong 2.845 100 P (1),(3) <0,05
P (1),(4) <0,05

Nhin xét: B-thalassemia mic d§ ning chiém 18,8%, B-thalassemia/HbE chiém 55,5%.
Bénh nhan B-thalassemia mirc d§ nang c6 do tudi trung binh 1a 8,5, cao nhat 1a 29 tudi. Bénh
nhin a-thalassemia c6 d6 tudi trung binh 14 30,2 tudi.

120.0
%
93 9.6 10.5 11.8 17.7 21.0 27.7 272 345
= —— ALY | 2 64.4
80.0 = = = = = H ‘
43.5 — = = = = = =
E 50.9 54_9 e [ [ I E i
60.0 - = it 61.2 = — = = =
E— = = = 67.0 — — E —
= = = = 67.8 — — =
= —_ — — — B35 4.8
45,0 = — = f— 6: 6_ 55.4
B0, 0 u 0 N
0.0 2.0
<6tudi 6-10tudi 11-15 16-20 21-25 26-30 31-35 36-40 41-50 > 50tudi
tudi tudi tudi tudi tudi tudi tudi

#(-thal thé ndng = B-thal trung binh  =B-thal/HbE i a-thal

Biéu d6 3.3. Ty Ié cdc thé bénh thalassemia theo dp tudi
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Nhdn xét: Ty 1¢ bénh nhan thé bénh B-thalassemia mirc d0 nang giam dan theo dd tudi va

ty 1& thé bénh o-thalassemia tang dan theo do tudi.

3.2. Pic diém vé dia 1y, dan tdc va thé bénh

Bing 3.2. 86 lwong bénh nhin thalassemia theo dia chi

2 J A A °
Tinh/than bg{i’;‘i;‘;n Din tgc (n, %) TYTT
hphd P00 Kinh | Thii | Muéng | Tay | Ning | Dao k;‘;'c e¢
Son La 57 322 o 2 3 o
(15.9%) | PV T a2.6%) | (14%) [P O 04| O | (0792 O3
Hoa Binh 54 219 11 2
103%) | 2% [ 18.4%) |2 P a5 (6w 0 0% °
Ha Noi 216 14 2 , 5
(8,4%) 238 1 90,8%)| (5.9%) |(0.8%) |1 @A) 015 104
Thanh Hoa 70 32 117 1
7,7% 220 1 318%) | (14.5%) | 532%) | ° 0 0,5% 0
g 5 0) ( 5 0) ( s 0) ( ) 0) ( s 0)
Bac Giang 91 21 o o
4.9%) 139 | o550 | © 0 L1510 1 T9%) 0 16(11,5%)
Lang Son 13 26 0 0 60 52 1 0
(4,9%) (18,7%) (43,2%)| (37,4%) | (0,7%)
Cao Bang 18 o 2 67 32 o
(4,3%) 210 400 [T OB 700y 55,4%) 26.4%) ' O8O
Yén Bai 27 18 4 37 , 12 2
(3,8%) 101 05200 | (16.8%) | 3.7%) 134,6%) 7 &7 [(112%)| (1.9%)
Tuyén
19 . 63 . 8 9
8“2;?) 10371 (18405 | 1T O l61.2%) 2 @27 | (7.8%) | (8.7%)
Bic Kan o o 70 o 5 1
(3.3%) 93 |8B6%)| 0| 1(LI%) | og 3 I 8(B.6%) | s hoo ) 0
18 tinh
, 658 103 26 77 |20 .
(31;118;) 201 0% | (11%) | 2.8%) |(8.2%) |10 (B77)] (2,10 |40 ($:370)
,U70
Téng cong| 2845 1244 485 426 410 130 531y, (3.4%)
(100%) | (100%) | (43,7%) | (17,0%) | (15,0%) |(14,4%| (4,6%) | (1,9%) 7

Nhdn xét: Sb lugng bénh nhan nhiéu nhit & tinh Son La, chiém 15,9%, tiép dén 1a Hoa
Binh chiém 10,3%. Tinh Son La, dan toc Thai chiém 71,4%; tinh Hoa Binh, dan tdc Mudng
chiém 74,5%. Tinh Thanh Hoa, dan toc Muong chiém 53,2%. Dan toc Tay, Nung chiém ty 1¢
cao ¢ tinh Lang Son, Cao Bﬁng, Tuyén Quang, Yén Bai, Bic Kan.
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7.3 55.5 18.4
Trung binh m
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Thai | :
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¥ B-thal nang liB-thal trung binh B-thall[HbE Eaq-thal

Biéu d6 3.4. Phin bé thé bénh thalassemia theo din téc
Nhén xét: Thé bénh B-thalassemia mirc do ning chiém ty 1 cao & nhom bénh nhan dan
toc Dao (49,1%), Nung (40%) va Tay (38,8%). Thé bénh B-thalassemia/ HbE chu yéu &
nhoém bénh nhan dan tdc Thai, Muong voi ty 1& 1an lwot 12 78,1% va 77,5%.

