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. DAT VAN BE

Thalassemia (hay con goi la bénh tan mau
bam sinh) 1a mot nhom bénh huyét sic t gay
thiéu méu, tan mau di truyén. MJi thé bénh
1a do bt 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 tb.

Theo bao cao cua Lién doan Thalassemia
thé gidi nam 2013, c6 khoang 7% dén sb trén
thé gidi mang gen bénh huyét sic t6. Theo s6
lidu thong ké cia WHO — 2008, bénh huyét
sic to anh huong t6i 71% cac nudc trén thé
gi¢i[1]. Mdi nam c6 khoang 60.000 — 70.000
tré em sinh ra bi bénh Beta Thalassemia murc
do ndng. Bénh huyét sdc tb 1a nguyén nhan
gay ra 3,4% céc truong hop tur vong ¢ tré em
dudi 5 tudi. Trén toan thé gidi co khoang 7%
phu nit mang thai c6 gen bénh huyét sic to
va khoang 1,1% cac cip vo chong c6 nguy
co sinh con bi bénh. C6 hon 200 qudc gia va
ving lanh th6 chiu dnh hudng béi cin bénh
nay trong do c6 Viét Nam[2]. Bénh nhan
thalassemia phai diéu tri bang truyén mau va
thai sat sudt doi v6i ganh ning vé suy giam
thé chét, ap luc tam 1y, lam anh huéng dén
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chat lugng cudc séng cua chinh ngudi bénh
va vO hinh chung tré thanh ganh ning vé
kinh t& cho gia dinh, cho xd hoi khi phai
ganh chiu chi phi diéu tri bénh, suy giam
hodc mat nhan cong lao dong do phai chim
soc nguoi than di vién lién tyc. Didu niy anh
huong rat 16n dén chat luong dan sé va viéc
cai thién gidng noi sé rat kho khan khi tinh
trang mang gen Thalassemia cao trong cong
ddng va ty 18 tré sinh ra bi bénh Thalassemia
ngdy mot ting do chwa khéng ché dugc
ngudn gen bénh lay lan 4m i trong cong
déng, dac biét ¢ cac dan tdc it nguoi va rat it
ngudi. Nhu vdy, ¢ thé néi: “O Viét Nam,
“qua bom nguyén tir Thalassemia” dd no,
nhung ching ta khong nghe duoc tiéng nd
ctia n6, mic du hau qua gay ra da rat nghiém
trong r0i!”. Theo kinh nghiém ciia cic nudc
trén thé gi6i, Thalassemia 1& bénh c6 thé
chita dugc, phong duoc, tién t6i cham dat
tinh trang phu thai do Thalassemia, tinh
trang tré sinh ra bj bénh va giam dan ty 18 di
truyén gen bénh trong cong dong. Mit khac,
qua thyuc tién cho thdy, chi phi dau tu cho
phong bénh nhé hon réat nhiéu so voi chi phi
diéu tri va hiéu qua mang lai rit cao.

Trong khuén kho bai viét nay, cic tac gia
dua ra thuc trang tinh hinh mang gen
Thalassemia va nguy co sinh ra con bi bénh
& mot sd 16n cac dan tdc cua Viét Nam dua
trén két qua clia mot dé tai nghién ciru khoa
hoc, bai ban, cong phu vé tinh hinh dich t&
ciia Thalassemia & Viét Nam, tor d6 dé xuét
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cac giai phap dé giam nhanh viéc sinh ra tré
bi bénh va gidam dan sy lan truyén gen bénh
trong cong dong.

1. TONG QUAN VE THALASSEMIA

1. Co ché tong hop hemoglobin

a. Tong hop hemoglobin & ngwoi binh
thuong

Huyét sic té (Hemoglobin — Hb) 1a thanh
phan 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 co6 du cac gen globin nhung tiy ting giai
doan phat trién tir khi hinh thanh phoi ma co
cac gen khac nhau hoat dong dé tao nén céc
loai huyét sic td khac nhau[4].
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b. Cdc kiéu dgt bién gen globin

- Gen alpha globin quy dinh tong hop
chudi alpha globin. Dot bién  Alpha
thalassemia la tinh trang giam, mat tong hop
chudi alpha globin. Hién nay, trén thé giéi da
phat hién duogc trén 500 dot bién trén gen
alpha globin, trong d6 dot bién mat doan
chiém dén 90%. Dot bién mat 2 gen alpha
globin (a’-thalassemia) nhy --SEA, --THAL - __
FIL 205, dot bién mat doan 1 gen alpha
globin (a*-thalassemia) nhu -o*?, -o®’... Dot
bién diém do thém, bét, thay thé bazo trén
gen alpha globin lam bat thuong tong hop
chudi o globin tir d6 tao cac san pham huyét
sac 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 13 bi mat,
giam tong hop chudi p-globin. C6 téi hon
200 do6t bién khac nhau lién quan t6i kiéu
hinh B-thalassemia. Cac dot bién dugc chia
1am 2 nhém 16n: nhém dot bién 1am mét tong
hop chudi B-globin (B°-thalassemia) va nhom
dot bién lam giam téng hop chudi B-globin
(B*-thalassemia). Theo cac nghién clru, &
Viét Nam, dot bién p°-thalassemia pho bién
hon nhiéu so v&i dot bién p*-thalassemia.
Ngodi ra con ¢ dot bién trén gen P globin
tao huyét sic t6 khac nhu HbE, HbTak...
HbE 14 dot bién diém trén gen B globin din
dén tong hop mot chudi globin khac véi
chudi B globin. HbE 1a dang dot bién rat pho
bién & Pong Nam A. [3][4]
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- Nguoi mang gen thalassemia la nguoi co
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 co ca ca 2 gen alpha globin dot bién

- Nguoi bi bénh beta thalassemia 1a nguoi
c6 ca 2 gen beta globin dot bién

- Dang phdi hop thalassemia v&i 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
(HbHHDCs); Beta thalassemia va HbE (Beta
thalassemia/HbE).

2. Dic diém
Thalassemia

Do su da dang vé dot bién genglibin ma
tly theo sé lugng dot bién, kiéu dot bién, su
phdi hop cac dot bién ma c6 nhiéu mirc do
biéu hién bénh khic nhau tir: thé an (khong
c6 biéu hién 1am sang — ngudi mang gen
bénh); mic do trung binh va ning — nhiing
nguoi bénh c6 biéu hién 1dm sang va phai
diéu tri dinh ky; mtrc d6 rit ning (tr vong tir
trong bao thai — do Hb Bart gay phu thai). [4]

Bénh nhéan Thalassemia c6 dic diém cac
triéu ching xuét hién tir tr, kéo dai lién tuc
sudt cude doi nguoi bénh. Cac hoi chiing va
tri¢u chiing thuong gap sau:[4]

- Hoi chung thiéu mau man tinh: Maét
moi, chong mat, cham 16n (tré nho); Kho
thé khi géng suc, nhip tim nhanh; Da xanh,
niém mac nhot.

- Ho1 chuing tan méu man tinh: Cing mac
mat vang, nudc tiéu sim mau; Lé&ch to, gan
to.

- Téng sinh tiy xuwong tao mau phan Gng:
Phi dai cic xuong det 1am bién dang déu,
mit nhu tran do, miii tet, budu cham.

- Qua tai sat: Da xam den, da khé.

- Ton thuong cac co quan nhu: suy tuyén

lam sang bénh

noi tiét gdm suy tuyén yén lam cham phat
trién thé chét, suy tuyén sinh duc lam day thi
mudn, man duc sém, dai thao duong; suy
tim; X0 gan, suy gan; loang xuong, ...

- Thoi gian xuét hién: Véi thé nang, tré co
biéu hién sém khi vai thang tudi; cac murc do
nhe hon thi thoi gian xudt hién cac triéu
ching mudn hon.

3. Piéu tri

Hai bién phap chinh diéu tri bénh
thalassemia hién nay 13 truyén méau va thai
sat. Bén canh d6, mot s6 bién phap khac
cling duoc 4p dung trong diéu tri thalassemia
cho nhing trudng hop cu thé.[4]

Truyén méu: Do bi thiéu mau man tinh,
bénh nhan can phai truyén mau dinh ky, muc
dich 1a duy tri ndng d6 huyét sic t6 trude
truyén 13 90 -100g/1 (d6i voi nhém ning, phu
thudc truyén mau). Khoang cach giira cac lan
truyén mau 1a 2 — 5 tuan. Ché pham mau la
khdi hong cau, khong ding méau toan phén.

Thai sat: Muc dich dé chong qua tai sit
nham han ché bién ching trén cac t6 chic,
co quan trong co thé. Bénh nhan thuong phai
duy tri dung thudc thai st ca doi.

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

Ghép té bao gdc: La phuong phéap diéu tri
hién dai, c6 thé chita khoi bénh, tuy nhién
kha ning c6 nguoi cho phu hop HLA 1a rat
thap va chi phi diéu trj rt ton kém. Hon nita
néu bénh nhan da bi nhidm sét nang tai gan,
tim. .. thi ty 1¢ thanh cong thap.

Cham soc toan dién: Dé phong ngira va
han ché cac bién chimg, nang cao chit luong
cudc sdng cho nguoi bénh.

Diéu tri bién chimg: Tuy theo biéu hién,
diéu tri bién ching nhu suy tuyén noi tiét,
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dai thao duong, suy tim, xo gan, lodng
xuong, rdi loan déng mau...
4. Co ché di truyén bénh thalassemia
Thalassemia 1a bénh di truyén lin trén

nhiém sic thé thuong, do vay ty 1é nam va

nit bi bénh nhu nhau. Khi cd vo va chéng
cing mang gen bénh thalassemia thi mdi lan
sinh ¢6 25% nguy co con bi bénh, 50% kha
ndng con mang mdt gen bénh va 25% kha
nang con binh thuong.
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lll. THY'C TRANG MANG GEN THALASSEMIA
O MOT SO DAN TOC CUA VIET NAM

Nam 2017, Vién Huyét hoc - Truyén mau
Trung wong di phdi hop v6i nhiéu don vi
trén toan qudc dé thuc hién dé tai nghién ciru
dic diém dich t& gen bénh thalassemia/huyét
séc to tai Viét Nam. Nghién ctru duoc tién
hanh trén 24.147 nguoi, duge chon trén toan
qudc, trong d6 c6 21.746 ngudi co ca bd va

6

me cung dan tdc thude 53 dan tdc nguoi Viét
& 24 tinh thudc 8 ving dia 1y kinh té trong ca
nudc.

Két qua nghién ciru cho thiy tit ca 53 dan
toc déu c6 ngudi mang gen bénh
thalassemia/huyét sic t; v6i ty 1¢ dao dong
khac nhau tiiy dan tdc. Su phan bd ty 1& bénh
thalassemia/huyét sic to co tinh dan toc va
dia 1y 16 rét. Ty 18 thap nhat & dan toc La Ha
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(0.23%), cao nhit 13 & dan toc Raglai
(88,6%), dan toc Kinh (9,8%). Udc tinh ty 1&
mang gen thalassemia/huyét sic td trung
binh cho tit ca cac déan toc trén toan qudc 1a
13,8%. Cac dén toc & khu vue Bic bo va Bic
trung bd c6 ty 1& mang gen o thalassemia va
B° thalassemia cao, dan tdc sinh séng & Tay
Nguyén, Nam Trung B va Nam B c6 ty 1¢
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 gom: Xinh
Mun (18,5%), Lu (16,4%), Muong (16,1%),
Théi (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 cing mang gen o thalassemia, mdi
lan c6 thai, 25% kha nang thai nhi mang ca 2
gen o thalassemia (0.%a®), tao nén thé Hb
Bart (y4). Hb Bart’s c6 ai luc cao voi oxy
nén khong nha oxy tai to chiic vi vy cac to
chtrc s& bi thiéu oxy. Néu thai nhi bj mit ca 4
gen o-globin, co thé thai nhi chi c6 Hb
Bart’s, luc d6 thai s& bi thiéu oxy rat ning
dan dén suy tim, phi rau thai gay tir vong ¢ 3
thang cudi thai ky hodc ngay sau sinh [4]. O
Poéng Nam A, bénh Hb Bart’s la nguyén
nhan chinh (dén 90%) gy phu thai ¢ 3 thang
cudi cua thai ky [5].

Cac dan toc c6 ty 1é mang gen o
thalassemia cao gdm 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%), Ly (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 co 2 gen bénh

0

ot thalassemia (do bé me cung mang gen
o*thalassemia) thi khong c6 biéu hién 1am
sang, khong bj thiéu mau.

Tuy nhién, mt ngudi mang mot gen bénh
o’thalassemia va mot gen bénh af
thalassemia (a%a*) dugc goi 1a bénh Alpha
thalassemia (HbH), thi c6 biéu hién thiéu
méau nhe dén trung binh. Nhimg 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 1a
nhitng dan toc: Lao (11% va 22%), Giay
(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%),...

Cac dan toc c6 ty 1é ngudi mang gen BO-
thalassemia cao gom: Giay (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%), Chut (4,7%), La
Chi (4%), Thai (2,9%), Phu La (2,6%), Kho
Mua (2,1%), H'Méng (1,5%), Tho (0,7%),
Kinh (0,7%).... Néu hai v¢ chong cliing mang
gen B° thalassemia, mdi 14an c6 thai, 25% kha
ning con mang ca 2 gen B° thalassemia (B%/
B%). Thai nhi mang 2 gen bénh nay van phat
trién binh thuong, khong c6 biéu hién gi cho
dén ra doi. Nguodi bénh c6 ca 2 gen B°
thalassemia (B% B° — beta thalassemia major)
s& c6 biéu hién thiéu méau rat sém tir nhing
thang dau doi, tré bi thiéu mau nang, dan
dén nhiéu bién ching nhu cham phat trién
thé chat, suy tim,... néu khong dugc diéu tri
truyén méu (2-5 tuan/ 1an) va thai st t6t thi
tudi tho rat thap.
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Céc dan toc c6 ty 16 HbE cao gébm: Xinh
Mun (61%), Stiéng (59,8%), Tho (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 (BE / BF) khong co
biéu hién 1am sang, khong thiéu mau.

Tuy nhién, néu hai vo chong c6 mot
ngudi mang gen PP thalassemia, mot ngudi
mang gen HbE thi mdi lan c6 thai, 25% kha
ning con mang c4 2 gen bénh B° thalassemia
va HbE (B% BE). Thai nhi mang 2 gen bénh
nay van phat trién binh thuong, khong c6
biéu hién gi cho dén ra doi. Nguoi bénh c6
ca 2 gen bénh (B% BF) s& c6 biéu hién l1am
saing muc d0 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 gdm: 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%), Chut (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%),.. SO luong bénh nhan beta
thalassemia/HbE chiém khoang 60% sé bénh
nhan thalassemia diéu tri tai cac bénh vién &
cac nudc Pong Nam A [5].

Vi ddc diém cac dan toc thiéu sb chi yéu
cu trl tai vung sau vung xa, dia ban chia ct
va dic diém 16i sdng, vin héa co6 xu hudng

két hon can huyét, két hon gan trong cong
ddng noi cu tri. Nén v6i cac dan toc co ty 16
mang gen thalassemia cao, khd nang hai
ngudi cling mang gen bénh két hon voi nhau
cao vi thé nguy co sinh con bi bénh
thalassemia cao. V¢i ty 1€ mang gen cua cac
dan toc nhu & trén cho théy cac dan toc co
nguy co sinh con bi bénh thalassemia tap
trung nhiéu & cc tinh mién nui phia bic, bac
trung bo. Tuy nhién véi hién tuong di dan,
giao thoa trong doi sdng nhu di dan tir mién
Bic vao Tdy nguyén, nén nguy co ngudi
mang gen bénh thalassemia két hon voi nhau
13 hién hiru & moi dan tdc, moi ving mién.

Nhu viy, chung ta c¢6 thé du doan duoc
anh hudng cia bénh d6i v6i chit luong dan
sd cua cac dan tdc, cac vung mién. Voi cac
dan tdc it ngudi va rat it ngudi (dan sb dudi
10.000 nguoi) nhu La Ha, Pa Thén, Ly, Chut
v6i dic diém c6 ty 1¢ mang gen bénh
thalassemia cao thi s€ c6 nguy co anh huong
dén viéc duy tri va phat trién cac dan toc rat
it nguoi nay.

Véi nhitng dan toc c6 dan sé dong ma co
ty 1¢ mang gen thalassemia cao thi s€ gy ra
anh huong rat 16n dén hé thong y té va toan
xd hoi vi s6 lugng nguoi bi anh huong 16n,
) lugng bénh nhan rat nhiéu nhu dan toc
Tay, Nung, Thai, Muong, Kinh,...

Dic biét 1a voi didu kién séng hién nay
ciia cc dan toc thiéu sd, didu kién kinh té
con nhiéu han ché thi viéc nguoi bénh c6 thé
duoc tiép can véi diéu tri dinh ky tai céc
bénh vién 1a vo cung kho khan, diéu do sé
din dén chat luong cudc sdng cua ngudi
bénh rat thip, cac thai phu khong dugc kham
thai dinh ky nén khong dugc phat hién cac
truong hop thai bi pht nén s& anh huong dén
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stc khoe tham chi dén tinh mang cua cac
thai phu.

IV. NGUY CO SINH CON BI
THALASSEMIA

Trong nghién ctru nay, dua trén ty 1€ cua
timg kiéu dot bién, timg thé bénh cia timg
dan tdc, déng thoi dua vao sb luong dan )
thudc ting dan tdc cua mdi tinh, chung t6i
tién hanh wdc tinh ty 16 tré sinh ra mdi nim
c6 nguy co bi bénh ly thalassemia.

Véi p la ty 1€ mang gen thalaasemia, Lién

BENH

doan Thalassemia quéc té (TIF) dua ra cong
thirc udc tinh nhu sau:

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

Dya tén ty I¢ mang gen
thalassemia/huyét sic t6 cia ting dan toc,
v6i gia thuyét nam nit trong cung cong dong
(dan toc, tinh) két hoén véi nhau mot cach
ngau nhién, néu khong dugc tu van va chan
doan trudc sinh bénh thalassemia, ching ta
c¢6 thé udce tinh ty 18 tré sinh ra bi bénh/1000
ca sinh cua tung tinh nhu sau:

Bdng 1. Udc tinh ty I¢ tré sinh ra bi b¢nh thalassemia trong 1000 ca sinh cia cdc tinh

. TyléHb | Tylé HbH Ty 1 Beta va Ty 1é bénh
STT Tinh Bart 1) ! ) Beta/HbE 3) |yy(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 Béc Kan 1,65 1,96 1,09 2,74
4 Cao Bang 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 Pién 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 Hoa 0,78 0,54 0,24 1,02
13 | Thai Nguyén 0,72 0,64 0,29 1,01
14 Phi Tho 0,72 0,51 0,25 0,97
15 bik Néng 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 Pong 0,30 1,26 0,32 0,62
21 Bic Giang 0,47 0,42 0,14 0,61
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22 | Vinh Phic 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 | Déng Nai 0,33 0,36 0,08 0,41
26 | Quang Tri 0,25 0,79 0,14 0,39
27 | Ving Tau 0,31 0,33 0,07 0,38
28 | HaTinh 0,31 0,29 0,06 0,37
20 | Binh Thuan 0,29 0,50 0,08 0,37
30 | PhaYen 0,29 0.48 0,08 0,37
31 Gia Lai 0,15 1,59 0,22 0,37
32 | Bac 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 | HaNam 0,31 0,29 0,06 0,37
37 | Nambinh 0,31 0,29 0,06 0,37
38 | Quang Binh 0,29 0,68 0,08 0,37
g9 | ThuaThien 0,29 0,45 0,08 0,37
Hué
g0 | TP-HOCHI 0,31 0,29 0,06 0,37
Minh
41 | Vinh Long 0,30 0,31 0,07 0,37
42 | AnGiang 0,29 0,34 0,08 0,37
43 | Kién Giang 0,27 0,42 0,10 0,37
44 | CinTho 0,30 0,31 0,07 0,37
45 | Hau Giang 0.3 0,32 0,07 0,37
46 | Bac Litu 0,28 0,38 0,09 0,37
47 | caMmau 0,30 0.31 0,07 0,37
48 | Khanh Hoa 0,28 0,59 0,08 0,36
49 | PaNang 0,30 0,29 0,06 0,36
50 | Tayninh 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 | TraVinh 0,22 0,60 0,14 0,36
55 | Déng Thap 0,30 0,28 0,06 0,36
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56 Séc Trang 0,22 0,6 0,14 0,36
57 Binh Binh 0,29 0,37 0,06 0,35
58 Hai Phong 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) c6 ty 1¢
thai nhi tré bi bénh trong 1000 ca sinh 1a >
0,5/1.000; c6 42 tinh c6 ty 1€ tré¢ bi bénh
trong 1000 ca sinh < 0,5/1.000.

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

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

(3) PB-thalassemia va P thalassemia/HbE:
Nguoi 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 uwéc tinh
mirc do phd bién hay hiém gip cta bénh dé
dé xuat giai phap can thiép phu hop. Pinh
nghia vé bénh hiém dugc diéu chinh khac
nhau tuy ting nudc. Vi du, bénh dugc coi la
hiém khi ty 18 bi bénh 1a 1/1.500 ngudi
(twong duong 0,6/1.000 nguoi) & My, ty 1¢
1/2.500 nguoi (twong duong 0,4/1.000
nguoi) 6 Nhat va ty 1€ 1a 1/2.000 (tuwong
duong 0,5/1.000 ngudi) & Chau Au. Nhu
vay, 0 cac tinh co ty 1¢ sinh con bi bénh
thalassemia > 0,6/1.000 truong hop sinh thi
tai tinh d6 bénh thalassemia khong nén coi la
bénh hiém nita. Theo tht tu & bang trén co
21 tinh c6 nguy co cao bi bénh thalassemia
(> 0,5%) trong do6 dac biét 1a cac tinh Hoa
Binh, Son La, Bic Kan, Lai Chau.

Véi ty 1€ nguy co sinh con bi bénh
Thalassemia cao, theo khuyén cao cua Lién

doan thalassemia thé giGi thi Chinh phu va
B0 Y té can co cac quy dinh vé mit phap 1y
va chuyén mén dé yéu cau su vao cudc cia
cac cap, cac ban, nganh, can c6 giai phap cip
béch va hitu hiéu dé can thiép giam ty 1¢ sinh
ra tré bi bénh. Trude hét can wu tién 21 tinh
c6 nguy co cao (O,S%Z-) can duoc can thiép
som vé truyén thong, tu van dé ngudi dan
cha dong tham gia phong bénh trude két hon
va trudc sinh. Pac biét 1a ¢ 7 tinh: Hoa Binh,
Son La, Bic Kan, Cao Béng, Lai Chau, Lang
Son, Dién Bién khi ty 1€ sinh con bi bénh
trén 2%, Ganh nang kinh té, xi hoi s& vo
cung 16n khi khong cé bién phép can thi¢p
kip thoi dé giam ty 1¢ thai nhi va tré bi bénh
Thalassemia.

V. THALASSEMIA, CHAT LUONG DAN SO VA
PHAT TRIEN

1. Nhirng nguyén nhén chii yéu dén dén
viéc ty 1¢ mang gen Thalassemia cao, ty 1€
sinh con bi bénh cao va chit lwong sdng
ciia bénh nhén thap

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
nhiém téi cOng déng méi dugc thuc hién
trong vai nim gan day nén hiéu biét vé bénh
con rat it.
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- Nhan thirc vé sttc khoe ndi chung va
bénh thalasssemia noi riéng chua dugc quan
tam dang muc, ngudi dan co6 cd 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 cgn huyét thong

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

c. Tinh chit di truyén ciia bénh

- Bénh di truyén tr bd me cho con, tinh
chat bénh tham ling, 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
xuat hién sau khi ra doi mot thoi gian nén
néu khong co kién thuc va diéu kién thi
nguoi bénh khong duge quan tam ding muec.

d. Chinh sdach ciia nha nuéc

- Chinh pht va B Y té chua c6 mot
chuong trinh hay du an nao danh riéng cho
bénh nay. Moéi chi c6 mot phan trong
Chuong trinh muc tiéu Y té dan sb giai doan
2016-2020: Dy 4n 6 vé dam bao mau an toan
va phong, chdng mot s6 bénh 1y huyét hoc.

- Céc chinh sach vé dan s chura chi trong
dén cac bénh di truyén bam sinh, dic biét 1a
bénh thalassemia. Chua c6 quy dinh bt bude
phai dugc tur van stc khoe di truyén trude
hon nhan nén nhiéu cip doi mang gen bénh
ldy nhau ma khong biét.

e. Diéu ki¢n kinh té

- Do 1la mét nudc vira méi thoat khoi
nhém nude cham phat trién trd thanh nudce
c6 thu nhap trung binh thip nén ¢ cap d6 nha
nudce, viéc danh kinh phi cho truyén thong,
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phd bién kién thirc vé& bénh con chua duoc
dap tng tot.

- Do nhan thirc con han ché, thu nhép
binh quén thip nén nguoi dan chua danh vu
tién chi tiéu cho viéc sang loc bénh
thalassemia.

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

a. Déi véi xi hji

- Chét luong dan sb, chat luong gibng noi
bi anh hudng nghiém trong. Véi ty 1€ mang
gen bénh 13,8%, néu khong dugc ngin chin
kip thoi, sb ngudi mang gen s& ngdy mot
tang lén. Khi do ty 1¢ tré sinh ra bi bénh cling
ngay mot tang 1én 1am cho ganh nang bénh
tat va chi phi xa hdi ngay cang tang.

- Chi phi diéu trj trung binh cho mét bénh
nhan thé nang tir khi sinh ra téi 30 tudi hét
khoang 3 ty dong. Mdi nim can cé trén
2.000 ty dong dé cho tit ca bénh nhan co thé
duoc diéu tri toi thiéu (truyén mau va thai
sit) va can c6 khoang 500.000 don vi méau an
toan chiém 1/3 lugng mau ca nudc (nim
2018, ca nudc tiép nhan khoang 1.500.000
don vi mau). Véi chi phi nhu vay s€ lam cho
dat nude cang nghéo hon.

b. Doi véi bénh nhan va gia dinh

- Chét luong séng cia ngudi bénh rat
thip: chdm phét trién thé luc, t6n thuong
nhiéu co quan trong co thé nhu suy tim, suy
gan, suy tuyén ndi tiét. Bénh nhan
thalassemia phan 16n cé trinh d6 hoc van
thip va khong co nghé nghiép: do strc khoé
kém lai thuong xuyén phai nghi hoc dé diéu
tr1 bénh nén thudng phai bo hoc (theo nghién
ctu tai Vién HH-TMTW nam 2009 c6 47%
bénh nhan hoc dén cép I, ty 1¢ nay con cao
hon nhiéu néu khao sat tai cac dia phuong
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mién nai, dan tdc it nguoi), 1on 1én khdng co
nghé nghiép, song phu thudc vao ngudi khac
(45,5%, theo nghién ctru tai Vién HH-
TMTW 2009).

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

Anh hudng tm 1y gia dinh va bénh nhan:
Nhiéu gia dinh ly hon sau khi sinh ra nhiing
dra con bi bénh, bi ky thi, nhitng anh chi em
ctia bénh nhan s& gip kho khin khi két hon,
84,6% bénh nhan bj mic cam vé bénh tat.

Tam ly, tinh cdm gia dinh ctia bénh nhéan
cling bi anh huong ning né (9,8% bd me
bénh nhan ly hon vi 1y do con bi bénh,
14,2% bénh nhan khong duoc gia dinh quan
tam).

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

- Nhimg hiu qua trén day cho thdy,
thalassemia dang la van dé cua toan xa hoi,
anh huéng sau rong t6i cong dong, t6i chat
lwong dan sb va su phat trién giéng noi.

TY LE MANG GEN
THALASSEMIA CAO

— Khéng di hoc

— Dan tri thap

— Cham phat
trién XH

— Suy thoai
giéng noi

SINH CON B
BENH
THALASSEMIA

So do vé maoi lién hé giita thalassemia va nghéo doi.
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V1. BE XUAT CAC GIAI PHAP DE GIAM SOM
TY LE SINH TRE B| BENH, GIAM DAN TY LE
MANG GEN GOP PHAN NANG CAO CHAT
LUONG DAN SO, CAI THIEN GIONG NOI.

1. Co sé dé xuat

a. Co so ly lugn

- Nghi quyét s6 20-NQ/TW, Hdi nghj lan
thir sdu, Ban chdp hanh Trung wong khéa XII
vé ting cuong cong tac bao vé, chim séc va
nang cao stc khoe nhan dan trong tinh hinh
m&i dé ra muyc tiéu “Nang cao stc khoé ca vé
thé chat va tinh than, tim voc, tudi tho, chat
lugng cude séng ciia nguoi Viét Nam; Béo
dam moi nguoi dan déu duoc quan 1y, chim
soc suc khoé”.

- Nghi quyét $6 21-NQ/TW, Hoi nghi lan
thir sau, Ban chap hanh Trung wong khoa XII
vé cong tac dan s trong tinh hinh méi c6
néu muc tiéu: “Giai quyét toan dién, d@)ng bo
cac van dé vé quy mo, co cau, phan bo, chat
luong dan sb; nang cao chat luong dan so,
gop phan phat trién dit nudc nhanh, bén
vitng. Ty 1& nam, nir thanh nién duogc tu vén,
kham stc khoe trude khi két hon dat 90%;
giam 50% sb cap tio hon, giam 60% sb cap
hén nhan can huyét thong; 70% phu nit mang
thai dugc tm soét it nhat 4 loai bénh tat bam
sinh phé bién nhét; 90% tré so sinh dugc tam
soat it nhat 5 bénh bam sinh pho bién nhat”.

b. Co 56 khoa hoc va thuc tién:

- Pi ¢ hiéu biét kha diy du vé nguyén
nhan giy bénh, co ché bénh sinh, co ché di
truyén ciing nhu ty 18 va dic diém gen bénh
thalassemia/bénh huyét sic t6 trén pham vi
ca nudc.

- Céc co s6 y té tuyén tinh tai Viét Nam
c¢6 du kha nang tiép nhan kién thic chuyén
mon va trang thiét bi dé thuc hién viéc chan
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doan, diéu tri, quan 1y va phong bénh
thalassemia.

- Nhiéu cong trinh nghién ctru, nhiéu bao
c40, md hinh tét d3 va dang duoc thuc hién ¢
nhiéu dia phuong trong nd lyc phong bénh,
quan 1y va kiém soat bénh thalassemia

2. Cac giai phap chi yéu

2.1. Gidi phdp vé chinh sdch va nguén
luc

-B0O Y té dé xudt voi Chinh phu phé duyét
Chuong trinh myc tiéu vé thalassemia, giai
doan 2021- 2015; 2026-2030 va cac giai
doan tiép theo nham muc tiéu hudng dén loai
trir viéc sinh ra cac tré bi bénh thalassemia
vao nim 2045. Chuong trinh tién hanh véi
cac ndi dung truyén thong, gido duc sirc
khoe, tap huan, dio tao, ning cao kién thirc
vé bénh thalassemia cho toan xa hoi, tap
trung vao cac dbi twong nguoi bénh, nguoi
nha ngudi bénh, nhan vién y té thon ban, cac
dan toc thiéu sd co ty 1¢ mang gen cao.

- Pua vao luat Hon nhéan va Gia dinh diéu
khoan bét budc sang loc Thalassemia trudc
khi két hon. Xay dyng va ban hanh céc chinh
sach lién quan dén tu van trudc hon nhén,
sang loc trude sinh, chan doan trude sinh va
dé xuat bao hiém thanh toan chi phi. Tuyén
tmyén 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 thtrc cho cong déng, dac biét
cho ddi tugng hoc sinh, sinh vién: Phoi hop
cac don vi nhu HG1 Chir thap do, Téng cuc
dan sb, Hoi tan mau bam sinh Viét Nam,
Vién Huyét hoc - Truyén mau TW, ...;
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- Xay dung hé théng tai liéu, dao tao
giang vién, tuyén truyén vién;

- Pua kién thuc phong, chéng bénh
thalassemia vao sach giao khoa sinh hoc cua
hoc sinh trung hoc phd thong dé gido duc cac
hoc sinh hiéu biét vé& bénh thalassemia trude
tu6i hon nhan.

2.3. Gidi phdp vé phit trién mang lwdi va
nguén nhan lyc

- Nang cao kha nang chan doan, diéu tri,
cham s6c va quan ly nguoi bénh cho cac co
Oy té

+ Cén ¢6 su chi dao théng nhét tir cép
trung wong dén dia phuong;

+ Pau tu vé nhan lyc, trang thiét bi y té
cho cac co so y t& dé dam bao diéu kién co
thé chan doan, diéu tri, chim soc va quan ly
thalassemia;

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

+ Dua ndi dung chan doan, cham soc,
diéu tri va phong bénh thalassemia vao
chuong trinh nang cao nang luc hé thong y té
cOo s0;

+ Pua xét nghiém tong phén tich té bao
mau la xét nghiém co ban dugc st dung hi¢u
qua, pho bién tai cac co so y té va dugc bao
hiém y té chi tra;

+ Tiép tuc diy manh phong trao van dong
hién mau dé dam bao c6 dii nguén mau an
toan cho nguoi bénh thalassemia.

- Giam dan va chdm dut viéc 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 trude két hon.

+ Sang loc trudc sinh: Pua bénh
thalassemia vao danh sach cac bénh céan
duoc duoc sang loc trudce sinh;

+ Pua xét nghiém tong phén tich té bao
méu 13 xét nghiém bét budc dbi véi cac san
phu dén kham thai 1an dau;

+ Tuyén truyén, van dong cac gia dinh ¢
con trong d0 tudi hoc sinh phd thong tu
nguyén tham gia sang loc bénh thalassemia;

+ Bao hiém y t& nén xem xét thanh toan
chi phi chan doan trudce sinh.

2.4. Kiém tra, gidm sdt, dinh gid

- Tién hanh kiém tra, giam sat, tong két
cac hoat dong vé thalassemia theo quy dinh
cua phéap luat trong viéc thuc hién chuong
trinh theo dinh ky hang ndm va 5 nam.

- Pé xuat cac hoat dong tiép theo hudng
dén muc tiéu thanh toan bénh vao nam 2045.

VII. KET LUAN

1. Nhitng nghién ciru & nuéc ta gan day
cho théy, thalassemia/bénh huyét sic to &
nudce ta thuc su 1a van dé nghiém trong, de
doa chét lugng dan sé va giéng noi. Nhimng
con s6 rat dang ch y 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 qubc woc tinh 13 13,8% (khoang 13-
14 triéu ngudi); su phan bd cua bénh c6 tinh
dan tdc va dia 1y 10 rét.

2. U6c tinh nguy co va ty 1& thai nhi bi
phU thai, tré sinh ra bi bénh thalassmia thé
ning 1a 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 hoic
tré sinh ra bi bénh thalassemia thé nang, dac
biét & 7 tinh co ty 18 sinh con bi bénh >2/.

3. Rét can c6 ngay céc chinh sach vé y té
va dan sb dé nang cao nhan thirc nguoi dan,
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giam dan ty 16 mang gen bénh thalassemia,

giam dan tién t6i cham dat viéc ty 16 phu thai

va

sinh ra tré bi bénh thé nang trong cong

dong.
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XET NGHIEM XAC PINH POT BIEN GEN GLOBIN

Dwong Quéc Chinh, Tran Tuan Anh, Nguyén Thu Ha,

I. PAC PIEM DPOT BIEN GEN TRONG
THALASSEMIA VA BENH LY HUYET SAC TO
1.1. Pic diém dot bién gen trong alpha
thalassemia va bénh 1y huyét sic t6
Nguyén nhan bénh alpha thalassemia la
do cac dot bién trén gen ho gen a-globin, véi
hon 95% 1a cac dot bién mat doan ADN chira
mot phﬁn cta gen cho dén mét toan bd cum
gen va mot ty 1 nho 1a cac dot bién diém. O
ngudi binh thudng chudi protein o-globin
dugc ma hoa bdi hai gen 1a HBA1 va HBA2.
Dot bién mét doan phd bién nhat trong alpha
thalasemia 13 mat doan —a3.7, mat doan nay
tao nén trinh tg gen dung hop HBA2-
HBAldugc quy udc 1a o+-thalassemia. Mot
vai méat doan a+-thalassemia thuong gip
khac ¢ khu vuc Pong Nam A (DNA) gém: -
ad.2, -a2.4. Trong khi d6, nhom dot bién mat
doan a0-thalassemia la nhiing mét doan chua
hai gen HBA1 va HBA2 trén cuiing nhiém séc
thé hodc mat hoan toan cum gen a-globin.
Nhom mat doan a0-thalassemia 1a mot trong
nhitng nguyén nhan phd bién giy ra tinh
trang phu thai khi & dang déng hop tir dot
bién - dugc biét dén véi tén goi 1a thé phu
thai Hb Bart. Dot bién a0-thalassemia phd
bién nhat 14 --SEA, con --THAI va --FIL 13

(*)Vién Huyét hoc Truyén mau TW

Chiu trach nhiém chinh: Dwong Quéc Chinh
Email:chinh.nihbtsmp@gmail.com

Ngay nhan bai: 08/4/2021

Ngay phan bién khoa hoc: 08/4/2021

Ngay duyét bai: 19/4/2021

Nguyén Ha Thanh, Bach Quéc Khanh(*)

hai d6t bién it gip hon & khu vuc DNA.