IV. BAN LUAN
4.1. Ban luin vé dic diém tudi, giéi va
thé bénh

Phan tich dic diém 2845 bénh nhin
thalassemia diéu tri tai VHHTMTW nim
2020, ta thiy nit gi¢i gap nhiéu hon nam gidi
tuy nhién ty 1¢ chénh léch khong nhiéu (Biéu
dd 3.1). V& d6 tudi, bénh gip & du moi lira
tudi, trong d6 bénh nhin dudi 20 tudi chiém
57%, d6 tudi 6 — 10 tudi chiém ty 1€ cao nhét
1a 21,7% (Biéu dd 3.2). C6 4 thé bénh la p-
thalassemia muc do nidng chiém 18,8%, B-
thalassemia muc d¢ trung binh chiém 7,3%,
B-thalassemia/HbE chiém 55,5% va o-
thalassemia chiém 18,4% (Bang 3.1). Mb
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hinh bénh nhan thalassemia tai VHHTMTW
da thay doi rat nhiéu so véi trude ddy, tai co
sO cli trong bénh vién Bach Mai nam 2009
chi c6 108 bénh nhan, ty 1€ bénh nhan trén
15 tudi 1a 75% va ty 1& B-thalassemia chiém
9,26%, P-thalassemia/HbE chiém 57,4% va
o-thalassemia chiém 33,3%; su thay ddi nay
1d do tai thoi diém d6 VHHTMTW chua
nhan diéu tri bénh nhi thalassemia [2].
Nghién ctru tai bénh vién TW Hué nim 2007
— 2009 trén 186 bénh nhan, do tudi dudi 6
tudi chiém 39,8%, trén 25 tudi chiém 24,2%
va B-thalassemia thé nang chiém 26,9%, B-
thalassemia/HbE chiém 55,4% [3]. Trong
nghién ctu cta chung toi ty 1€ bénh nhan
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dudi 6 tudi (11,3%) 1a thip hon va ty 1& bénh
nhan trén 25 tudi (35,8%) 1a cao hon so véi
bénh nhan & bénh vién TW Hué, ¢6 thé 1a do
ty 1¢ bénh nhan muc dd nang cia bénh vién
TW Hué 14 26,9% cao hon so voi nghién ciru
nay 1a 18,8%. Theo bao cao cua Lién doan
Thalassemia quéc té, su phan bd d6 tudi
bénh nhan thalassemia ciia mot qubc gia
phin 4anh dwoc hiéu qua kiém soat
thalassemia ¢ nudc d6. O nhitng nuéc chua
c6 chuong trinh phong bénh, do tudi trung
binh ciia bénh nhan 1a dudi 20 tudi (biéu do
d6 tudi 1éch trai), diéu nay ching to 2 van dé
do 1a sb lwong tré sinh ra bi bénh van dang
gia ting va tudi tho cia bénh nhan khong
cao; voi nhirng nude da thuc hién tbt chuong
trinh kiém so4t thalassemia thi do tudi trung
binh trén 25 (Biéu d6 do tudi 1éch phai) [4].
Mic du s6 lwong bénh nhan & VHHTMTW
chua phai la ) luong cua tt ca bénh nhan
thalassemia trén toan qudc, nhung 1 noi c¢é
sd lwong 16n bénh nhan (2.845 bénh nhan)
dén tir nhiéu tinh & mién Béc thi két qua
nghién cru nay ciing phin nao phan anh
duoc vé thuc trang bénh nhan thalassemia &
Viét Nam hién nay chua duoc kiém soat tt.
Két qua ¢ bang 3.1 cho thiy d¢ tudi trung
binh cta bénh nhin & cic nhém thé bénh
thalassemia c6 sy khac biét o rét c6 y nghia
thong ké (p<0,05). Biéu d6 3.3 mo ta ty 1&
cac thé bénh thalassemia trong cac nhom
bénh nhdn theo d6 tudi, cho thiy ty 1& B-
thalassemia muc d§ nang giam dan theo tudi,
cao nhét 1a 42,2% & nhom dudi 6 tudi, va
khong co bénh nhan nao trén 30 tudi. Ty 18
o-thalassemia ting dan tir 1d 9,3% & nhom
dusi 6 tudi va 64% & nhom trén 50 tudi.
Trong nghién ctru nay, B-thalassemia mirc 4o

nang c6 do tudi trung binh 1a 8,5 tudi, bénh
nhin nhiéu tudi nhat 13 29 (hién bénh nhan
niy c6 rat nhiéu bién ching nhu suy tim, xo
gan). Voi thé bénh B-thalassemia mic do
nang, biéu hién thiéu mau xuét hién tir rat
som (tir 3 thang tudi dén dudi 2 tudi), véi
tinh trang thiéu mau nang, tré s€ phai diéu tri
truyén méau rit thuong xuyén, do vy néu
khong duoc diéu tri tdt bénh nhan s& co6 tudi
tho rat thip. Nhom B-thalassemia mic do
trung binh va B-thalassemia /HbE c6 do tudi
trung binh 13 23 va 20 tudi, tudi cao nhat 1a
65. Thé bénh B-thalassemia/HbE thuong cé
mirc d0 biéu hién thiéu mau rat da dang, tur
nang dén nhe, chinh vi thé ma bénh nhan &
thé bénh nay c6 ¢ di & cac do tudi. Nhom
bénh nhin o-thalassemia c6 do tudi trung
binh cao nhit 1a 30,2 tudi. Alpha thalassemia
(HbH) 1a nhitng nguoi bi tén thuong 3 gen
alpha globin, mirc d biéu hién thiéu mau tir
nhe dén trung binh. Nhitng nguoi thiéu mau
nhe thuong khong phai truyén mau khi con
tré, khi tudi cang cao thi ho thuong mét hon
nén khi d6 méi vao vién. Tudi tho clia bénh
nhan a-thalassemia kha cao. Vi vdy, & nhom
trén 50 tudi, co dén 64,4% la a-thalassemia.
Nghién cru & Nam An DO nim 2020 trén
1087 bénh nhan thalassemia muc d§ nidng
thdy chi co 8,6% bénh nhén trén 18 tudi [5].
Tai Iran, b¢nh nhan B-thalassemia mic do
ning co tudi tho trung binh 1a 50 tudi va
100% bénh nhan séng dén 35 tudi, c6 su
khac nhau gilta cidc vung, nhitng viung cé
diéu kién kinh té t6t hon thi tudi tho cia
bénh nhan cao hon [6]. Bao céo dit li¢u quan
Iy bénh nhan thalassemia toan qudc &
Malayssia nam 2018, c6 7.984 nguodi bénh
dang song, trong do ty 1& bénh nhan do tudi
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dudi 26 tudi chiém 70%, c6 ty 1& nho bénh
nhan B-thalassemia mirc d6 nang ning sdng
trén 45 tudi [7]. Nhu vay, tudi tho bénh nhan
mirc d6 nang phu thudc chu yéu vao didu
kién cham soc va diéu tri. Néu so sanh voi
Iran, Malaysia thi bénh nhan mirc d néng tai
VHHTMTW c6 d6 tudi con thap hon.

4.2. Ban luan vé dic diém dia ly, dan
tdc va thé bénh

DPic diém vé thé bénh thalassemia c6 su
khac biét rat 16n giita cac dan toc, cac ving
mién. Hai tinh Son La va Hoa Binh c6 sb
luong bénh nhan nhiéu nhét, tinh Son La ¢
bénh nhan dan toc Thai chiém 71,4%, tinh
Hoa Binh c6 bénh nhian dan tdc Muodng
chiém 74,5% (Bang 3.2). Bénh nhan dan toc
Muong, Thai co ty 1€ B-thalassemia muc d
nang la (11% - 11,7%), B-thalassemia/HbE
chiém ty 1& rit cao 1a 77,5% trong nhom
bénh nhan dan tdc Muong va 78,1% & nhom
bénh nhan dan toc Thai (Biéu dd 3.4). Thanh
Hoéa 1a tinh ciing c6 ty 1€ bénh nhan
Thalassemia dan toc Muong rit cao chiém
53,2%.

Bénh nhan dan toc Tay chiém ty 1¢ kha
cao trong cac bénh nhéan thalassemia, dén tir
tinh Bic Kan (75,3%), Tuyén Quang
(61,2%), Cao Bing (55,4%), Lang Son
(43,2%), Yén Béi (34,6%). Bénh nhan dan
toc Nung chiém ty 1¢ kha cao trong nhoém
bénh nhin dén tr Lang Son (37,4%), Cao
Bing (26,4%) (Bang 3.2). Bénh nhan dan toc
Dao chiém 11,2% sb bénh nhan dén tir Yén
Bai, chiém 7,8% bénh nhan dén tur Tuyén
Quang. Két qua & biéu dd 3.4 cho thay, trong
nhoém bénh nhan dan toc Dao, Nung va Tay
c6 ty 16 thé bénh B-thalassemia muirc d6 ning
cao lan luot 14 49,1%, 40% va 38.8; ty 1& p-
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thalassemia/HbE 1a 20,8%, 22,3% va 30%.
Dan tdc Kinh co6 ty 1¢ 1¢ B-thalassemia muc
do nang 1a 13,3%, ty 1€ B-thalassemia/HbE la
53,9% va a-thalassemia 1a 25,3%.