Dot bién diém trong alpha thalassemia tuy
khong phé bién nhung kha da dang voi hon
100 dot bién diém da dugc xac dinh trén gen
HBA1 va HBA2 lién quan dén thalassemia
da dugc cadp nhat trong co s¢ dir liéu, ma
dién hinh nhédt & Viét Nam c6 thé ké dén
nhu: c¢.2delT, HbCS, HbQS. Co so dir li€u
globin ciing ghi nhan hon 500 d6t bién trén
gen HBA1 va HBA2 lién quan dén céac bién
thé huyét sic t6 khac, & Viét Nam thudng
gip dot bién Hb Westmead.

1.2. Pic diém dot bién gen trong beta
thalassemia va bénh 1y huyét sic to

Trai ngugc véi alpha thalassemia, hon
95% bénh nhan beta thalassemia mang cac
dot bién diém trén gen HBB, chi mdt ty 1€
nhé 1a c6 dot bién mat doan. Dot bien diem
trong beta thalassemia thuong lién quan dén
hoat dong phién ma, qud trinh hoan thién
ARN thong tin hodc lam dung qua trinh dich
mi v6i hai nhém dot bién 1a p+-thalassemia
lam giam hoat dong san xuat chudi B-globin
va p0-thalassemia 1am mat kha ning san xuét
chudi B-globin cta gen HBB. Co s& phan tir
ctiia bénh nhan beta thalassemia 1a do su két
hop ctia mot hodc hai kiéu dot bién p+-
thalassemia va PO-thalassemia. Cho dén nay,
co s¢ dir liéu globin da ghi nhan khoang 290
dot bién diém trén gen HBB lién quan dén
bénh beta thalassemia. O Viét Nam c6 thé ké
dén mot sd dot bién phé bién nhu: kiéu gen
BO-thalassemia c6 cdl17, cd41/42, cd71/72,
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IVSI-1 phd bién va cd95, IVSI-5, IVSII-654
it gip; kiéu gen p+-thalassemia c6 -28 phd
bién va -88, -90 it gap. D6i v6i bénh 1y huyét
sdc t6 thi pho bién nhat 1a Hb E, ngoai ra 1a
cac huyét sic t6 it gap khac nhu Hb Pakse va
Hb Q-Thailand.

Mot ty 1€ nhé bénh nhan beta thalaseemia
lién quan dén cac dot bién dot bién mat doan
tir mat mot phan gen HBB, dén mat ca gen
HBD va gen HBB hoic chi mit ving kiém
soat cum gen LCR. Nhitng bénh nhan mang
dang dot bién nay thi Hb F thuong ting va
Hb A2 khong tdng. V6&i nhiing truong hop
Hb F khong tang rat kho dé dinh hudng chan
doan bang dién di huyét sic té ma chi c6 thé
chan doan duoc khi 1am xét nghiém sinh hoc
phén tu.

Il. XET NGHIEM SINH HOC PHAN TU’ TRONG
XAC PINH POT BIEN GEN GLOBIN

2.1. Mot so6 loai miu bénh phim
thwong dung cho xét nghiém dét bién gen
globin

Mau ngoai vi: Vat liéu di truyén thuong
dung cho xét nghiém dot bién gen bénh
thalassemia la ADN. Thong thuong ADN
dugc tach chiét tir 2 ml mau ngoai vi chong
dong EDTA. ADN trong mau ngoai vi c6 thé
dugc tach chiét thi cong bang phenol-
chloroform, cot silica, hat tir hoac tham chi
c6 thé sir dung truc tiép mot lugng nhé mau
toan phan cho vao thanh phan phan tng
PCR. Déi voi san phu mang gen thalassemia
c6 thé lay 5 — 10 ml mau ngoai vi dé thu
ADN tu do luu hanh phuc vu cho chan doan
trude sinh khong xam lan.

Dich choc hiit 8i: ADN c6 thé thu truc
tiép tir té bao trong nudc 6i hodc sau khi nudi
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cdy. Mat khoang 2 - 3 tuan nudi ciy trong
binh hop luu 25 ml s€ thu dugc 15 - 45 pg
ADN du cho tit ca cac loai phan tich. Tuy
nhién khéng phai phong thi nghiém nao ciing
c6 kha ning nudi cdy té bao boi vay phai
dung tryc tiép té bao nuéc bi. Vé6i 15 ml
nuéc 6i thu duoc Xap xi 5 pg ADN du cho
bit ky phuong phap phan tich nao dya trén
PCR. Tuy nhién dé phan tich bang Southern
blot, n6 chi du dé thir mot 1an, nén nudi cay
té bao dé tranh that bai. Phuong phap tach
ADN tir té bao nudc 6i nudi cdy va khdng
nudi ciy co ban gidng vai tach tir t& bao 1ong
nhung mang dém?34,

Long nhung mang dém: Hai phuong
phap chinh dé ldy mau 16ng nhung mang
dém la ldy xuyén qua co tir cung va liy
Xuyén qua 6 bung voi su tro giup cia siéu
am, ca hai déu thu dugc 16ng nhung mang
dém chat luong tét cho chan doan ADN thai
nhi. Khé khan cua phuong phap nay la 13n té
bao tor me, mang rung cta me doi khi thu
duoc cung véi 1ong nhung mang dém. Tuy
nhién, bang cach boc tach can than loai bo
hét mang rung cua me dudi kinh hién vi dao
nguoc van thu dugc ADN thai nhi tinh sach.
Theo bao cao cua Rosatelli va cong sy khong
c6 18i chan doan B-thalassemia cua 457
ngudi bénh mang thai 3 thang dau tai Y.
ADN nhiém tir me c6 thé duoc phat hién
bang viéc khuéch dai mot alen I3p lai da hinh
tr me va mot tr cha. Nguy co nhiém giam
khi thu ADN tr mot gai 16ng nhung duy
nhat® .

2.2. Mot s6 phwong phap phat hién dét
bién gen globin

2.2.1. Ky thuiit ASO

ASO 14 k¥ thuat dau tién dugc phat trién
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dua trén PCR, khuéch dai doan ADN dic
hiéu sau d6 gin vao mang nylon. Trong ky
thuat nay véi mdi dot bién thiét ké hai dau do
oligonucleotit: mot soi bo sung vai trinh tu
dot bién, mot soi bd sung véi trinh tu gen B-
globin binh thuong. Cac dau do thudng danh
dau dau 5’ véi dong vi *P hoic biotin. Tin
hi€u lai phat ra cho biét su c6 mit cua alen
dot bién, k¥ thuat nay duoc tng dung thanh
cong trong nhiéu phong thi nghiém®”.

Tuy nhién khi sang loc mét sé lugng 16n
cac dot bién khac nhau, phuwong phap bi giéi
han béi can lai doc 1ap va budc rira cho mdi
dot bién. Pé khic phuc van dé trong sang loc
nhiéu dot bién, phuong phap dot blot dao
nguoc dugc phat trién, trong d6 vai trd caa
dau do oligonucleotit va ADN khuéch dai
dugc dao ngugc. Pau do oligonucleotit
khong danh diu bo sung véi dot bién va trinh
ty ADN binh thudng va duoc gan trén mang
nylon & dang dot hodc slot. Khuéch dai
ADN, hodc st dung moi danh déu hodc danh
dau bang biotin dUTP, sau d6 lai mang. Thu
thuat nay cho phép kiém tra nhiéu dot bién
trong mot phan Ung lai. N6 da dugc ap dung
dé chan doan dot bién p-thalassemia cho
ngudi Pia Trung Hai, nguoi My gbc Phi va
Théi Lan, str dung qui trinh hai budc vdi mot
mang nylon cho d6t bién phd bién va mang
khac cho dot bién it phd bién hon.

2.2.2. Khuéch dai moi dic hiéu

ARMS-PCR (Amplification Refractory
Mutation ~ System  Polymerase  Chain
Reactions) 1a k¥ thuat thong dung nhit dé
phat hién cac dot bién diém. Phwong phap
nay s dung 2 mdi dic hiéu mot moi bd sung
vo1 alen dot bién, mot mdi bd sung voi alen
binh thudng va mot mdi chung nguoc chiéu.

Ngoai ra c¢6 thém mét cip mdi khac nhan
doan ADN lam dbi ching cho phan tng
PCR. Uu diém ctia phuong phap ARMS la
sang loc nhanh, khong can danh dau, san
pham khuéch dai dugc phat hién don gian
bang dién di gel agarose va nhudém ethidium
bromide. Pdng thdi trong mot phan tmg PCR
c¢6 thé sang loc cung luc nhiéu dot bién, chi
can bd sung thém mdi ARMS ghép cip duoc
v6i modi chung nguoc chidu, ky thuat nay
dugc goi la C-ARMS-PCR (Combine
Amplification Refractory Mutation System
Polymerase Chain Reactions). M6i chung c6
thé dugc gan huynh quang cho phép xac dinh
kich thudc san pham khuéch dai trén may
phan tich ADN ty d@ngG.

2.2.3. Phan tich biang enzym gi6i han

Hon 40 dot bién B-thalassemia duoc biét
1a c6 thém hay méat di mot vi tri cét gidi han.
Phéan 16n trong s6 d6 c6 thé duoc phat hién
nhanh bang cét gidi han san pham PCR. San
pham cit dugc dién di trén gel agarose hoic
acrylamid, ) lugng cac doan ADN cho biét
dot bién thém hay mat mot vi tri cat. Phuong
phép sang loc nay bi gidi han bdi cd nhiing
dot bién diém B-thalassemia khong anh
hudng dén vi tri cat va mot vai enzyme gidi
han gia thanh cao®®”.

V6i nhiing dot bién diém khong co
enzyme gidi han nhan biét, s& duoc phat hién
boi k§ thuat ACRS (Amplification-Created
Restriction Sites). Phuong phdp nay str dung
primer duoc thiét ké dé chén thém bazo méi
vao san phém khuéch dai dé tao ra vi tri cat
gidi han sat trinh tu dot bién. Néu c6 dot bién
xay ra s& lam thay ddi vi tri nhan biét cua
enzyme gioi han. Ky thuat ACRS duoc ap
dung phat hién dot bién B-thalassemia cia
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ngudi Pia Trung Hai’ 8,

2.2.4. Gap PCR

Dot bién mat doan trong trinh ty gen a-
globin c6 thé duoc phat hién bing PCR st
dung hai primer bd sung voi sgi sense va
antisense ¢ hai vung bién doan ADN bi dut.
Doi v6i dot bién mat doan 16n, mdi thiét ké &
hai ving bién chi nhan dugc alen dot bién
mét doan, boi vi khoang cach giita hai moi
qua 16n khong thé khuéch dai alen binh
thudong. Truong hop alen khong dot bién co
thé phat hién bang cach thiét ké mot modi bd
sung vdi trinh tu trong viung méat doan, mot
moi bo sung véi trinh tw ADN ving bién.
Gidng nhu dot bién mat doan a-thalassemia,
cac dot bién mét doan trong cum gen -
globin ciing dugc chan doan bang phuong
phap nay nhu Hb Lepore, p-thalassemia,
HPFH367,

2.2.5. Phwong phap giai trinh tw ADN

Phuong phdp gidi trinh ty gen Sanger co
kha niang phan tich doan ADN trén 1kb, tat
ca cac dot bién diém hay da hinh ADN co
thé duoc xac dinh. Do vay phuong phap nay
thudng dugc ap dung dé xac dinh cac dot
bién hiém hozc truong hop nghi ngd ma am
tinh vdi cac ky thuat khac.

Nguyén 1ly: Phuong phdp nay cling dua
trén nguyén tic bd sung va trén nén tang k¥
thuat PCR. Chudi ADN méi duoc kéo dai
bdi ADN polymerase khi c6 mat cia céac
dNTP va mdi. Phan (mg nay dugc lam ngimg
bang cach bd sung ddNTP. Tuy theo dANTP
la gi ma phan Gng s€ bi ngung tai vi tri co
ddNTP dua vao. Hon hop phan tng thu duoc
s& chira tap hop tat ca cac doan ADN kich
thudce chénh 1éch nhau 1 nucleotit.

Uu diém cua phuong phép nay 1a phat
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hién dugc tat ca cc dot bién diém, dot bién
chén/mét doan nho, bat ké dot bién hiém hay
dot bién méi. Nhugc diém 1a thoi gian dai;
chi phi cao; s6 miu mot 1an xét nghiém it va
phu thugc vao s6 mao quan trén may giai
trinh tu.

2.2.6. Ky thuit Strip Assay

Xét nghiém xéac dinh dot bién thalassemia
sir dung bo sinh phdm o globin va B globin
stripassay 1a phuong phap két hop cta nhiéu
k¥ thuat bao gdm: Multiplex PCR, lai nguoc
(reverse hybridization). Ky thuat st dung
thanh test strip c6 dinh nhiéu dau do dé phat
hién dot bién va xac dinh tinh doéng hop/di
hop tir ctia dot bién. BO xét nghiém a globin
stripassay cho phép sang loc 21 dot bién a
thalassemia va by xét nghiém P globin strip
assay cho phép sang loc 22 dot bién P
thalasemia phd bién trong khu vuc Doéng
Nam A. K¥ thuat nay dugc Saiki va cong su
mo ta lan dau tién vao nim 1989, sau d6
dugc phat trién dé phuc vu chan doan cac
bénh di truyén mang nhiéu dot bién, pho bién
nhat 13 bénh thalassemia va bénh xo nang
(Cystic fibrosis).

Uu diém cta phuong phap nay dé thuc
hién, c6 thé cung luc phat hién dugc nhiéu
dot bién. Thoi gian ngan (6-8 gio). Luong
mAu can it (10-50ng ADN). Phuong tién may
moéc don gian. Phan tich két qua don gian
thong qua céc bang vach hién mau trén thanh
lai. D6 chinh xac cao. C6 thé phat hién duogc
dot bién dong hop tir hodc di hop tu.

2.2.7. PCR phit hién cac ddt bién chwa
biét

C6 nhiéu k¥ thuat dé phat hién dot bién B-
thalassemia chua dugc phat hién. Pon gian
va hi€u qua nhét 1a dién di gradient bién tinh
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(DGGE) cho phép phan tach cac doan ADN
khac nhau chi véi sy thay d6i mot bazo. Co
mot phuong phap kha hiéu qua dé phat hién
dot bién diém (heteroduplex analysis) duoc
tién hanh nhu sau: khuéch dai ADN dbi
chimg va ADN miu - bién tinh nhiét ADN
- giam nhiét tir tir dé tao phan tir lai > dién
di khong bién tinh, néu c6 dot bién cac phan
tir lai heteroduplex s& di chuyén cham hon.
Ngoai ra con cac phuong phap khac nhu
CMC (Mismatch Cleavage), SSCP (Single-
Stranded Conformational Polymorphism)
hodc cét protein ciing 1 k¥ thuat tot dé phat
hién d6t bién chua biét nhung lai khong duoc
ap dung cho
hemoglobin?3”.

2.2.8. Real-time PCR

Phuong phap st dung dau do huynh

cac bénh roi loan

quang va cac thiét bi chuyén dung dé theo
ddi luong san pham tao thanh sau mdi chu ki
PCR. D¢ nhay phan tng PCR tang 1én hang
nghin 14n gitp phat hién véi lugng ADN cuc
ky thap trong thoi gian ngin, dong thoi dinh
luong dugce san pham tao thanh qua d6 xac
dinh duoc sd phan tor ADN ban dau. Co mot
vai cong bd st dung hé thong Lightcycler
xac dinh nhanh chéng va chinh x4c kiéu gen
nhiéu dot bién trén gen B-globin.

2.2.9. Mot s6 phwong phap khac phat
hién ddt bién gen globin

Nhu trén da trinh bay cdc phuong phap
phat hién dot bién hiéu qua nhat di va dang
duoc 4p dung rong rai, véi do tin cdy cao va
chi phi phai ching. Tai thoi diém hién tai co
nhiéu k¥ thuat méi chua duoc ap dung rong
rai hodc dang trong gia doan nghién ctru va
hoan thién. T4t ca nhiing phwong phip mai
déu phat trién trén co so phan tich san pham

gen dugc khuéch dai bang PCR.

Phwong phap DHPLC (Denaturing
High-Performance Liquid Chromatography):
1a phuong phap manh dé phat hién dot bién
diém voi kha ning ty dong cao. Phuong
phap c6 thé phan biét dugc sai khac chi mot
nucleotit voi do nhay cao. P9 nhay trong
phat hién dot bién gen B-globin dugc xéc
dinh 1a 100% theo bao cao cua Colosimo va
cs. nam 2002. DHPLC c6 tiém ning ung
dung trong phat hién dot bién gen globin,
diém han ché 1a co rat it kinh nghiém vé
phuong phép nay.

Gen chip: con dugc goi 1a ADN chip,
biochip hay microarray la cong cu manh
trong phan tich va chan doan phan tir. Ky
thuat dua trén nguyén tic lai hai soi don
ADN, giita dau do (c6 dinh sin trén
microarray) va mau ADN (dugc danh dau
huynh quang). Tiém ning ung dung trong
phat hién gen, biéu hién gen, 1ap ban dd gen
va phat hién dot bién diém. Vi khic phuc
dugc khé khin t6i uu héa didu kién lai cung
lac nhidu dau do, cho nén genchip duoc tng
dung dé xac dinh cing lic nhiéu dot bién
diém gay rdi loan tong hop globin. Trén co
so d6 phat trién thanh cac kit thwong mai
nhu Nanochip® Molecular Workstation c6
thé phat hién tam dot bién p-thalassemia phd
bién & Pia Trung Hai.

PCR mit té bao (Single-cell PCR): gom
chan doan tién cdy ghép va phan tich té bao
thai nhi thu tir hé tudn hoan cta me. Trong
mot té bao chi c6 khoang 6.6 pg ADN di gay
nén mot sé kho khin nhu: khong khuéch dai
dugce gen dich, alen drop-out (16i nham di
hop 1a dong hop), dé bi nhiém. Dé phat hién
dugc san pham PCR khong gan huynh quang
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c6 thé yéu cau t6i 70 chu ky, nhung hoat tinh
cua Taq polymerase chi dugc 40 chu ky,
mubn khic phuc khé khin nay phai sir dung
nested-PCR. Néu san pham PCR c6 danh
dau huynh quang do nhay ting 1én 1.000 lan
va khong can phai ding nested-PCR. Real-
time PCR 1a giai phéap t6t cho phan tich kiéu
gen mot té bao, do nhay, tinh chinh xac,
nhanh chéng va don gian 1a nhitng vu diém
vuot troi.

Il. KET LUAN

Céc k¥ thuat sinh hoc tr da duoc ap dung
rong rii trong xac dinh dot bién gen globin
thuong quy c6 thé ké dén nhu: ARMS-PCR,
GAP-PCR, lai ADN dé xac dinh nhimg dot
bién pho bién di biét. Nhimg dot bién gen
hiém gap hodc dot bién méi thi k¥ thuat giai
trinh ty gen xac dinh dot bién diém va k¥
thuat MLPA xéc dinh dot bién mat doan.
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DU PHONG BENH THALASSEMIA: PHUO'NG PHAP CHAN POAN
TRU'GC SINH VA CHAN POAN TRU'O'C CHUYEN PHOI

Ngd Vin Nhat Minh?, Nguyén Minh Tam?, Bach Quéc Khanh?,

TOM TAT

Thalassemia 12 bénh di truyén phé bién nhat
trén thé giéi véi hon 7% dan sb toan cau mang
gen bénh. C6 hon 200 qubc gia va vang lanh tho
chiu anh huong boi can bénh nay trong d6 co
Viét Nam. Tuy nhién hiéu biét trong cong ddng &
nuéc ta V& can bénh nay con nhiéu han ché do
cong tac truyén thong con chua duogc rong khip
va thuong xuyén; két hop véi han ché vé ngudn
luc; nhitng kho khan trong tham kham va diéu tri
tai viing sdu, viing xa ciing 1 nhitng noi co tan sb
ngudi mang gen cao nhat... Do do6 ty 1& nguoi
mang gen va bi bénh & nudc ta rat cao. Cung véi
nhitng tién bo cua Y té, thalassemia trg thanh
mot can bénh co thé chira duge, phong dugc va
tién ti viéc ngan ngira sinh ra nhimg dua tré bj
bénh. Trén thuc té, nhitng chi phi trong phong
bénh 12 nhé hon va hiéu qua cua né 1a 16n hon rat
nhiéu so vai viéc diéu tri bénh kéo dai trong sudt
cude doi. Hién nay, chan doan truéc sinh (PT -
Prenatal Testing) va chan doan truéc chuyén
phdi bénh don gen (PGT-M - Preimplatation
Genetic Testing for Monogenic disorder) duoc
cbng nhan rong rdi la nhitng phuong thirc phong
bénh hiéu qua nhat dbi véi thalassemia. Bai viét
chia sé¢ géc nhin cua cac nha di truyén l1am sang
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Vé cac phuong phap nay ciing nhu dua ra cic
dinh huéng trong phong bénh thalassemia.

Tir khoa: Thalassemia, Chan doan trudc sinh,
chan doan truéc chuyén phoi.

I. M& PAU

Thalassemia la mot nhom bénh di truyén
lan trén nhidm sic thé thuong, do giam hoic
khong téng hop chudi globin, thanh phan tao
Ién phan tir hemoglobin. Bénh gom 2 thé cha
yéu 1 a-thalassemia va p-thalassemia do ton
thuong tuong ung gen a-globin (HBA) va j3-
globin (HBB), dan téi thiéu hut tong hop
chudi a-globin va B-globin cua hong cau
[14]. Hién twong nay khién doi séng cua
hdng cau giam xudng va gay nén triéu ching
thiéu mau ¢ nhiéu mutc 6 khéac nhau.

Dot bién cua bénh thalassemia ciing rat da
dang va tao nén nhiéu kiéu hinh phong pha
tir nhe téi niang [3]. Véi sy phét trién manh
mé cua chuyén nganh sinh hoc phéan ta, dot
bién cua bénh thalassemia ngdy cang duogc
chan doan dé dang, thuan loi hon hon trong
cdng tac quan li va phong bénh.

Diéu trj thalassemia cha yéu bang truyén
mau khong triét dé. Phuong phap ghép té bao
gbc dong loai 1a giai phép triét dé nhung
phtrc tap, doi hoi chi phi rat cao [1]. Hang
loat céc bién phap duoc dua ra nham han ché
su di truyén cua cin bénh nay sang thé hé
sau bao gébm sang loc ngudi mang dot bién,
tu van trugc hon nhan, chan doan trudc sinh
va chan doan trudc chuyén phoi. Doi véi céc
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cap vo chdng nguy co, chan doan trudc sinh
va chan doan truéc chuyén phoi 1a phuong
thicc duy nhat c6 thé gip ho sinh dugc
nhitng daa tré khoe manh.

Il. DICH TE HOC VA DICH TE HOC PHAN TU’
Thalassemia 1a bénh di truyén lan trén
nhiém sic thé thuong phd bién nhat trén thé
gidi, 1a bénh huyét sic t6 anh huong téi 71%
sb6 nudce trén thé gioi. Hang nim c6 khoang
330.000 tre sinh ra bi bénh (trong d6 83% la
hong cau hinh liém va 17% la bénh
thalassemia) [6, 20]. Bénh co lién quan dén
nguon gbc dan toc, phan bé khap toan cau
song co tinh dia du r6 rét, thuong gap ¢ vung
bia Trung Hai, khu vuc Trung Dong va
Pong Nam A [3]. Thé gigi c6 khoang 7%
dan mang tén thuong gen lién quan t6i bénh
thalassemia. Hang nam, c6 hon 2,4% tré sinh
ra mang nhiing réi loan vé Hemoglobin [2].

y N
\ \}‘\ - \
. 1\ w/’./
fﬁ ) )
B « and B thalassaemia v .
Hinh 1. Phan bé bénh thalassemia trén thé
gioi [21]

Tai Viét Nam, theo thong ké cua Vién
Huyét hoc va Truyén méau Trung wong khao
sat trén 53 dan toc thuoc 1anh thd Viét Nam,
két qua cho thay tat ca 53 dan toc déu co
ngudi mang gen bénh thalassemia/huyét sic
t6; vai ty 1é giao dong khéac nhau tuy dan toc,
ty 16 thap nhat ¢ dan toc La Hu (0.23%), cao
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nhat 1a ¢ dan toc Raglay (88,6%) [18]. Cac
dan toc ¢ khu vic Bic bo va Béc trung bo cd
ty 1& mang gen of thal va ° thal cao, dan toc
sinh séng ¢ Tay Nguyén, Nam Trung Bo va
Bic Bo c6 ty 16 mang gen o thal va BF cao,
cu thé nhu dén toc Muong cé ty 1¢ o thal -
16,1%, o' thal - 6,6%, B° thal — 5,7%, BE-
17,9%; dan toc Gia Rai co ty 1é of thal -
0,2%, o thal - 57,8%, B° thal — 0%, BE-
38,9%; dan toc Kho Me co ty 1& of thal -
1,9%, o thal - 18,1%, p° thal — 0%, PE-
29,7%. Dan toc Kinh phan bd khap tat ca céc
khu vuc, cac tinh/thanh phé, phét hién nguoi
mang gen cua da cic thé bénh a-thal va B-
thal va B-thal/HbE, voi ty I& o- thal — 3,5%,
- thal - 3,3%, B° thal — 0,7%, BE- 2,6%.

Céac kiéu dot bién gen globin cua Viét
Nam gidng cac nudc 1an can trong khu vuc.
Cac dot bién gen alpha globin gém SEA, 3.7,
4.2, HbCs, THAI, HbQs, C2delT; cac dot
bién gen Beta globin gom Cd26 (HbE),
Cd17, Cd41/42, Cd95, Cd71/72, 1VS1-1,
IVS1-5, IVS2-654, -28, -88, -90. Ty Ié mang
cac kiéu dot bién khéac nhau giira cac dan toc,
cac dia phuong.

IIl. CHAN DOAN TRU'GC SINH THALASSEMIA
3.1. Chén doan truwéc sinh cd xam lan
Céc phuong phap chan doan trudc sinh ¢6

xam l4an cho bénh nhan bi bénh Thalassemia

1a cac phuong phap xac dinh kiéu gen cua
cac mau sinh hoc cua thai nhi bang ky thuat
sinh hoc phan tir. Cac mau sinh hoc cua thai
nhi c6 thé gom dich 6i, gai nhau, mau mau
cubng rén. Cac mau sinh hoc nay duoc thu
thap thong qua cic phuong phip xam 1an
nhu choc 6i, sinh thiét gai nhau, 1dy mau
cudng rén. Sinh thiét gai rau dugc thyc hién
bang cach ldy mau banh nhau tir tir cung
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bang catheter (mot dng dai) hay mot kim
choc qua duong bung hay duong am dao cua
thai phu dudi huéng dan cia siéu am. Choc
hat dich 6i dwoc thuc hién bang cach ding
mot kim rat nho xuyén qua thanh bung vao
budng tir cung dudi huéng dan cua siéu am
va hat mét lwong nho nuéc i can thiét du
phuc vu chan doan. Choc hit méau day rdn
dudi sy huéng dan caa siéu am, mot dau kim
tiém duoc dua qua thanh bung cua thai phu
vao budng tir cung, vao mach mau trong day
rén, khoang 1cm tir vi tri banh nhau dé thu
méu day rén. Cac phuong phap trén dua trén
luong I6n DNA thu duoc tir thai nhi nén do
chinh x4c cao, dugc coi la tiéu chuan vang
trong chan doan trudce sinh.

Phuong phap chan doan trudc sinh xam
ldn c6 d6 chinh x4c cao nhung can luu ¥ tinh
trang nhiém mau me trong qua trinh thu mau.
Kim thu mau phai xuyén qua hang rao rau
thai va day ron, c6 kha nang 1an véi mau me,
c6 thé gay chan doan khong chinh xac. Hién
tugng nay co thé dan téi viéc thai nhi khdng
mang ton thuong gen nhung cho két qua di
hop tir do bi nhim miu cua me. DBé kiém
soat tinh trang nay, can tién hanh céc bién
phap kiém soat nhidm o tat ca cac giai doan
cta qué trinh chan doan nhu giai doan thu
mau, giai doan chan doan. O giai doan thu
mau, khi choc hat dich i, can loai bo 1-2ml
dich dau tién nham giam nguy co nhiém mau
tir me. Giai doan phan tich miu, cé thé tién
hanh nudi cdy dich 6i trong dung dich
chuyén dung trong vong tir 5-10 ngay dé
khdng cho té bao mau caa me phét trién hoic
st dung STR linkage cua gia dinh dé theo
ddi mau thu duoc cé bi nhiém hay khong.
Déi v6i mau sinh thiét gai rau, cd thé nguy

co nhiém mau me cao hon (<5%), vi rat kho
loai bo triét dé té bao cua me khoi céc té bao
cua thai nhi. Mt khéc, nudi cdy mau gai rau
sinh thiét déu lam tang nguy co nhiém té bao
mau me Vi ca t& bao me va thai nhi déu Ia
mét phan cua cling mot mau mé [10, 15]. Vé
mat thoi gian, cic phuong phap xam 1an trén
déu duoc tién hanh muon: phan tich gai nhau
duoc tién hanh tir tuan the 11-14; phan tich
dich 6i duoc tién hanh tu tuan tha 16-20;
phan tich mau day rén duogc tién hanh ngoai
18 tuan. Bén canh d6, phuong phap xam lan
c6 nguy co say thai (0,05-2%), ro i, nhiém
khuan &i, 13y truyén cac bénh truyén nhiém
cho thai (HIV, Viém gan B,C,D...), c6 thé
gay anh huéng bat lgi téi thai nhi & nhiing
san phu bat ddng nhém méu Rh véi thai...
Do d6 cac san phu can dugc tu van day di vé
kha niang gy sdy thai cia thu thuat trude khi
ho quyét dinh tham gia. Truong hop thai bi
bénh, thai phu phai ding trudc nguy co dinh
chi thai nghén; dic biét khi tudi thai da 1on.
Nhu vay, viéc can thiép thai ky gay ra nhiéu
anh huong dén suc khoe va tam ly cua san
phu.

3.2. Chan doan trwéc sinh khéng xam
1An

Chan doan truéc sinh khoéng xam lan
(non-invasive prenatal testing - NIPT) dua
trén viéc phan tich DNA thai nhi ty do (cell
free fetal DNA - cffDNA) trong huyét twong
cia me, nguon goc tr 14 nudi  phdi
(trophoblasts). CFffDNA c6 thé phét hién sém
nhét & tuan tha 7 cua thai ky, lugng cffDNA
tang theo thai ky. Kich thudc trung binh
cfDNA < 300bp, nho hon rat nhiéu so véi
cac manh DNA tu do ciaa me [5].
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Str dung NIPT di duoc &p dung phé bién
trong sang loc trudc sinh 1éch boi nhiém sic.
Bén canh do, thé gidi da co nhiéu tién bo dat
duogc trong viéc phat trién NIPT cho bénh di
truyén don gen [6, 7]. Theo mét sé nghién
ctu, Thalassemia 1a méot bénh dién hinh
trong viéc ap dung hudng tiép can nay. NIPT
la cdng cu manh mé& d@é 1am rd tinh trang dot
bién cua thai nhi ngay ca trong quan thé co
murc d6 da dang di truyén thap, noi bé me c6
chung mot dot bién. Chi phi giai trinh ty
giam thap trong thoi gian gan giup NIPT tro
thanh mét lua chon hop 1y trong chiam séc
truéc khi sinh. Ngoai ra, su xuit hién cua
cfDNA tir rat sém trong thai ky, nén phuong
phap nay bénh Iy di truyén don gen co thé
tién hanh sém hon, gitp viéc can thiép thai
ky s& it tai bién, bién chimg hon.

Tuy nhién, phuong phap ciing dung trudc
nhitng thach thire lién quan dén sy can thiét
phai nham muc tiéu vao dot bién phdi thai c6
nong do thip, chi khac nhau mot hoic vai
nucleotide tir nén tang trinh tw DNA cia me
trong huyét twong. So vdi chan doan trudc
sinh xam lan, phuong phap nay dat d6 chinh
x4c 99,1% (95,1-100%) [4]. Mic du ¢6 do
chinh xac cao, nhung NIPT chi nén coi la
mot xét nghiém sang loc, vi van co thé xay ra
két qua am tinh gia. Vi vay, phuong phap
tiép can nay chua thé trién khai rong réi trén
thé gidi.

IV. CHAN POAN TRUGC LAM TO CAC BENH
LY PO'N GEN

Chan doan trude sinh dugc thuc hién sém
nhat vao tuan tha 11 cua thai ki, 1a mot thu
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thuat xam lan. Hon nita, nguoi phu nit phai
dinh chi thai nghén néu nhan duoc két qua
thai nhi bi bénh. Chan doan trugc lam to
bénh don gen (PGT-M) ¢ uu diém vuot troi
hon so v&i chan doan trugc sinh khi cho
phép cac cap vo chong mang gen bénh ¢ co
hoi lya chon phdi khong mang gen bénh
hoac khéng bi bénh dé mang thai va sinh em
bé khong bi bénh.

PGT-M la su két hop phuong phap thu
tinh trong 6ng nghiém (In vitro fertilization -
IVF) va k¥ thuat sinh hoc phan tir dé tranh
sinh con bi bénh. Théng qua IVF, cac gia
dinh s& thu nhan duoc nhiéu phéi; théng qua
chan doan phén tir, phéi khée manh s& duoc
xac dinh dé chuyén vao tir cung cia nguoi
me. PGT-M bao gom 2 phuong phap chan
doan 13 chan doan tryc tiép va chan doan
gian tiép. Hién nay, theo khuyén céo cua
Hiép hoi Sinh san va Phdi thai Chau Au
(ESHRE) nam 2020, PGT-M can phai duoc
sir dung dong thoi 2 phuong phép nay.

4.1. Phuong phap chan doan truc tiép
trong PGT-M

C6 nhiéu phuong phap chin doan truc
tiép bénh thalassemia tlly thudc vao dang dot
bién. Cac ki thuat ciing ting do chinh xéac va
kha ning phat hién dot bién théng qua viéc
su dung tor cac phuong phap PCR thong
thudong cho téi giai trinh ty gen. Pong thoi
do vt liéu di truyén dung dé chan doan it,
chi tir vai té bao phoéi do d6 ki thuat WGA -
Whole genome amplification dugc &p dung
dé khuéch dai toan bo hé gen, qua d6 dam
bao vat liéu di truyén phuc vu chan doan.


https://genomemedicine.biomedcentral.com/articles/10.1186/s13073-021-00836-8#ref-CR6
https://genomemedicine.biomedcentral.com/articles/10.1186/s13073-021-00836-8#ref-CR7
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Trong hang chuc nam tr¢ lai day, phuong
phap chan doan truc tiép da dwoc &p dung
rong rdi va khéng nging nang cao do chinh
xac. Uu diém cua phuong phép 1a xac dinh
duoc truc tiép dot bién quan tdm hoic cé thé
phét hién dugc nhiing loai dot bién mai [12].
Tuy nhién do sb luong dot bién thalassemia
qua phuc tap, nén khi ap dung vao thuc té
chan doan lai khé khan do phai thiét ké cho
nhiéu d6t bién khac nhau, dic biét ddi véi
cac bénh nhan c6 cac dot bién hiém gap. Mat
khac trong chan doan di truyén trudc chuyén
phoi, lugng DNA dau vao la rat it, rat kho
kiém soat ngoai nhidm; ddng thoi co ty Ié
méat alen (ADO) rat 1on, Ién toi 25%, co thé
dan t&i tinh trang am tinh gia [13]. Thuc té, ti
lé chan doan sai néu chi diung don doc
phuong phap truc tiép 1a tir 1-3% va con s6
nay ¢6 I& con cao hon do han ché vé béo cao
tir cac trung tam IVF [5]. O Viét Nam, trong
mot s nam trg lai day da ap dung mot ky
thuat tryc tiép nhu minisequencing va
StripAssay trong xét nghiém di truyén trudc
chuyén phdi. Tuy nhién, ca 2 ky thuat nay
déu xac dinh tryc tiép cac ton thwong gen ma
khong kiém soat dwgc hién tuong ADO va
ngoai nhidm nén két qua chua thé tin cay
hoan toan [11, 16]. Do vay, phuong phap
phan tich gian tiép hay phan tich di truyén
lien két duoc dé xuat va mang tinh chat bat
budc, va tham chi khuyén cao nay da ton tai
dugc hang chuc nam [5].

GAP-PCR
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Hinh 2. Mgt sé phwong phdp chin dodn
truc tiép trong PGT-M thalassemia

4.2. Phwong phap chin doan gian tiép
Ky thuat gian tiép hay ki thuat phan tich
di truyén lién két 1a mot ki thuat st dung céc
chi thi phan t dé xac dinh gian tiép céc
haplotype mang dot bién va theo ddi su di
truyén caa ching cho cac thé hé sau. Cac chi
thi nay c6 thé la céc trinh ty lap ngan — STR
hoac da hinh don -SNP. Trong d6 cac STR
duoc st dung rong rai hon do mang tinh bao
thi cao va dé dang phan tich phuc vu chan
doan. Mdi chi thi c6 vai trd nhu mot vé tinh
quan sat va dai dién cho su di truyén cua dot
bién. Do vay ching cd thé kiém soat duoc
hién twong ngoai nhiém va ADO. Pong thoi
s chi thi cang nhiéu thi d6 chinh xé&c cua
phan tich di truyén lién két noi riéng va
PGT-M noi chung s€ cang cao.
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Hinh 3. Phan tich di truyén lién két trong PGT-M

Trong suét 2 thap ki qua, phuong phép
PGT-M két hop giita phuong phap chan
doan truc tiép va gian tiép van 1a phuong
thizc pho bién va hiéu qua nhat [7]. Mac du
vay phuong phap van ton tai nhugc diém do
la thoi gian thiét lap quy trinh cho 1 gia dinh
kéo dai do phai sang loc cac STR phu hop
cho ting gia dinh. Trén thé gisi da c6 nhiéu
nghién ciu xay dung bo chi thi STR phuc vu
PGT-M thalassemia [8, 9, 22]. Tuy nhién bd
chi thi STR lai c6 tinh chung toc, do d6 dé ap
dung vao quan thé ngudi Viét Nam thi can
phai khao sat dugc mét bo chi thi riéng. Va
mot budc tién 16n trong PGT-M thalassemia,
Ping Tién Truong va cong su (2019) di xay
dung thanh cong bo chi thi gdom 15 STR
phuc vu PGT-M p-thalassemia cho quan thé
nguoi Viét Nam va téi nay da co 5 tré khoe
manh dugc sinh ra cling nhu nhiéu truong
hop khac dang thuc hién phuong phap nay
[19].
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Hién nay mot sé ki thuat méi da duoc
phét trién nhu SNP-array hay giai trinh ty
gen thé hé moi dem lai do chinh xac cao va
c6 kha nang rat ngan thoi gian thuc hién ki
thuat [7]. O Viét Nam, Dao Mai Anh va cong
su (2020) cong da thuc hién PGT-M va
PGT-A cung lic trén hé théng giai trinh tu
gen thé hé méi thdng qua cac SNPs. Tuy
nhién nhitng phuong phap nay con gap mot
tré ngai rat 16n 1a yéu cau qua cao vé co so
vat chat dé phuc vu phan tich, do vay chi
mai bude dau duoc thuc hién & mot sb co sé
trén thé giéi vai tinh ap dung vao thuc té
chua cao.

Bén canh d6, d6i véi nhitng cap vo chong
da sinh ra nhitng ngudi con bi bénh mudn
tién hanh ghép tiy xuong lay tir ngudi con
khoe manh ma ho du kién mudn sinh ra, thi
ki thuat PGT-M két hop véi PGT-HLA (PGT
xac dinh yéu té hoa hop gen HLA) sé& gilp
céc cap vo chdng co co hoi thuc hién mong
muén nay [17].
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V. PHONG NGU'A BENH THALASSEMIA

Bénh thalassemia 1a ganh ning ca vé vat
chat va tinh than d6i véi ngudi bénh va
nguoi than cua ho. Do vay viéc phong ngtra
va quan ly cin bénh nay I1a hét stc quan
trong. Pa co nhiéu qudc gia trén thé gisi
trién khai hoan chinh hé théng phong ngura

Xét nghiéem OF/DCIP
hoac MCV/DCIP

Duong tinh

Am tinh

can bénh ndy, bat dau tir viéc nang cao y
thirc cong dong, giéo duc sic khoe, sang loc
ngudi mang gen bénh, tu van di truyén, chan
doan trudc sinh va tham chi 1a khuyén khich
dinh chi thai ki d6i véi cac truong hop Xac
dinh thai nhi mac thé nang.

Theo doi thai
ki thuong quy

Bit thuong

Chén do4n
SHPT

Binh thuong

Theo dé1 thai
ki thuong quy

Binh thuong :

Bit thuong

Chan doan

trirde sinh

Hinh 4. Chién lwgc sang loc trwéc sinh cho cac cap Vo chéng nguy co

Cach sang loc don gian va hiéu qua nhat
nguoi mang gen bénh d6 chinh 1a xét nghiém
cdng thirc mau dé phat hién ra cac truong
hop c6 MCV < 85 fl va MCH < 28 pg. Tuy
nhién voi nhimg noi khong co diéu kién
thuan loi vé mat trang thiét bi phuc vu danh
gia cong thirc mau, co thé thay thé sang loc
bang céch sir dung xét nghiém strc bén hong
cau (OF test) va xét nghiém sang loc huyét
sic tb E (DCIP test). Cac ca thé nghi ngo s&
duoc tiép tuc thyc hién dién di huyét sic tb
va chan doan sinh hoc phan tr nhim xac
dinh bénh thalassemia cho cac ca nhan. Cac
cap vo chong c6 ca 2 ca thé déu dwong tinh

trong qua trinh sang loc sé dugc goi la cap
vo chong nguy co. Ho s& can phai duge tur
van di truyén va chan doan truge sinh néu
dang trong thai ki (Hinh 4).

Bén canh d6, cac cap do6i nguy co c¢6 nhu
cau mudn duoc sinh ra nhiing ngudi con
khoe manh c6 thé tim dén phuong phéap
IVF/PGT-M. Day la phuong phap triét dé
nhat trong phong bénh thalassemia. Mic du
chi phi cho IVF/PGT-M khéng hé nho, tuy
nhién phuong phap nay dam bao cho ca suc
khoe cua thai nhi cling nhu suc khoe cua
ngudi me khi ¢d thé tranh duoc nguy co dinh
chi thai Ki.
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V. KET LUAN

Cudc chién chdng lai can bénh c6 tir xa
xua - Thalassemia van ludn 1a cudc chién
cam go va dai dang. Mic du duoc sy quan
tam rat 16n tir hé thong y té, tuy nhién sé
luong ngudi mang gen trong cong déng van
rat 16n va tao nén ganh ning y té khong hé
nho. V&i didu kién con han ché nhu ¢ Viét
Nam, bénh thalassemia chua c6 phuong phap
diéu tri hiéu qua, do vay viéc phong va quan
Iy bénh la vd cung quan trong. Céc bién phéap
bit dau tir nhitng ndi dung thiét thuc véi
ngudi dan nhat nhu pho bién kién thuc, sang
loc nguoi mang gen cho toi nhitng phuong
phap chuyén sau nhu chan doan trudc sinh
va chan doan truéc chuyén phoi. Trén ching
duong thanh toan can bénh thalassemia, cling
can nhiéu hon nhitng nghién ctu cong phu,
nhitng bai viét co tinh dong gép nham dem
lai chéat lwong phong va chira bénh cao nhit
cho nguoi dan. Hi vong trong mét ngay
khong xa, moi ngudi dan s& déu mang trong
minh kién thicc vé cin bénh nay; nhitng dira
tré sinh ra s& khéng phai chiu nhitng thiét
thoi vé thé chat va tinh than do cin bénh nay
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gay ra; va nhitng nguoi mang bénh co thé
dugc diéu tri khoi nho nhiing tién bo khong
ngung cua Y hoc hién dai.
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Chi cuc Dan sb - Ké hoach hoa gia dinh Ha
Noi phdi hop véi Vién Huyét hoc — Truyén méu
TW da thyuc hién thanh cong chuong trinh sang
loc bénh tan mau bam sinh cho hoc sinh tai 5
huyén ngoai thanh Ha Noi trong 5 nam, 2016-
2020. Trong s6 24.011 hoc sinh tham gia xét
nghiém sang loc, ty Ié rat cao (18%) duoc phat
hién cac bit thuong xét nghiém, hau hét co lién
quan t6i tinh trang cé thiéu méau hoic mang gen,
nghi ngd mang gen thalassemia. Ty 1é nghi ngo
mang gen thalassemia/bénh huyét sic té la
10,6%, trong d6 chu yéu la mang gen alpha
thalassemia (7,97%). Piéu nay cho thay, tinh cap
thiét phai mé rong chuong trinh cho s6 lugng I6n
hon & d6i twong tién hon nhan dé quan Iy nguon
gen, nham giam dan va tién toi khong dé sinh ra
tré bi bénh thalassemia thé ning trén dia ban
thanh phé.
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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 méau bam sinh (thalassemia) 1a bénh
ly di truyén pho bién nhat trén thé gici, voi
wdc tinh 7 % dan s6 thé gigi mang gen va bi
anh huong boi bénh ly nay [1].

Véi dic trung 1a bénh di truyén gen lan-
con bi bénh khi nhan duoc ca gen bénh cua
b va ctia me, nén c6 nhiéu chién lugc va cap
d6 phong bénh co ban: (1) sang loc, chan
doan truéc sinh danh cho nhitng cap vo
chdng c6 nguy co mang gen, tir d6 xac dinh
thai c6 thé binh thuong, mang gen hay bi
bénh, va c6 thé phai cham dut thai ky néu
thai bj bénh thé nang; (2) sang loc truéc két
hon, danh cho nhiing cip d6i chuan bi két
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hon va (3) sang loc tién hén nhan ddi Voi
thanh thiéu nién. Cach thir 3 1a bién phép
phong bénh chu dong va hiéu qua nhat, tranh
dugc tinh trang hay hon, dinh chi thai trong
tuong lai. Viéc phat hién, quan ly nguoi
mang gen hay ngudn gen, la bién phap co
ban trong céc chién lugc thm soat gen bénh,
nhim ngin chin viéc sinh ra nhiing tré bi
bénh thé ning, can phai can thiép, diéu tri
suébt doi.

Theo Lién doan thalassemia thé gidi,
nhiéu nuéc trén thé gidi da thanh cong khi
xay dyng va trién khai chuong trinh phong
va kiém soat bénh thalassemia bang nhiing
chién lugc néi trén, nhat 1a viéc sang loc
ngudi mang gen cho dbi tuong trudc két hon
(prematerial screening), hay hoc sinh trung
hoc phé théng, trung hoc co s6.

Ha No6i la d6 thi dac biét, c6 dia ban da
dang v&i 30 quan huyén, trong d6 nhiéu
huyén c6 dja ban mién ndi, nhiéu huyén co
ba con dan toc thiéu sé sinh séng. .. Theo udc
tinh caa Vién Huyét hoc- Truyén mau TW
va mot sd cudc khao sat nho tai dia ban mot
s6 quan noi thanh Ha Noi, ty 1 nguoi dan
mang gen bénh kha cao, khoang 10%. Chua
ké mot s huyén, c6 khu vuc ving nai, khu
vuce ¢6 nguoi dan toc thieu sb sinh song, ty 1&
c6 thé cao hon. Pay thyc sy la van dé 1on de
doa chat lwong dan sé Thu d6 do chua co
chwong trinh phong bénh tan mau bam sinh
duoc thuc hién trén dia ban Ha Noi.

Nim 2016, UNND Thanh phé phé duyét
Pé 4an Tam soat, phéat hién sém mat sb tat,
bénh bam sinh thdng qua sang loc, chan doan
trude sinh va so sinh cta thanh phé Ha Noi
giai doan 2016 — 2020. S& Y té thanh phd Ha
Ni, Chi cuc Dan sb - Ké hoach hoa gia dinh
da phdi hop véi Vién Huyét hoc — Truyén
méau TW trién khai Chuong trinh can thigp
giam ty 1& tan mau bam sinh (Thalassemia)

trén Thanh phd Ha No6i. Bé dam bao hiéu
qua tét, Chuong trinh hudng téi nhom dbi
tuong tién hon nhan, cd thé thuc hién thu
thap mau va quan ly ngudn gen thuan loi,
dura trén mang ludi y té va dan s6 caa Thanh
phd, @6 1a hoc sinh trung hoc phé théng
(THPT), trung hoc co so (THCS) tai cac
huyén ngoai thanh.

Muc tiéu ctia Chwong trinh:

1. Nang cao nhdn thirc cong dong, dic
biét 1a hoc sinh tai khu viec cac huyén ngoai
thanh vé bénh tan mau bam sinh.

2. Sang loc phét hién bénh va nguy co
mang gen bénh tan mau bam sinh cho céc
doi twong tir 12 dén 18 tudi tai 5 huyén dé cé
bién phap can thiép kip thoi, hiéu qua.

Il. NOI DUNG CONG VIEC DA TRIEN KHAI
TRONG 5 NAM

1. Xay dung ké hoach: Sau khi dé an
duoc UBND Thanh phé phé duyét véi su
phdi hop, thong nhat giita Chi cuc DS
KHHGD Ha Noi va cac chuyén gia cua Vién
Huyét hoc- Truyén méau TW, Ké hoach duogc
xay duyng va kinh phi duoc phan bo theo
ting nam, tir 2016-2020.

2. Trién khai chwong trinh:

Chi cuc DSKHHGD t6 chuc Hoi thao
trién khai hoat dong kham va xét nghiém
sang loc bénh tan mau bam sinh tai Chi cuc
DSKHHGD Ha Ngi 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
chung, tuyén truyén trén hé thdng truyén
thanh thon, xa, dai phat thanh, truyén hinh
Thanh phd, quan/ huyén; xay dung, san xuét
c4c tai liéu tuyén truyén vé can thiép giam
thiéu bénh tan méau bam sinh.

T6 chac hon 40 16p Tap huan, boi dudng
vé tuyén truyén, gido duc stuc khoe gan voi
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bénh thalassemia cho cén bo y té, dan sb,
doan thé vé k¥ nang truyén thong, kién thuc
va ky nang thuc hién cac hoat dong cho chu
nhiém cau lac bo.

T6 chuc 100 cudc truyén théng nang cao
nhan thirc cong dong, dic biét 1a cac cap vo
chdng, phu nit c6 thai, nam, nir trong do tudi
két hon.

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

T6 chirc cac hoat dong truyén thong, tu
van truc tiép tai cong dong nham nang cao
nhan thirc cong dong, dic biét 1a cac cap vo
chdng, phu nix ¢6 thai; nam, nir trong do tudi
két hon, hoc sinh tai viing mién ndi vé bénh
tan mau bam sinh.

Long ghép noéi dung phong tranh bénh
Thalassemia vao hoat dong cua cac cau lac
bo tién hén nhan tai cac x4, cac truong, cac
budi truyén thdng, cac hoat dong sinh hoat
cong dong.

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

3. Trién khai lay miu: tw van, lay mau
xét nghiém

Trién khai qua Trung tam y té 5 huyén Ba
Vi, Thach That, Quc Oai, Chuong M§, My
bruc: phdi hop véi cac truong té chire tu van,
phét tai lieu, gui phiéu ding ky tu nguyén
tham gia xét nghiém sang loc (gui cho phu
huynh hoc sinh dé Iy y kién dong y).

T6 chuc kham, ldy miu méau va xét
nghiém sang loc phat hién bénh tan mau bam
sinh cho 24.011 hoc sinh céc truong.

Téng hop, nhan dinh két qua cua tirng hoc
sinh, tra két qua, tu van cho phu huynh va
hoc sinh cua tung truong.
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5 Cac xét nghiém, chi sb va tiéu chuan
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5.1 Tong phan tich té bao mau ngogi vi

Ap dung cho tit ca cac dbi tugng, danh
gia dya trén 32 chi s hdng cau, bach ciu,
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tiéu cau. Céc chi sb chinh dé danh gid nguy nho khi chi sé6 MCV duéi ngudng binh
co mang gen bénh thalassemia/huyét sic t6  thuong; Lugng huyét sic té trung binh hdng

bao gom: Luong huyét sic to
méu khi huyét sic té <120g/l;

(Hb), c6 thiéu cau (MCH): Hdng ciu duogc coi 1a nhuoc sic
Thé tich trung  khi chi s6 MCH du6i ngudng binh thuong

binh hong cau (MCV), hdng cau duoc coi 1a  theo do tudi.

So dd quy trinh xét nghiém

L4y mau XN

\ 4

©) Nguy co mang gen
—>

Tong phan tich té bao mau Thalassemia thap

MCV < 85fL va/hoac

(loai)
MCH < 28pg
(+)
v v
Xac dinh thanh phan Hb Sét, Ferritin Giam Thiéu sat
HPLC A ‘ 2
( ) huyét thanh —| Tu vén: bd sung
| |
\ 4
A\ 4 A 4
Bét thuwong: Binh thwong: Bét thuwong:
HbA2 : tang (> 3,5%) HbA : 96,5-98% HbH: dwong
Hb F: tang (> 2%) HbA 2:2-3,5% Hb Bart's: duong
HbF < 1%

HbE: dwong

Mang gen Beta thalassemia

Hb bét thuwong khac

Hb CS: duwong
Nghi ngo mang
gen alpha

thalassmia Hb bét thuong khéac

Bénh Alpha Thalassemia

y

Nhén dinh két qua

Tw van truec tiép
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5.1 Xét nghiém sinh héa mau

Duoc chi dinh thuc hién cho cac truong
hop ¢6 hdng cau nho. Hai xét nghiém dugc
thuc hién 12 Sét huyét thanh va Ferritin huyét
thanh. Panh gia c6 thiéu sit khi Ferritin
huyét thanh < 30ng/dl.

5.2 Bign di huyét sic té

Chi dinh cho cac truong hop nghi ngo
mang gen bénh. Thanh phan huyét sic t6
binh thuong (nguoi trén 2 tudi) bao gom
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
ngo mang gen Alpha thalassemia khi thanh
phan huyét sic td binh thuong hoic HbA2

. MOT SO KET QUA VA BAN LUAN

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

Qua céc xét nghiém trén, ching toi xac dinh,
dbi twong 13 binh thuong (khéng nguy co
mang gen), c6 thiéu mau (do thiéu sat
va/hoac mang gen thalassemia), nghi ngo
mang gen alpha, beta, HbE, bénh huyét sic
t6 khéc hay két hop. Nhing truong hop c6
bat thuong vé két qua xét nghiém sé duoc tu
van, tu quan ly két qua xét nghiém va tiép
tuc 1am xét nghiém chuyén sau dé xac dinh
kiéu gen dot bién khi can.

3.1 K&ét qua ldy miu va sang loc thalassemia
Bdng 1. Két qud ldy mdu sang loc tai ting huyén qua 5 nim

Huyen Nam | o016 | 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 nam dau trién khai tai 2 huyén, tir 2017, chuong trinh duoc trién khai mdi nam tai 5
huyén, véi tong s6 24.011 hoc sinh tham gia ldy mau xét nghiém tu nguyén.
Bdng 2. Két qud thurc hién xét nghiém sang lec 2016-2020

Niam| 2016 2017 2018 2019 2020 TONG
Tinh tran n|%/| n % n % n % n % n | %
Benhalpha | =y 1 00l 4 1002 1 |o013| 1 |002| 2 |004| 6 |0.02
thalassemia
Mang gen
bénh Huyét
£z <] 37 |1.44| 100 | 201 | 107 | 1.408 | 98 | 1.96 | 108 | 2.20 | 459 |1.80
sac to E, huyet
sac to khac
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Mang gen
bénh beta
thalassemia

24 1094 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
trr kha nang

mang gen
Thalassemia

179 16.98| 86 | 1.73 | 153

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

Chua loai trur
nguy co mang
gen alpha
thalassemia

197 |7.69| 190 | 3.81 | 628

8.262 | 142 | 2.84 | 19 | 0.39 | 1199 |4.69

Tong mau bat 610 23.8

thuong 0 661

13.27]1539

17.9

20.247 3

987 |19.74| 704 |14.37| 4592

2563| 100 | 3947 | 100 | 7601

Tong s6 mau

100 |{5000| 100 |4900| 100 |24011/100

Chung t6i da thuc hién xét nghiém cho
24.011 hoc sinh tu nguyén tham gia, co
4.592 truong hop (17,98%) dugc phat hién
c4c bat thuong xét nghiém, hau hét co lién
quan toi tinh trang c6 thiéu mau hoic mang
gen, nghi ngo mang gen thalassemia. Ching
toi phat hién 6 hoc sinh bi bénh thalassemia
thé nhe, c6 thiéu méau, nhung chua hé dugc
kham, tu van vé bénh,

Nhom hoc sinh tham gia nghién cuu co ty
I¢ nghi ngo mang gen thalassesmia kha cao
(10,6%), trong d6, chii yéu la mang gen
alpha thalassemia (7,97%), ty 1€ mang gen
beta thalassemia thap (0,85%), ty Ié bi bénh
huyét sic t6 (HDE, huyét sic t6 khac) la
1,8%. Nhitng két qua nay kha twong dong
véi cac két qua da nghién ctu ¢ ngudi Kinh
va mot sb dan toc khac & khu vuc mién Bic.

Co 674 trudng hop thiéu méu, thiéu sat
(2,64%), trong d6 co ty I¢ nhat dinh chua
loai trir cO mang gen tan méau bam sinh.
Nhimng truong hop nay chung toi tur van bo

sung sat, sau d6 xét nghiém lai dé xac dinh
c6 nguy co mang gen Alpha thalassemia hay
khong.

Qua khao sat, chung toi ciing phat hi¢n
mot s6 bat thuong khac & hoc sinh, lién quan
t6i té bao mau nhu: Thiéu mau ning, giam
tiéu cau, huyét sic td tang bat thuong...,
nhitng trudng hop nay déu dugc théng béo
cho hoc sinh va phy huynh ngay (trong vong
24 gio tir khi ldy mau) dé gia dinh dua cac
chéu di kham va diéu tri tai cac bénh vién.
Tat ca nhitng truong hop bat thuong trén
day, chung toi déu guri két qua toi phu huynh
hoc sinh, té chirc moi va tu van truc tiép vé
két qua xét nghiém cho phu huynh va hoc
sinh dé biét va nam bat két qua xét nghiém,
hudng theo dbi va Xt tri trong turong lai.

3.2 Nhitng wu diém cia chwong trinh
va kinh nghiém thu dwgc

Qua 5 nam trién khai sang loc
thalassemia, chuang tbi lién tuc rut Kinh
nghiém, danh gia dé diéu chinh cho nim tiép
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theo va thu duoc nhitng kinh nghiém rét c6
gia tri. Nhitng yéu t6 gop phan tich cuc vao
thanh cong nay, do la:

- Chuong trinh nhan dwoc Sy ung hg,
quan tdm va tao diéu kién cua lianh dao
UBND, S¢ Y té Thanh phé trong viéc trién
khai 1ong ghép trong dé& an 16n duoc Thanh
phd phé duyét nham tim soat, phat hién sém
mot sé tat, bénh bam sinh théng qua sang
loc, chan doan trude sinh va so sinh cua
thanh phé Ha Noi giai doan 2016 — 2020.

- Khi trién khai vé tuyén huyén, chuong
trinh nay nhan dwoc su hudng ang, ung ho
va tao diéu kién thuan loi cia UBND, Trung
tam Y té cac huyén, sy tham gia va huong
tng rat nhiét tinh, trach nhiém cua Phong
DS-KHHGD cac huyén cling nhu Ban giam
hiéu cac truong. Nho dé, ching t6i co thé
trién khai déng bo tir khau truyén thong, iy
mau va tu van sau khi cd két qua xét nghiém.
O cac trudng, can bg, gido vién ciing tham
gia rat tich cuc trong viéc dong vién hoc sinh
ldy mau, giai thich, tw van thém cho hoc
sinh. Nhiéu truong da dwa noi dung vé bénh
di truyén nay vao bai giang trong mén Sinh
hoc.

- Viéc xéc dinh va lya chon déi tugng phi
hop, d6 1a hoc sinh THPT, THCS tai céac
huyén da gitp cho chuong trinh dwogc trién
khai thuan lgi. Day 1a nhém dbi tuong dang
duoc quan ly tét tai dia ban, c6 nén tang kién
thic kha tét, hau hét da biét toi cac khai
niém so bo nhu di truyén, bam sinh...(bai
giang sinh hoc 16p 9). Tac dong vao nhom
dbi twong nay, thong diép truyén théng co
thé tac dong dén phu huynh cua cac em. Hau
hét phu huynh truée day 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 y cho con lam xét nghiém. Sau khi
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duoc tu van, chuong trinh da gitp thay doi
nhan thic caa ho, ho tiép tuc quan tam va
tuyén truyén cho cac thanh vién khéc trong
gia dinh. Két qua budc dau s& 1a co so dé
phu huynh va hoc sinh tu quan tdm va theo
doi sirc khoe cho cac em, cho dén budc tiép
theo la sang loc trude hon nhan, trude sinh
cho céc chau.

- Trén dia ban thanh phd, su tham gia
tich cuc caa Vién Huyét hoc- Truyén mau
TW-mot don vi c6 chuyén mén, ky thuat rat
¢6 uy tin. Bong thoi, cong tac truyén thong
va tu van két qua sau xét nghiém duoc thuc
hién rat chuyén nghiép va hiéu qua.

3.3 Mt s6 han ché ciaa chwong trinh

Do ngudn luc kinh phi ¢6 han, ching toi
chua c6 diéu kién hd trg cac gia dinh va hoc
sinh ¢ dién c6 két qua bat thuong dugc lam
cac xét nghiém khing dinh thém (xac dinh
gen dot bién). Kinh phi chuong trinh chi du
dau tu lam diém cho 5 huyén ngoai thanh
chua mé rong thém céc quan/huyén khac.

Cong tac truyén thong con chua duoc
thuc hién hiéu qua cao, do thiéu vé mang
ludi tu van vién, tai liéu tuyén truyén, thoi
lwong danh cho tuy@n truyén & ting truong.

IV. KET LUAN

Ching t6i da thyc hién thanh c6ng
chuong trinh sang loc bénh tan méau bam
sinh cho hoc sinh tai 5 huyén ngoai thanh Ha
Noi. Trong sé hon 24.011 hoc sinh, 18%
dugc phat hién céc bat thuong xét nghiém,
hau hét cd lién quan t&i tinh trang c6 thiéu
mau hoac mang gen, nghi ngo mang gen
thalassemia. Ty Ié¢ nghi ngo mang gen
thalassemia/bénh huyét sic té l1a 10,6%,
trong d6 chu yéu la mang gen alpha
thalassemia (7,97%).



TAP CHi Y HOC VIET NAM TAP 502 -

THANG 5 - SO CHUYEN BE - 2021

KHUYEN NGH|

1. Viéc t6 chic truyén thong, tu van va
xét nghiém sang loc budc dau bénh
thalassemia/huyét sic té c6 ¥ nghia va vai trd
guan trong. Nho chuong trinh nay, cac dia
phuong c6 thé nim bit va quan ly dugc cac
dbi twong cd nguy co bi bénh, mang gen
bénh. Pdng thoi, nang cao y thac trach
nhiém phong bénh va thuc hién nhirng budc
tiép theo (sang loc trudc hon nhan, sang loc
trude sinh) cho chinh ddi twong co nguy co
tiép tuc theo dbi va thuc hién. Gia dinh c6
con duoc chan doan mang gen thalassemia s&
chu dong chia sé thong tin thalassemia va
sang loc thalassemia cho cac thanh vién khac
trong gia dinh, dong ho. Piéu nay rat cd y
nghia thuc tién trong diéu kién kinh phi
phong bénh va hd trg xét nghiém sang loc
con hét suc han ché.

2. Chuong trinh rat can c6 su phéi hop
chat ché gitra Chi cuc dan sé Thanh phé Ha
Noi, Trung tdm y té cac huyén véi co s y té
c6 du nang luc trong viéc thuc hién truyén
thong, tu van trudc va sau ldy mau, to chic
ldy mau, xét nghiém. Chang tdi kién nghi
nganh y té can dau tu ting cudng ning luc
cho y té cac quan/huyén trong linh vuc nay.
Nhu thé mai dam bao hiéu qua bén viing cua
chuong trinh nay.

3. Pé chuong trinh duwoc nhan rong va
duy tri bén viing, ching toi kién nghi dua noi
dung vé di truyén va cac vi du cu thé vé bénh

di truyén, bam sinh, trong d6 c6 thalassmia
vao bai giang mén Sinh hoc dé giang day
cho hoc sinh.
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TOM TAT

Trong 2 ndm (2019-2020), véi sy phdi hop va
hd tro cua Vién Huyét hoc- Truyén mau TW,
huyén Chiém Hoéa dd 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 ly bénh tan mau bam sinh
trén dia ban. Nhan thiic cua cong dong vé phong
bénh duoc cai thién dang ké, da c6 nhiéu cap doi
tham gia tu van, sang loc truéc két hon, nhiéu
phu nit ¢6 thai da duoc tu van chan doan trudc
sinh. Trung tdm y té huyén da thuc 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 Hoa

234'Y té tinh Tuyén Quang

8Vién Huyét hoc - Truyén mau TW

*Quy Thién Tam
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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
formed a good model for district health
department in thalassemia management in the
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 DE

Cong tac cham soc va bao vé suc khoe
nhan dan la nhiém vu c6 y nghia dac biét
quan trong cua nganh Y té. Bo Y té di co
nhiéu chuong trinh qudc gia can thigp, phong
bénh l1ay nhidm va khéng lay nhiém, nhiéu
chwong trinh c6 ddi twong uu tién 1a tré em
va ba me, chuong trinh da giam ty 18 tré chét
dudi 1 tudi, giam ty ¢ san phu tir vong khi
sinh. Tuy nhién chua c6 chuong trinh can
thigp i véi bénh 1y di truyén.

Il. CO' S&' LY THUYET VA THU'C TIEN
Thalassemia (con goi la bénh huyét sic t6,
bénh tan mau bam sinh) 1a mot nhém bénh
huyét sic t6 gay thiéu méu tan mau di
truyén. Thalassemia la bénh di truyén co ty
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16 mic cao nhat trén thé giodi, nhung c6 tinh
dia du rd rét. Bénh tap trung nhiéu & ving
Dia Trung Hai, Trung Pong, Chau A — Thaéi
Binh Duong trong d6 c6 Viét Nam. Theo bao
c4o cua Lién doan Thalassemia qudc té nam
2012 (TIF — Thalassemia International
Federation), c6 khoang 7% dan sé 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 huong téi 71% s
nudc trén thé gioi; khoang 7% phu nir ¢ thai
mang gen bénh huyét sic t5 va khoang 1,1%
cac cap vo chdong co6 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. T thyc trang nay, mot sd
qudc gia da thyc hién cac chuong trinh kiém
soat thalassemia nham nang cao chit lwong
diéu tri cho bénh nhan thalassemia va thuc
hién céc bién phap phong bénh dé khong
sinh ra tré bi bénh. Cy thé nhu: Sip da c6
chuong trinh thalassemia quéc gia tir nim
1972, quan tam dén van dé truyén mau va
thai sit cho bénh nhan thalassemia
(Angastiniotic 1986) [1]. Singapore (1992)
sang loc thalassemia theo tang (vo chong,
ngudi cung huyét thong) két hop vai chan
doan trudce sinh, két qua, trong 5 nam chi con
3 tré sinh ra bi bénh (Ng et al, 2002).
Sardinia thyc hién chuong trinh sang loc tu
gitta nhitng ndm 1990, phat hién cac cip doi
nguy co dé chan doan truéc sinh nén 90%
cac thai nhi c6 nguy co bi bénh dugc chén
doan trudc sinh (Cao,1991) [4]. Bahrain co
chuong trinh quéc gia 1997 sang loc
thalassemia va gi4o duc cong ddng bénh
thalassemia, s tré bi bénh ra doi < 1%. Iran

thuc hién thanh c¢O6ng chuong trinh
thalassemia théng qua hé thdng y té co so tir
nam 1995, bao gdm tap huan kién thuc cho
nhan vién y té, ngudi tu van (cong tac vién),
sang loc cho ddi twong nguy co cao va sang
loc thalassemia cho thai phu la bit budc
(Ashraf Samavat, 2004).

Tai Viét Nam, thalassemia duoc cac nha
khoa hoc nghién ctu tir nhirng nam 1960.
Tuy nhién chwa c6 chuong trinh kiém soat
thalasssemia qudc gia. Theo nghién cau Vién
Huyét hoc Truyén mau TW nam 2017, ty 18
nguoi dan Viét Nam mang gen thalassemia
1a rt cao, uéc tinh chung trong toan qudc la
13,8%, nguy co sinh con bi bénh thalassemia
rat cao, dac biét 1a cac dan toc thiéu sb, dan
toc & ving mién ndi phia biac nhu Tuyén
Quang, Son La, Hoa Binh, Bic Kan; nguy co
san phu bi phu thai cao ¢ Hoa Binh, Son
La,... V& diéu tri, nhiéu bénh nhan chua dugc
diéu tri day du dtng phac do, tham chi c6
khong it bénh nhan khong duoc tiép can diéu
tri; s6 luong bénh nhan phai diéu tri vuot
tuyén, trai tuyén nhiéu do diéu kién du trix
méu han ché, khong co du thubc thai sat,
thiéu can bo chuyén khoa tai cac bénh vién
tuyén huyén, tuyén tinh/ thanh phé.

Tu thuc trang ty I¢ mang gen thalassemia
& Viét Nam rat dang bao dong, bén canh do,
nang luc va diéu Kién cua cac co so y té Viét
Nam di c6 nhiéu tién bo trong nhilng nim
gan day. Bo Y té da ban hanh quyét dinh sé
1807 (21/4/2020) huéng dan sang loc
thalassemia cho thai phu va chan doan trudc
sinh cho cac cap do6i c6 nguy co sinh con bi
bénh thalassemia.

Tuyén Quang la tinh mién ndi phia bac c6
cd 22 dan toc (trong d6 dan toc Kinh 46%,
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Tay 26%, Dao 13%, San Chéy 8%, ... Nguoi
dan cha yéu sinh séng ¢ dia phuong va xu
huéng két hén gan trong dia ban x4, huyén.
Theo s6 liéu bao céo caa Bénh vién da khoa
tinh Tuyén Quang nam 2019, ca tinh hién cé
khoang 500 bénh thalassemia, trong do
huyén Chiém héa c6 146 bénh nhan (nhiéu
gia dinh ¢6 2 con bi bénh). Cac bénh nhén
thalassemia chu yéu dugc diéu tri tai BVDK
tinh va Vién HHTMTW. TTYT huyén khong
diéu tri bénh nhan thalassemia.

Trung tam Y té huyén Chiém Hoa, 1a co
s& kham chita bénh tuyén huyén hang 11 véi
quy md 350 giuong bénh ké hoach. Trung
ttm c6 5 phong chic nidng, 15 khoa, 02
PKDKKYV va 24 tram y té xa (thi trin). Toan
Trung tam c6 82 béc sy, ¢6 01 bac sy huyét
hoc, khoa san ¢ 03 béc sy, s6 ca sinh hang
nam trung binh 1a 1800 ca

Puoc sy dong y cua Uy ban nhan tinh
Tuyén Quang, Vién Huyét hoc - Truyén mau
TW d3a phdi hop véi So Y té tinh Tuyén
Quang, Trung tam Y té huyén Chiém Hoéa
thuc hién thi diém chwong trinh can thiép
kiém soét thalassemia tai huyén Chiém hoéa
trong nam 2019-2020 v&i sy hd trg cua Qui
Thién Tam (tap doan Vingroup).

Muc tiéu:

1) Nang cao nhgn thic va ky nang cho
can bg y té vé chdan dodn, diéu tri va tw van
bénh thalassemia; tirng budc té chire i van,
chan dodn, diéu tri co ban cho bénh nhan
thalassemia ngay tgi Trung tam Y té huyén.
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2) Nang cao nhdn thizc vé bénh va phong
bénh thalassemia cho nguwoi ddn, dac biét
nhém doi twong 1a phu niz c6 thai; thyec hién
tir van, sang loc truéc sinh cho nhing cap
doi co nguy co sinh con bi bénh. Tung buoc
giam dan so tré sinh ra bj bénh thalassemia
trén dia ban huyén Chiém Hoba.

3) Sang loc thalassemia cho doi twong do
tugi sinh dé va tién hon nhan tai 1 xa c6 so
lirong bénh nhan thalassemia déng nhdt (xa
Minh Quang)

1. NOI DUNG VA BIEN PHAP PA THUC
HIEN

Sau khi ban du thao Pé an dugc UBND
Tinh Tuyén Quang dong thuan, S¢ Y té va
Trung tam Y té Huyén, BVDK Tinh théng
nhat phdi hop thuc hién, Dé an da duoc trién
khai véi nhitng ndi dung co ban sau:

- Xay dung va thdng nhét, phé duyét ké
hoach thuc hién.

- Trién khai 2 nhém bién phap chinh:

= Truyén théng nhiam nang cao nhan
thirc cong dong vé phong bénh

= Nang cao ning luc cua y té dia phuong
trong chan doan, diéu tri, tu van phong bénh

- Phdi hop thuc hién sang loc va tu van
chan doan truéc sinh

- Tu van két qua: VHHTMTW, TTYT
huyén

- So két, tong két dinh ky va kip thoi
diéu chinh két hoach theo ting giai doan.
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SO DO SANG LOC PHAT HIEN NGU'O1 MANG GEN
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Két luan tinh trang mang gen bénh thalassemia

'
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SO’ DO SANG LQC, CHAN DOAN TRU'G'C SINH BENH THALASSEMIA (1807/QD-BYT)
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Thalassemia nang thai mang gen bénh
Tu van cham Tu van kham
durt thai ky thai dinh ky
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Il. NHI’NG KET QUA BU'G'C PAU

2.1 Thay dbi nhan thic vé phong bénh

Trong 2 nam, chung t6i da t6 chuc 3 hoi
thao vé bénh danh cho can b Lanh dao céc
cap. Qua d6 gop phan nang cao va thay doi
nhan thirc vé tim quan trong caa viéc phong
bénh tan mau bam sinh trén dia ban; tir d6
thu hat dugc sy quan tdm, ung ho cuaa chinh
quyén, nganh y té va cac ban, nganh doan thé
cua huyén cho cong tac phong bénh tan mau
bam sinh

Nhiéu hoat dong truyén théng, qua nhiéu
kénh thong tin di duogc trién khai trén toan
huyén: pano tam 16n ngoai troi, poster, to
roi, bai phat thanh phat tai cac xa.... ba gop
phan nang cao nhan thac va thu hit sy quan
tam cua nguoi dan, nhat 12 phy nit trong do
tudi két hon va sinh dé ddi véi cong tac
phong bénh. Noi dung truyén théng do Vién
Huyét hoc- Truyén mau TW dé xuét, Trung
tam van hoa-thdng tin cua huyén trién khai
thuc hién.