Qua dic diém ¢ trén, chung toi nhan thiy
thé bénh thalassemia ciia bénh nhan c6 dic
trung khac biét gitta cac dan toc va hoan toan
phi hop dic diém ty 1& mang gen bénh
thalassemia trong cong dong cac dan toc do.
Theo nghién ctru cia VHHTMTW ndam 2017
trén cac dan toc sinh sdng ¢ Viét Nam cho
thy, dan toc Dao, Nung, Tay c6 ty 1&é mang
gen BO thalassemia 1a 9,3%, 5,5% va 6,2%; ty
16 mang gen HbE rét thip 1a 0,6%, 0,8% va
1,5%. Dan toc Muong va Thai c6 ty 1¢ mang
gen B’-thalassemia 13 5,7% va 2,9%, nhung
ty 1€ HbE 1a 17,9% va 18,7%. Dan toc Kinh
c6 ty 1& mang gen p’-thalassemia 1a 0,7% va
HbE 14 2,6%, ty 1& o’-thalassemia 1a 3,5% va
o' -thalassemia 13 3,3% [8]. Theo quy luat di
truyén gen bénh 1an, trong cong déng ty 1¢
mang gen P’ thalassemia thi nguy co sinh
con bi bénh [-thalassemia mirc d§ nang
(B°/B%) cao, véi cong ddng co ca ty 1& mang
gen B’-thalassemia va HbE thi nguy co sinh
con bi bénh p-thalassemia/HbE (% ") sé&
cao.

V. KET LUAN

Qua nghién ctru trén 2.845 bénh nhan
thalassemia diéu tri tai VHHTMTW nim
2020, ching t6i nhan thiy, bénh nhan c6 &
tt ca cac thé bénh, cdc mirc do bénh. C6 su
khéc nhau vé s6 lugng bénh nhan giita cac
tinh, vé ty 1& thé bénh giita cac dan toc, do
tudi trung binh, cu thé:

- Ty 1¢ bénh nhan B’-thalassemia mirc do
nang chiém 18,8 %, Bo-thalassemia murc do
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trung binh chiém 7,3%, B-thalassemia/ HbE
chiém 55,5% va o-thalassemia 1a 18,4%.

- Bénh nhan p’-thalassemia mirc do ning
chiém 38,8%, 40% va 49,1% trong nhom
bénh nhan dan toc Tay, Nung, Dao; chiém
42,2% trong nhoém bénh nhan dudi 6 tudi va
d6 tudi trung binh 1a 8,5 tudi.

- Bénh nhén p-thalassemia/ HbE chiém ty
1€ cao trong nhém bénh nhan dan tdc Muong
(77,5%) va dan toc Thai (78,1%), c6 do tudi
trung binh 13 20 tudi.
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MO TA PAC PIEM THE BENH, NONG PO HUYET SAC TO VA
MU'C PO QUA TAI SAT CUA BENH NHAN THALASSEMIA PIEU TRI
TAI VIEN HUYET HOC - TRUYEN MAU TRUNG 'O'NG NAM 2020

Nguyén Thi Thu Ha*, Ding Thi Van Hong*, Vii Thi Hwong*,
Nguyén Ngoc Diing*, Nguyén Thi Chi*, Hoang Phuwong Linh*,

TOM TAT

Muc tiéu nghién ctru: Nghién ctru dic diém
thé bénh, nong do huyét sic to (Hb) va mic do
qua tai sat cua bénh nhan thalassemia diéu tri tai
Vién Huyét hoc - Truyén miu Trung Uong
(VHHTMTW) nim 2020. Két qua: qua phin
tich 2.845 bénh nhan thalassemia diéu tri tai
VHHTMTW nim 2020, ta thiy bénh nhan B-
thalassemia mic dd ning co n6ng do Ferritin
trung binh cao nhét 1a 3.521 ng/ml, nong do Hb
khi vao vién thap nhit v6i 66,2g/1. Tuy nhién, &
nhéom bénh nhin o-thalassemia thi ndéng do
Ferritin huyét thanh 1a thip nhat trong khi d6
n(‘Sng d6 Hb 1a cao nhat, 1an luot 12 1.216,5 ng/ml
va 81,1g/l. C6 36,4% bénh nhan c6 ndng do
Ferritin huyét thanh > 2500 ng/ml trong d6 >
4000 ng/ml 1a 17,9% va tap trung chu yéu o
nhom bénh nhan B-thalassemia mic d¢ ning.
Bénh nhan thalassemia & Ha Noi la nhém bénh
nhan c6 ty 1¢ s6 1an ndng d6 Hb khi vao vién <70
g/l va ndng do Ferritin huyét thanh > 2500 ng/ml
thap nhit, lan luot 1a 25,2% va 23,5%. Két luan:
Bénh nhén thalassemia diéu tri tai VHHTMTW
nim 2020 c6 di cac thé o-thalassemia, p-
thalassemia va B-thalassemia/ HbE. Bénh nhén
B- thalassemia mirc d§ ning co ty 1€ bénh nhén bi
qué tai sat cao dong thoi c6 ty 1 cao bénh nhin

*Vien Huyét hoc va Truyén mdu Trung wong
Chiu trach nhiém chinh: Nguyén Thi Thu Ha
Email: nguyenthuhanihbt@gmail.com

Ngay nhan bai: 08/4/2021

Ngay phan bién khoa hoc: 08/4/2021
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Nguyén Ha Thanh*, Bach Quéc Khanh*,

vio vién véi tinh trang ndng ¢ Hb thap.
Tir khoa: Huyét sdc td, Ferritin, Vién huyét
hoc Truyén mau TW.