Nhom dbi tugng 1a thanh nién trong do
tudi két hén va phu nit mang thai 1a doi
tuong dich dé truyén thdng nhiam khuyén
khich ho tham gia sang loc thalassemia dé
tAm soat nguy co mang gen.

2.2 Nang cao ning luc chin doan, tw
van va diéu tri thalassemia ngay tai huyén

Pé tang cuong nang luc sang loc, chan
doan, diéu tri va cham soc bénh nhan, da co
3 16p tap huan danh cho céan bo TTYT
huyén; va nhiéu lugt tap huin, hoi thao danh
cho cén bo y té co so, cong tac vién dan sb
trong viéc phéi hop, phat hién va tu van cho
phu nit c6 thai va d6 tudi sinh dé tai cac xa.

Can bo y té cua 26 xa duoc tap huin 2
lan/nam dé bo sung kién thirc co ban vé
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bénh, c4c biéu hién co ban va danh gia nguy
co mang gen thalassemia dé co phuong phap
tu van cho phu nit trong do tudi sinh dé va
dang mang thai.

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

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

2.3 Thuc hién sang loc, tw van va chan
doan trwéc sinh

Sang loc cho thanh nién va nhiing nguoi
do6 tudi sinh dé tai x4 Minh Quang — Huyén
Chiém Hoéa: Ching t6i da t6 chuc 3 budi dé
tr van va sang loc bénh thalassemia cho
1493 nguoi d6 tudi sinh dé, tién hdn nhan
(riéng tai x8 Minh Quang), phat hién 518
nguoi mang gen thalassemia (ty 1€ 34,6%),
gom 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 trudc sinh:
Nhom dbi twong dich 1a phy nit ¢6 thai dudi
20 tuan dugc tiép can tryc tiép bai can bo y
té x&, cong tac vién dan sé dé moi tham du
cac budi hoi thao truyén thong, tu vén, lay
mau xét nghiém sang loc. Sang loc, chan
doan trudc sinh cho céc thai phu c6 nguy co
sinh con bi bénh: Thai phu dugc sang loc tai
TTYT huyén, chan doan so bo thé bénh tai
BVDK tinh, chan doan trudc sinh tai
VHHTMTW (Kinh phi chan doan truéc sinh
do Quy Thién Tam tai trg toan bo).

Tu van va sang loc cho 343 thai phu ¢
tudi thai dudi 20 tuan, phat hién 100 thai phu
c6 hong cau nho, chi 52 nguoi chong cua
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nhitng thai phu dén sang loc, c6 28 ngudi co
hong cau nho; chi 13 cip vo chong dén bénh
vién dé tiép tuc xét nghiém xac dinh dot bién
gen bénh thalassemia; tir d6 xac dinh 7 cap
vo chdng c¢d nguy co sinh con bi bénh
thalassemia, dd tu van va chan doan trugc
sinh cho thai nhi.

IIl. NHO’NG THANH CONG, KINH NGHIEM
VA HAN CHE

3.1 Nhirng thanh cbng va bai hec kinh
nghiém thu dwec

Chuong trinh nhan dugc sy quan tdm, ung
ho va chi dao sat sao cua Lanh dao UBND
tinh, So Y té, BVDK tinh; dong thoi, Vién
Huyét hoc- Truyén mau TW da rat tich cuc,
cha dong trong viéc to chac trién khai
chuong trinh tai Huyén.

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

Xay dung dugc thanh cong mé hinh quan
ly thalassemia tai Huyén, tir viéc tu van sang
loc cho phu nir trong d6 tudi sinh dé, phdi
hop tu van chan doan trudc sinh cho dén
chan doan, diéu tri bénh ngay tai TTYT
Huyén. Qua d6, phu nir co thai dugc tiép can
véi nhitng k¥ thuat tién tién trong chan doan
trudc sinh; giam chi phi, khé khan cho bénh
nhan thalassemia cua Huyén trong qua trinh
diéu tri.

Thong qua céc hoat dong truyén thong,
nhan thic cta nguoi dan, dac biét l[a nhom
d6i twong dich dd co thay ddi trong nhan

thire, thay doi trong thai do hop tac trong
viéc tu vaAn va chan doan trudc sinh.

Ngudn kinh phi hd tro cho viéc trién khai
chuong trinh dugc hd trg tir Quy Thién Tam,
Tap doan Vingroup va tir Vién Huyét hoc-
Truyén mau TW da duoc sir dung hiéu qua
dé dam bao nguén luc cho chuong trinh.

3.2 Mt s6 han ché, khé khin

Chiém Hoa 1a dia ban mién ndi, kha xa
trung tam cua Tinh nén viéc di lai, hd tro
chuyén mén cua Vién Huyét hoc- Truyén
mau TW ciing gap nhiéu khé khin, viéc van
dong phu nir o thai tham gia sang loc ciing
gap nhing han ché nhat dinh.

Nam 2020, dai dich Covid-19 va cac dot
gidn céach xa hoi cling anh huong khéng nho
ti viéc tap trung dbi twong dé truyén thdng
cling nhu viéc tiép can dich vu tu van va lay
mau xét nghiém sang loc cho phu nit c6 thai.

S6 lwong thai phu tham gia kham sang loc
& 3 thang dau thai ky con thap, mot phan do
thoi quen khong di kham hoac chi téi kham,
siéu @m tai cac phong kham (tu nhéan) nén
khong duoc tu van vé bénh thalassemia va
khéng quan ly day du thong tin sang loc
thalassemia cua thai phy. Nhiéu chong thai
phu di lam an xa nha nén khong tham gia
sang loc thalassemia cung véi vo.

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

Con nhiéu han ché trong tap tuc vin hoa,
suy nghi nén con ty I¢ cao cap do6i duoc tu
van nhung khong dong y tham gia chan doan
trudce sinh.
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IV. KET LUAN

Trong 2 niam, v&i su phéi hop va hd trg
cua Vién Huyét hoc- Truyén mau TW, huyén
Chiém Hoa di budc dau thyc hién thanh
cong chuong trinh quan ly, phong bénh tan
méu bam sinh, hinh thanh mé hinh tét cho y
té tuyén huyén. Nhan thtc cua cong dong vé
phong bénh dwoc cai thién dang ké, da c6
nhiéu cap doi tham gia tu van, sang loc trudc
két hén, nhiéu phu nit c6 thai di duoc tu van
chan doan trudc sinh. Bénh nhan thalassemia
duogc diéu tri ngay tai huyeén.

MOT SO DE XUAT, KIEN NGHI

Tiép tuc duy tri bén viing mo hinh tai
huyén Chiém Hoa trong nhimg nam tiép
theo, dé dat muyc tiéu giam dan, tién t6i
Chiém Hoa khong con tré sinh ra bi bénh tan
mau bam sinh; dé tit ca bénh nhan
thalassemia hién tai dugc diéu tri hiéu qua tai
TTYT huyén, cac co sé y té gan nha, nang
cao chit luong cudc sdng cho bénh nhan va
gia dinh ho.

M6 hinh nay rat hiéu qua, phat huy duoc
tinh chu dong cia Y té dia phuong trong
phong va quan ly bénh ciing nhu ngudn gen
bénh thalassemia tai huyén, cd thé nhan rong
dé &p dung ra cac huyén khac trén dia ban
tinh Tuyén Quang ciing nhu trén toan qudc.
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KHAO SAT TINH HINH MANG GEN BENH THALASSEMIA
VA BENH HUYET SAC TO & 6 DAN TOC THIEU SO
THUOC KHU VU’C PONG BAC BO

Bach Quéc Khanh?, Nguyén Thi Thu Ha?,

Ngd Manh Quan!, Vi Hai Toan!, Nguyén Thi Chi?,
Nguyén Ngoc Diing?, Dwong Quéc Chinh®, Nguyén Anh Tril

TOM TAT

Pit van dé: Thalassemia va bénh huyét sic
t6 12 nhém bénh ly phd bién tai Viét Nam, dic
biét & cac ving mién ndi cao va dan toc it nguoi.
Muc tiéu nghién cu: Xac dinh ti 1€ mang gen
bénh Thalassemia/huyét sic t6 ¢ 6 dan toc thiéu
s6 thuoc khu vuc DPong Bic Bo. Phuwong phap
nghién cieu: M0 ta cit ngang cd phan tich trén
d6i twong 13 2.956 nguoi thudc 6 dan toc thiéu sb
gdbm San Chay, Tay, Nung, Dao, La Chi va
H’Mong. Két qua nghién ciu: Ty Ié chung
mang gen Thalassemia va bénh huyét sic t6 l1a
22,1%. Ty I&é nguoi mang gen o-thal, B-thal va
HbE lan luot 12 16,7%: 6,45% va 0,8 %. C6 12
kiéu gen a-thal voi kiéu gen --S¥4/aa c6 ti 1é cao
nhét 12 47,62% va 13 kiéu gen B-thal, kiéu gen
B/ B hay gap nhat vai 41,46%. C6 7 kiéu allen
dot bién trén gen a-globin, dot bién SEA ding
dau co ti & gap 48%; dot bién 3.7, 4.2 voi ti lé
lan luot 1a 28% va 13%. C6 8 kiéu allen dot bién
trén gen B- globin trong d6 Cd17 chiém ty 1& cao
nhat véi 42%, sau d6 1a Cd41/42, Cd26 voi ty 1€
lan luot 34,5% va 8%. Két luan: Ty Ié mang gen
Thalassemia va bénh huyét sic t6 cua 6 dan toc
thiéu s6 khu vuc Pong Bic Bo tuong ddi cao
(22,1%). Dan toc San Chay c6 ty 1é mang gen o-

Wién 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 duyét bai: 19/4/2021

thal voi 14,9% va BO-thal 12 9,8%, chiém ty I¢
cao nhét trong nhém nghién ctu.

Tir khoa: Thalassemia, dan toc thiéu sb,
Poéng Bic Bo.

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 of six ethnic
minorities in North-East area”. Method: cross-
sectional study description with 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 of a-thal mutation and —SEA/oa
genotype made up the highest rate with 47.62%.
13 genotypes in B-thal mutation were found and
BC4Y7/B mutation was the most common with
41.46%. There were 7 different mutations in o-
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globin gen and SEA, -a®/, -0*? mutations were
common, accounting for 48%, 28%, 13%
respectively. With B- globin gen, 8 mutations
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 hemoglobinopathies carriers of six ethnic
minorities in North — East area were high
(22,1%). San Chay had highest prevalence of
thalassemia carriers with o’-thal (14.9%) and j°
—thal (9.8%).

Keywords:
North — East.

Thalassemia, minority ethnic,

I. AT VAN BE

Bénh Thalassemia (thal) va huyét sic t6
(HST) 1a mét bénh di truyén lanh tinh dong
hong cau phd bién nhét trén thé giéi. Bénh
c6 lién quan dén ngudn géc dan toc, su di cu
nén phan bb rong khap tuy nhién ty 1é mac
bénh khong dong déu va co tinh dia du 13 rét
[2][9]. Céc ving mién nui 1a noi tap trung
cha yéu cua céc dan toc thiéu sé véi xu
hudng két hon gan, két hon trong cing mot
dan toc nén co ty 1€ bi bénh va mang gen cao
hon céac vung khac [4]. Vi vay, chung t61 da
lya chon 6 dan toc thiéu sé thudc ving Pong
Béc dé tién hanh nghién cau véi muyc tiéu:
“Khao sat tinh hinh va xac dinh ti I¢ mang
gen bénh Thalassemia, huyét sic t6 & 6 dan
toc thiéu sé thudc ving Pong Bac”.

Il. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Pdi twong nghién ciéu

- 2.956 hoc sinh cac truong THPT/THCS,
dan toc ndi trd va nhirng nguoi dan khu vuc
lan can thuoc 6 dan toc thiéu sé bao gom:
Tay, Nung, San Chay, H’Mbéng, Dao va La
Chi tai cac tinh Ha Giang, Lang Son, Tuyén
Quang, Son La vdi thoi gian nghién cuu tur
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T1/2017 dén thang 12/2017.

- Tiéu chuan chon mau: Péi tugng duoc
nghién ctu c6 cha va me cung dan toc, tai
thoi diém nghién ciu khong cé biéu hién
nhidm tring, sét hay mac céc bénh Iy khéc

2.2. Phuwong phap nghién ciu

- Thiét ké nghién ctu: Theo phuong
phap mo ta cit ngang c6 phan tich.

- Tiéu chuin chon miu: DPéi tuong
nghién ctru cé cha me cung dan toc, tai thoi
diém nghién ctu

khong c6 biéu hién sét, nhiém trung hay
méc cac bénh Iy khac kém theo.

- C& mau: Tinh theo cong thirc uwéc lugng
cho 1ty l¢:

p(1-p)
(p x €

n= Z%1.an

Trong do:

- Mre ¥ nghia théng ké a = 0,05 ¢6

Z19n=1,96.

Heé s6 thiét ké: V do lya chon mau chuan
nen ching tdi lra chon hé sé thiét ké 1a 2

- p la ti 1€ mang gen, co6 sy khac nhau gitra
cac dan toc:

e Dan toc Tay da biét ty 16 mang gen véi p
= 0,27, ¢& mau tbi thiéu 1a 332 nguoi [3].

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

0,25, ¢& mau t6i thiéu 1a 369 ngudi.

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

Téng ¢ mau dy kién 1a 2.546 nguoi.

Trén thuc té, s6 mau nghién ctu 1a 2.956
ngudi, dam bao du ¢& mau theo yéu cau.

- Phuong phap tién hanh:

Sau khi tién hanh chon tinh c6 cha dich
dira vao noi nhitng ngudi dan toc sinh séng
tap trung dong nhat, chon truong 16p noi co
hoc sinh thuoc dan toc dugc nghién cau va
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chon d6i twong nghién cau. Tién hanh tap
trung, tu van, thu thap thdng tin ca nhan va
ldy miu xét nghiém. Mau mau duoc phan
tich tai vién Huyét hoc - Truyén méu Trung
Uong vai cac xét nghiém:

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

2. Dién di huyét sic t6 bang phuong
phap sic ky long cao 4p (HPLC).

3. Phat hién cac dot bién gen globin
bang ky thuat Multiplex PCR, Gap- PCR xéac
dinh dot bién gen 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, -28-29, -88-90, Cd26 (HbE) VA giai
trinh tu gen a, B globin (trong truwong hop
khong xac dinh dugc biang PCR).

2.3. Mt sb tiéu chuan chan doan [4]:

- Dot bién o-thal: Dot bién mat ca 2 gen
o trén mot nhiém sac thé (kiéu gen: - -/ ao):
SEA, THAL

- Dot bién a'-thal: La cac dot bién lam
mét 1 gen a trén mot nhidm sic thé (kiéu

I1. KET QUA NGHIEN cU'U

gen: -a/aa): 3.7, 4.2, c2delT, HbCs, HbQs.

- Dot bién BO-thal: La cac dot bién lam
méat chirc ning gen B-globin: Cd17, Cd41/42,
Cd 71/72, Cd95, IVS1-1, IVS1-5, IVS2-654.

- Dot bién p*-thalassemia: dot bién lam
giam chirc nang gen B-globin:-28,-29,-88, -99.

- Bénh huyét sic t6 (HbE): Cd26 (GAG-
>AAQG).

2.4. Phwong phap xir Iy sé liéu: Phan
tich s6 liéu bang phan mém SPSS 16.0. M
ta dudi dang phan trim voi cac bién dinh
luong.

2.5. Pao dwc nghién cu: Nha truong va
hoc sinh thudc déi tugng nghién ctru duoc tu
van vé bénh ly Thalassemia, giai thich y
nghia cua nghién cau, déng Yy tu nguyén
tham gia nghién ctru. Moi thdng tin c& nhan
duoc bao mat. Két qua sang loc duoc thdng
tin lai cho dbi tugng nghién ctu. Céc sb liéu
thu thap duoc chi st dung cho muc dich
nghién cau cha khdng nham muc dich nao
khéac.

Bdng 3.1. Ty I¢ ngwoi mang gen Thal/HST ¢ 6 dan tgc

< o . 0 i
Dan toc C:)’ Chung o-Thal | a'-Thal | B°- Thal Thal HbE
*7 | mau (n,%)
n % n % n % |n| % | n | (%)
Csr?:y 429 | 136(31,7%) | 64 | 149 | 22 | 51 |42 |98 |1|02] 9 |21
Tay 406 | 106(26,11%) | 37 | 9,1 | 49 |121| 25 |62 |5|12| 6 | 15
Nung | 760 | 188(24,74%) | 69 | 9,1 | 86 |11,3| 42 | 55 (2|03 | 6 | 0,8
Dao 538 | 137(25,46%) | 55 | 10,2 | 46 | 86 | 50 | 93 |1(02| 3 | 0,6
] 59
LaChi | 421 (14,01%) 14 | 33 |29 |69 |17 |40 |0] O | O] O
o~ 27
H’Moéng | 402 (6.729%) 6 15 |16 40| 6 |15(0, 0 | 0| O
z 653
Tong | 2956 (22.1%) 245 | 83 |248| 84 |182(6,15/9(03 |24 | 0,8
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Nhdn xét: Ty 1& chung mang gen bénh Thal/Huyét sic t6 1a 22,1%. Trong d6 dan toc San
Chay chiém ti Ié cao nhat v&i 31,7%; sau d6 1a dan toc Tay va Dao véi ti 18 lan luot 26,11%:
25,46%. Dan toc San Chay cd ti 16 mang gen gen o’-thal va p° —thal cao nhat trong 6 dan toc
lan luot 12 14,9% va 9,8%. Dan Toc La Chi va H’Méng c6 ti 16 mang gen thalassemia thap

nhét.
Bdng 3.2. Ty 1é % céc kiéu gen alpha thalassemia ¢ tirng dan téc
DAN TQC Chung

Ty 1€ %
Kiéu gen |San Chay| Tay Ning | Dao | LaChi |H’Maéng j[ron_%

(%) | %) | 0o%) | M%) | (%) | (o) | RO

gen dot
bién
--SEAaa |61 (72,6) |34 (40,5) | 63 (42) | 53 (53) | 14 (32,6) | 5(22,7) | 230 | 47,62
-0 /ot 24 (28,6) |41 (27,3)| 20 (20) | 21 (48,8) |16 (72,7)| 122 | 25,26
-o*?/o0c |15 (17,9) |10 (11,9)| 13(8,7) | 18 (18) | 7 (16,3) 13,05
o“So/aa 3(3,6) |12(14,3)| 21 (14) | 6(6) 8,7
-SEA LGS | 2(2,4) | 2(2,4) 3(2) 1(1) 8 1,65
-0 7)-037 2 (1,3) 2 0,41
~THA o | 1(12) | 1(1,2) | 1(07) | 1(1) 1(45) | 5 | 1,04
-0/ -o*? 1(1,2) | 1(0,7) 1(2,3) 3 0,62
--SEA/ 6C8q, 2 (1,3) 2 0,41
-7/ o 2 (1,3) 2 0,41
o®Pa/aa | 1(1,2) 1(0,7) 2 0,41
-0C%% /g0 | 1(1,2) 1(1) 2 0,41
Tong 84 (100) | 84 (100) |150 (100)|100 (100)| 43 (100) |22 (100)| 483 | 100

Nhgn xét: C6 12 kiéu gen a-globin, kiéu --5**/aa, -a®"/aa-, a*?/a0 13 3 dang hay gip nhat
Vvéi ti 18 1an lugt 47,62 %; 25,26% va 13,05%.
Bdng 3.3. Ty |é % céc kiéu djt bién gen beta globin ¢ tirng dan tgc

DAN TQC
Ty 18 %
Kiéugen |SanChay| Tay | Nung | Dao |LaChi|H’Méng o | trongcac
(n,%) | (%) | (n%) | (n,%) | (n,%) | (n,%) kiéu gen
dot bién
BCI7/ B |15 (34,9) |14 (38,9)| 25 (50) |19 (35,8)| 6 (35,3) | 6(100) | 85 | 41,46
BCM42/ 8 117 (39,5) | 8 (22,2) | 15 (30) |20 (37,7) |11 (64,7) 71| 34,63
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BCIV2/B 1 9(20,9) | 1(28) | 2(4) | 3(57) 15 7,32
BCI2%/ B 5(13,9) | 6(12) | 2(3.8) 13 6,34
B8/ B 1(23) |5(139) | 2(4) 8 3,91
BVS-l/ B 2 (5,6) 4 (7,5) 6 2,92
BCdl?/BCdZG 1 (1,9) 1 0,49
VsS85 8 | 1 (2,3) 2 (3,8) 3 1,46
Bcaze/BCdze 1 (2,8) 1 0,49
B/ B 1(1,9) 1 0,49
BCdl?/BC41/42 1 (1,9) 1 0,49
Téng | 43 (100) | 36 (100) | 50 (100) | 53 (100) |17 (100)| 6 (100) | 205 100

Nhgn xét: Kiéu gen dot bién 97/ B chiém ti Ié cao nhat trong 11 dot bién phat hién duoc
& 6 dan toc vaéi ti 16 1a 41,46%. Sau d6 1an luot 1a gen dot bién BC¥Y4%/ B chiém 34,63% va
BCIV2/ B véi 7,32%.

C2delT
THAI | 1% HIJQS
1% 0%
HbCs —— 438
9904
“ SEA
-4.2 SEA + -3.7
13% 48% = 4.2
* HbCGs
THAI
B C2delT
Hb Qs

Biéu dé 3.1. Ty 1é cdc allen dét bién Alpha globin
ciia 6 dan tgc thiéu sé khu vwee Pong Bic By
Nhdn xét: Trong nhém 6 dan toc thiéu sé nghién ctau thudc ving Pong Bic Bo phat hién
c6 7 allen dot bién a-Thal, trong d6 dot bién gen SEA chiém ti 1é cao nhat chiém 48%. 3 dot
bién THAI, HbQs, C2delT chiém ti I¢ rat nhé xap xi 2%.
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Biéu d6 3.2. Ty |é cdc allen dpt bién Beta globin
ciia 6 dan tgc thiéu sé khu viee Pong Bic Bé
Nhdn xét: Dot bién Cd17, Cd41/42 1a chi yéu trong nhom dot bién gen Beta globin véi ti
& 1an luot 14 42% va 34,5%. Dot bién HDE co ti 18 12 8%.

IV. BAN LUAN
Nghién cau 6 dan toc thiéu sé sinh séng &
khu vuc Pong Bic Bo bao gom dan toc Tay

(Lang Son, Cao Br:ing, Bic Kan, Thai
Nguyén, Bic Giang, Tuyén Quang), Nung
(Lang Son,Cao Bing, Bic Kan, Thai

Nguyén, Bic Giang, Tuyén Quang), Sén
Chay sinh séng chu yéu tai Tuyén Quang,
Béc Giang, Thai Nguyén. 3 dan toc con lai 1a
dan toc Dao, La Chi va H’Méng sinh séng &
ca 2 ving 1a Pong Bic va Tay Bic Bo phan
bd chu yéu o tinh Ha Giang, dac biét 1a dan
toc La Chi véi 92% s6 nguoi sinh séng &
tinh nay [1]. Mac du cac dan toc co tén goi,
nén vian hoa va phong tuc tap quén khac
nhau nhung cac dan t6c nay van cd nhiing
dic diém tuong tu nhau. Xét vé phuong dién
ngdn ngit ca 6 dan toc nay déu dung chung
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bo ngbn ngtr & hé ngbn ngr Han — Tang
[10]. Nguoi ta da tim thay mdi quan hé sau
sic gitta dan toc Tay va Nung cua Viét Nam
véi dan toc Trang cua tinh Quang Tay; gitta
dan toc San Chay voi nguoi Cao Lan cua
Trung Quéc [6]. Chinh vi nhitng yéu té néu
trén nén cé nhiéu dic diém tuong dong giira
6 dan toc trén vai cac dan toc thuoc mién
Nam Trung Qudc dic biét & cac tinh Quang
Tay, Van Nam.

Két qua nghién cu ¢ bang 3.1 cho thay
ca 6 dan toc thiéu sé duoc khao sat déu co
nguoi mang gen Thal/HST. Ty 1€ mang gen
Thal/HST chung cua cac dan toc la 22,1%,
trong do a-thal 1a 16,7%, B-thal 1a 6,45% va
HDbE la 0,8%. C0 4/6 dan toc co ty 1€ mang
gen Thal/HST > 20%, dan toc San Chay ti I€
mang gen Thal/HST trén 30%. Két qua nay
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cling tuong tu nhu véi nghién ciru cua Sheng
He & mién Nam Trung Qudc nim 2018,
nghién ctu trén 130.000 ngudi cho thay ty 1é
mang gen thalassemia la 19,1%, trong d6 a-
thal la 12,5%, B-thal 5,1% [8]. Nghién cuu
cua Bing Li nghién ciu trén gan 29.000
ngudi & Quang Pong — Trung qudc nim
2014, ty I¢ mang gen thalassemia la 16,45%,
trong do ty I¢ mang gen a-thal 1a 12,03%, (-
thal la 3,8% [5].

Két qua & bang 3.1 va bang 3.2 cho thay &
nhom mang gen o-thal, ty Ié chung cua a’-
thal 1a 8,3% va a-thal 12 8,4%. VVéi cac kiéu
dot bién da dang ching toi phét hién ra 12
kiéu dot bién gen alpha globin, trong d6 cac
kiéu gen --S*4aa, -a®"/aa-, a*%/ao 1a nhidu
nhat ty 1 lan luot 1a 47,62 %; 25,26% va
13,05%. Va trong cac dot bién cua gen a-
globin chang t6i phat hién duoc 7 loai allen
dot bién la SEA (48%), -3.7 (28%); -4.2
(13%); HbCs (9%); THAI (1%) (Biéu do
3.1). Nhu vay véi 4 kiéu dot bién trén da
chiém 99% cac alen dot bién trén gen a-
globin. Ty I¢ cac kiéu dot bién trong nghién
ctru nay kha twong dong vai nghién cau caa
Sheng Hi & mién Nam Trung Qudc, ty &
mang gen a-thal 13 12,5%, véi ty & dot bién
la --SEA  (51,9%), -0>7(19,9%), o %a
(10,58%), -a*? (8,13%) [7]. C6 su khac
nhau rat rd rét vé ty 16 mang gen va kiéu dot
bién gen o-Thal giira 6 dan toc nay, cu thé
cac dan toc ¢o ty 1é mang gen o’-thal cao
nhu dan toc San Chay (14,9%), Dao
(10,2%), Tay va Nung (9,1%); dan téc La
Chi va H’Méng chiém ty 18 thap, lan luot 12
3,3% va 1,5%.

Vé dic diém mang gen - globin trong
nghién ctiu nay, bang 3.1 va 3.3 cho thay c6

6,45% d6i twong nghién ciu mang gen p-
thal, trong do ty I& p°-thal la 6,15%, B*-thal
la 0,3% va HbE la 0,8%. Ty I&¢ mang gen p°-
thal cao ¢ dan toc San Chay (9,8%) va Dao
(9,3%), dan toc Nung va Tay chiém it hon
véi ti 18 lan Tuot 12 5,5% va 6,2%. Cac kiéu
dot bién trén gen B-globin & bang 3.4, véi 8
loai dot bién co 205 allen dot bién gom 189
dot bién p-thal va 16 dot bién HbE. Dot bién
B°-thal gdbm 5 loai dot bién Cd17, Cd41/42,
Cd71/72, IVS1-1, IVS2-654; dot bién p*-thal
gom dot bién -28, -88. Véi 6 dot bién B-
globin gy ra 96% cac alen dot bién trén gen
B-globin 1a Cd17 (42%), Cd41/42 (34,5%),
Cd26 (8%), CA7L/72 (%), -28 (4%). Ty lé
mang gen B-thal va cac kiéu dot bién nay kha
tuong déng VvGi nghién cau ¢ mién nam
Trung Qudc, ty Ié mang gen p-thal 1a 5,1%,
trong d6 2 dot bién chinh la Cd41/42
(43,31%), Cd17 (34,58%), tiép dén la dot
bién CA71/72 (4,25%), -28 (3,9%) [7].

Céc két qua trén cho thay cac dot bién of-
thal va p°-thal cé ty I¢ kha cao & 4 dan toc
bao gém Séan Chay, Dao, Tay va Nung. Theo
nhitng nghién ctu vé dic diém va phong tuc
két hon cua 4 dan toc trén; ta biét dan toc
San Chay it khi két hon véi nguoi cing dan
toc va co su tu do trong viéc tim ban doi; dan
toc Dao c6 nép séng la mong mudn két hén
trong cong dong dé duy tri duoc ngdn ngit va
phong tuc tap quan cta minh; con vaéi dan
toc Tay, Nung khdng cd nguyén tac két hon
khit khe va cling trong tu nhu dan toc San
Chay 1a duoc tu do tim hiéu 1an nhau. Tuy
nhién, do da s6 nhitg ngudi dan toc thiéu s6
chi 1am viéc va sinh sbng tai dia phuong nén
ho thuong két hon trong cung dia phuong.
Chinh vi nhiing dic diém sinh séng dic tho
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va vadi ty 1€ mang gen bénh thalassemia cao
trong cong dong cac dan toc & Pong Bic,
nén ¢ cac dan toc nay, kha nang hai nguoi
cling mang gen bénh thalassemia két hon véi
nhau cao, néu 2 ngudi cing mang gen pC-thal
thi ho s& c6 nguy co sinh con mic thé ning
cua Beta Thalassemia, véi thé bénh nay bénh
nhan phéat hién thiéu mau khi méi chi vai
thang tudi va s& phai truyén mau sudt doi.
Con néu 2 nguoi cing mang gen o’-thal thi
con sinh ra sé& c6 thé s& bi phu thai — thé bénh
nang nhat cua Alpha Thalassemia. Qua phan
tich nhiing dic diém mang gen Thal/HST
ctia 4 dan toc thiéu sb trén ta thay ty & mang
gen cao. Bon dan toc bao gdom San Chay,
Dao, Tay, Nung cd ti I¢ mang gen a’-thal va
B° -thal cao nén rat can sy quan tam caa 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 nhitng daa tré bi bénh
Thalassemia.

Dan toc H’Mong c6 s6 dan gan 1,4 triéu
ngudi ¢6 ti 18 ngudi mang cac dot bién gen
Alpha va Beta globin thap nhat trong 6 dan
toc nghién ctru. Nguoi H’Méng thuong song
riéng biét thanh ban trén cdc ndi cao co6 xu
huéng két hén trong cung dan toc. Dan toc
La Chi la dan toc c6 sé dan dang thir 37/54
dan toc & Viet Nam voi sé dan 1a khoang
15000 nguoi (theo diéu tra cua Tong cuc dan
s6 nam 2019) [1] . Dan toc La Chi cu tra &
38/63 tinh thanh, nhung 92% ngudi dan toc
séng ¢ cac x& Ban Phung, Ban Diu va Ban
Méy cua cac huyén Xin Man, Hoang Su
Phi (tinh Ha Giang), nhitng ban nay nam rat
xa cac duong lon, ngudi dan thuong chi lam
Viéc tai dia phuong va nguyén tac két hon la
trong noi bo dan toc. Co I& do dic diém sinh
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séng va két hon cua H’Mong va La Chi khép
kin nén ty I¢ mang gen cuia 2 dan toc nay van
duy tri & mac thip mic di cac dan toc khac
& cung tinh, huyén nhu dan toc San Chay,
Tay, Nung, Dao c6 ty 1é mang gen cao.

V. KET LUAN

Budc dau khao sat tinh hinh mang gen
Thal/HST trong khu vuc Pong Bic Bo véi 6
dan toc it ngudi cho thay ti 16 mang gen
chung kha cao chiém 22,1%, dan toc Sén
Chay chiém ti 1¢ cao nhat la 31,7%, dan toc
Tay 26,11%, dan toc Dao 25,46%, dan toc
Nung 24,74%, dan toc La Chi 14,01% va dén
toc H’Mong 6,72%.

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

Ty I¢ mang gen B-thal chiém 6,45% va
HbE 14 0,8%. V6i 8 dot bién p-thal 1a Cd26,
Cd 17, Cd41/42, Cd71/72, -28, IVS1-1,
IVS2.654 va -88 thi 3 dot bién phod bién nhat
la Cd17 (42%), Cd41/42 (34,5%) va Cd26
(8%).

Ty Ié¢ mang gen bénh thalassemia cé su
khac nhau giira cac dan toc sinh séng trong
cting khu vue c6 lién quan dén dic diém sinh
séng va két hon.
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NGHIEN CU’U TINH HINH MANG GEN BENH THALASSEMIA
VA HUYET SAC TO & 7 DAN TOC THIEU SO
THUOC KHU VU'C TAY BAC VIET NAM

Bach Quéc Khanh!, Nguyén Thj Thu Ha!, Ngd Manh Quan?,
Vii Hai Toan!, Lé Khanh Quynh?, Lé Thi Thu Huyén?,

TOM TAT

Muc tiéu nghién ciu: Xac dinh ti 1¢ mang
gen bénh Thalassemia, huyét sic té ¢ 7 dan toc
thiéu sb thuoc khu vuc Tay Bic. Phuong phap
nghién cieu: M0 ta cit ngang cd phan tich trén
d6i twong 1a 3037 ngudi thudc 7 dan toc thiéu so:
Ha Nhi, Lu, La Hu, La Ha, Lao, Xinh Mun, Giay
tir thang 1/2017 dén thang 12/2017. Két qua
nghién cau: Ty 1€ chung mang gen Thalassemia
va huyét sic té 1a 29,6%. Ty 1é ngudi mang gen
o-thalassemia, B-thalassemia va HbE lan luot 1a
17,4%; 6,4% va 10,5%, ty I¢ mang ddng thoi gen
o- va B-thalassemia 1a 4,6%. C6 5 kiéu dot bién
trén gen a-globin. Trong do ty Ié dot bién SEA
cao nhat (47,9%). C6 6 dot bién trén gen p-
globin, dot bién Cd26 chiém 65,6%. Két luan:
Ty lé mang gen Thalassemia va huyét sic té cua
7 dan toc thiéu sé khu vuc Tay Bic 1a kha cao.
Céc dang dot bién trén gen o-globin va - globin
déu rat da dang va c6 sy khac nhau giira cac dan
toc trong cung mot khu vuc.

Tir khéa: Thalassemia, dan toc thiéu sd, khu
vuc Tay Bic.
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Nguyén Thi Dinh?, Nguyén Anh Tril

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 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
HDbE and 4.6% with both a- and B-thalassemia.
There are 5 a-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 B-thalassemia mutations and 11 genotype
were characterized in the p-thalassemia, with the
common  B-thalassemia  mutations  being
Cd26 mutation (65.6%).

Keywords: Thalassemia, minorities ethnic,
northwest Vietnam region.
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I. DAT VAN DE

Thalassemia la nhém bénh huyét sic t6 di
truyén c6 ty 1& cao trén Thé giéi va Viét
Nam. Bénh c6 c6 tinh dan toc va dia du rdo
rét. Viet Nam 1a qudc gia c6 da dan toc sinh
séng. Hién nay, con rat nhiéu dan toc thiéu
s6 ma chua c6 s6 lidu vé tinh hinh mang gen
thalassemia/huyét sic t. Trong nghién ctu
nay, chlng toi chon 7 dan toc chi sinh séng &
Tay Bic va c6 s6 dan tr 5000 dén 250.000
dé tim hiéu vé dic diém mang gen bénh
Thalassemia/huyét sic to, véi muc tiéu:
“Xdc dinh t/ 1¢ mang gen bénh Thalassemia,
huyét sac té ¢ 7 dan téc Xinh Mun, Ha Nhi,
Lao, La Hu, La Ha, L, Giay .

IIl. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

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

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

2.2. Phwong phap nghién ctiru

- Thiét ké nghién cwku: Phuong phap
nghién ciru md ta cit ngang.

- Tiéu chuan chon miu: Pbi tuong
nghién ciru cé cha me cung dan toc, tai thoi
diém nghién ciu khong c6 biéu hién s,
nhiém tring hay mic cac bénh Iy khac kém
theo.

- C& miu: Puoc tinh theo cong thie wéc
lugng cho 1 ty Ié:

(p x &)

e V6i mirc ¥ nghia théng ké a = 0,05 ¢6
Z1-02=1,96

e Hé sb thiét ké do lua chon mau chuan
nén ching tdi lra chon hé sé thiét ké 1a 2

n= Zian

e p la ti I¢ mang gen bénh khac nhau
gitra c&c dan toc.

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

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

e Tong c¢& mau dy kién 1a 3.022 nguoi,
trén thuc té sé miu dat tiéu chuin nghién
ctru 1a 3.037 nguoi.

- Phwong phap thu thap soé liéu nghién
ciu va ky thuat thuc hién: Phuong phap
chon mau duoc tién hanh qua 3 budc: 1) Lya
chon tinh, 2) Lya chon truong hoc/xa
phudng, 3) Lua chon ddi tugng nghién ciu.

- Cac xét nghiém dwegc thuc hién tai
Vién Huyét hoc — Truyén mau TW.

e Tong phan tich té bao mau bang
nguyén ly lazer trén may dém té bao tu dong.

e Xac dinh thanh phan huyét sic t6 bang
ki thuat HPLC trén may Ultra?, hang Trinity
Biotech.

e Xac dinh dot bién gen globin bang
phuong phap PCR véi cac dot bién pho bién:

= Cac dot bién trén gen Beta globin:
Cdl7, Cd41/42, Cd26, Cd71/72, Cd95,
IVS1-1, IVS1-5, IVS2.654, -28, -88, -90.

= Cac dot bién trén gen Alpha globin:
SEA, THAI, 3.7, 4.2, HbCs, HbQs, C2del T

e Xac dinh dot bién gen Alpha globin va
Beta globin bang phuong phap giai trinh ty
gen Sanger véi cac mau khéng xac dinh
duoc cac dot bién trén.

2.3. Mgt sb tiéu chuin sir dung trong
nghién cwu:

e Dot bién o°-thal: 1a cac dot bién mat ca
2 gen a trén mot nhiém sic thé (kiéu gen: --/
ao.), nhu dot biét SEA, THAL;
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e Dot bién of-thal: 1a cac dot bién lam
mét 1 gen a trén mot nhidm sic thé (kiéu
gen: -a/oo), nhu dot bién: 3.7, 4.2, c2delT,
HbCs, HbQs.

e Dot bién po-thal: 1a cac dot bién lam
mét chirc niang gen B-globin, gom dot bién
Cd17, Cd41/42, Cd 71/72, Cd95, IVS1-1,
IVS1-5, IVS2-654.

e Dot bién p'-thalassemia 1a cac dot
bién 1am giam chac ning gen p-globin khi
xé4c dinh c6 dot bién -28, -29, -88, -90.

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

1. KET QUA NGHIEN cU'U

2.4. Phwong phap xir Iy sé liéu: Phan
tich sé liéu bang phan mém SPSS 16.0. M
ta dudi dang phan tram céc bién dinh luong.

2.5. Pao dic nghién ciu: Ddi tuwong
dugc tu van truéc, ty nguyén tham gia
nghién ciru hodc ¢6 sy dong y cua gia dinh.
Céac két qua nghién ctru dugc ma hoa, dam
bao bi mat va chi st dung cho muc dich
nghién cuu. Nghién ctru da dugc thong qua
hoi déng dao duc trong nghién ctu y sinh
hoc cap co s cua Vién Huyét hoc — Truyén
mau TW thang 01/2017.

Bdng 3.1. Ty I& mang gen thalassemia/bénh HST ¢ 7 dan tgc thiéu sé ving Tay Bac

S ngudi S6 nguwoi mang gen B— SO nguoico Phé]
I L globin dot bien hop 2 dot bien o
Cé miu S0 ngwdi mang mang gen a- olobin va f-
gen thal/HST thal p -thal HbE globin
0, [0) 0, [0)
(n, %) (n,%) (n,%0) (n,%) (n.%)
Xinh Mun 48 16 155 43
0,
(n=25a) | L10(B93%) | 15 g0, (6,3%) (61%) (16,9%)
Lao 51 84 52
0, 0,
(n=546) 254 (46,5%) | 172 (31,5%) (9.3%) (15.4%) (9.5%)
Ly 35 41 23
¢ 0, 0,
(n=403) 168 (41,7%) | 115 (28,5%) (8.7%) (10.2%) (5.7%)
La Ha 78 35 35 10
0,
(n=369) | 22 (6.6%) | 51 1o (9,5%) (9,5%) (2.7%)
Ha Nhi 11 8 3
(n=593) (1,9%) (1,4%) (0,5%) 0 0
La Hu 1 1 0 0 0
n= ,2% ,2%
(n=429) (0,2%) (0,2%)
Giay 154 107 54 4 11
gn:443) (34,8%) (n=24,2%) (12,2%) (0,9%) (2,5%)
Tong cfng 0 0 194 319 139
(n=3037) 899 (29,6%) | 529 (17,4%) (6,4%) (10,5%) (4,6%)

Nhgn xét: Trong 3037 ngudi, ¢ 899 nguoi chiém 29,6% mang gen thalassemia/bénh
HST. Ty I¢ mang gen a-thalassemia la 17,4%, mang gen HbE la 10,5%, mang gen f3-

thalassemia la 6,4%.
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Bdng 3.2. Ty 1é céc kiéu gen thalassemia ¢ 7 dan tgc thiéu sé viing Tay Bic

Din toc o’ - thal a’- thal B°- thal B* - thal HbE
0 (n,%) (n,%) (n,%) (n,%) (n.%)
Xinh Mun 10 18 506) | 1(0,4%) 0 16 (6,3%) | 155 (61%)
(n=254)
(nl—_gZG) 60 (119) | 120(22%) | 39(7,1%) | 12(2,2%) | 84 (54%)
(n_L 4%3) 66 (16,4%) | 53 (13,2%) | 33(8.2%) | 2(0,5%) |41 (10,2%)
La Ha
0 0 0 0
(n=369) 47 (12,7%) | 35(9,5%) 35 (9,5%) 0 35 (9,5%)
Ha Nhi
0, 0 0
(n=593) 3(0,5%) 5 (0,8%) 0 3 (0,5%) 0
La Hu
0,
(1=429) 0 1 (0,2%) 0 0 0
Giay . . . )
(n=443) 51 (115%) | 59(13,3%) | 51(11,5%) | 3(0,7%) 0
Téng cong . . ) 0 315
(n=3037) 277 (91%) | 274(9%) | 158(52%) | 36.(12%) | ;o400

Nhgn xét: Mot s6 dan toc co ty 1é kiéu gen a’-thal cao nhu Xinh Mun (18,5%), Lu
(16,2%), La Ha (12,7%), Lao (11%). Dan toc Lao, Ly, La Ha c6 ty 1& kiéu gen B°-thal cao

(7,1% - 9,5%), dan toc Xinh Mun c6 ty & c6 HbE rét cao (61%).

Bing 3.3. Ddc diém cdc dgt bién trén gen a-globin

vieo
Tyleoe | V1% TV 18 %
, | trong dol " .
.z £ trong cac Alen dot | _ ; trong cac
Kiéu gen So luwgng % tuong .z So lwgng N
kieu gen nahién bien alen'd(_)t
dotbién | "9 bién
cliu
a0 253 47,8% 8,3% SEA 272 47,9%
-0 /oo 164 31% 5,4% 215 37,9%
-o*2/a 46 8,7% 1,4% 50 8,8%
a%Sa/aa 25 4,7% 0,8% HbCs 29 5,1%
--SEA [-o37 15 2,8% 0,5% THAI 2 0,3%
-3 -a37 16 3% 0,5%
--THAL a0 2 0,4% 0,1%
-0/ -a*? 2 0,4% 0,1%
--SEA/ % 2 0,4% 0,1%
--SEA [-g42 2 0,4% 0,1%
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-7/ a%a 2 0,4% 0,1%

g gen ¢4 17,4% |
aa/oo (binh thuong) | 2508 82,6%

Tong cong 3037 100%

Nhgn xét: C6 529 ngudi mang gen dot bién a-globin chiém 17,4% trong tong sé déi tuong
nghién ciu, c¢6 11 kiéu gen, kiéu gen --S¥%/aa co ty 1& cao nhét chiém 47,8%. Tong sb alen
dot bién 12 568 véi 5 kiéu alen, alen dot bién SEA chiém ty 1¢ cao nhat 47,9%.

Béng 3.4. Pdc diém cdc dat bién trén gen g-globin

Ty 18 %
Ty1e% troynec;c Tylg%
2 S6 |trongcac| _,. g Alen djt S6 | trong cac
Kiéu gen 2 doi twong X .
lwgng | kieu gen o bien lwgng | alen dgt
Y nghién x
dot bien - bién
BCI26/ B 258 51,4% 8,5% Cd26 369 65,6%
B/ B 57 11,4% 1,9% Cd41/42 53 9,4%
peostiaz) g 52 10,4% 1,7% -28 36 6,4%
pC26/pCd26 50 10% 1,6% Cd17 60 10,7%
peIrz g 42 8,4% 1,4% Cd71/72 43 7,6%
B2 B 30 6% 1% IVS1-1 2 0,3%
p28/pCd6 6 1,2% 0,2%
BCdl?/BCdZG 3 0,6% 0,1%
BCd41/42/BCd26 1 0,2% 0103%
BCd?l/?Z/BCdZG 1 0,2% 0103%
B/ p'vSit 2 0,4% 0,06%
e e T B el e R
B /B (binh thuong) | 2535 83,5%
Tong sb 3037 100%

Nhgn xét: Co6 502 nguoi mang gen dot bién B-globin, chiém 16,5% trong téng s6 ddi
tuong nghién ctu. Vi 11 kiéu gen, kiéu gen B2/ B ¢ ty Ié cao nhat chiém 51,4%, pC92¢/
BC926 ¢4 50 ngudi. Tong sé alen dot bién 1a 563 véi 6 kiéu dot bién, dot bién Cd26 véi ty 1é
10%, chiém ty 18 cao nhat 1a 65,6%. C6 4 kiéu dot bién pthal 1a Cd17, Cd41/42, Cd71/72,

IVS1-1.
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IV. BAN LUAN

Tay Bic Ia khu vyc sinh séng cua trén 20
dan toc nguoi Viét. Do c6 dia hinh nui cao
va chia cit sau, cac dan toc thiéu sb sinh
sbéng kha tap trung, véi xu hudng két hon gan
trong cong dong cing noi sinh sbng, trong
cung mot dan toc. Céc tinh Lao Cai, Lai
Chau c6 bién gisi voi Trung Quéc; Son La
6 bién gidi voi Lao.

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

C6 5 dan toc cd ty 1¢ mang gen of-thal cao
nhu Xinh Mun (18,5%), Ly (16,2%), La Ha
(12,7%), Gidy (11,5%), Lao (11%), 1a diéu
rat dang lo ngai. Vi dot bién o-thal la dot
bién mét doan ca 2 gen ol va gen a2, nhu
(-- SEA, - THAN 46t bién nay 1am mat tong
hop chudi a-globin. Néu ca 2 vo chdng cling
c6 kiéu dot bién nay, mdi khi sinh con, c6
25% kha ning con mang ca gen bénh ciia bd
va gen bénh caa me, con c6 kiéu gen (--S54/--
SEAY. V6i kiéu gen bénh gen (--SFA/--SEA) 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 ¢6

& luc cao voi oxy nén khdng nha oxy tai to
chire vi vay céc td chic s& bi thiéu oxy. Véi
dic diém hoat dong cua gen globin, khi thai
& 3 thang cudi thai ky, khdng con huyét sic
t6 phoi thai Portland2 (£2y2) nita. Néu thai
nhi bi mét ca 4 gen a-globin, co thé thai nhi
chi c6 HbBart’s (y4) va HbH (Ba), lac do thai
s& bi thiéu oxy rat nang dan dén suy tim, phu
rau thai gy tir vong & 3 thang cudi thai ky
hoac ngay sau sinh. Thai nhi bi phi c6 thé
gay tinh trang nhiém doc thai nghén cho
ngudi me va cé thé tir vong néu khong duoc
kham, xét nghiém va diéu tri kip thoi. Theo
nghién ctu tai Quang Tay - Trung Québc Voi
dan s6 78 triéu nguoi, chi co 4,1% nguoi
mang gen dot bién (-- S¥4), ma uéc tinh mdi
nam c6 425 thai nhi bi HbBart’s [3].

Vé dic diém sinh séng cua cac dan toc:
Dan toc Xinh Mun c6 dan sb 23.278 nguoi,
cu tra tap trung tai ving Tay Bic Bo (chiém
91,5%), cha yéu & vung bién gisi Viét-Lao
thudc huyén Yén Chéu tinh Son La [4]. Déan
toc Xinh Mun cha yéu két hén gan trong
cuing cong dong caa minh, ty 1é dan sé tir 15
tudi tro 1én da timng két hon cao (83,9%), ty
I¢ tao hon cao (44,8%) [4] [5]. Phu nir dan
toc Xinh Mun khi c6 thai van di rung, di
nuong cho dén tan ngdy sinh, san phu
thuong tu sinh con tai nha ma khong dén céc
co so' Y té [6]. Nguoi Lao véi dan s khoang
15.000 nguoi, cu tru tap trung tai tinh Lai
Chau (38,6%), Pién Bién (30,6%), Son La
(22,6%). Dan toc Lu c6 5.601 nguoi, cu tru
tap trung tai tinh Lai Chéau (98,0%). Dan toc
La Ha c6 dan sb 8.177 ngudi, chu yéu tap
trung tai cac huyén Bic Yén, Muong La,
Thuan Chau cua tinh Son La. Dan toc Giay
v6i dan sé khoang 58.617 ngudi, cu tra tap
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trung tai tinh Lao Cai (48,8%). Ca 5 dan toc
nay déu ¢ cac ving sau ving xa, kho tiép can
véi cac dich vu cham soc y té ciing nhu cac
didu kien kinh té x4 hoi khac [4][5].

Vi ty 1é mang gen a®-thal rit cao va dic
diém vé diéu kién séng hién nay cua bon dan
toc ndy, chdng toi thay thuc su lo ngai cho
suc khoe cua cac thai phu khi ho khéng duoc
tur van, xét nghiém va kham thai dinh ky.

V& d6t bién gen a-globin, tong sé alen dot
bién 1a 568 véi 5 kiéu alen, alen dot bién
SEA chiém ty Ié cao nhat 47,9%, tiép dén la
3.7 (37,9%), 4.2 (8,8%), HbCs (5,1%), THAI
(0,3%) (Bang 3). Ty & cac kiéu dot bién
trong nghién ctu nay kha twong dong véi
nghién cau cua HeS, LiJ & mién Nam Trung
Quéc, ty 1&é mang gen o-thalassemia la
12,5%, véi ty 18 dot bién la -S4 (51,9%), -
37 (19,9%), o Sa. (10,58%), -0 (8,13%)
[4]. Su da dang cua cac dot bién nén da tao
ra sy da dang vé kiéu gen. C6 11 kiéu gen,
kiéu gen --S*4/00 ¢6 ty & cao nhat chiém
47,8%, va c6 37 nguoi co 2 dot bién, trong
d6 co6 2 truong hop Alpha thalassemia vai
kiéu gen --S*4/ a®%q, nhiing truong hop nay
c6 biéu hién 1am sang nhe dén trung binh. C6
17 truong hop 14 HoH (--SEA /-g37, --SEA /.
0*?), kiéu gen nay thuong chi thiéu méau nhe.

Két qua & bang 2 cho thay, ty 1é mang gen
B-thal va HbE ciing rat khac nhau giira cac
dan toc. Dan toc Giay, Lao, Lu va La Ha co
ty 16 mang gen B’-thal cao, tr 7,1% dén
11,5%, trong khi ¢ 3 dan toc Xinh Mun, Ha
Nhi va La Hu thi khéng phét hién truong hop
nao. Ty I&é HbE rat cao ¢ dan toc Xinh Mun
véi ty 1¢ 61%, Lu (10,2%), La Ha (9,5%),
Lao (5,4%). Trong 563 alen dot bién p-
globin, dot bién Cd26 (HbE) chiém 65,6%,
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Cd17 (10,7%), Cd41/42 (9,4%), Cd71/72
(7,6%), -28 (6,4%), IVS1-1 (0,3%).

Déan toc Lao, Ly, La Ha vira co ty 1€ mang
gen B%-thal cao, vira c6 ty 1é mang gen HbE,
Vi vay c6 nguy co cao hai nguoi cung mang
gen p°-thal hoic mot nguoi mang gen BO-thal
va mot ngudi mang gen HbE két hén véi
nhau. MJi lan sinh con, nhiing cap vo chong
nay c6 25% nguy co con bi bénh Beta
thalassemia thé nang (B%/p°) hoic B-thal/HbE
— ¢0 biéu hién 1am sang thiéu mau trung binh
dén nang.

Dan toc Xinh Mun véi dic diém ty 18
HbE rét cao (61%) va B* -thal, thi kha niang 2
ngudi mang gen HbE cung dan toc két hon
véi nhau cao, nhu vay c6 kha nang sinh con
bi bénh huyét sic té E (dong hop tir HbE),
kiéu gen nay thuong khong gay thiéu mau.
Trong nghién ctru nay, chang t6i da gap 50
ngudi c6 kiéu gen BC9%/pC9% ho khong co
biéu 1am sang dic biét.

Hai dan toc La Hu (Lai Chau) va Ha Nhi
(Lai Chau, Lao Cai) c0 ty I€ ngudi mang gen
thalassemia va bénh HST thip nhat 1a 0,2%
va 1,9% (bang 3.1). Dén toc La Hu (9.651
ngudi) chi sdng tap trung tai 3 xa caa huyén
Muong T¢, Lai Chau; dan tdéc 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 ctiu cua chiang t6i, trong s6
596 nguoi Ha Nhi dugc ldy mau thi c6 593
ngudi (99,5%) la thuan chung. Trong sé 432
ngudi La Hu thi 99,3% trudng hop la bé /me
cuing dan toc (Ha Nhi). Co thé, véi dic diém
dinh cu tap trung va két hdn trong cing dan
toc nén 2 dan toc da tranh duoc su di truyén
gen bénh Thalassemia tir cac dan toc khac
trong cung tinh.


https://www.ncbi.nlm.nih.gov/pubmed/?term=He%20S%5BAuthor%5D&cauthor=true&cauthor_uid=29477874
https://www.ncbi.nlm.nih.gov/pubmed/?term=Li%20J%5BAuthor%5D&cauthor=true&cauthor_uid=29477874
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V. KET LUAN

Nhu vay, tir két qua nghién ctu nay cho
thiy, cac dan toc Xinh Mun, Lao, Ly, La Ha,
Giay c6 ty 1&é mang gen a’-thal cao vi thé c6
nguy co thai bi bénh ly Hb Bart gay phu thai.
Dan toc Lao, Ly, La Ha, Giay c6 ty lé p°-thal
cao nén co6 nguy co con bi bénh Beta
thalassemia thé ning (B%p° hoic P-
thal/HbE. Déan toc La Hu, Ha Nhi co ty 1€
mang gen thalassemia/ HST rt thap.
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NGHIEN CU'U PAC PIEM GEN THALASSEMIA/BENH HUYET SAC TO
O DAN TOC THAI VA MUONG

Bach Quéc Khanh, Nguyén Thi Thu Ha,

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

TOM TAT

Muc tiéu nghién ciu: Xac dinh dic diém
gen Thalassemia/ bénh huyét sic t6 & 2 dan toc
Thai va Muong. Phwong phap nghién ciru: Mo
ta cit ngang c6 phan tich trén ddi twong la 817
hoc sinh thudc 2 dan toc Thai va Muong. Két
qua nghién ciu: Ty Ié chung mang gen dot bién
globin la 39,4%, ty & nguoi mang gen o-thal
chiém 22,9%, trong d6 chii yéu l1a o-thal véi
15,8%. Cac dot bién HbE va B-thal c6 ty Ié lan
luot 14 18,4% va 4,7%. C6 7 kiéu gen dot bién a-
thal véi kiéu gen --S¥%/aa ¢ ty 1é cao nhat la
68,7% va 7 kiéu gen dot bién B-thal, kiéu gen
B2/ B hay gap nhét, véi ty 16 74,8%. C6 5 kiéu
allen dot bién trén gen a-globin, dot bién SEA
dung dau co ti 1& gap 67,9%; dot bién 3.7, 4.2 véi
ti 1¢ lan luot 1a 21,4% va 5,3%. C6 5 kiéu allen
dot bién trén gen B- globin trong d6 Cd26 chiém
ty 1€ cao nhat voi 80,2%, sau dé 1a Cd17 va Cd
41/42 véi ty 1¢ lan luot 11,2% va 4,6%. Két
luan: Ty 1é chung mang gen Thalassemia va
bénh huyét sic t6 cua 2 dan toc Thai va Muong
la 39,4% va gap cha yéu l1a dot bién o Thal
15,8% va HbE 18,4%. Ty Ié¢ mang gen va céac
dot bién gap ¢ 2 dan toc nay déu cao va ¢ nhiéu
nét twong dong vai nhau.

Tir khoa: Thalassemia, bénh huyét sic td, dan
toc Thai, dan toc Muong.

(*)Vién Huyét hoc — Truyén mau 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 duyét bai: 19/4/2021
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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 a-Thal
gene was 22.5%, of which mutant - Thal gene
was dominated with 15.8%. The HbE and B-Thal
mutations account for 18.4% and 4.7%,
respectively. There are 7 a-thal genotypes, of
which the most common was -->®%/aa with
68.7%. 7 B-thal genotypes were also reported and
the most frequent genotype was 4%/ B (74.8%).
There are 5 types of allen mutations on the a-
globin gene, SEA mutation accounted for the
highest percentage with 67.89%; followed by 3.7
and 4.2 mutations with 21.4% and 5.3%
respectively. There are 5 mutant allens on the (-
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 o’ 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 1a bénh thiéu mau tan mau di
truyén phé bién, dic trung boi sy khiém
khuyét trong tong hop chudi globin ma ¢ day
1a bat thuong tong hop chudi Alpha va/hoic
Beta globin. Thalassemia phan bé khap toan
cau va Viét Nam 1a mot nude o ty 1é mac
bénh, mang gen bénh cao, dac biét ¢ cac
ving mién ndi va dan toc thiéu sé. Theo
thdng ké dia ban cu tra va dan s cac dan toc
Viét Nam, ching tdi nhan thiy phan 16n céc
dan toc thiéu sé co xu hudng dinh cu tap
trung theo vé dia du, ving mién; tuy nhién
c6 2 dan toc thiéu s 1a dan toc Thai va
Muong lai sinh song & nhiéu khu vuc khac
nhau chu yéu & khu vuc Tay Bic B, Bic
Trung Bo va mot phan & Tay Nguyén. Chinh
vi su dac biét nay nén ching tdi tién hanh
nghién cuu véi muc tiéu la: “Nghién ciru dac
diém gen Thalassemia/ bénh huyét sdc té ¢
dan téc Thai va Muong .

I1. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciéu

- 817 hoc sinh cac truong THPT/THCS,
dan toc ndi trd va nhirng nguoi dan khu vuc
lan can thuoc dan toc Thai va Muong.

- Tiéu chuan chon mau: Péi tugng duoc
nghién ciru ¢ cha va me cung dan toc, duoc
nha trudng tu van va phu huynh dong y cho
tham gia nghién cau. Tai thoi diém nghién
ctru khong cd biéu hién nhidm tring, sot hay
méc cac bénh Iy khac kém theo.

2.2. Thai gian nghién cieu: Thoi gian lay
mau tir thang 1 dén 12 nam 2017

2.3. Pia diém: Ldy miu dan toc Thai &
Son La, Lai Chau, Thanh Hoéa, Ngh¢ An;
Déan toc Muong ¢ Thanh Hoa.

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

2.4. Phuong phap nghién ciu

- Thiét ké nghién ciu: Theo phuong
phap mo ta cat ngang c6 phan tich.

- C& mau: Tinh theo cong thirc uwéc lugng
cho 1ty l¢:

p(1-p)

Zl-a/2 -
(p x &

n=

Trong do:

- Mrc ¥ nghia théng ké a = 0,05 ¢c6

Z1-an=1,96.

Hé s thiét ké: Do lya chon mau chim
nén ching toi lra chon hé sé thiét ké 1a 2.

U'6ce tinh p=0,27 va € = 0,25, ¢& mau toi
thiéu can 327 nguoi cho mdi dan toc

Tong ¢& mau dy kién 14 654 nguoi.

Trén thuc té, s6 mau dat tiéu chuan
nghién ctru 1a 817 ngudi, dam bao du ¢& mau
theo nghién ctu.

2.5. Phuong phap tién hanh:

Chon tinh ¢6 chu dich dua vao noi co
nhiéu ngudi dan toc Thai, Muong sinh séng,
cu thé dan toc Thai chon tinh Son La, Lai
Chéu, Thanh Hba, Nghé An; Dan toc Muong
chon tinh Thanh Hoa. Tiép theo la chon
trrong 16p noi ¢6 hoc sinh thudc dan toc
nghién ciru va chon ddi twong nghién ciu.
Tap trung tu van, thu thap théng tin c& nhan
va lay mau xét nghiém.

Mau dugc phan tich tai vién Huyét hoc -
Truyén méau Trung Uong v&i Ccac xét
nghiém:
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4. Téng phan tich té bao bang may dém
tu dong (chi sé6 MCV < 85ft va/ hoic MCH<
28pg) bang nguyén ly lazer.

5. Dién di huyét sic t6 bang phwong
phép sic ky long cao &p (HPLC).

6. Phét hién cac dot bién gen globin
bang k¥ thuat Multiplex PCR, Gap- PCR x&c
dinh dot bién gen 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, -28, -29, -8, -90, Cd26 (HbE)) va
giai trinh ty gen o, B globin (trong truong
hop khéng xac dinh duoc bang PCR).

2.6. Mot so tiéu chuan chan doan [4]:

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

- Dot bién a*-thal: 1a cac dot bién 1am mat
1 gen o trén mot nhiém sic thé (kiéu gen: -
a/aa): 3.7, 4.2, c2del T, HbCs, HbQs.

Il. KET QUA NGHIEN cU'U

- Dot bién p°-thal: 1a cac dot bién l1am mat
chuc nang gen B-globin: Cd17, Cd41/42, Cd
71/72, Cd95, IVS1-1, IVS1-5, IVS2-654.

- Dot bién B*-thalassemia: dot bién lam
giam chuc nang gen B-globin: -28, -29, -88, -
99.

- Bénh huyét sic t6 (HbE): Cd26 (GAG-
YAAG).

2.7. Phuong phap xir ly s6 ligu:

Phan tich sb liéu bang phan mém SPSS
16.0. M6 ta dudi dang phan trim véi cac
bién dinh luong.

2.8. Pao dic nghién ciu: Cac ho gia
dinh c6 hoc sinh thudc d6i twong nghién cau
dugc tu van vé bénh ly Thalassemia, giai
thich y nghia cua nghién ciu, dong y tu
nguyén tham gia nghién cttu. Moi thdng tin
c4 nhan dugc bao mat. Céac s lidu thu thap
duoc chi sir dung nham cho muyc dich nghién
ctru chir khdng nham muc dich nao khac.

Bdng 3.1 Ty 1 mang gen Thal/HST c#a dan téc Thdi va Mwong

Pt bién a-globin Pot bién p-globin b Sé nguoi
Dantgc | o°-Thal | a*-Thal | B°-Thal | B* Thal €6 dgt bien
gen globin
N % N | % | n | % | n | %]| n | (% (n,%)
Thai 183
(n=ag1) | 75 | 156 36| 75| 14 [ 29| 1 /02|90 |187 | o0
Muong 139
(n=336) | 54 | 161 | 22|66 | 19 | 57| 5 | 15|60 | 179 |
Tong | 129 | 158 | 58 | 71| 33 |40 | 6 |07 329
=817 150 | 18,4 39,4
(n=817) 187 (22,9) 39 (47) (39.4)

Nhgn xét: Ty 1é mang gen dot bién globin chung dan toc Thai 1a 38%; dan toc Muong la

41,1%. Ty lé o-thalassemia & dan toc Théi 1a 15,6% va Muong la 16,1%.

Ty l¢ p°

thalassemia ¢ dan toc Thai la 2,9% va Muong la 5,7%.
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Béng 3.2. Pdc diém cdc dét bién trén gen a-globin

" Thai | Mwong | Téng Allen Thai |[Mwong| _
Kiéu gen e s K Tong
n, % n, % (n, %) dot bien n, % n, %
73 52 125 74 53 127
~aa (68.2) |(69,3%)| (68,7) SEA 66.7) | (69.7) | (67,9)
e 20 12 32 37 27 13 40
(18,7%) | (16%) | (17,6) (243) | (17,1) | (21,9
-0*?/aa |6 (5,6%) |4 (5,3%)| 10 (5,5) 4.2 6(54) |4(53) | 10 (53)
oa/oo |3 (2,8%) |5 (6,7%)| 8 (4,4) HbCs 3(2,7) |5(6,6) | 8(4,3)
-o0371-a3" |3 (2,8%) - 3(1,6) THAI 109 [1(13) | 2(1,1)
~-THA /g | 1(0,9) | 1(1,3) | 2(1,1)
--SEAL 0371 1(0,9 | 1(1,3) | 2(LD)
Tong 182 (100) 111 (100)76 (100)(187 (100)

Nhgn xét: Phét hién dugc 182 ngudi mang gen, 7 kiéu gen véi 187 allen dot bién. Kiéu
gen --SEA / aa chiém ty 1¢ cao nhat véi 68,7%; sau d6 1a -a®"/aa véi 17,6%. Allen dot bién
SEA va 3.7 chiém ty I cao lan luogt 12 67,9% va 21,4%.

Béng 3.3. Pdc diém cdc dit bién trén gen p -globin

2 Thai | Mwong 2 Allen Thai | Mwong .
Kiéu gen Tong oz Tong
n,% | n,% dot bien n, % n, %
81 59 140 98 60 158
B/ B (77,9) | (71,1) | (74,8) Cd26 (86,7) | (71,4) | (80,2)
B/ | 6(5,8) |14 (16,9)|20 (10,7) Cd17 7(6,2) |15(17,9) |22 (11,2)
B/ g4 1 7(6,7) | 2(2,4) | 9(4,8) Cd41/42 7(62) | 2(24) | 9(4,6)
BCI26 /BCI26 | 8 (7,7) - 8 (4,3) -28 10,9 | 5(5,9) | 6(3,0)
B/p% 1(1) | 5() | 6(3,2) Cd71/72 - 2(24) | 2(1,0)
B/ BCd?l/?Z _ 2 (2’4) 2 (1’1)
Beot/ptie | 1(1) | 1(1,2) | 21,1
Téng 187 (100) 113 (100)| 84 (100) |197 (100)

Nhgn xét: C6 7 kiéu gen va 197 allen dot bién duogc phéat hién. Trong do, kiéu gen p/ pC92
chiém ty 18 rat cao 1a 74,8%; Cd26 la allen dot bién chiém ty 1¢ cao nhat véi 80,2%.

IV. BAN LUAN

Theo két qua diéu tra caa Tong cuc thdng
ké dan sb va nha ¢ tinh dén Oh ngay
01/04/2009, dan sb cua nudc ta khoang 85,85

tricu nguoi, trong d6 khoang 12,253 tri¢u
ngudi thuge 53 dan toc thiéu sd[6]. Dan toc
Théai va dan toc Muong thuoc nhém dan téc
thiéu s6 c6 sé dan dong lan lugt chiém vj tri
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thar 3 va thir 4 trong 54 dan toc tai Viét Nam.

Nguoi Thai ¢ Viét Nam c6 dan sd
1.550.423 ngudi, 6 mat trén tat ca 63 tinh,
thanh phé [2]. Ngudi Thai cu tré tap trung
tai c4c tinh Son La (572.441 ngudi, chiém
53,2% dan s toan tinh va 36,9% tong sb
ngudi Thai tai Viét Nam), Nghé An (295.132
ngudi, chiém 10,1% dan sé toan tinh va
19,0% tong s6 ngudi Thai tai Viét Nam),
Thanh Hoéa (225.336 ngudi, chiém 6,6% dan
s6 toan tinh va 14,5% tong s6 nguoi Thaéi tai
Viét Nam), Dién Bién (186.270 ngudi, chiém
38,0% dan sb toan tinh va 12,0% tong sb
nguoi Thai tai Viét Nam), Lai Chéau
(119.805 nguoi, chiém 32,3% dan so toan
tinh va 7,7% tong sd nguoi Théi tai Viét
Nam), Yén Béi (53.104 nguoi), Hoa Binh
(31.386 nguoi), Pk Lik (17.135 nguoi) va
Pik Nong (10.311 ngudi)[6].

Nguoi Muong c6 quan hé rat gan véi
ngudi Kinh, ¢6 nguon goc chung 1a nguoi
Viét — Muong ¢b, quéa trinh chia tach xac
dinh theo ngbn ngir hoc dién ra bat dau tir thé
ky 7-8 va két thic vao thé ky 12. Nguoi
Muong song tap trung & cac thung liing hai
bo song Pa (Pht Tho, Son La, Ba Vi, Hoa
Binh) va khu vuc trung luu cua séng M3,
song Buoi (c&c huyén Thach Thanh, Ba
Thude, Cam Thuy, Ngoc Lic caa tinh Thanh
Hoéa). Nguoi Muong & Thanh Hoa gém hai
bo phan: Mudng Trong (Mudng gbc) va
Muong Ngoai (ngudi Muong di cu tr Hoa
Binh vio). Sang dén tinh Nghé An hau nhu
khong co ngudi Muong sinh séng (ndm 1999
chi c6 523 nguoi Muong trong toan tinh).
Ngoai ra ¢ Tay Nguyén va Pong Nam B
cling ¢6 gan 27.000 ngudi méi di cu vao
trong nhitng nim gan day. Theo Tong diéu
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tra dan sé nim 1999, ngudi Mudng séng tap
trung & céc tinh: Hoa Binh (479.197 nguoi,
chiém 63,3% dan sb cua tinh), Thanh Hoéa
(328.744 ngudi, chiém 9,5% dan sé cua
tinh), Phi Tho (165.748 ngudi, chiém 13,1%
dan sé cua tinh), Son La (71.906 ngudi,
chiém 8,2% dan sé cua tinh), Ninh Binh
(46.539 nguoi), Ha No6i (khu vuc Ba Vi),
Yén Bai, Pk Lik. S6 ngudi Mudng & cac
tinh noi trén chiém khoang 98% sb ngudi
Muong ¢ Viét Nam nam 1999 [5].

Tur két qua bang 3.1 cho thay két qua vé
tan suit mang gen Thal/HST trung binh cua
2 dan toc Thai va Muong 1a 39,4%, trong d6
& dan toc Muong la 41,4%, ¢ dan toc Thai la
38%. Theo nghién cuau cua Duong Ba Truc
nam 2010 & 462 ngudi Muong ¢o phat hién
ty 1€ mang gen Thal va bénh HST chi khoang
21% (khong dua ra ty I¢ mang gen Alpha
Thal)[1]. Ty ¢ nay thap hon nhiéu so Véi ty
lé cua chung toi co 1& 1a do tac gia lay
ngudng MCV <78fl va chi sir dung két qua
dién di HST, con chdng tdi chon ngudng
MCV <85fl va su dung ki thuat sinh hoc
phan tir && phat hién duoc ngudi mang gen
dac biét la Alpha Thalassemia. Trong 3 loai
dot bién thi dot bién a-globin chiém ty 1é cao
nhat 1a 22,9%, trong d6 chii yéu 1a dot bién
- Thal véi 15,8%. Dot bién HbE ciing gap
Véi ty 1& cao chiém 18,4%. Dot bién B-globin
chiém ty I¢ thip hon véi 4,7% trong d6 phan
I6n 1a dot bién B%- Thal (4%) va B*- Thal
0,7%. Két qua nghién ctu cua ching toi
cling gan twong tu Vi mién Pong Thai Lan
vai ty 1€ mang gen chung 1a 52,4%, trong do
dot bién a-globin 1a 34,4%, dot bién B-globin
12 0,6% va HbE 12 39% [7].


https://vi.wikipedia.org/wiki/Ng%C3%B4n_ng%E1%BB%AF_h%E1%BB%8Dc
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Vé dot bién a-globin, ca 2 dan toc déu co
5 kiéu dot bién véi 7 kiéu gen Alpha globin
dot bién, ty 18 cac kiéu gen va cac kiéu dot
bién cua 2 dan toc kha twong dong nhau.
Trong d6 céac kiéu gen -S54 / aa, -07/aa, -
o*?/aq chiém ty I& nhiéu nhat lan luot 1a
68,7%, 17,6% va 55% (két qua bang 3.2).
Theo quy luat di truyén néu 2 ngudi cing
mang gen o'~ thal két hén véi nhau, mai lan
sinh s& ¢4 25% kha nang sinh con bi dong
hop tir af- Thal (Hb Bart’s). Vi ty 1& mang
dot bién o- Thal 16n nhu vay dic biét 1a ty 1é
- Thal, khi 2 dan toc nay két hén véi nhau
hoac két hon trong cung dan toc thi sé sinh
con bi Alpha Thalassemia dac biét la Hb
Bart’s — Thé bénh ning nhat cua Alpha
Thalassemia va la nguyén chinh gay phu thai
& 3 thang cudi cua thai ky. Viéc phi thai
nhiéu l1an anh huéng rat 16n dén khéng chi
sac khoe va con dén tam ly cia ngudi me.
Ngoai ra, nhimg truong hgp mang gen aof-
Thal két hon voi nhitng nguoi mang gen a*-
Thal (3.7; 4.2), nhiing cip vo chong nay sé
¢6 nguy co sinh con bi bénh HbH vai kiéu
dot bién - - SFA -7 va - - SEA/ g*2, thuong
c6 biéu hién thiéu méu nhe.

Vé dic diém mang gen Beta Thal & bang
3.3 cho thay c6 7 kiéu gen dot bién p-globin
trong d6 kiéu di hop tir B/ % 6 ty 1& cao
nhét (74,8%), v6i 5 loai dot bién & 197 allen
dot bién gém Cd26 (HbE) - 80,2%, Cd17 —
11,2%, Cd41/42 — 4,6%, -28 — 3% va
Cd71/72 — 1%. Céc dot bién Beta globin va
HbE tuong dbi phé bién ¢ khu vyc Pong
Nam A ciing nhu ¢ Viét Nam. Theo nghién
ciu cia Nguyén Cong Khanh, Duong Ba
Truc, cho thay ty 1€ bénh Beta Thalassemia
cao ¢ cac dan toc séng ¢ mién nui phia Bic,

va HbE phd bién hon & céc tinh mién Trung
va mién Nam [1][3]. Két qua nghién ctu cua
chang t6i phu hgp vai nhan dinh trén vi dan
toc Thai, Mudng vira cu tr & mién ndi phia
bic va & bic trung bo, nén & 2 doc toc nay
vira ¢6 ty lé mang gen B%- thal (2,9% va
5,7%) — giéng cac dan toc & mién ndi phia
bic va co ty 18 Hb E (18,7% va 17,9%) gidng
céc dan toc & mién Trung. Vi vy, néu ngudi
dan thudc 2 dan toc nay két hon véi nhau
hoac két hon cing dan toc thi co nhiéu kha
niang ngudi mang gen B-thal két hon véi
nguoi mang gen HbE nén cé nguy co sinh
con bi bénh B-Thalassemia/HbE. Nguoi bénh
B-Thalassemia/HbE c6 biéu hién 1am sang
rat da dang c6 thé tir nhe dén niang. Néu hai
ngudi cing mang gen p°-thal két hon voi
nhau thi ho ciing ¢6 nguy co sinh con bi bénh
B-thal mae d6 nang. Nguoi bénh p-thal muc
dd6 nang co6 tinh trang thiéu mau rat sém
thuong ¢ nhitng thang dau sau sinh va s&
phai phu thudc truyén mau ca doi.