SUMMARY

DESCRIBING THE
CHARACTESISTICS OF THE
HEMOGLOBIN LEVEL AND IRON
OVERLOAD LEVEL IN
THALASSEMIA PATIENTS TREATED
AT THE NATIONAL INSTITUTE OF
HEMATOLOGY - BLOOD
TRANSFUSION IN 2020

Objective: Research on characteristics of
hemoglobin level and iron overload level in
Thalassemia patients who were treated at the
National Institute of Hematology- Blood
Transfusion (NIHBT) in 2020. Results: After
analysis of 2845 thalassemia patients treated at
NIHBT in 2020, we saw that [-thalassemia
major patients had the highest mean serum
Ferritin level with the value mean about 3,521
ng/ml and they had the lowest Hb level at
hospital admission with 66.2 g/l. However, in a-
thalassemia patients group, the serum ferritin
level was the lowest while Hb level was the
highest with 1,216.5 ng/ml and 81.1 g/,
respectively. There were 36.4% of patients with
serum ferritin level more than 2500 ng/ml, in
which more than 4000 ng/ml accounted for
17.9% and mainly in p-thalassemia major
patients group. The thalassemia patients group in
Hanoi had the lowest rates about Hb level less
than 70 g/l and serum ferritin level more than
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2500 ng/ml at hospital admission, making up
25.2% and 23.5%, respectively. Conclusion:
Thalassemia patients treated at NIHBT in 2020
in 4 types namely p-thalassemia major, f-
thalassemia intermediate, P-thalassemia/Hb and
a-thalassemia. The high pevcentage of patients
with iron overload and hospitalized with low Hb
level were seen in B-thalassemia major patients
group.

Keywords: Hemoglobin, Ferritin, National
Institute of Hematology and Blood Transfusion.

I. DAT VAN DE

Bénh Thalassemia 1a mot bénh di truyén
lanh tinh dong hdng cau phd bién nhét trén
thé gi¢i. Bénh c6 nhidu muc d6 biéu hién
lam sang khac nhau tuy theo kiéu thé bénh
khéc nhau [1][2]. C6 rat nhiéu phuong phap
diéu tri bénh Thalassemia khic nhau, tuy
nhién chi yéu van Ia truyén mau dinh ky ddy
du két hop dong thoi voi thai sit som dé
tranh bién ching qua tai sit do truyén méau
nhiéu 1an [3]. Nong do huyét sic té khi vao
vién va nong do Ferritin huyét thanh phan
anh dugc mic d6 ning cua bénh nhan ciing
nhu phan anh dugc sy tuan thu diéu tri cua
bénh nhan c6 tét hay khong. Chinh vi vay,
chiing t6i tién hanh nghién ctru ndy voi muc
tiéu: “Nghién ctru dic diém thé bénh, ndng
d6 huyét sic tb va mic do qua tai sat cia
bénh nhan thalassemia diéu tri tai Vién
Huyét hoc Truyén mau Trung Uong nim
2020”.

Il. DO TUONG VA PHUONG PHAP NGHIEN CU'U
1. DP6i twong: 2.845 bénh nhin
thalassemia duoc diéu tri ndi tra va ngoai tra
tai VHHTMTW trong nam 2020.
Cdach chon mdéu: toan bd bénh nhan
thalassemia diéu tri tox T1/2020 dén
T12/2020.

Tiéu chuén loai triv: cac bénh nhan bi
bénh thiéu mau tan mau khac nhu hong ciu
hinh cdu, thifu men G6PD; bénh nhan
thalassemia c6 cac bénh 1y phdi hop khac (U
Lympho, Pa u tily xuong, Lo- xé- mi cap,
Viém gan cdp...); bénh nhin dang c6 cac
biéu hién nhiém tring, sbt.

2. Phuwong phap nghién ctru:

2.1. Thiét ké nghién ciru: Mo ta cit
ngang.

2.2. Thu thip sé ligu: 1am sang, hd so
bénh an.

2.3. Cdc chi sé nghién citu: noi séng; thé
bénh; Hb khi vao vién, Ferritin huyét thanh.

2.4. Mét 56 tiéu chuin chin dodn:

2.4.1. Tiéu chuin chin doéan thé bénh dua
vao dot bién gen globin [2][3]:

- B-thalassemia thé ning: B°/p°.

- B-thalassemia thé trung binh: p"/p".

- B-thalassemia/ HbE : p/B*, p7/p".

- a-thalassemia: o/a".

2.4.2. Phan loai mirc do qué tai sat dua
vao noéng do Ferritin huyét thanh theo tiéu
chuin cua Lién doan Thalassemia qudc té
[3]: Ferritin huyét thanh < 600 ng/ml: binh
thuong

Ferritin huyét thanh trong khoang 601 —
1000 ng/ml: qua tai sit nhe

Ferritin huyét thanh trong khoang 1001 —
2500 ng/ml: qua tai st trung binh

Ferritin huyét thanh > 2.500ng/ml: qu4 tai
sat nang.