Ba thé bénh Hb Bart’s, Beta Thalassemia
thé niang va HbE/Beta-Thal la nhiing thé
bénh ning cua thalassemia, can dugc kiém
soat trudc sinh hodc trude khi cé thai. Theo
Lién doan Thalassemia thé giéi bénh Iy nay
c6 thé phong tranh duoc, viéc phong tranh
lién quan mat thiét véi viéc nghién cau tinh
hinh mang gen bénh, kiém soat nguon gen tir
do giam ty 1€ sinh ra tré bi bénh [8]. Hai dan
toc Thai va Muong 1a nhitng dan toc co sb
dan dong, ty 1& mac bénh ca thé Alpha va
Beta Thalassemia twong ddi Ion véi hau hét
la nhitng bénh thé ning. Viéc theo dbi ty 18
cling nhu wdc tinh duoc nguy co di truyén
bénh caa hai dan toc nay rat hiru ich trong
viéc tu van truéc hdn nhan; viée tu van va
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sang loc cho nguoi dan thuoc hai dan toc nay
can dwoc thyc hién thudong xuyén va cap
thiét hon nira. Khi phét hién ra nguy co sinh
con thé bénh can duoc tu van dé sang loc
trugc sinh, manh dan chiam dat thai ky néu
nhu thai nhi mang thé bénh nang.

V. KET LUAN

Két qua khao séat tinh hinh mang gen
Thal/HST ¢ 2 dan toc Thai va Muong tu
nghién ctu caa ching toi 1a nhiing con sé
dang bao dong. Ta thay, ty 1é mang gen cua
2 dan toc nay rat cao va tuong ddi giéng
nhau, trong d6 ty 1€ mang gen chung cao
chiém 39,4%, dan toc Thai la 38% va dan toc
Muong la 41,4%.

Dot bién a-globin chiém ty 1é cao nhét véi
22,9%, trong d6 of- Thal chiém 15,8%. Dot
bién SEA va 3.7 chiém ti Ié cao nhat lan luot
12 67,9% va 21,4%.

Ty Ié ngudi mang gen B-thal chiém 4,7%
va HDE 12 18,4%. Vi 5 kiéu dot bién p-thal
la Cd26, Cd 17, Cd41/42, -28, Cd71/72 véi
ty 1é twong uong la 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,

bing Thi Van Hong, Vii Hai Toan, Dwong Qudc Chinh,
L& Xuan Hai, Nguyén Triéu Van, Nguyén Anh Tri(*)

TOM TAT

Pit van dé: Thalassemia la bénh di truyén c6
ty 1€ bénh va nguoi mang gen khac nhau gitra cac
vung, cac dan toc. Hién nay chua cd nghién cau
vé tinh hinh mang gen bénh nay & ba dan toc
Kho Mu, Thd, Chut tai khu vuc Béc Trung Bo.
Muc tiéu nghién cau: Khao sat tinh hinh va xac
dinh ti 16 mang gen bénh Thalassemia, huyét sic
t6 & 3 dan toc Kho Mu, Thd, Chut thudc khu vuc
Bic Trung Bo. Phwong phap nghién cteu: Mo ta
cit ngang c6 phan tich trén d6i twong la 1.105
ngudi thudc 3 dan toc thiéu sé bao gdm Kho M,
Tho, Chut. Két qua nghién ciéu: Ty Ié mang gen
Thalassemia/huyét sic té cua dan toc Thé, Chut,
Kho Mua kha cao lan luot 1a 58,8%; 46,9% va
37,7%; Dan toc Tho c6 ty 18 mang gen a-thal cao
(14%) va HbE cao (54%), B-thal thap (1%); dan
toc Chut cd ty 1é¢ mang gen p°-thal cao (4,7%),
a*-thal cao (39,7%), Hb E (7,2%), khéng cé
ngudi mang gen a’-thal. Dan toc Kho Mu ¢6 du
cac dang dot bién gen globin a’-thal (6,9%), o*-
thal (17,5%), B%-thal (2,1%) va HbE (16,6%). C6
4 Kkiéu dot bién trén gen B- globin gom Cd41/42,
Cd17, Cd26, -28. C6 5 kiéu dot bién trén gen a-
globin la SEA, THAI, 3.7, 4.2 va HbCs.

Két luan: Ty Ié nguoi mang gen dot bién gen
Thalassemia cao ¢ 3 dan toc: Thd 58,8%, Kho
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MU 37,7%, Chirt 46,9% va c6 nguy co cao sinh
con bi bénh thalassemia.

Tir khoa: Thalassemia, dan toc thiéu sé 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 o’-thal gene (14%) and high HbE (54%),
low B-thal (1%); Chut ethnic group has high rate
of B%-thal gene (4.7%), high a*-thal (39.7%), Hb
E (7.2%), there is no a’-thal gene carrier. The
Kho Mu ethnic group has all forms of mutant
globin gene: o’-thal (6.9%), a. * -thal (17.5%), p°-
thal (2.1%) and HbE (16.6%). There are 4
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mutations in the p-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 1a nudc nam trong khu vuc cé
ty 1€ nguoi bi bénh va mang gen bénh
Thalassemia (thal) va huyét sic t6 (HST) cao
[1]. V6i 54 dan toc sinh séng, mdi dan toc co
ban sic riéng vé noi cu tra, 16i song, van hoa
va diéu kién sdng rat khac nhau. Thalassemia
la bénh di truyén co tinh dan toc va dia du.
Tai Thanh Hoa, Nghé An va Quang Binh c6
3 déan toc thiéu s6 ma ho cha yéu song tap
trung tai cac tinh nay d6 la dan toc Kho Mu,
dan toc Théd va dan toc Chut. Chung t61 thuc
hién dé tai véi muc tiéu: Xac dinh ty 1€ mang
gen va kiéu dot bién gen bénh Thalassemia/
huyét sdc to cua dan toc Kho Mu, Tho, Chit.

1. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciru

1.105 hoc sinh cac truong PTTH/THCS,
dan toc ndi trd va nhirg nguoi dan khu vyc
Ian can thuoc 3 dan toc: Kho Ma, Tho, Chut
tai Nghé An, Quang Binh. Thoi gian nghién
cuu tir thang 1 nam 2017 dén thang 12 nam
2017.

2.2. Phwong phap nghién ciru

- Thiét ké nghién ciru: Theo phuong
phap mo ta cat ngang c6 phan tich.
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- Tiéu chuin chon miu: DPéi tuong
nghién ctu ¢6 cha me cung dan toc. Tai thoi
diém nghién ctu khéng cé biéu hién sét,
nhidm tring hay méc cac bénh Iy khac kém
theo.

- C& mau: Tinh theo cong thic udce Tugng
cho 1ty lé:

p(1-p)

n= Zhan T
(px €)°

Trong do:

- Mre ¥ nghia théng ké a = 0,05 c6

Zl-a/2:1,96.

- Hé sb thiét ké: Do lua chon mau chum
nén ching toi lra chon s thiét ké lan 2.

- p lati Ié¢ mang gen, co su khac nhau gitra
cac dan toc:

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

e Dan toc Chut co ti I két hén can huyét
> 10%: ta c6 p= 0,25 va € = 0,25, c& mau toi
thiéu 1a 348 nguoi.

e Dan toc Tho chua biét ti 16 mang gen
nén ta udc tinh p = 0,2 va € = 0,25 vi vay co
mau t6i thiéu can 492 nguoi.

Tong ¢& mau du Kién 1a 1.209 nguoi. Tuy
nhién trong qua trinh nghién ctu, khi lay
duoc % s6 mau, ching tdi nhan thay ty Ié
nguoi mang gen cua 3 dan toc nay cao hon ty
I& u6c tinh ban dau 1a 25%. Vi vay ching toi
da diéu chinh lay giam s6 mau so véi du kién
ban dau voi tong sé6 mau dat tiéu chuan
nghién ctu la 1.105 nguoi.

- Phuong phap tién hanh:

Chon khu vuc noi ma nguoi dan toc do
séng tap trung dong nhit, d6 1a: Dan toc
Chut & Quang Binh, dan toc Tho & Nghé An,
dan toc Kho Mu & Nghé An. Chon truong
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16p noi c6 hoc sinh thudc dan toc nghién ciu
va chon ddi tuong nghién ctu. Tién hanh tap
trung, tu van, thu thap thdng tin c& nhan va
ldy mau xét nghiém. Mau duoc phan tich tai
vién Huyét hoc - Truyén mau trung vong voi
cac xét nghiém:

- Tbéng phan tich té bao bing may dém
tu dong (ngudng giéi han MCV < 85ft va/
hoiac MCH< 28pg).

- Dién di huyét sic t6 bang phuong phap
sac ky long cao ap (HPLC).

- Phéat 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, giai trinh ty gen.

2.3. Mt sb tiéu chuan chan doan:

- Dot bién a°-thal: dot bién mét ca 2 gen o
trén mot nhidém sac thé (kiéu gen: - -/ aa)[2]:
SEA, THAI

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

I1. KET QUA NGHIEN cU'U

1 gen o trén mot nhidm sic thé (kiéu gen: -
a/an): 3.7, 4.2, c2del T, HbCs, HbQs [2].

- Dot bién BC-thal: 1a cac dot bién 1am mat
chirc nang gen B-globin [3] Cd17, Cd41/42,
Cd 71/72, Cd95, IVS1-1, IVS1-5, IVS2-654.

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

- Mang gen bénh huyét sic t6 (HbE):
Cd26 (GAG-AAG) [3]

2.4. Phwong phap xir Iy s6 ligu:

Phan tich sé liéu bang phan mém théng ké
y hoc.

2.5. Pao dic nghién ciu: Cac ho gia
dinh c6 hoc sinh thudc d6i twong nghién cau
dugc tu vin vé bénh ly Thalassemia, giai
thich ¥ nghia cua nghién ctu, dong y tu
nguyén tham gia nghién ctu. Két qua sang
loc duogc thong tin lai cho dbi twong nghién
ctu. Moi thong tin ca nhan dugc bao mat.
Céc sb liéu thu thap duoc chi sir dung cho
muc dich nghién ctru.

Bdng 3.1. Ty I mang gen thalassemia/huyét sdic té

Co S6 nguoi S6 ngudi S6 ngwdi mang gen dot bién
DAN toc mﬁu’ mang gen | mang gen B-globin
: (n:so | thal/HST a-thal (n, p-thal (n. %) | HbE (n, %)
nguoi) (n, %) %) ’ ’
Tho 413 243 (58,8) 68 (16,5) 4 (1,0) 223 (54,0)
Chut 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)

Nhgn xét: Trong 1.105 ngudi c6 537 ngudi chiém 48,6% mang gen thalassemia/bénh
HST. Ty I¢ mang gen a-thalassemia la 14,3%, mang gen HbE la 27,5 %, mang gen f-
thalassemia la 2,5%.
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Bang 3.2. Ty lé cac kiéu gen thalassemia ¢ 3 dan toc

Dan téc 'I;hé Chit Kho M Tf)n_g cong
y (N=413 | o 360 nguoi) | (n = 332 nguoi) | - 1109
Kieu gen nguoi) nguoi)
« -Thal 58 (14%) 0 23 (6,9%) 7,3%
a* - 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%

Nhgn xét: Mot s6 dan toc co ty & kiéu gen a’-thal cao nhu Thd (14%), dan toc co ty 1é
kiéu gen p°-thal cao 1a dan toc Chut (4,7%), dan toc Tho ¢ ty & co HbE rat cao (54%).
Bing 3.3. Cic Kiéu gen a-thal ciia 3 dén tjc

Dan toc Thé Chit Kho mii Chung (n, %)
<iéu gon (68) (143) (79) (290)
/g 2 (2.9%) 76 (53,1%) | 28 (354%) | 106 (36.6%)
™ 1(1,5%) 0 3 (3.8%) 4 (1,4%)
oCa faa 7 (10.3%) 27 (18,9%) 23 (29,1%) 57 (19,7%)
PR 0 18 (12,6%) 1(1,3%) 19 (6,5%)
NEETC 0 22 (15,4%) 1(1,3%) 23 (7,9%)
CSAjgq | 55 (80,9%) 0 14 (17,7%) 69 (23,8%)
- - THA /o0 0 0 7 (8,9%) 7 (2,4%)
CSEALRT 1 (1,5%) 0 2 (2,5%) 3 (1%)
CITHAGSSy | 2 (2,9%) 0 0 2 (0,7%)

Nhdn xét: Trong sb nhitng ngudi c6 gen o-thal, & dan toc Tho kiéu gen -- SE2 Jaa chiém ty
Ié cao nhat la 80,9%, dan toc Chut chua yéu la kiéu gen -a®"/ao chiém ty 1¢ 53,1%, dan toc
Kho Mu kiéu gen -a®7/ao 12 35,4% va o o /aa 12 29,1%.
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Nhin xét: Ty 18 cac kiéu dot bién cua cac dan toc khac nhau. Dan toc Thd chi yéu la dot
bién SEA (78,9%), dan toc Churt chi c6 2 loai dot bién 3.7 (73,2%) va HbCs (26,8%). Dén toc
Kho Mu c6 5 loai dot bién, SEA (19,3%), 3.7 (39,8%), HbCs (28,9%), THAI (8,4%); 4.2

(3,6%) ) ]
Bdng 3.4. Cac Kiéu gen beta globin djt bién ¢ 3 dan tgc
B/BCL | B/ pCa4142 et/ B/ BCa2 [Ca26 /gCa26 B2/
Ca26 Ca26
Kho mu (62) | 5(8,1%) | 2(3,2%) 48 (77,4%) | 7 (11,3%)
Tho (225) 2 (0,9%) 1 (0,4%) | 175 (77,8%) | 46 (20,4%) | 1 (0,4%)
Chuat (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%)

Nhgn xét: Kiéu gen p/BC%® chiém ty 1¢ cao nhat trén 74,8%, trong cac kiéu gen beta
globin dot bién cua ca 3 dan toc, trong d6 dan toc Tho chiém ty 1¢ cao nhat 77,8%. Dan toc

Chut kiéu gen B/pC%Y cao nhat 39,5%.

IV. BAN LUAN

Theo nghién ctu cua Tong cuc dan sé va
nha & tinh dén T4/2009 thi 3 dan toc thiéu s6
1a Kho Mu, Thé, Chut sinh sdng tap trung
nhiéu nhat & cac tinh Thanh Hoa, Nghé An,
Quang Binh [4]. Cac dan toc déu séng &
vung ¢ bién gidi gidp Lao. Nghién ctu cua
chung toi vé tinh hinh mang gen Thal/HST &
3 dan toc Kho M, Thé, Chat cho mot s6 két
qua nhu sau:

Két qua ¢ bang 3.1 va 3.2. Trong 1.105
nguoi, c6 537 ngudi chiém 48,6% mang gen
thalassemia/bénh HST. Ty Ié¢ mang gen a-
thalassemia la 14,3%, mang gen HbE la
27,5%, mang gen B-thalassemia la 2,5%. Ty
Ié mang huyét sic t6 E cao nhat & dan toc
Thé (54%), thap nhat ¢ dan toc Chut (7,2%).
Ty Ié mang gen a-thalassemia cao nhit & dan
toc Chat, Kho Mu va Tho lan lugt l1a 39,7%,
23,5% va 16,5%. Ty 1&é p —thal thap nhat ¢
dan toc Thé (1%) va cao nhat ¢ dan toc Chut
(4,7%). Két qua nghién ctru ngudi mang gen
o-thal caa ching tdi thip hon so vai nghién
chru cua tac gia Suthat Fucharoen and Pranee
Winichagoon (nam 1992), ty I¢ mang gen a -

thal 1a 30 - 40% & mién Bac Thai Lan va
Lao. Ty 1€ mang gen B — thal tuwong tu Vi
nghién ctu Suthat tor 1-9% va ty 1€ HbE
khoang 50 — 60% & khu vuc gitra 3 nudc
Thai Lan, Lao va Campuchia [6].

Ngudi Thé ¢6 tong s6 dan 74.458 ngudi
(ndm 2009) thuéc nhom ngbn ngt Viét
Muong (gom dan toc Kinh, Tho, Chut,
Mudng), cu tra & phia tay tinh Nghé An gan
bién gidi vai Lao. Theo bang 3.1, 3.2 va 3.3
va biéu d6 3.1 cho thay dan toc Tho co ty 1é
mang gen thalassemia/HST rét cao la 58,8%,
chu yéu 12 HbE (54%) va o - thal (14%), va
c6 ty I¢ thip mang gen a'- thal (2,7%), B°-
thal (0,7%) va B*-thal (0,2%). Pic diém
mang gen thalassemia/HST cua dan toc Tho
Véi ty 1& of - thal cao (14%), giéng 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,
4.2 va HbCs véi ty 1& lan luot 1a 78,9%,
2,8%, 4,2%, 1,4% va 12,7%. Tac gia
Fucharoen and Pranee Winichagoon (nam
1992), ty I¢ mang gen B — thal tor 1-9% va ty
I¢ HbE khoang 50 — 60% & khu vyc gitia 3
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nudc Thai Lan, Lao va Campuchia [6]. Tac
gia Sayphon Phamany va cong su ciing bao
cao ti 1€ mang gen thalassemia tai Lao kha
cao (43,5%) vai ty 1€ HbE la 20%, ti 1é mang
gen a-thal la 12,8% va ti 1€ mang gen p- thal
1a 2,82% [7]. Pic diém nguoi dan toc Tho c6
xu huéng két hon gan nén c6 nhiéu kha ning
hai nguoi cing mang gen o — thal két hon
véi nhau, mdi lan sinh con, thai phu s& cé
25% nguy co thai nhi bi phu do nhan ca 2
bénh o — thal tir bd me, thai thuong khong
gitt dugc cho dén ldc sinh, va cd thé anh
huong dén sic khoe caa me néu khong dugc
can thi¢p kip thoi. Vi vay, nhitng phu nir dan
toc Tho rat can duoc tuyén truyén gido duc
dé hiéu vé bénh nay dé chi dong di kham
thai tir 3 thang dau va tét nhat 1a kham trudc
két hon. Nguoi Tho ¢6 ty 1é mang gen p-thal
thap (1%) véi 2 kiéu dot bién 1a Cd17 va -28,
nhung vai ty 1€ HbE cao (54%), trong nghién
ctru nay, chiing t6i da gap 2 truong hop bi B-
thal/HbE 1a BCU7/BC9%6 va B28/BS9%6 (bang
3.4), nhu vay mac du ty I¢ mang gen f-thal
thdp nhung van cd sinh con bi bénh
thalassemia.

Dan toc Chut véi s6 dan 6.417 nguoi
(2017) ho sbng chi yéu (85%) tai huyén
mién nui phia tdy coa tinh Quang Binh noi
c6 dia hinh nGi hiém tro, chia cit. Dan toc
Chut duoc xép vao nhém dan toc rat it
nguoi. Theo bang 3.1, 3.2, nguoi Chut co ty
I&é mang gen Thalassemia/ huyét sic t6 cao la
46,9%, trong d6 chu yéu la mang gen a-
thalassemia (39,7%), ty 1€ mang gen pB-
thalassemia va Hb E 1a 4,7% va 7,2%. Déan
toc Chat c6 dic diém 1a chi mang gen o —
thal (gom dot bién 3.7 chiém 73,2% va HbCs
chiém 26,8%) ma khong phét hién truong
hop nio mang gen o — thal. DSi véi Beta
thalasemia, ngudi Chut chi ¢c6 mot kiéu dot
bién (100%) 1a Cd17 (p°-thalassemia). Mic
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du ty 16 gen o -thal rat cao trong dan toc
Chut, nhung néu ngudi dan toc Chut két hon
véi 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
I¢ mang gen p°-thalassemia la 4,7% va Hb E
1a 7,2%, thi nguoi dan toc Chat néu két hon
véi nhau s€ c6 nguy co sinh con bi bénh
thalassemia (B%p° thal hoic B thal/HbE) co
muc do trung binh dén nang. Nhiing ngudi
bénh & thé bénh nay s& phai phu thudc diéu
tri truyén mau dinh ky tai bénh vién. Véi dic
diém noi sinh sdng cua ngudi Chut rat kho
khin va xa x6i, néu c6 ngudi bi bénh thi kho
duoc tiép can diéu tri, s& anh huong dén chat
lugng cudc séng va noi giong dan toc.

Ngudi Kho Mu 1a sic toc sinh séng sém
nhét tai Lao, clng véi ngudi Mon tai Thai
Lan va nguoi Muong tai Viét Nam tao nén
nhitng cong dong cu dan ban dia sém nhat &
khu vuc. Theo béo céo tong diéu tra dan sé
va nha & nam 2019, ngudi Kho Mu ¢ Viét
Nam c6 dan sé 90.602 ngudi, song tap trung
tai tinh Nghé An chiém 50% va Thanh Hoa.
Nguoi Kho Mua c6 ty 1€ mang gen
Thalassemia/HST chung 1a 37,7% trong d6
of - thal 12 6,9%, B° -thal 1a 2,1% va HbE la
16,6%. Dan toc Muong song tap trung chu
yéu & Thanh Hoa, Hoa Binh, Phii Tho, Son
La; theo nghién cau cua Vién Huyét hoc
Truyén mau TW nim 2017 ¢ dan toc
Muong, ty I€ mang genThalassemia/HST la
38% trong do o - thal 12 16,1%, BO -thal la
5,7% va HbE la 17,9%. Nhu vay, mac du
Kho Mt va Mudng déu 1a dan ban dia goc &
cung khu vyc, ty I¢ mang genThalassemia/
huyét sic té cia dan toc Kho Mu tuong
duong vai dan toc Muong, tuy nhién ty 1é
céc loai dot bién ol - thal va p° -thal ¢ dan toc
Kho Mu thip hon & dan toc Mudng, diéu nay
c6 thé 1a do vi tri dia 1y noi cu tra cua
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Mudng c6 xu hudng ra mién ndi phia bac
Viét Nam. Theo bang 3.2, 3.3, 3.4 va biéu 46
3.1 cho thiy ngudi Kho M da dang kiéu gen
Véi ty 1é o — thal 12 23,5%, gdom 5 loai dot
bién 1a SEA, THAI, 3.7, 4.2 va HbCs véi ty
I¢ tuong duong 1a 19,3%, 8,4%, 39,8%, 3,6%
va 28,9%: ty 16 B° -thal 1a 2,1% voéi 2 kiéu
dot bién 1a Cd17 va Cd41/42. Nguoi Kho
MU c6 tap quan la két hdn gan, trong khu
vuc sinh séng. Néu nhimg ngudi o -
thalassemia (HbCs) két hon véi o® -
thalassemia thi ty 1é sinh con bi HbH (HbCs)
c6 biéu hién 1am sang thiéu méau muac do tur
nhe dén nang. Nhitng nguoi mang gen PP -
thal két hon voi ngudi mang HbE thi ¢d nguy
co sinh con bi bénh B thal/HbE, thé bénh nay
c6 mirc d6 thiéu mau trung binh dén nang.

V. KET LUAN

Két qua nghién ctu khao sat ty Ié mang
gen Thalassemia/bénh huyét sic t6 3 dan toc
Thé, Chut, Kho Ma ¢ Bac trung bo cho thiy
ty 1€ mang gen bénh Thalassemia c6 su khac
nhau gitra cac dan toc.

- Dan toc Thé, Chat, Kho Ma déu c6
ngudi mang gen bénh Thalassemia/huyét sac
t6 véi ty 1¢ cao lan luot 58,8%; 46,9% va
37,7%;

- Kiéu gen bénh Thalassemia cua 3 dan
toc rat khac nhau, cu thé: Dan toc Tho ¢ ty
I¢ mang gen a-thal cao (14%) va HbE cao
(54%), B-thal thap (1%); dan toc Chuat c6 ty
l¢ mang gen B°-thal cao (4,7%), o*-thal cao
(39,7%), khong c6 ngudi mang gen a’-thal.
Dan toc Kho M co du cac dang dot bién gen
globin a’-thal (6,9%), a*-thal (17,5%), p°-
thal (2,1%) va HbE (16,6%)

- C06 4 kiéu dot bién trén gen p- globin:
Cd41/42, Cd17, Cd26, -28. C6 5 kiéu dot
bién trén gen a-globin 1a SEA, THAI, 3.7,
4.2 va HbCs.
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KHAO SAT PAC PIEM MANG GEN THALASSEMIA
VA BENH HUYET SAC TO O 16 DAN TOC
THUQC VUNG DUYEN HAI NAM TRUNG BO VA TAY NGUYEN

Bach Qudc Khanh, Nguyén Thi Thu Ha,

Vii Hai Toan, Ngé Manh Quan, Lé Thi Thanh Tam,
Lé Xuan Hai, Dwong Quéc Chinh, Nguy&n Anh Tri(*)

TOM TAT

Muc tiéu: Xac dinh ty 1¢ va dac diém kiéu dot
bién gen Thalassemia va bénh Huyét sic té & 16
dan toc thuoc vang Duyén hai Nam trung bo va
Tay Nguyén. Pdi twong va phwong phap
nghién ciu: Nghién cttu mé ta cit ngang 7.079
nguoi thuoc 16 dan toc ¢ 8 tinh thuoc vung
Duyén hai Nam trung bo va Tay Nguyén. Két
qua: Ty Ié nguoi mang gen Thalassemia/ Huyét
sac té chung 1a 60,5% (24% - 88,6%); 3 dan toc
c6 ty 1€ mang gen cao la Raglai (88,6%), Chu Ru
(83,9%), £ dé (80,1%); 3 dan toc c6 ty 1&é mang
gen thip nhat trong nhoém 16 dan toc cua nghién
ctu lan lugt 12 Chiam (38,1%), Co Tu (29,4%) va
Gié Triéng (24,9%). Céc dan toc chu yéu mang
gen o' thalassemia (50,3%) va HbE (25,8%), ty
lé mang dot bién ning rit thdp o-thalassemia
(0,8%), p°-thalassemia (0,1%). Két luan: Ty &
mang gen Thalassemia va bénh Huyét sic t6 cua
16 dan toc ¢ 9 tinh thuoc vang Duyén hai Nam
trung bo va Tay Nguyén déu rit cao, trong do
chu yéu 1a cac dot bién a*thalassemia va HbE.
Phat hién 1 ty I¢ nho nguoi bi bénh Alpha
Thalassemia va Beta thalassemia/HbE trong cong
dong.

Tir khoa: Thalassemia, bénh Huyét sic td,
duyén hai mién trung, tdy nguyén, tan mau bam
sinh.

(*)Vién Huyét hoc — Truyen mau TW

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 duyét bai: 19/4/2021
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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 o *thalassemia (50,3%) and HbE
(25,8% ), the rate of carrying o °-thalassemia
(0.8%) and P °-thalassemia (0.1%) is very quiet
low. Conclusion: Rate of the Thalassemia and
Hemoglobinopathy carriers among 16 ethnic
groups in 8 provinces of the 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,
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I. DAT VAN DE

Thalassemia 1a bénh thiéu mau tan mau di
truyén bam sinh phé bién nhat trén thé gisi,
trong d6 c6 Viét Nam va tap trung chu yéu &
cac dan toc thiéu s6. Khu vuc Duyén hai
Nam Trung Bo va Tay Nguyén gom 13 tinh,
thanh véi dan s6 khoang trén 15 triéu nguoi
(chiém 16% dan s6 ca nudc), co hon 40 dan
toc cung sinh séng. Hién tai chua co nghién
ciu nao khao sat vé ty 1é mang gen
Thalassemia cua khu vuc nay, vi vay, chiang
toi thuc hién nghién ciru véi muc tiéu: “Xac
dinh ty 1é va ddac diém Kkiéu dgt bién gen
Thalassemia va bénh Huyét sdc té ¢ 16 dan
toc thugc vung Duyén hai Nam trung bg va
Tdy Nguyén”.

1. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

Poi twgng nghién ciru

Gdm 7.079 hoc sinh thudc 16 dan toc &
céc tinh thugc khu vuc Duyén hai Nam trung
b6 va Tay Nguyén tham gia nghién cau: Hré
(567), Cham (543), Xo DPang (509), Raclay
(500), Gieé Triéng (477), Co (474), Ba Na
(463), Gia Rai (460), Co Tu (445), Bru —
Van Kiéu ( 429), M néng (415), Co Ho
(401), Ta Oi ( 368), Chu Ru (330), E Pé
(272), Ma (426).

Tiéu chuan chon mau

C6 cha me cung dan toc. Trong thoi diém
nghién ctu khong cé céc biéu hién sét,
nhiém tring hoic bénh Iy khac. Tu nguyén
tham gia nghién cau

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

Pia diém nghién ciu: Tai cac trudong
THPT/ THCS tai cac tinh c¢6 nguoi dan toc
sbéng tap trung nhiéu nhat tai cac tinh Quang

Tri, Quang Nam, Quang Ngai, Ninh Thuan,
Kon Tum, Gia Lai, Pac Lik, Lam Dong. Xét
nghiém thuc hién tai BVDK tinh va Vién
Huyét hoc — Truyén mau Trung Uong.

Phwong phap nghién ciru

Thiét ké nghién ciru: M0 ta cat ngang c6
phan tich

C& miu va phwong phap chon miu

C& mau dugc tinh theo cong thuac udc
luong cho 1ty I¢

p(1-p)

(p x &

Vi mirc y nghia thong ké a = 0,05 ¢o6

Z1-0»=1,96.

Hé s thiét ké: Do lya chon mau chim
nén ching toi lra chon hé sé thiét ké 1a 2.

Céc dan toc da biét ty 18 mang gen: Doi
v6i E D8, chon p = 0,32 va M’ Nong chon p
= 0,24 (Theo nghién cttu cta Sean’Riordan —
2010). Céc dan toc chua biét ty Ié mang gen:
C& mau duoc tinh riéng theo tung dan toc
hoac nhém dan toc c6 nguy co va dan sb
khéc nhau:

= Nhoém dan toc cd ty 1é két hon can
huyét > 10%: p=0,3; € = 0,25, ¢4 6 dan toc
Bru — Vén Kiéu, Ta Oi, Co Tu, Co Ho, Chu
Ru, Ma, ¢c& mau mdi dan toc 1a 287.

= Céc dan toc thiéu sb con lai: Uégc tinh
ty 1¢ mang gen p = 0,25 (€ = 0,25), ¢c& Mmau
maoi dan toc 1a 369.

Nhu vay: Téng sé ¢& mau can co tdi thiéu
la 5.324 nguoi

Thuc té thu dugc 7.079 mau va ¢ mau
ciia mdi dan toc déu vuot sé luong yéu cau
t6i thiéu.

Phwong phap tién hanh

Hoc sinh dugc tip trung, tu vin va td
chire thu thap thong tin ca nhan, 1dy mau xét
nghiém. Mau nghién cou dugc lam xét
nghiém tong phan tich té bao mau bang may
dém té bao tu dong, sinh hda méu (st huyét

n= 2212
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thanh bang ki thuat so mau, ferritin bang ky
thuat mién dich hda phat quang), xét nghiém
thanh phan huyét sic té bang ky thuat sic ky
Iong hiéu nang cao (HPLC). Xac dinh dot
bién gen bang k¥ thuat Multiplex PCR, GAP
— PCR, xac dinh cac dot bién gen tong hop
chudi alpha globin, chudi beta globin.

Tiéu chuian chan doan

Co6 mang gen alpha thalassemia: C6 > 1
dot bién; mang gen o khi xac dinh c6 SEA,

lI. KET QUA NGHIEN cU'U

THAI; of khi xac dinh c6 d6t bién 3.7, 4.2,
HbCs, HbQs.

C6 mang gen beta thalassemia: C6 > 1 dot
bién; mang gen B° khi xac dinh c6 Cd17,
Cd41/42, Cd 71/72, 1IVS1-1, IVS1-5; mang
gen B*: -28, -88, 90.

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

Phan tich va xir ly s liéu

Phan mém Excel 2010

Bdng 3.1. Ty 1é ngwoi mang gen Thalassemia/HST ¢ cdc dan tgc vung Duyén hgi Nam

trung bg va Tay Nguyén

Chung |Alpha0 | Alpha+ | BetaO |Beta+ | HDBE |Phéihop a-
TPt TS ) | 0o |0 [0 | 0o Sl
1 (Ejgg) (gg,z) 1(02) [426(852)[1(02) | 0 |156(31.2) | 141 (28.2)
2 g}i‘;gol; (5;;) 4(1,2) [234(709)| 0 0 |130(39,4) | 89 (27,0)
3 (nlizdfz) (5&81) 4(15) 177651 | 0 0 135(49.6)| 97 (35,7)
4 \222 4';?)“ (?g’%) 2(05) [266(62,0)| 0 0 226 (52,7) | 152 (35,4)
5 (nl\fé@ (fg,%) 11 (2,6) |296 (69.5)| 0 0 | 132(31) | 91(228)
6 (“ﬂ:rff},g) (;’é%) 8(1,9) [296(71,3)| 0 0 |140(33,7) | 111 (26,7)
7 (53422) (;’2%) 5(1,3) [250(623)| 0 0 |125(@312)| 79(19,7)
8 (nTj;gé) (721’57) 3(0,8) [233(63,3)|2(05) | 0 |146(39,7) | 107 (29,1)
9 ((,;15428; (fg’;) 1(0,2) [266(57,8)| 0 0 |179(38,9) | 109 (237)
10 (n'izréz) (252) 4(0,9) [282(60,9)| 0 0 [89(19,2) | 53(11,4)
11 (n|:_|5rg7) 27248)| 0 [220388)| o0 0 |77(136) | 25(44)
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12 >(<::}5)§3)g (3};77) 1(0,2) |173(34,0)/1(02) | 0 |44(86) | 22(43)
13 (Co (n=474) (3}88,‘;) 9(1,9) [107(226)|1(02) | 0 [92(194) | 24(5)
14 (r?:h:g) (52’71) 9(1,7) |142(262)| o 0 |74(136) | 18(3.3)
15 (rij:l‘;) (215’;) 1(02) [97(218) |1(02) | 0 |53(1L9) | 19 (4,3)
16 G('rf:zr;‘;;‘g (leg) 000) |96(201) 20042)| 0 |2767) | 6@3)

T(ggggio (2%851) 63(0.9) (35%6;) S (12?325) (116.111;))

Ty 1€ mang gen Thalassemia/HST cua 16 dan toc ¢ Duyén hai Nam trung bo va Tay
Nguyén cao; ty 1& mang gen trung binh 1a 60,5% (thdp nhat 1a 24,9% va cao nhat 14 88,6%).
C6 10/16 dan toc co ty 16 mang gen trén 69%. Ty Ié mang gen a'-thalassemia cao chiém
50,3%, mang gen HbE ¢4 ty Ié 25,8%, ty 1é mang gen la p°-thalassemia thap la 0,1%.

Bing 3.2. Pdc diém cdc dpt bién gen o globin 6 cac dan tgc viing Duyén hdi Nam trung

bo va Tay Nguyén

. Ty IéfV? Ty |é‘V,0 . Ty e % Ty 1€
Kiéu gen S0 trpgng cac tr_o:ng cac Alen dot bién S0 trong cac o
lwong | Kiéu gen| kiéu gen lwong alen DB trong
DB DTNC DT NC
-0 /o 1645 45,8 23,3 3.7 2954 66,8 41,7
oSo/aa 1065 29,7 15 HbCS 1383 31,3 19,5
-0 7)-a37 487 13,6 6,9 SEA 61 1,4 0,9
-0/ 0% 315 8,8 4,5 4.2 17 0,4 0,24
--SEA /a0 41 1,1 0,6 HbQs 0,05 0,03
-o*2/a 14 0,4 0,2 THAI 0,05 0,03
--SEA [-o37 19 0,5 0,3
-THAL /6C5q, 2 0,06 0,03
-0+2/ o0 1 0,03 0,01
-0 7/a%a, 1 0,03 0,01
-0*2/ oS, 1 0,03 0,01
--SEA[- g2 1 0,03 0,01
Tong kiéu gen PB| 3592 100 50,7 | Tongalen DB | 4419 100 62,4
oo/ao 3487 49,3
Téng cong 7079
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Phat hién 12 kiéu dot bién gen alpha thalassemia, trong d6 kiéu gen -o®"/aa va o®*o/aa
nhiéu nhét chiém ty 18 lan luot 1a 45,8% va 29,7%. Cac Alen dot bién 3.7, HbCs c6 ty 1¢ cao
lan luot 12 66,8%:; 31,3%. Ty I¢ allen o’-thal rat thp, chi cd 0,9% trong cong ddng. C6 22
trudng hop bi bénh Alpha Thalassemia chiém 0,3% (-- SE4-037, -- THA/qCS0 va -- SEA-g*2),

Bdng 3.3. Pdc diém cdc dét bién g globin ¢ cac dan téc vang Duyén hdi Nam trung bé
va Tay Nguyén

> 1A 0 214 0 v la o
. Ty 1€ % Tylg/f> A . Ty 1€ % ¥ 18 %
Kiéu P trong trong cac | Alen dgt So trong
Solwgng | , .2 2 - , trong
gen cac kieu | Kiéu gen bién lwong | cac alen DT NC
gen DB NC DB
BC9%/ B 1606 83,7 22,7 Cd26 2042 99,6 28,9
BCdZG/BC
6 217 11,2 3,1 IVS1-1 3 0,15 0,04
B/ B 1 0,05 0,01 Cd17 2 0,09 0,02
BCdl?/BC
426 1 0,05 0,01 Cd41/42 1 0,05 0,01
BCd41/42/
B 1 0,05 0,01 IVS1-5 1 0,05 0,01
BIVSl-S/
B 1 0,05 0,01 I\VVS2.654 1 0,05 0,01
IVS1-1
p B / 3 0,16 0,04
BIVSZ.654/
ch 1 0,05 0,01
Tong Téng alen
kiéu gen 1831 100 27,3 ong 2050 100 28,95
DB
PB
B/B 5248 72,7
Tongsé | 7079

C6 8 kiéu gen B-globin dot bién, kiéu gen p/BC%? 1a pho bién nhét (83,2%). Trong cac dot
bién gen B-globin, dot bién Cd26 (HbE) 1a chii yéu (99,6%), cac dot bién p-thal rat thap, dudi

0,1% trong cong ddng.

IV. BAN LUAN
Khu vuc Duyén hai Nam Trung bo va Tay

Nguyén 1a noi tap trung sinh sbng cta hon
40 dan toc thiéu sd, bao gdom cac dan toc ban
dia va 1s6 dan toc di cu tir cac khu vuc khac.
Nhitng dén toc ban dia ¢ day la Raglai, Bru
Van Kiéu, Hre, Xo Pang, Ba Na, Co, Ta 6i,
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Gia Rai, ChuRu, Co Ho, E dé, Mnéng,
Cham, Co Tu, Gi¢ Triéng, Ma; cac dan toc di
dan tr mién Bic dén nhu H’moéng, Thai,
Muong, Dao, Hoa, Nung, Tay. Vé dia ly,
Duyén hai Nam Trung bo c6 1 bén 1a bién, 1
bén la cac la cac tinh Tay Nguyén; con Tay
Nguyén c6 bién gigi tiép gidp Vi
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Campuchia va BDong Nam B§. Nghién cuu
cua ching toi trén nhimg ngudi dan cé b me
cung dan téc, nén ho la nhimg nguoi co
ngudn gdc tai dia phuong nay.

Két qua cua nghién ctu ¢ bang 3.1 cho
thiy 16 dan toc & ving Duyén hai Nam
Trung bo va Tay Nguyén céd ty 1€ nguoi
mang gen Thalassemia/ Huyét sic t§ rat cao,
trung binh la 60,5%. 3 dan toc co ty Ié¢ mang
gen cao nhit la Raglai (88,6%), Chu Ru
(83,9%), E dé (80,1%); 3 dan toc co ty 1é
mang gen thap trong nhém 1a Cham (38,1%);
Co Tu (29,4%); Gié Triéng (24,9%). Céc dan
toc chu yéu mang gen o thalassemia
(50,3%) va HbE (25,8%), ty I&¢ mang gen a’-
thalassemia 1a 0,8% va p°-thalassemia 0,1%.
C6 16,1% sb ngudi mang dong thoi ca gen a
-thalassemia va HbE.

Tai cac khu vuc nay, ty 1é mang gen o'-
thalassemia va HbE cua cé4c dan toc lan luot
la 50,3% va 25,8%. Trong téng sé cac mau
nghién cau chi c6 0,9% mang gen of-
thalassemia va 0,1% mang gen B°-
thalassemia. Cac kiéu gen c6 ty & cao va pho
bién nhat 1a o®"aa (45,8%), oSaw/aa
(29,7%), BC9%6/ B (83,2%). Dan toc Raglai c6
ty 1€ mang gen HbE la 31,2% va Beta
thalassemia 1a 0,2%. Ty & nay tuong dong
vai nghién cuu caa S. O'Riordan, ty 1€ HbE &
dan toc Raglai la 14,4% va Beta Thalassemia
la 0,1%[1]. Trong nghién ctu cua chang toi,
ty 16 mang gen cua dan toc E Dé va dan toc
M’néng lan luot 14 80,1% va 78,3%. Két qua
nay phd hop véi nghién ciu cia Tran Thi
Thay Minh (2015), cho thay ty 1& mang gen
alpha thalassemia ¢ nguoi E Dé 1a 32,7% va
M’néng 1a (18,6%)[2]. Ty Ié nguoi E dé va
M’noéng mang gen alpha thalassemia trong
nghién ciru cua chung t6i cao hon cua tac gia
Tran Thi Thay Minh c6 thé la do trong
nghién cau cia Tran Thi Thay Minh dung

ngudng sang loc MCV < 80 fl nén co thé bo
sot kha nhiéu nguoi mang dot bién nay. Theo
nghién ciru cuia Nguyén Thi Thu Ha cho thay
vGi ngudi mang gen a'thalassemia chi 20,9%
c6 MCV < 80 fl, va 62,8% MCH < 27pg, ¢
62,8% co gia tri MCV trong khoang 80 — 85
fl, 27,9% c6 MCH trong khoang 27 — 28pg
[3]. ’

Chung téi nhan thay Raglai va Cham la
céc dan toc co cung ngudn gbc. Tuy nhién
dic diém mang gen bénh cua 2 dan toc nay
lai cO su khac nhau rd rét, dan toc Raglai co
ty 1& mang gen rat cao 88,6%, con dan toc
Cham lai thap hon 1a 38,1%. Piéu d6 ching
t6 rang, ty 16 mang gen bénh Thalassemia/
Huyét sac t6 khdng hoan toan phu thudc vao
ngudn gdc dan toc, hé ngbn ngir ma con phu
thudc vao tinh dia du.

Dot bién o’-thalassemia (d6t bién SEA,
THAI) gap & 14/16 céc dan toc, tuy nhién
VGi ty 18 thap dudi 3%. Nhu vay, néu nguoi
dan cua nhitng dan toc nay két hon véi nhau
thi nguy co bi phu thai (--S54/--S8A) thap. Tuy
nhién, ty 1& cac alen dot bién 3.7 va HbCs
cao lan luot 12 66,8% va 31,3% trong tong sb
cac alen dot bién; va chiém ty 1é 41,7% va
19,5% trong tong sé ddi twong nghién chu.
Do vay kha nang nhing truong hop mang
gen o-thalassemia két hon voi nhitng nguoi
mang gen o'-thalassemia (3.7; 4.2; HbCS)
lai kh& cao, nhitng cap vo chong nay sé co
nguy co sinh con bi bénh HbH vai kiéu dot
bién --S¥A /¢ 0, ¢6 biéu hién 1am sang tir nhe
dén nang hoic bénh HbH voi kiéu dot bién -
- SEALLg3T - - SEALLg*2 thurong ¢6 biéu hién
thiéu mau nhe. Vi vdy, trong nghién ctu nay
chung t61 da phat hién 15 truong hop bi bénh
Alpha Thalassemia, day cting la nhirng bénh
nhan thé nhe, khdng phu thudc truyén mau,

chiém 0,5% vai cac kiéu gen - - SEA/-g3 7, -
THAI/ (Cso - - SEAJ 4.2
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Ty 1& dot bién B°-thalassemia (d6t bién
CD17, CD41/42, IVS2-654; IVS1-1, IVS1-
5) chiém 0,1%; tuy khéng phat hién cac dot
bién B* -thalassemia nhung ty 1& alen dot
bién CD26 (HbE) cao chiém 99,6 % trong
tong sb cac alen dot bién va 28,9% trong
téng s6 dbi trong nghién ctu. Vi vy truong
hop mang gen B’-thalassemia két hon voi
nhirg ngudi mang gen HbE thi van c6 nguy
co sinh con bi bénh Beta Thalassemia/HbE
v6i biéu hién 1am sang tir nhe dén nang,
trong nghién ctu cua chdng téi gap 2 truong
hop chiém 0,1% bi bénh Beta
Thalassemia/HbE ~ véi  cac  kiéu gen
BCdl?/BCdZG va kléU gen BIV52-654/ BCd26' Tuy
nhién ty 1¢ p’-thalassemia thap 12 0,1% nén
nguy co sinh con bi bénh Thalassemia thugc
thé phu thudc truyén mau ¢ nhiing cip vo
chdng cing dan toc 1a thap.

Ty 1é céc alen dot bién 3.7, HbCs va HbE
cao lan luot 1a 41,7; 19,5% va 28,9% trong
tong sé d6i tugng nghién ctu, tuy nhién véi
dic diém cac dot bién nay 1a dot bién nhe
nén mic du 1a dong hop tir fC926/pCH26, -¢37/-
o®’ hoic di hop tir kép nhu -0’/ a%%a... ciing
khdng gay nén biéu hién 1am sang. Nhiing
ngudi ndy khong thiéu méau hoic thiéu méu
rat nhe.

Khu vuc Duyén hai Nam Trung bo va Tay
Nguyén tiép giap véi Lao, Campuchia va la
ctra ngd ra bién cua Thai Lan, ching toi nhan
thiy két qua caa nghién cau cua ching toi
ciing pht hop voi cac nghién cau cua 1 s6
nudc trong khu vye Pong Nam A nhu béo
cao cua Suthat Fucharoen and Pranee
Winichagoon (nam 1992), ty I¢ mang gen
alpha thalassemia 1a 30 - 40% & mién Bic
Thai Lan va Lao, ty ¢ mang gen beta
thalassemia tir 1-9% va ty 1€ HbE khoang 50
—60% & khu vuc gitra 3 nudc Thai Lan, Lao
va Campuchia [4]. Nghién ctru caa Savongsy
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01, Fucharoen S (2008) vé ty 1é mang gen
bénh thalassemia/HST cua phu nit ¢ Lao cho
thiy ty 16 mang gen alpha, beta thalassemia
va HbE la 12,7%, 3.6% va 30,2%. [5]. Két
qua nghién cau caa Munkongdee o
Campuchia véi ty I¢ mang gen bénh chung la
62,7%, trong do6 ty I&¢ HbE (13,9% - 33,1%)
[6]. 9

bac diém ty 1é mang gen alpha
thalassemia va HbE cao trong cdc dan toc
Duyén hai Nam trung bo va Tay Nguyén cé
lién quan dén dich t& sét rét. Mot sb tinh &
vung Duyén hai Nam Trung b nhu Ninh
Thuan, Quang Binh, Quang Tri, Quang Nam
va mot s6 tinh & Tay Nguyén nhu Kon Tum,
Gia Lai, Pac Lak, Pac Nong, Lam Pong déu
1a noi tirng ¢6 dich sét rét lwu hanh cao [7].
Theo nghién ctru cuia Wambua S, Mwangi
TW va cong su cho thay ngudi mang gen o-
thalassemia (dong hop tir hoic di hop tir)
miac du bi nhiém Plasmodium falciparum
nhung khong cé triéu chuing lam sang [8].
Tac gia Kesinee Chotivanich va cong su
nghién ctu trén in vitro sy xam nhap cua
Plasmodium falciparum vao cac hdng cau co
cac thanh phan huyét sac té khac nhau (binh
thuong —HbAA; bét thuong HbH, AE, EE,
HCS, B-thalassemia E) cho thay ty ¢ hong
cau c6 huyét sic t& bat thuong bi
Plasmodium falciparum xam nhap thap hon
s0 véi hdng cau binh thuong. Pac biét hong
cau HbAE c6 kha ning khang lai sy xam
nhap caa Ky sinh trang sét rét 1a cao nhat [9].
Nhu vay, qua nghién ctu nay, ching toi
nhan thiy nguoi dan song ¢ ving dich té sét
rét co ty I¢ mang gen o'-thalassemia va HbE
cao hon hin cac khu vuc khdng c6 dich té
st rét.

Ty & mang gen thalassemia/Huyét sic t6
cua 16 dan toc thuoc vang Duyén hai Nam
Trung bo va Tay Nguyén tuy rat cao, nhung
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da phan déu 1a cac dot bién gen globin nhe
do d6 viéc két hén gan trong cac dan toc nay
Vv&i nhau thi nguy co sinh con bi bénh
Thalassemia mirc d6 nang thap hon so vdi
cac khu vuc khac. Tuy nhién, khu vuc Tay
Nguyén cd s dan sinh séng la 5.107.437, va
c6 mot lugng kha 1on nguoi dan toc & Béc
Bo di cu vao nhu H’mong (48.877 - 0,96%),
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]. Céc dan toc Thai, Muong,
Dao, Tay, Nung tir Mién Bic c6 ty 1& mang
gen o’-thalassemia va p°-thal kha cao, nén
néu nguoi dan toc thiéu sé & Tay Nguyén két
hén vai cac dan toc & mién Béc di dan thi s&
€O nguy co sinh con bi HbH va Beta
thal/HbE, la nhitng bénh nhan Thalassemia
c6 thé phai diéu tri truyén mau.

V. KET LUAN

Qua khao sat trén 7.079 nguoi ¢ 16 dan
toc sinh song cha yéu tai Duyén hai Nam
Trung bd va Tay Nguyén cho thiy tinh trang
mang gen bénh Thalassemia/HST rat cao Vi
ty 1€ chung la 60,5%. Ty I¢ mang gen a-
thalassemia cao chiém 51,1%, HbE c6 ty 1&
25,8%, ty 1&¢ mang gen p-thalassemia thap
0,1%. Ty 1é mang gen a-thalassemia phdi
hop HbE la 16,2%. Nghién ctu ciing phat
hién 1 ty 1€ nho nguoi 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 O’ MIEN NAM VIET NAM

Bach Qudc Khanh, Vii Hai Toan,

Nguyén Thi Thu Ha, Dwong Qudc Chinh, Lé Xuan 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
ciru: nghién ciru mo ta cit ngang. Két qua: Ty
1€ mang gen cua ca 3 dan toc déu cao, cu thé dan
toc Stiéng la 78%, Cho Ro 73,6% va Kho Me la
43,8%. Ty 1€ mang gen a-thal ctia dan toc Cho
Ro, Stiéng va Khmer lan luot 13 62,5%, 59,8%
va 20%. Ty 18 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 a-
globin ctia dan toc Stiéng la 3.7 (82,7%), SEA
(13,5%), HbCs (3,8%). Ty 1é cac kiéu dot bién a-
globin cua dan toc Khmer la 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 1an 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 1é mang gen bénh Thal/HST kha cao
(43,8% dén 78%). Chi mang gen a-thal (45,7%)
va HbE (36,7%). Khong thay truong hop nao
mang gen B-thal.

Tir khéa: thalassemia, bénh huyét sic to, dan
toc Cho Ro, Khmer, Stiéng.

(*)Vién Huyét hoc — 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 duyét bai: 19/4/2021
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Nguyén Thi Thu Ha, Nguyén Anh Tri(*)

SUMMARY

STUDY ON CHARACTERISTICS OF
THALASSEMIA/HEMOGLOBINOPATHY
IN ETHNIC MINORITIES: CHORO,
KHMER, STIEENG 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 a-globin mutations in
Khmer are 3.7 (57%), HbCs (22.8%), 4.2
(10.1%), SEA (8.9%), C2delT (1.3%).
Prevalence of HbE in Cho Ro, Stieng va Khmer
are 38%, 54.9% and 29,7% respectively. The -
thal mutation did not be detected in 3
populations. Conclusions: All 3 ethnics group of
Cho Ro, Stieng and Khmer in Southern Vietham
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 p-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 1a bénh di truyén c6 ty 18
miéc cao nhat trén thé gidi, nhung c6 tinh dia
du 10 rét. Bénh tap trung nhiéu & vung Dia
Trung Hai, Trung Dong, Chau A — Thai Binh
Duong trong d6 ¢6 Viét Nam. Trén toan cu,
c6 80 dén 90 tridu ngudi mang gen bénh
thalassemia (chiém gan 1,5% dén s6 toan thé
gi6i), trong d6 riéng khu vyc Pong Nam A
chiém khoang 50% (ty 1& nguoi mang gen
thalassemia tai Pong Nam A khoang 7,6%)
[1,2]. Thalassemia 13 bénh khong thé chita
khoi dugc nhung phong duge. Qua thyc tién
cho thiy, chi phi dau tu cho phong bénh nho
hon rat nhiéu so véi chi phi diéu tri va hiéu
qua rét 16n.

Nam B¢ la noi cu trd cia nguoi Viét
(Kinh) — chiém sd dong va cac toc ngudi
thiéu s6 12 cu dan ban dia: Stiéng, Cho Ro
hodc di dan: Khmer, Hoa, Cham, Tay, Nung,
Mudng, Tho.. Nhing nim gan diay Xu
hudng gia tang cac dong di dan cua nguoi
dan toc Khmer, Cham tir Ty Nam B dén
cac tinh, thanh khu vyc Pong Nam B¢ va di
dan quéc té sang Campuchia. Trong vong 5
nam lai day, theo s6 lidu phén tich cua 1 )
dé tai khao sat, udc tinh s6 lao dong cua
nguoi Khmer di 1am ¢ ving BDong Nam B¢
chiém ty trong gan 30% dan sb trong do tudi
lao dong (twong dwong khoang 20% déan sb
ciia vung). Xu huéng nay cé nhidu yéu td
khach quan. Sy giao thoa va giao luu vé kinh
té, van hoa ngdy cang dién ra manh mé nén
nhitng nguoi dan toc di cu dén va ngudi dan
ban dia c6 thé két hoén véi nhau thi ty 16
mang gen va bénh thalassemia s€ tdng lén
dbi véi dan toc co ty 18 thap va lam da dang
su tuong tac cac kiéu dot bién cua cac dan
toc.

Dé trién khai t6t cong tac phong bénh,
viéc hiéu biét vé tinh hinh dich t& va phan b6

dot bién gen bénh 1a rat can thiét. Ving Nam
Bg 1a vung dét da dan tdc, trong d6 co nhiéu
dan toc thiéu s6 ma dic diém gen bénh
thalassemia cua cac dan toc nay chua duogc
nghién ctru nhiéu. Vi vay, ching toi tién
hanh nghién cru nay nham muc tiéu: “Mé ta
ddc diém mang gen bénh va huyét sdc té cia
ba ddn téc thiéu sé sinh song chii yéu & Nam
bo.: Cho Ro, Stiéng va Khmer ”.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

Poi twong nghién ciru

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

Tiéu chuin chon miu

Hoc sinh c6 cha me cung dan tdc; Trong
thoi diém nghién ctru khong co cac biéu hién
sot, nhiém tring hodc bénh 1y khac.

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

Pia diém nghién ciru: Lay mau tai cic
truong THPT/ THCS tai cac tinh tham gia
nghién ctru. Dan toc Cho Ro & Pong Nai,
dan toc Kho me & An Giang va dan toc
Stiéng ¢ Binh Phudc. Xét nghiém dugc thuc
hién tai BVPK tinh va Vién Huyét hoc —
Truyén méau Trung Uong.

Phwong phap nghién ciru

Thiét ké nghién ciru: Mo ta cit ngang c6
phén tich.

C& miu va phwong phap chon miu

C& mau duoc tinh theo cong thic udc
luong cho 1 ty 1€

1-

(p x€)*

Véi mire ¥ nghia thong ké a = 0,05 ¢6

Zl.w2:1,96

Hé sb thiét ké: Do lua chon miu chum
nén chung t61 chon hé s6 thiét ké 1a 2

C& mau cu thé duoc tinh nhu sau:

n= 221
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= Hai dan toc da biét ty 16 mang gen: Ddi
véi Stiéng, chon p = 0,63 va Khmer chon p =
0,24 (Theo nghién ctru cua Sean’Riordan —
2010), nhu viy c¢& mau tdi thiéu can ldy lan
luot 1a 72 va 369.

» Chua c6 nghién ctlru trudc day ¢ dan toc
Cho Ro, nén chuing t6i udc tinh ty 1€ mang
gen p = 0,20 (€ = 0,25). Nhu vay ¢& miu tdi
thiéu can lay 1a 492.

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

Phwrong phap tién hanh

Hoc sinh dugc tip trung, tu van va to
chirc thu thap thong tin c4 nhan, iy mau xét
nghiém. Mau nghién ctu dugc lam xét
nghiém tong phan tich té bao mau bang may
dém ty dong, sinh hdéa mau (S'flt huyét thanh
bang k¥ thuat so mau, ferritin bang ky thuat

1. KET QUA NGHIEN cU'U

mién dich héa phat quang), xét nghiém thanh
phan huyét sic t6 bang k¥ thuét sic ky long
hiéu ning cao (HPLC). Xéac dinh dot bién
gen bang k¥ thuat Multiplex PCR, GAP —
PCR, giai trinh tu gen xac dinh cac dot bién
gen tong hop chudi a-globin, chudi p-globin.

Tiéu chuén chin doan

" C6 dot bién o-thalassemia: C6 > 1 dot
bién; mang gen a° -thal khi xac dinh c6 SEA,
THAI; o*-thal khi xac dinh c6 dot bién 3.7,
4.2, HbCs, HbQs, c2delT.

" C6 dot bién p-thalassemia: Co > 1 dot
bién; mang gen B°-thal: Cd17, Cd41/42, Cd
71/72, IVS1-1, IVS1-5, IVS2.654; mang gen
B*-thal -28, -29, -88, -90.

=Mang gen bénh huyét sic t6 (HDbE):
Cd26 (GAG —-AAQG)

Phian tich va xir 1y s6 liéu biang phan
mém Excel 2010 va SPSS 16.0.

Bdng 3.1. Ty 1é mang gen thalassemia/HST ¢ dan tgc Cho Ro, Stiéng, Khmer

Ty 1¢ mang : B-globin a-globin va
A A a-globin .
Dan tc gen (%) Beta HbE B-globin
(%) (%) (%) (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 57
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 thay truong hop nao mang gen f thal.
Bing 3.2. Ty 1é cdc kiéu gen a-globin dét bién ciia Cho Ro, Stiéng, Khmer

Kidu gen Cho Ro Stiéng Khmer Téng sé
(n=518) (n=82) (n=370)

-0 /o0 167 (51,5%) 31 (68,9%) 38 (51,3%) 236 (53,3)

-o*2/o0r 1 (0,3%) 0 8(10,8%) 9 (2,0%)

oo/ 38 (11,7%) 1 (2,2%) 15 (20,3% ) 54(12,2%)
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-0C2%T /g 0 0 1 (1,4%) 1 (0,23%)
-0 7/-a37 82 (25,3%) 6 (13,3%) 2 (2,7%) 90 (20,3%)
-0>7/-a*? 1 (0,3%) 0 0 1 (0,23%)
-0/ 21 (6,5%) 0 3(4,1%) 24 (5,42%)
- - S¥Aqq 6 (1,9%) 6 (13,3%) 7 (9,5%) 19 (4,29%)

SEA/ 0S5t 3 (0,9%) 1(2,2%) 0 4 (0,9%)

- - SEAL g37 5 (1,5%) 0 0 5 (1,1%)
Téng 324 (100%) 45 (100%) 74 (100%) 443 (100%)

C6 10 kiéu gen a-globin, trong d6 kiéu gen -a®"/aa chiém ty 1& 53,3%, -0>7/-a®7 chiém
20,3%, a®o/aa chiém 12,2%. C6 4 trudng hop - SF4/ a%a, 5 truong hop --SF4/ -a37.

SEA ] 32

42 | 05

ubcs [ 142

37 [, 521

0.0 10.0 20.0 30.0 40.0 50.0 60.0 70.0 80.0 90.0

Biéu d6 3.1. Ty |é cdc alen dgt bién gen alpha globin ¢ dan téc Cho Ro
Nguoi Cho Ro ¢6 4 kiéu dot bién gen alpha globin trong d6 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 18 3,2%.

SEA - 13.5
Cs . 3.8

0.0 10.0 20.0 30.0 40.0 50.0 60.0 70.0 80.0 90.0

Biéu d6 3.2. Ty |é cdc alen dpt bién gen alpha globin ¢ dan tgc Stiéng
Dan toc Stiéng chi c6 3 kiéu dot bién trén gen a —globin 1a 3.7, HbCs va SEA voi ty 16
twong tng 13 82,7%, 3,8% va 13,5%.
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sEA I s
Cc2delt ] 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 |é cdc alen dgt bién gen alpha globin ¢ dan tgc Khmer
Dan toc Khmer c6 kiéu 5 kiéu dot bién 13 3.7 (57%), HbCs (22,8%), 4.2 (10,1%), C2DelT

(1,3%) va SEA (8,9%).
Bing 3.3 Ty |¢ kiéu gen beta globin din tjc Cho Ro, Stiéng, Khmer
Kiéu gen Cho Ro Stiéng Khmer Téng sé
(n, %) (n, %) (n, %)
p/pcd2e 183 (35,3%) 41 (50%) 98 (26,5%) 322 (33,2%)
pC26/pCd26 14 (2,7%) 8 (9,8%) 12 (3,2%) 34 (3,5%)
B/B 321 (62%) 33 (40,2%) 260 (70,3%) 614 (63,3%)
Tong sb 518 (100%0) 82 (100%) 370 (100%0) 970 (100%0)

Ty 1é mang gen HBE cua 3 dan toc Cho Ro, Stiéng, Khmer lan luot 1a 38%, 59,8% va
29,7%. Dot bién phat hién dugc trén gen p-globin & 3 dan toc nay thi 100% la dot bién Cd26

(HbE) véi 90,4% la kiéu gen di hop tu.

IV. BAN LUAN

Ca 3 dan toc Cho Ro, Stiéng va Khmer
déu cé 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 thay
truong hop nao mang gen B thal ma chi thay
mang gen o-thal (45,7%) va HbE (36,7%)
(bang 1).

Dan toc Cho Ro cu tru tap trung tai tinh
Dong Nai. Trong nghién ciru nay, chung toi
thdy nguoi dan toc Cho Ro c6 ty 1¢ mang gen
a-thal 1a 62,5% va Hb E 1a 38% (bang 3.1).

92

C6 9 kiéu gen dot bién a-globin, trong d6
kiéu gen -a®"/aa chiém phan 16n véi 51,5%,
tiép theo 1a -o>'/-a®7 (25,3%), roi dén
o®o/aa (11,7%), dic biét 1a phat hién 8
nguoi bi alpha thalassemia gdm 3 trudng hop
¢6 kiéu gen -- S/ 0a va 5 trudng hop co
kiéu gen -- S¥4/-o®7 (bang 3.2). Biéu d6 3.1
cho thiy dan toc Cho Ro c6 4 kiéu dot bién
gen a-globin 1a 3.7, HbCs, 4.2 va SEA véi ty
1€ twong g 1a 82,1%, 14,2%, 0,5% va 3,2%
(biéu d6 3.1). Trong s6 ngudi mang gen bénh
huyét sac t6 E thi phan 16n 13 kiéu gen di hop
tir B/BC9% (92,3%) (bang 2.2). Chua phat hién
duoc truong hop nao cé dot bién p-thal. Dot
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bién Cd26 (HbE) gip & 38% ngudi dan Cho
Ro, trong d6 kiéu gen di hop tir 1a 35,3% va
dong hop tir 1a 2,7% (bang 3.3). Theo Tong
cuc Théng k&, tai tinh Péng Nai, ngoai Cho
Ro con c6 cac dan toc khac chiém sé luong
khong nho, trong d6 nhiéu dan toc co ngudn
géc tir phia Bic di cu xudng nhu Kinh, Hoa,
Tay, Nung, Dao [4]. Céc dan toc nay co ti 16
mang gen o’-thal lan luot 1a 9,7%, 6,7%,
9,1%, 9,1%, 10,2% [5]. Vi vy, voi ti 18
mang gen o'-thal cao, nguoi dan toc Cho ro
van c¢6 nguy co cao sinh con bi bénh alpha
thalassemia néu két hon voi nhitng nguoi
dan toc khéac, cu thé trong nghién ctru nay
chung t61 da phat hién 8 nguoi (1,5%) bi
Alpha thalassemia. Nhung nguoi bénh Alpha
thalassemia nay s& c6 thiéu mau mirc do tir
nhe dén trung binh.

Dan tdc Stiéng c6 dan sd khoang 66.788
ngudi (1999), cu tri tap trung tai mot sb
huyén thudc cac tinh Binh Phudc, Pong
Nai va Tdy Ninh. Trong nghién ctu cua
chang toi, dan toc Stiéng co ty 1€ mang gen
HbE va o-thal rat cao, voéi ty 1é 1a 59,8% va
54,9%. Doi véi cac Kiéu gen dot bién cia o-
globin, dan toc Stiéng c6 5 kiéu gen, trong
d6 kiéu gen o’/ chiém ty I¢ cao nhét la
68,9%, tiép dén la -o"/-a7 (13,3%) va --
SEA/qaL (13,3%). Chi ¢o 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 toc
Stiéng c6 ty lé HbE rat cao la 59,8%, trong
do6 kiéu gen di hop tir 1a 50% va dong hop tir
la 9,8%. S O’Riodan va cong su da nghién
ctu trén quan thé ngudi dan toc Stiéng &
mién Nam Viét Nam nidm 2010 cho thay c6
10 kiéu gen alpha globin dugc tim thay,
trong d6 nhiéu nhat 1a -o®"/aa (25,6%), -
o®1-a®7 (8%), --SEAaa (4,8%), o Sa/oa
(3,3%); vé tan suat dot bién alen alpha globin
dot bién két qua ciing twong tu nghién ciu

cua ching t6i véi tan suit gen -o>’ cao nhat

(22%) sau d6 dén gen —SFA (3%) va gen oo
(3%), ngoai ra con phat hién thém gen o™X
[3]. S O’Ridan ciing nhan thiy ty I& mang
gen B thalassemia rat thip (3%), con lai la
mang bénh huyét sic t& E (58% trong do6
77% la kiéu gen di hop tir) [3]. Nhu vay két
qua nghién cuau cta ching toi cling kha
turong dong véi két qua caa S’Oridan.

Theo tong diéu tra dan sd va nha & nam
2019, dan toc Khmer c6 1.319.652, nguoi
(déng thtr 5 trong 54 dan toc sinh sbéng &
Viét Nam), dinh cu tai cac tinh D@)ng Brfmg
Séng Cuu Long. Trong nghién ctr nay, ching
t6i thdy dan toc Khmer co ty 1é mang gen
Thalassemia/HST 1a 43,8%, trong do ty 1¢
mang gen o-thal la 20% va HbE la 29,7%.
Kiéu gen alpha globin trong cong ddng
Khmer kha da dang, gdm 7 kiéu gen, trong
d6 hay gap nhat 1a -a®"/aa (51,3%), a®o/aa
(20,3%), -a*?/aa (10,8%), --EAaa (9,5%).
Tan suat kiéu dot bién 3.7 13 cao nhat (57%)
sau d6 dén HbCs (22,8%), 4.2 (10,1%), SEA
8,9% va C2delT 14 1,3% (nhu két qua & bang
3.2 va biéu do 3.3). Nghién ctru ciia Lé Thi
Hoang My trén 1273 nguoi dan toc Khmer ¢
DPong Bang song Ctru Long ciing cho két qua
tuong dong véi chung toi véi ty 18 a-thal la
15,7%, HDE la 28,9%, tan sut dot bién 3.7
14 12,2%; 4.2 va SEA chiém ty 1¢ thap [6].

Dan toc Cho Ro cung voi Stiéng va
Khmer la cac dan toc co ngudn goc lau doi
tai Bong Nam B9, cung hé ngon ngi Mon-
Khmer. Dan toc Cho Ro & Pong Nai ¢
khoang cach dia Iy gan véi Binh Duong,
Binh Phuéc (noi tap trung chi yéu cia ngudi
Stiéng). Pong Bang Séng Ctru Long 13 noi
cu trll chu yéu cua ngudi Khmer va ngudi
Kinh. Két qua nghién ctru ctia chung t6i ciing
cho thay dan toc Cho Ro va dan toc Stiéng
6 ty 1é mang gen thalassemia/huyét sic to
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cao, khé& tuong dong nhau. Dan toc Khmer
co ty 1&6 mang gen thalassemia/huyét sic td
thip hon .

Mait khéc, vung sinh séng cua cac dan toc
Cho Ro, Stiéng, Khmer 1a cac ving co tiép
giap nhidu véi Tay Nguyén (Pak Lak, Dik
Noéng, Lam DPong), bién giéi Campuchia.
Nghién ctru ciia Vién Huyét hoc Truyén méau
TW ciing cho thdy 9 dan toc thiéu sé séng
cha yéu ¢ Tay Nguyén c6 ty 1& mang gen
bénh Thalassemia/huyét sic t6 rat cao vai ty
Ié chung la 64,7% (thap nhat la 38,7%, cao
nhat 13 83,9%), trong d6 ty 1¢ nguoi mang
gen alpha thalassemia la 55,7%, beta
thalassemia la 0,1% va HbE la 26,7% [5].
Céc nghién cuu cia Munkongdee
(Campuchia) va Buakhao (Thai Lan) ciing
cho thay ty 16 mang gen va tin sudt gen
thalassemia cua ngudi Campuchia (trong
nudce va lao dong tai Thai Lan) c6 sy tuong
déng véi cac chi sb cua cac dan toc Cho ro,
Kho me va Stiéng véi dic diém ty 1é mang
gen a'-thalassemia cao, HbE cao, ty 1é mang
gen p-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%) voi ty 1€ HBE 1a 20%, ti 1€¢ mang gen
a thalassemia 1a 12,8% va ti 1€ mang gen B
thalassemia la 2,82% [9].

Vung Nam B0 trudc day 1a vung dich té
sOt rét. Nho sy ¢b ging clia nganh y té va
toan x3 hoi tinh hinh dich sbt rét da dugc
kiém so4t va xo6a dan. Tuy nhién van con
nhung dia phuong tinh hinh sét rét van luu
hanh va c6é nguy co quay lai dac biét 1a vung
Pong Nam Bo [12]. Dich té st rét va dich t&
Thalassemia c6 lién quan t6i nhau, nhiing
vung c¢6 dich thi ty 1é o*-thal va Hb E cao
hon nhiing vung khiac. Theo Wambua S,
Mwangi TW va cong sy di nghién ctu thiy
nhitng ngudi mang gen o'-thal khi nhiém ky
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sinh trung sbt rét (Plasmodium falciparum)
nhung khong co6 tri¢u ching 1am sang. [13].
Ciing theo Chotivanich K va cong su cho
thiy riang cac hong cau HbAE c6 mot bét
thudng mang khong xac dinh duoc khién cho
phan 16n té bao hdng ciu c6 kha ning chdng
lai sy xam nhap cua P falciparum. Chinh bai
vay tai nhitng ving c6 st rét luu hanh hoic
da ting luu hanh sé ¢6 ty 1€ a*-thal va Hb E
rat cao phu hop vé6i nghién ctru ctia chiing toi
tai vung Nam B¢, m{t noi da va dang cé
dich sdt rét luu hanh.

Nhu vay, ba dan toc Cho Ro, Stiéng va
Kho me c6 dic diém la co ty 1é mang gen
bénh Thal/HST cao nhung hau hét 1a dot
bién nhe, nén it c6 nguy co sinh con bi bénh
thalassemia murc do nang néu ho két hon gan
trong cung dan toc hoac cac dan toc vung lan
can nhu Tay Nguyén. Tuy nhién, tai Nam
B9, la vang c6 da dan toc, nén van cé nguy
co ngudi dan toc di dan dén, 1a cac déan toc
¢6 ty 1é mang gen o thal cao, két hon véi
nguoi dan toc thiéu sé & vang nay, vi thé ho
van c¢6 nguy co sinh con bi bénh thalassemia.
Béi vay, cac dan tdc nay van céan duoc tu
van sang loc mang gen bénh Thalassemia,
nhat la tu van tién hon nhan va sang loc
truéc sinh dé phong tranh sinh ra tré mac
bénh Thalassemia.

V. KET LUAN

Ca 3 dan toc Cho Ro, Stiéng va Khmer ¢
Nam Bo déu c6 ty lé mang gen bénh
Thalasemia/HST rat cao (43,8% dén 78%).
Trung binh ty 1¢ mang gen a-thal la 45,7%
va HbE 1a 36,7%, khong thiy truong hop nao
mang gen p-thal. Ty 1 va kiéu dot bién gen
globin cua 3 dan tdc nay cé sy dac trung theo
dia ly, dan tdc va lién quan mat thiét toi dich
t& vung luu hanh sdt 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
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TOM TAT

Muc tiéu: mo ta ty 1é va mot sé dic diém gen
bénh thalassemia cua hoc sinh dan toc Kinh tai
mét s6 tinh, thanh phé Viét Nam. Phwong phap
nghién ciu: mo ta cit ngang. Poi twong va dia
diém nghién cteu: 4.245 hoc sinh dan toc Kinh
tai cac truong THPT thudc séu tinh, thanh phé:
Ha No¢i, Ha Nam, Quang Binh, Quang Nam, Pak
Lak, TP Ho Chi Minh. Két qua nghién cau: Ty
I¢ mang gen thalassemia chung cua hoc sinh dan
toc Kinh 1a 9,7%, chu yéu 1a thé bénh Alpha
thalassemia (6,7%). Dot bién gen chi yéu 1a dot
bién SEA, chiém 51,4% tong sb cac dot bién gen
alpha globin va dot bién cd26, chiém 74,1% tong
sb cac dot bién gen beta globin va HbE.

Tir khoéa: 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 mau TW
Chiu trach nhiém chinh: P Khai Hoan
Email: hoan.dokhai760411@gmail.com
Ngay nhéan bai: 20/3/2019

Ngay phan bién khoa hoc: 22/3/2019
Ngay duyét bai: 04/4/2019
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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.