2.4.3. Phan loai mac d6 thiéu mau dya
vao nong d6 Hb [2]:

Hb>90 g/l: Thiéu méu mirc d6 nhe

Hb trong khoang 70 - < 90g/1: Thiéu méau
muc dg trung binh

Hb < 70g/1: Thiéu mau mirc do nang

2.5. Cac xét nghiém va phwong tién sw
dung trong nghién ciru:
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- Téng phan tich té& bio miu bang
nguyén ly Laser trén may dém té bao tu
dong.

- Pinh luong ndng do Ferritin huyét
thanh bang phuong phap héa phat quang
mién dich trén may AU, hing Beckman.

- Xac dinh thanh phan huyét sic t6 bang
ky thuat HPLC trén may Ultra®, hing Trinity
Biotech.

- Xac dinh dot bién gen globin bang
phuong phap PCR va phuong phép giai trinh
tu gen Sanger.

2.6. Xir Iy so liéu: SO liéu dugc xu Iy
bang phan mém thdng ké y hoc SPSS 16.0.
. KET QUA NGHIEN cUU
Bing 3.1. P§ tu6i bénh nhén thalassemia theo thé bénh

Thé bénh Sé bénh nhan | Ty 18 (%) | D¢ tuoitrung binh
) (min — max)
o ea o 8,5+5,2
B thalassemia mirc 4§ nang (1) 536 18,8 (1-29)
B thalassemia murc do 23,1 +£15.3
trung binh (2) 208 73 (1-65)
. 20,0 13,2
B-thalassemia/ HbE (3) 1578 55,5 (1-65)
. 30,2 +18,3
a-thalassemia (4) 523 18,4 (1-89)
P (1),(2) <0,05
Téng cong 2.845 100 P (1),(3) < 0,05
P (1),(4) <0,05

Nhdn xét: B-thalassemia mic do niang chiém 18,8%, B-thalassemia/HbE chiém 55,5%.
Bénh nhan B-thalassemia m&c dd nang co6 do tudi trung binh 1 8,5, cao nhit la 29 tudi. Bénh
nhén o-thalassemia c6 d¢ tudi trung binh 1a 30,2 tudi.

52%
7.

29,7%

57,4%

<50 g/l (n=886)
70 - <90g/1 (n=9553)

50 - <70 g/l (n=4946)
>90 g/l (n=1280)

Biéu d6 3.1. Ty Ié cdc mirc d@p Hb ¢ bénh nhén khi vao vién
Nhdén xét: Mizc Hb 70-90 g/1 gap nhiéu nhét, chiém ty 18 13 57,4%. C6 5,2% sb luot bénh
nhin vao vién c6 mirc Hb thap dudi 50g/1.
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Bing 3.2. Nong dp Hb va Ferritin huyét thanh ciia bénh nhén khi vao vién

Thé bénh Hb (g/1) Ferritin huyét thanh (ng/ml)
B thalassemia mitc 46 ning 66,2 + 12,4 3.521,5 + 2334,3
(21,0 — 106,0) (85,7 — 11.259,9)
. ‘ 74,5 + 12,6 2.406,9 + 1724,8
B thalassemia murc d6 trung binh (36.5 — 107.7) (48.0 - 8.176.4)
. 72,2 + 10,2 2.397,7 + 1820,7
p-thalassemia/ HbE (24,0 - 110,0) (23,0 — 10.100,0)
o thalassemia 81,1 +11,7 1.216,5 + 998,9
(37,5 -130,2) (27,0 — 6.340,5)

Nhén xét: Nong d6 Hb khi vao vién ciia bénh nhan p-thalassemia muc do ning 1a thip
nhét v6i trung binh 14 66,2 g/1, va ndng d6 Ferritin huyét thanh trung binh cao nhét 1a 3.521,5
ng/ml. Nhém bénh nhan a-thalassemia c6 nong do trung binh Hb cao nhiat 14 81,1 g/I va ndng
d6 Ferritin huyét thanh trung binh thap nhat 1.216,5 ng/ml.

+< 600 (n=375)

601 - 1000
n=375}

1001 - 2500
(n=1058)

2501 - 4000
(n=510)

37,2%

Biéu d6 3.2. Ty Ié cdc mivc @9 Ferritin huyét thanh
Nhén xét: Co 36,4% bénh nhin c6 ndng do Ferritin huyét thanh >2500 ng/ml, trong do
ndng d¢ Ferritin huyét thanh > 4000 ng/ml 13 17,9%.

7 A

40.5

Alpha thal

Beta thal/ HbE %

el wngtin. 2222

18.8 19.8

Beta thal thé n3ng

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

2 <600 m6e01-1000 »~1001-2500 =2501-4000 m=z4001

Biéu d6 3.3. Ty Ié cdc mivc @ Ferritin theo thé bénh
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Nhdn xét: Nhom bénh nhan B-thalassemia mic d§ nang c6 téi 59,9% bénh nhan co néng
d6 Ferritin huyét thanh > 2500ng/ml. Trong khi d6 & nhom bénh nhan o- thalassemia ty 1&
nay chi c¢6 10,3%.

100%
90%

80% =

W -

70%
60%
50%
40%
30%
20%
10%

0%

|

- -

m

Cao Lang Hoa SonlaYénBai Tuyén BicKan Thanh Bic HaNoi
Bang Son  Binh Quang Héa Giang

m <50 ®&50-70 =70,1-90 m>90

Biéu d6 3.4. Ty Ié cdc mirc dp Hb ciia bénh nhén thalassemia theo cdc tinh
Nhén xét: Ty 18 sb 1an bénh nhin thalassemia c6 Hb dudi 70g/1 cao nhat & nhom bénh
nhan tir tinh Cao Bang (57,6%), Lang Son (46,2%), Hoa Binh (45,1%), Son La (44,8%), Yén
Bai (42,9%), ... thip nhét 1a Ha Noi vai ty 16 25,2%.
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Tuyén HoaBinh Bic Thanh YénBai BAcKan Cao Lang 18tinh SonLa Ha Noi
Quang Giang  Hoéa Bing Son  khac

B >2500 = 1000-2500 # < 1000
Biéu d6 3.5. Ty 1é mirc d¢ Ferritin huyét thanh ¢ bénh nhan thalassemia theo tinh
Nhdn xét: Ty 1¢ bénh nhan c6 nong d Ferritin huyét thanh > 2500ng/ml cao nhat ¢ tinh

Tuyén Quang (59,2%), tiép dén 1a Hoa Binh (48%), Bic Giang (44,6%), Thanh Hoa
(44,5%),... thip nhat 1a Ha Noi v6i 23,5%.
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IV. BAN LUAN

Nguyén tic diéu tri co ban ctia bénh Thalassemia 14 truyén méau dinh ky day du va thai sat
thudng xuyén lién tuc. Theo phac dd diéu trj cia Bo Y té ciing nhu khuyén céo cua Lién doan
Thalassemia Quéc té, voi bénh nhan thalassemia muac do nang, tdt nhat 1a khi vao vién bénh
nhan co néng do Hb trudc khi truyén mau 1a 90g/1; con dbi voi thé bénh trung binh va nhe,
chi can nhic truyén mau khi Hb dudi 70g/1 hodc khi c6 kém theo vin dé khac vé sic khoe
[3][4]. Trong nghién ctru ciia chiing t6i thy c6 dén 5,2% s6 lan bénh nhan vao vién c6 Hb
dudi 50g/1 va 29,7% sb lan bénh nhan vao vién c6 Hb 50-70 g/l (Biéu dd 3.1). Nong do Hb
trung binh ctia cdc nhom B-thalassemia mirc d§ nang, B-thalassemia mirc d¢ trung binh, B-
thalassemia/HbE va a-thalassemia 1an luot 13 66,2g/1, 74,5g/1, 72,2¢/1 va 81,1g/1 (Bang 3.2).
Nhu vay, nhitng bénh nhan B-thalassemia mirc d§ ning da khong dugc cham séc tbt, chi khi
thiéu mau ning, bénh nhan mai vio vién diéu tri. Thyc trang nay ciing phd bién & Bénh vién
TW Hué nim 2009, vi 44,6% bénh nhan vao vién c6 Hb dudi 60g/1 [5]. Vo1 mic Hb thap
nhu vay khong chi anh hudng dén sirc khoe ma con anh huong dén chat luong cudc sdng
cling nhu tudi tho cta ngudi bénh [3][7].

Nhu ta da biét trong 1 ml khéi hong cau c6 1mg sit, vi vy vo1 bénh nhén thalassemia phai
diéu tri truyen méu nhiéu 1in s& c6 nguy co bi qua tai sat nhanh chong. Theo phan loai mirc
do qua tai sat cua Lién doan Thalassemia qubc té, voi nong d6 Ferritin huyét thanh > 2500
ng/ml thi duoc xép 1 qua tai sit ning va c6 nguy co bi bién ching tai cac co quan [3]. Két
qué nghién ctru ctia ching toi cho thay c6 36,4% bénh nhan c6 ndng do Ferritin huyét thanh >
2500 ng/ml (Biéu dd 3.2).

C6 61 59,9% bénh nhan B-thalassemia mirc d6 nang c6 nong do Ferritin huyét thanh >
2500 ng/ml, tham chi c¢6 37,1% bénh nhan c6 Ferritin > 4000 ng/ml (Biéu dd 3.3). Trong khi
bénh nhan B-thalassemia mirc d6 ning c6 do tudi thap nhit 1a 8,5 tudi (Bang 3.1). Piéu nay la
do bénh nhan B-thalassemia mirc d§ nang co tinh trang thiéu méau nang dugc phat hién rat
som co khi chi vai thang sau sinh, bénh nhan phai truyen méu tir khi tudi doi con rat nho; hon
nita tinh trang sinh mau khong hi¢u luc khién cho nong do Hb thap nén bénh nhan & nhom
nay phai truyén mau véi sd luong 16n hon, tan sut day hon nhirng bénh nhan & céc thé bénh
khac. Pong thoi do chi dinh diéu trj ctua thudc thai sit hién nay méi chi khuyén cdo ding cho
bénh nhén trén 6 tudi ddi voi thude ding dudng udng va trén 3 tudi dbi voi thude dung duong
tiém, nén bénh nhan di khong dugc thai sit som. Nghién ctru cua Hishamshah tai Malaysia
nam 2018, c6 26,53% bénh nhan thalassemia c6 ndng d6 Ferritin huyét thanh > 2500 ng/ml
[6]. Nghién clru & Nam An D6 nam 2020 trén 1.087 bénh nhan thalassemia murc do nang, coO
21,19% bénh nhan c6 néng do Ferritin huyét thanh > 4000 ng/ml; 41,9% bénh nhan c6 néng
d6 Ferritin huyét thanh trong khoang 2000 — 4000 ng/ml [7]. Nhu vay trong nghién ctru ciia
chiing toi ¢6 ty 1¢ bénh nhan thalassemia bi qué tai sit cao hon so vdi nghién ctiru & Malaysia
va An Do.

Két qua & biéu dd 3.4 ta thiy ty 1& sb 1an bénh nhan khi vao vién c6 ndng do Hb thip dudi
70 g/l gip cha yéu & cac tinh mién nai phia Bic. Cu thé & nhom bénh nhan Cao Bang la
57,6%, Lang Son (46,2%), Hoa Binh (45,1%), Son La (44,8%), Yén Bai (42,9%),... Ha Noi
6 25,2% s6 lan bénh nhan vao vién c6 Hb < 70g/1.

Biéu d6 3.5 cho thiy, ty 18 kha cao bénh nhan ¢ céc tinh ving siu viing xa c6 tinh trang
qué tai sit niang (ndng do Ferritin huyét thanh > 2500 ng/ml) nhu bénh nhan tir Tuyén Quang
(59,2%), Hoa Binh (48%), Bic Giang (44,6%), Thanh Hoa (44,5%),... thdp nhat 1a Ha Noi
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Vo1 23,5%.

Tir nghién ctru nay ta thiy c6 mot ty 1& cao bénh nhén c6 qua tai sat nang va ndng do6 Hb
thap < 70 g/l khi vao vién, diéu nay cho thiy rang hién nay van con rat nhidu bénh nhin
khong duoc tlep can v6i nhitng phuong phép didu tri day du va kip thoi. Nguyén nhan cé the
14 do cac thé bénh nang nhu f-thalassemia mirc dd nang hay B-thalassemia/ HbE gap chu yéu
& cac dan toc thiéu s, ho sinh song chil yéu tai tinh mién nai véi diéu kién kinh té eo hep,
mang ludi giao thong chua phat trién ciing nhu nhan thirc ciia ngudi dan con nhiéu han ché.
Két qua tir nhitng con s thong ké trén cho thay mot tinh trang rat ddng bao dong dén chat
lwong dan sd, dac biét 1a voi nguoi bénh thude dan toc thiéu s6. Chinh vi vay, can co su
chung tay cua toan xa hoi dé han ché tré sinh ra bi bénh Thalassemia muc do nang dong thoi
nganh y té cling can tao diéu kién hon ntra dé nhung bénh nhan thalassemia ¢ tat ca cac tinh
6 thé duge tlep can diéu tri tbt nhat va thun loi nhat.

V. KET LUAN

Qua nghién ctu trén 2.845 bénh nhan thalassemia diéu tri tai VHHTMTW nam 2020,
chiing t6i nhan thy, bénh nhin c6 ¢ tit ca cac thé bénh, cac mirc 6 bénh. Cé sy khac nhau
vé cac mirc dd qua tai sit cling nhu néng dd Hb khi vao vién cia cac thé bénh, cu thé:

- 36,4% bénh nhan c6 ndng d6 Ferritin huyét thanh > 2.500 ng/ml trong d6 > 4000 ng/ml
14 17,9% va tap trung chi yéu & nhém bénh nhan p-thalassemia mirc do nang.

- Bénh nhén B-thalassemia mirc do ning co nong do Ferritin trung binh cao nhét 1a 3.521
ng/ml, ndng d6 Hb trung binh khi vao vién lai 1a thap nhat khi Hb chi 14 66,2g/1.

- Bénh nhén a-thalassemia c6 nong do Ferritin huyét thanh 1a thip nhéat va nong d6 Hb la
cao nhét, lan luot 13 1.216,5ng/ml va 81,1g/1.

- S6 1an bénh nhan vao vién c6 nong d6 Hb < 70g/1 gip & 57,6% bénh nhén tir Cao Bing,
46,2% tu Lang Son va 45,1% tur Hoa Binh; ty 1€ bénh nhan cé néng do Ferrin huyét thanh >
2.500ng/ml 1a 59,2% bénh nhan ¢ Tuyén Quang, 48% bénh nhan tir Hoa Binh. Ha Noi 1a
thanh phd ¢6 ca 2 ty 1 trén thip nhat trong nhom nghién ciru, 1an Irot 14 25,2% va 23,5%.
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