Keywords:  congenital  bleeding,
ethnicity, thalassemia.

Kinh

I. DAT VAN DE

Thalassemia (bénh tan mau bam sinh) la
mot nhom bénh huyét sic t6 gay thiéu mau
tan méu di truyén, c6 ty 1& mac cao nhat trén
thé giéi nhung mang tinh dia du rd rét. CO
hai thé bénh chinh 1a Alpha () thalassemia
va Beta (B) thalassemia. M&i thé bénh la do
bat thuong tong hop mét loai chudi globin.
Bénh tap trung nhiéu & ving Dia Trung Hai,
Trung Pong, Chau A — Thai Binh Duong
trong d6 co6 Viét Nam.

Dan toc Kinh chiém khoang 85,7% dan
s6 Viét Nam [1]. Nguoi Kinh sinh séng trén
khip dat nuoc Viét Nam va mot sé nuoc
khéc, tap trung dong nhit & cac ving dong
bang va thanh thi. V&i dan sé dong va cu tra
trai rong, nguoi dan toc Kinh c6 nguy co
mang gen bénh cao vai s6 lwong nhiéu va
kho quan ly.
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Do d6, dé c6 thém thdng tin vé tinh hinh
dich t&, ty Ié mang gen bénh & nguoi dan toc
Kinh trén ca nudc, chang toi thuc hién
nghién ctu v&i muc tiéu: M6 ta ty 1é va mot
so ddc diém gen bénh thalassemia cua hoc
sinh dan téc Kinh tgi mét sé tinh, thanh phé
Viét Nam nam 2017.

Il. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

1. P6i twong nghién ciru

Hoc sinh nguoi dan toc Kinh (c6 bd va
me déu 1a dan toc Kinh) tai cac truong
THPT.

2. Thoi gian va dia diém nghién ciru

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

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

3. Phwong phap nghién ctru

- Thiét ké nghién ctru: mo ta cit ngang

- Phuwong phap chon mau: chon mau nhiéu
giai doan, tién hanh qua 3 budc: 1) Lua chon
tinh, 2) Lya chon truong hoc, 3) Lua chon
dbi twong nghién ctu.

*Bwéce 1: Chon tinh: Chon chu dich 6
tinh, thanh phé tai 3 mién trén ca nudc. Pia
diém duoc chon 1a: Ha Noi, Ha Nam, Quang
Binh, Quang Nam, Pik Lac, TP HO Chi Minh.

*Bwéce 2: Chon truong, 16p: Lya chon
ngau nhién don cac truong Trung hoc phd
théng, trong truong chon ngau nhién sb 1op
tuy theo c¢& mau tai cac tinh.

*Bwére 3: Chon dbi tugng nghién ctru:

Trong 16p chon toan b hoc sinh dan téc
Kinh ty nguyén tham gia nghién ctru cho dén
khi du c¢& mau.

- C& mau: 4p dung cong thirc tinh ¢& mau
cho mot ty 1€, udce tinh ty 1€ mang gen dan
toc Kinh la 8% [2], € = 0,25 (theo nghién

ctru ciia Nguyén Thi Thu Ha 2016).
2 p(1-p)
Z1-a (p x )

Do lya chon mau chum nén chung t6i lya
chon hé sb thiét ké bang 2, thuc hién tai ba
vung mién nén ¢ mau s& nhan ba lan, du
kién 3% tir chdi nghién ciru, tong ¢ méiu 1a
4.241. C& mau tung tinh thanh s& chia theo
ty 1& dan toc Kinh tai tinh, thanh phd dé.

4. Cac ky thuat xac dinh dot bién gen
bénh: mau mau xét nghiém cua ddi tuong
nghién ctru duoc thu thap vé Vién Huyét hoc
- Truyén mau TW, sau do6 thuc hién céc ky
thuat sau xac dinh dot bién gen bénh
thalassemia:

- Xét nghiém tong phan tich t& bao mau
bang dém té bao tu dong theo nguyén ly
Laser;

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

- Xét nghiém thanh phan huyét sic td
bang ky thuat sic ky long hiéu ning cao
(HPLC) vai cot sic ky trao ddi cation;

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

+ Mang gen dot bién chudi alpha: c6 > 1
dot bién: SEA, THAI, FIL, 3.7, 4.2, C2delT,
HbCs, HbQs.

+ Mang gen d¢ bién chudi beta: xac c6 >
1 dot bién: Cd17, Cd41/42, Cd71/72, Cd95,
IVS1-1, IVS1-5, IVS2-654, -28, -88, -90.

5. Phan tich va xir 1y s6 liéu: phan mém
Excel 2010 va SPSS 20.0.

n=

Ill. KET QUA NGHIEN cUU

Nghién ctru dugc thuc hién tai sau tinh
thudc ba mién Bic, Trung, Nam & 4.245 hoc
sinh. Sau day 1a mot s6 két qua thu duoc.
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Bdng 1. Pdc diém mang gen theo gidi va dia ban nghién cru
Gioi Nam (n = 1599) Nir (n = 2647) Mang gen
Pia phwrong Tan sb % Tan s6 % Tansé | %
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 5,3 24 8,0
Quang Binh (n = 249) 9 3,6 19 7,6 28 11,2
Quang Nam (n = 391) 26 6,6 36 9,2 62 15,9
TP. H6 Chi Minh (n =
1712) ( 78 4,6 101 5,9 179 10,5
Tong (n = 4245) 168 10,5 245 9,3 413 9,8
p (nam — nir) > 0,05

Nhgn xét: Ty I¢ mang gen chung cua hoc sinh dan toc Kinh la 9,8%. Dia phuong co ty 1€
mang gen cao nhat Ia tinh Quang Nam (15,9%), sau d6 dén Quang Binh (11,2%). Trong khi
khu vuc Ha Noi ¢c6 ty 1é6 mang gen 1a muc 7,2%. Khong cd su khéac biét vé ty 1é mang gen
gitra nam va nit (véi p > 0,05).

Bdng 2. Pdc diém mang

en theo thé bénh va gidi

Thé bénh Alpha Beta HbE
Gioi Tanso | Tylé | Tansé | Tylé | Tansé | Tylé
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

Nhgn xét: hoc sinh dan toc Kinh chi yéu mang gen theo thé Alpha, chiém 6,7%. Khong
c6 su khac biét vé ty 16 mang gen theo thé bénh va gigi. Chang tdi khéng gap ngudi mang ca
dot bién chudi alpha phdi hop voéi beta

Bdng 3. Péc diém mang gen theo thé bénh va dja ban nghién ciru

Thé bénh Alpha Beta HbE
Pia phuong Tansé | Tylé | Tansd | Tylé | Tanso | Tylé
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%
bik 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%
Tong 284 6,7% 36 0,8% 111 2,6%
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Nhgn xét: thé bénh Alpha va HbE gip nhiéu & Quang Nam (11,8% va 4,9%), trong khi

thé bénh beta lai c6 nhiéu ¢ Bak Lak (2,7%).

2.5%

7.0%

aa/-SEA
aa/-a3.7
Baa/-a4.2
O aa/aaHbCs

51.4% B Khac

Biéu 4.1. Ty |é cac kiéu dgt bién gen globin a-globin

4% 9%

B/BCd17

mB/BCd41/42

74%

BB/B-28
OB/BCd26
W Khac

Biéu 4.2. Ty |é cac kiéu dgt bién gen globin g-globin
Nhdgn xét: trong cac dot bién gen a-globin, dot bién hay gap nhit 1a SEA, chiém ty Ié
51,4%, tiép theo 1 dot bién 3.7, chiém 31%. Trong cic dot bién gen B-globin, dot bién hay
gap nhét 1a Cd26 (HbE), chiém ty ¢ 74,1% va Cd17, chiém 9,5%.

IV. BAN LUAN

Ty I¢ mang gen chung cua hoc sinh dan
toc Kinh 1a 9,8%, cao hon so vdi nghién cau
cia Nguyén Thi Thu Ha va cong su nim
2016 [2]. Nhu vay, uéc tinh ¢6 gan 7 triéu
nguoi dan toc Kinh mang gen thalassemia
trén khap Viét Nam. Pay 13 ganh ning rat
I6n d6i véi cong tac y té du phong va diéu tri

bénh mau. So sanh véi mét sb qudc gia trong
khu vyc, Trung Qudc cé ty 1é mang gen la
11,07% (dan toc 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 1é mang gen twong ddi thap, tuy nhién, khi
tinh tong thé cac dan toc thiéu sb khac & Viét
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Nam, ty 1é mang gen chung s& cao lén rat
nhiéu, twong dwong tham chi cao hon so V6i
cac nudc trong khu vuc Pong Nam A.

Khi so sénh mot sb yéu td lién quan, dé
dang nhan thay ty 1é mang gen thalassemia
cua nguoi Kinh khéng phu thugc vao gidi.
Nghién ctu caa ching t6i cho két qua ty 1&
mang gen cua nir la 5,8%, cua nam la 4,0%.
Diéu nay ciing d& hiéu vi thalassemia la bénh
di truyén trén nhidm sic thé thuong [7], voi
c& mau du I6n, ty 1é mang gen s& khong co
su khéc biét nhiéu vé giai.

Khi danh gia chi tiét hon vé dia ban
nghién cuu, ty 16 mang gen ¢ Ha Noi hién
dang & muc thap hon trung binh (7,1%) va l1a
thanh phé c6 ty 1¢ mang gen thap nhat.
Trong khi cac tinh ¢ khu vuc Mién Trung va
Tay Nguyén nhu Quang Nam, ty I¢ mang
gen 1én dén 15,9%. Thuc té, theo béo céo cua
cac bénh vién da khoa tuyén tinh, céng tac tu
van, sang loc va diéu tri bénh thalassemia tai
khu vuc nay ciing chua dap tmg day da nhu
cau so v6i Ha Noi va Thanh phé H Chi
Minh.

Panh gia vé dic diém mang gen theo thé
bénh, nghién ciu cho thiy hoc sinh dan toc
Kinh cha yéu mang gen bénh alpha, chiém
6,7% tong sé d6i tugng nghién cau. Két qua
nay cao hon nhiéu khi so véi két qua cua tac
gia Nguyén Cong Khanh hay mot sé tac gia
cuing thoi diém [8]. Nghién ctu cia céc tac
gia nay déu bao céo ty 1é mang gen dya trén
sang loc bang chi s6 hong cau va khing dinh
lai bang dién di huyét sic to, vi vay dé bo s6t
céc truong hop mang gen o, o khong ¢ sy
khac biét nhiéu vé két qua dién di ¢ nguoi
binh thuong. Nhu vay véi viéc ap dung Ky
thuat PCR tham chi giai trinh ty gen, nhém
nghién ciru da khic phuc dugc tinh trang bo
sO6t nguoi mang gen bénh, phan anh trung
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thue hon tinh hinh mang gen bénh huyét sic
t6 va thalassemia ¢ nudc ta.

Khi phan tich theo dia ban nghién ctu, thé
bénh alpha va bénh huyét sic t6 cé nhiéu &
Quang Nam, trong khi thé bénh beta lai c6
nhiéu ¢ Pak Liak. Tai Pak Lik, ty 1&6 mang
gen nay thip hon nhiéu so véi céc dan toc
thiéu s6 khac. Vi du nhu nghién ctru cua tac
gia Tran Thi Thdy Minh (2015) nghién ciu
trén hai dan toc Edé va Mnong tai Pak Lak
cho thay thé bénh alpha thalassemia chiém
dén 24,6%, bénh huyét sic té chiém dén
27.1% [9].

Panh gia vé kiéu dot bién gen alpha
globin cho thay, dot bién SEA cd ty 1& cao
nhat (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 phi
hop véi két qua nghién ciru caa 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 VOi
c4c nghién ctiu trén quan thé nguoi Bac Thai
Lan cua Wibhasiri Srisuwan (2013) va
nghién cau trén quan thé ngudi Quang Pong
Trung Quéc cua Xu (2014), cua Pingsen
Zhao (2018) [3, 13, 14]. Nhu vay, nghién
ctru ndy va hau hét cac tai liéu da cong bd
trude d6, déu chi ra rang SEA 1a dot bién pho
bién, chiém ty I¢ 1on nhat, khdng chi ¢ Viét
Nam, ma con & Trung Qudc va nhiéu nuéc
trong khu vyc Pong Nam A. Tuy nhién,
cling c6 mot 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 khéac
biét ty 1€ alen gitra cAc dan toc nguoi khac
nhau [15].

Bén canh d6, danh gia vé kiéu dot bién
gen beta globin va HbE cho thiy, dot bién
cd26 (HDE) chiém ty 1& cao nhat (74,1%),
tiép theo d6 la cac dot bién cd17, cd41/42.
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Chi riéng 3 loai dot bién nay da chiém trén
90% tong sb alen dot bién beta globin va
HbE duoc phat hién. Khi so sanh két qua véi
nhiéu nhém tac gia trong nudc, ty 18 dot bién
hoan toan trung khép véi cac két qua da
tuyén bd, nhu coa tac gia Vi Hai Toan
(2018) hay Tran Tuan Anh (2016) [12, 16].
Tuy nhién, nghién cau mai day cua tac gia
Pingsen Zhao nghién ciru trén 14524 nguoi
dan tai tinh Quang Pong Trung Qudc cho
thdy, Cd26 khong phai 1a dot bién chiém ty
I&¢ cao nhat, ma lai 1a dot bién 1VS-11-654
(39,7%) va dot bién Cd41/42 (33,6%) chiém
ty I¢ cao nhat [14].

Viéc xac dinh cac dot bién phd bién &
nguoi dan toc Kinh Viét Nam co6 y nghia
quan trong trong sang loc trudc sinh. Véi cac
ty 1¢ nhu trén, trong cac truong hop can phai
xac dinh dot bién gen ¢ nhém nguy co cao
(dic biét trong chan doan trudc sinh) ma cac
diéu kién khach quan va chu quan khéng cho
phép l1am nhiéu dot bién, thi nhimg dot bién
vai ty 1€ hay gap trén s€ dugc wu tién xac
dinh trude, diéu nay lam giam céac chi phi
cho d6i tuong can 1am xét nghiém [12].

V. KET LUAN

Nghién ctu 4245 hoc sinh dan toc, két
qua cho thay, hoc sinh ¢ tit ca cac tinh,
thanh phd déu ¢ ty 1é cao mang gen dot bién
téng hop chudi globin, ty 1& nay khac nhau
giita cac dja phuwong. Cu thé, ty 16 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 téc Kinh chu yéu mang
gen bénh alpha, chiém 6,7% téng sé dbi
turong nghién ciu. Dot bién gen chu yéu 1a
dot bién SEA, chiém 51,4% tong sé cac dot
bién gen alpha globin va dot bién cd26,

chiém 74,1% tdng sd 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 Quén, Bach Quéc Khanh,
Ngé Huy Minh, Dwong Quéc Chinh, Nguyé&n Ngoc Diing,

Bai da ding trén tap chi YHVN sé dic
biét thang 4 nam 2019, tap 447

TOM TAT

Muc tiéu: khao sat ty 1€ mang cac gen dot
bién va wéc tinh nguy co di truyén gen bénh
huyét sic t6 va thalassemia ¢ 6 dan toc sinh séng
tai c4c tinh phia Bic. Phwong phap nghién ctu:
md ta cit ngang. Péi tweng: 2.923 hoc sinh 6
dan toc (Tay, Thai, Muong, H’Mo6ng, Nung,
Dao) sinh séng ¢ 4 tinh mién Bic. Két qua
nghién ciru: Ty mang gen bénh huyét sic té va
thalassemia 1a 26,7%; trong d6 nhiing dot bién
nang nhu SEA, THAI gip 10,1%, dot bién Cd17;
Cd41/42, Cd71/72, Cd95, IVS1-1 gap ¢ 6,8% ddi
twong nghién ctiru. Udc tinh méi nam, c¢6 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 co toi 251
truong hop bi phu thai do alpha thalassemia thé
rat nang (Hb Bart’s). Két luan: Pay la nhing
con s bao dong, gidp chdng ta c6 thém giai phap
tich cuc trong phong tranh bénh thalassemia
duoc hiéu qua hon.

Tir khéa: tan méu bam sinh, dan toc,
thalassemia.

(*)Vién Huyét hoc - Truyén mdu Trung wong
Chiu trach nhiém: Nguyén Thi Thu Ha
Email: nguyenthuhanihbt@gmail.com

Ngay nhén bai: 20.3.2021

Ngay phan bién khoa hoc: 8.4.2021

Ngay duyét bai: 19.4.2021

L& 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
northern areas in Vietnam. Method: cross
sectional description. Subject: students of
ethnics: Tay, Nung, Dao, Thai, Muong and
H’Mong. Results: The overall frequency of
hemoglobinopathies was 26.7%. Mutations of
a'-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. Conclusion: These are
alarming figures, giving us reasonable access to a
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 la bénh ly di truyén phé bién
trén thé gigi ciing nhu & nudce ta, bénh do di
truyén gen dot bién tong hop chudi alpha
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va/hoic 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 Ia tinh trang mang gen. Mic du co ché di
truyén da rd rang, sb dot bién xac dinh duoc
ngay cang tang 1én nho cac ky thuat sinh hoc
phan t&, nhung viéc phong bénh con gap
nhiéu khé khin. Theo Lién doan thalassemia
thé gisi, phong bénh thalassemia 1a hudng
t6i viéc kiém soat ngudn gen bénh va khdng
ché, giam ty Ié sinh ra tré em bi bénh thé
nang.

Theo Attawut Chaibunruang, khu vuc
Pong Bic Thai Lan da kha thanh cong sau
20 nam thyc hién phong bénh véi chién luoc
vu tién nham vao viéc khong ché kha ning
sinh ra tré & 3 thé bénh nang, d6 1a déng hop
tor af-thalassemia, dong hop tir va di hop t
kép tir B -thalassemia va HbE/B-thalassemia
. -

O céc tinh mién Bac, ngoai dan toc Kinh
chiém da sb, ¢ 6 dan toc ¢d sé lwong nguoi
turong d6i 16n, lan lugt 1a Tay, Thai, Muong,
H’Mong, Nung, Dao véi khoang 5,3 triéu
ngudi (tong sé trén toan québc 1a 7,2 triéu
ngudi). Theo cac nghién ctu gan day, &
nhitng dan toc nay, ty I¢ mang gen va bi
bénh thalassemia kha cao so véi nhiéu ving
khac [2, 3]. Viéc xac dinh dugc ty 1€ mang
gen bénh, ty Ié kiéu gen dot bién va du doan
duoc kha ning di truyén cac dang dot bién
nang, s& gop phan tich cuc vao cong tac tu
van phong bénh. Ching tdi thuc hién nghién
ctru nady nham muc tiéu: (1) khao sét ty 1é
mang cac gen dot bién va (2) uéc tinh nguy
co di truyén gen bénh huyét sic t6 va
thalassemia ¢ 6 dan toc Tay, Thai, Muong,
H’Mong, Nung, Dao.

1. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U
1. Poi twong nghién ciru
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2.923 nguoi, 1a hoc sinh trung hoc co so,
la nguoi dan toc Tay, Thai, Muong,
H’Mbéng, Nung, Dao [3]. Dbi twong nghién
ctru ¢6 bd me cuing dan toc, duoc nha truong
tu van va phu huynh doéng 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 Héa (Muong, Théi).

Céc xét nghiém duogc thuc hién tai Vién
Huyét hoc - Tmyén mau TW va bénh vién da
khoa tinh.

3. Phwong phap nghién ciru

% Thiét ké nghién ctru: nghién ctru mo ta
cat ngang.

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

(1) Chon tinh: Chon 4 tinh c6 chu dich,
noi c6 nhiéu ba con cic dan toc trong danh
sach sinh séng, cac tinh dugc chon la: Ha
Giang, Lang Son, Tuyén Quang, Thanh Hoa;
(2) Chon truong, 16p: Lua chon ngau nhién
don céac truong Dan tdc ndi tra, trong trudng
chon ngau nhién cac 16p cé hoc sinh thudc
dan toc du kién chon miu (3) Chon dbi
tuong nghién ctru: Trong 16p chon toan bo
hoc sinh thuoc dan toc trong danh sach; Lanh
dao nha truong va gido vién chua nhiém tu
van dé cac chéau tu nguyén tham gia nghién
ctru cho dén khi du & mau.

% C& mau: 4p dung cong thuc 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 t6i

n= 2%
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thiéu 1a 332; dan toc Tay, p dua vao nghién
clru trude 1a 0,27 [4], ¢& mau tbi thiéu la
332; céac dan toc Nung, Dao, Thai, H’'modng,
udc tinh ty 1€ mang gen p= 0,20 (€ = 0,25),
c6 n lan luot 1a 492, 492, 492, 3609.

% Phwong phdp tién hanh

Hoc sinh dugc tdp trung, tu van va to
chirc thu thap thong tin ca nhén, iy mau xét
nghiém. Mau duoc lam xét nghiém tong
phan tich té bao mau bang may dém té bao tur
dong, sinh h6a mau (sit huyét thanh bang ky
thuat so mau va ferritin huyét thanh bang ky
thuat mién dich héa phat quang), Xét nghiém
thanh phan huyét sac td bang ky thuat sac ky
I6ng hi¢u nang cao (HPLC); Xac dinh dot
bién gen bang ky thuat Multiplex PCR, Gap-
PCR: xac dinh cac dot bién gen tong hop
chudi alpha globin, chudi beta globin.

Cac ddi twong nghi ngd mang gen
(MCV<85fl, MCH <28pg, khong thiéu sit)
s& duoc chi dinh lam xét nghiém xac dinh
dot bién. Tiéu chuan chan doan mang gen
thalassemia/ bénh huyét sic to:

I1. KET QUA NGHIEN cU'U

= Mang gen dot bién alpha thalassemia:
c6 > 1 dot bién; mang gen o khi xac dinh c6
SEA, THAI; o khi xéac dinh c6 mat dot
bién: 3.7, 4.2, C2del T, HbCs, HbQs.

= Mang gen beta thalassemia: xac dinh
c6 > 1 dot bién; mang gen B° khi xac dinh c6
dot bién Cd17, Cd41/42, Cd71/72, Cd95,
IVS1-1, IVS1-5, mang gen B* khi c6 dot bién
-28-29, -88-90, 1VS2-654.

* Mang gen dot bién bénh huyét sic tb
(HbE): Cd26 (GAG — AAG).

4. Phan tich va xur 1y s6 liéu: phan mém
Excel 2010 va SPSS 20.0.

Uc tinh ty 1€ sinh con bi bénh dua theo
cong thirc ciia Lién doan Thalassemia Thé
gidi [5]: Ty 1€ sinh con bi bénh = Ty 1é mang
gen x Ty I& mang gen x 0,25 x s6 tré sinh ra
1 nam (ty I¢ mang gen la tinh theo alen dot
bién).

S6 tré sinh ra trong 1 nim = ty suat sinh
thd x dan sé. (Ty suat sinh thd chung cho 6
dan toc la 17,8 tré / 1.000 dan) [3].

Bdng 1: Diic diém dan sé hec ciia 6 dan tgc nghién cru

A n Dansé trén | DAn sé cac tinh I{’(rc tir‘]h 56,. Co mau
T ban toc toan quéc @ phia Bic ®) tre rig;' MO | nghién ciu

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 sé va Nha ¢ Viét Nam nam 2009 [4]
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Theo Tdng cuc thdng K&, hién c6 hon 7,2 triéu ngudi thudc 6 dan toc nghién ciru, trong do
séng chu yéu & khu vuc mién bic (hon 5,5 triéu nguoi). Tong sé mau tu duoc 14 2.923 ngudi.
Bdng 2. Ty & mang gen bénh thalassemia va huyét sic to

Dot bién a- Dot bién p- Dot bién Dot bién gen
Dan toc Cf globin globin Cd26 (HbE) globin

oM T ye o | % | on | % n %
TAY 406 | 84 [207% | 30 | 74% | 6 | 1,5% | 106 | 26,1%
THAI 481 | 107 | 222% | 15 | 31% | 90 | 187% | 183 | 38,0%
MUONG | 336 | 75 |223% | 24 | 7,1% | 59 |17,6% | 139 | 41,4%
NUNG 760 | 150 |[197% | 44 | 58% | 6 | 08% | 188 | 24,7%
DAO 538 | 100 |186% | 51 | 95% | 3 | 0,6% | 137 | 255%
H’'MONG | 402 22 | 55% 6 1,5% | O 0,0% 27 6,7%
TongS6 | 2923 | 538 | 18,4% | 170 | 58% | 164 | 56% | 780 | 26,7%

Khao sét cho thdy, ty 1é mang gen dot bién globin chung la 26,7%, ty & nay rat cao ¢
ngudi Muong (41,4%), sau d6 dén Thai (38%), Tay (26,1%). Trong d6 chu yéu la dot bién
alpha, 18,4%; ty Ié dot bién beta va HbE lan luot 14 5,8% va 5,6%.

Bdng 3. Ty 1¢ ngwoi mang dgt bién gen globin

U | comiu | ami | Dinain | PO
DA THAI) ! C2delT)

toc N n % n % n %
Tay 406 37 91 12 3,0 37 91
Thai 481 75 14,3 3 0,6 30 6,2
Muong 336 54 16,1 5 1,5 17 51
Nung 760 69 91 26 3,4 60 7,9
Dao 538 55 10,2 6 1,1 40 7,4
H’Moéng 402 6 1,5 0 0 16 4,0
Chung 2.923 296 10,1 52 1,8 200 6,8

Khao sét ty 16 mang dot bién gen tong hop chudi alpha globin cho thiy, 10,1% dbi tuong
nghién ciru mang cac dot bién nang (mat doan Ion) gay a® glogin phé bién ¢ nude ta, d6 1a
SEA, THAI; 1,8% mang cac dot bién diém va 6,8% mang cac dot bién mat doan nho gay o -
globin (3.7, 4.2, C2delT).
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Bdng 4. Ty 1& mang dpt bién gen téng hep chudi beta globin

i Pt bién Beta (Cd17; Lz
C:; Comiu | Cdar/42, Cd71/7(2, Cdos, C?Z‘-’g E’:SE)
Dan IVS2-654)

toc N n % n %
Tay 406 25 6.2 6 15
Thai 481 14 29 90 18,7
Muong 336 19 5,7 60 17,9
Nding 760 42 55 6 0,8
Dao 538 50 9.3 3 0,6

H’Méng 402 6 15 0 0
Chung 2,923 156 5,3 165 5,64

Két qua trén cho thdy, 5,4% ddi twong nghién ctru mang dot bién gen tong hop chudi p
globin, 5,64% mang dot bién tong hop HbE, trong d6 c¢6 nhom dan toc Thai, dan toc Mudong
cO ty Ié rat cao, lan luot 12 18,7%, 17,9%.

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

U’é’p tinh

Sisr?ht:;/ Hb Bart’s HbH"H'EgZHbH HbH Téng cong

Dan tc nam i i i
Tan A Tan Tan
N n | suét n T;an n | suét n suit

© 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
Muong 14.043 91 64,8 8 6,0 29 20,5 128 91,4
Nung 13.670 28 20,7 11 1,7 25 18,0 63 46,4
Dao 11.330 29 26,0 3 2,8 21 18,9 54 47,7
H’Moéng 17.293 1 0,6 - - 3 15 4 2,1
Chung 98.492 251 | 255 45 4,5 169 17,2 465 47,2

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

Str dung c6ng thirc wéc tinh ty 18 tré sinh ra bi bénh thalassemia, cho thay, 6 dan toc ¢ khu
vuc mién Bic co thé ¢6 251 trudng hop mang thai tré bi alpha thalassemia thé rat nang (Hb
Bart’s — phu thai); 45 tré sinh ra c6 nguy co bi alpha thalassemia thé trung binh va 169 tré
mang bénh thé nhe. Tan suat chung la 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'6c tinh sb
tré sinh ra Beta 2
X - Thalassemia Beta Thal/HbE Tong cong
A hang nam
Dan toc X
) Tan A £ A
z Tan suat Tan
N n suat n © n £
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’Moéng 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

MJi nam, trong s6 khoang 98.000 tré sinh ra thuoc 6 dan toc nay, udc tinh c6 khoang 69
tré bi beta thalassemia thé ning, 74 trudng hop bi beta thalassemia/HbE; tan suat chung la
14,5 tré sinh ra bj beta thalassemia/10.000 tré sinh ra song.

IV. BAN LUAN

Bang 1 cho thay két qua vé tan suat mang
gen bénh thalassemia & nhém déi twong
nghién cau thuoc 6 dan toc. O dan toc
Muong, ty 1€ gap trong nghién cau nay kha
cao (41,4%), trong khi Duong Ba Truc
nghién ctru nam 2010 ¢ 462 ngudi Muong &
Hoa Binh, cho ty ¢ c6 huyét sic td bat
thuong 1a 21% (gdom Beta thalassemia 9%,
HbE la 10,5% va HbH 1,12%), nghién ctu
nay khong dua ra ty 1€ mang gen alpha
thalassemia[2]. Két qua c6 su khéc biét, co
thé do thoi gian dé, tic gia Duong Ba Truc
st dung nguong MCV <78 fL va dién di
huyét sic td, con ching tdi sir dung ngudng
phét hién 1a MCV <85 fL, sau d6 dung k¥
thuat sinh hoc phan tir @& phat hién dot bién
nén ty 1& phat hién nguoi mang gen bénh
dugc cao hon dac biét la alpha thalassemia
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va HbE di hop tir. Ty I€ ngudi Tay mang gen
la 26,1%, tuong duong véi két qua do
Nguyén Kiéu Giang nghién cau & 332 phu
nit Tay nam 2016 (27%) [4].

Vé tan suat mang gen alpha thalassemia,
két qua & bang 2 va 3 cho thiy, 10,1% dbi
tugng nghién ciru mang cac dot bién nang
giy ol — thalassemia phd bién ¢ nudc ta, d6
la SEA, THAI, trong d6 ty I¢ nguoi Thai va
ngudi Tay mang hai dot bién nay rét cao, lan
luot 13 16,1% va 14,3%. Ty 1& nay tuong
duong vé6i nghién ctu caa Nguyén Kiéu
Giang voi 16,3% mang gen dot bién tong
hop chudi alpha globin [4]. Day la hai dot
bién mét doan 16n, dan dén tinh trang khdng
téng hop duoc chudi alpha globin.

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

Két qua chung caa chung toi cling co nét
twong ddng véi két qua nghién cau cua He S
va cong su cong bd, khao sat trén 130.318
ngudi & mién Nam Trung Quéc cho thay ty
Ié¢ mang gen thalassemia la 19,1%, hai thé
alpha va beta lan luot 12 12,5% va (- - SEA)
5,1%; ty I& cac dot bién —SEA (51,9%), -
a3.7 (19,90%), oCSa (10,58%), -04.2
(8,13%) [6].

Chuing t6i tiép tuc sir dung nhitng két qua
noi trén, phan tich ty 1é mang gen theo tirng
thé bénh, tim ra tan suit di truyén cac dot
bién c6 thé gay bénh muc do nang, trung
binh (bénh nhan thuong phu thudc vao
truyén mau), do la dong hop tir aof-
thalassemia, dong hop tir va di hop tir kép tir
[ -thalassemia va HbE/B-thalassemia [1]
DPdng thoi, dua trén sb tré du kién sinh mai
nam cua tung dan toc va cong thirc wéce tinh
nguy co di truyén gen bénh cua Lién doan
Thalassemia thé gioi [5] dé dy tinh sé luong
tré sinh ra c6 nguy co bi bénh thé nang va
trung binh néu khong duoc 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, co
t6i 251 trudng hop tré ¢ thé bi Hb Bart’s
(gay phu thai). Day 1a thé bénh dé lai hau
qua nang né nhat cua thalassemia, do hau hét
cac trudng hop bi phu thai khéng duoc chan

doan nguyén nhan gady phu thai do vay
nhitng ba me nay c6 thé phu thai nhiéu lan
[3]. Con sb chiing t6i dua ra ciing chi 1a woc
doan do khéng c6 thong ké vé sé trudong hop
va nguyén nhan din dén mang thai khong
thanh cdng ¢ nhom cac dan toc dugc nghién
ctru. Bang 3 cho théy, ty 1& gip ngudi mang
dot bién gen SEA va THAI ¢ cong dong nay
1a 10,1%; phdi hop Vvéi ty 1& nguoi mang gen
bénh huyét sic t6 alpha (HbCs, HbQs) la
1,8% va ty 1€ mang gen o'-thalassemia la
6,8% thi sb tré sinh ra c6 thé bi bénh thé
trung binh (di hop tir kép) HbHHbCs hoac
HbH HbQs va thé nhe HbH lan luot 14 45 va
169 tré, voi tan suat sinh ra tré bj
bénh/10.000 tré sinh ra séng 1a 4,5 va 17,2.

Dot bién HbE kha phé bién ¢ khu vuc
Pong Nam A ciing nhu ¢ nudc ta. VO Thé
Hiéu (2014) nghién ctu tinh hinh bénh
thalassemia trén 1.100 nguoi dan ¢ hai huyén
mién nii Nam Pong va A Ludi, Thira Thién
Hué cho thay, ty 1é mang gen HbE 1a 10,4%
[7]. Trong 6 dan toc dua vao nghién cttu, Voi
gan 100.000 tré sinh ra mdi nam, ty & mang
gen p°-thalassemia la 5,3% va HOE la 5,6%
(bang 4), wac tinh sé co6 khoang 143 tré sinh
ra bi bénh beta thalassemia mdi niam, trong
d6 69 tré sinh ra bi beta thalassemia thé ning
(B%B%), 74 truong hop cO  beta
thalassemia/HbE (B%pBE), (bang 6). Hb Bart’,
beta thalassemia mic d6 nang va beta
thal/HbE 1a 3 thé bénh nam trong muc tiéu
can khéng ché. Khi phat hién ra nguy co sinh
con thé bénh nay, can tu van dé chan doan
truéc sinh va manh dan chim dut thai ky;
giai phap nay da duoc nhiéu qudc gia thyuc
hién kha hiéu qua [1].
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Viéc dinh huéng sang loc dé tim ra nhitng
cip vo chong mang cac dot bién ning da
duogc thuc hién ¢ nhidu nudc trong viéc han
ché sinh ra tré bi bénh ning. Tai Quang
Chau, Trung Quéc Véi ty ¢ mang P-
thalassemia 1a 2,5%, o%-thalassmia 1a 4,14%,
o -thalassemia 1a 4,05%, trong 10 nam, cic
bénh vién da sang loc 49.211 thai phy, phéat
hién ¢ 4.503 thai phu mang gen thalassemia
(9,1%), trong d6 187 cap doi co6 nguy co sinh
con bi bénh o-thalassemia (Hb Bart’s va
HbH), 82 cap vo chdng c6 nguy co sinh con
bi bénh B-thalassemia. Két qua chan doan
trudc sinh c6 54 thai bi bénh o-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 ctu
& mién Bac Théi Lan trén 1.198 cip doi co
vo mang thai, c6 4,8% di hop tir alpha
thalassemia, 1,6% mang gen di hop ti beta
thalassemia, 12,4% cé di hop tir Hb E, 2,7%
phat hién c6 18 cap do6i nguy co cao, trong
d6 15 cap c6 nguy co sinh con bénh
HbE/beta thalassemia va 3 cdp c6 nguy co
sinh con Hb Bart’s [9].

Theo Attawut Chaibunruang, cdch lam
nay ciing da mang lai nhitng thanh céng nhét
dinh trong cbng 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 ciling da co
bai tong quan, danh gia nguy co truyén gen
bénh alpha thalassemia ¢ cac nuéc trong khu
vuc Pong Nam A, va woc tinh va du béo s6
tré em sinh ra c6 thé mang gen alpha & Thai
lan ndm 2020 nhiam nham thuc hién tét hon
cbng tac phong bénh ¢ nudce nay [10].

Nhiing s liéu néu trén chua bao gom sd
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tré sinh ra mang gen bénh thalassemia/huyét
sic t6. Tuy nhién, két qua dyu doan kha ning
sinh ra tré bi bénh thalassemia thé ning rat
dang bao dong (thé beta thalassemia,
beta/HbE, Hb Bart’s, HbH). Du doan nay
cling phu hop véi thyc trang s6 lwong bénh
nhi thalassemia 6 dan toc nay dang khong
ngung gia tang ¢ cac bénh vién (nhu mot
nghién ctu cua Vién Huyét hoc Truyén mau
TW).

V. KET LUAN

Qua khao sét ty 16 mang gen bénh huyét
sic td va thalassemia ¢ 6 dan toc (Tay,
Nung, Dao, Thai, Muong, H’Mong) dang
séng ¢ mot sb tinh mién Béc, két qua cho
thdy, tinh trang mang gen bénh huyét sic
té/thalassemia gip ¢ tat ca cac dan toc
nghién ctu. Ty I& mang gen bénh huyét sic
t6 va thalassmia la 26,7%; nhitng dot bién
nang nhu SEA, THAI gip 10,1%, dot bién
Cd17; Cd41/42, Cd71/72, Cd95, IVS1-1 gap
& 6,8% ddi tugng nghién ciru. Udce tinh so bd
mdi niam, 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, cd khoang 251 truong hop ¢
thé bj phl thai do alpha thalassemia thé rat
nang (Hb Bart’s).

Pay la nhitng con sé bao dong, gilp
ching ta c6 thém giai phap tich cuc trong
phong tranh bénh thalassemia duoc hiéu qua
hon.
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PAC PIEM MOT SO CHi SO HUYET HOC & NGU’O'l MANG GEN BENH
THALASSEMIA PEN TU VAN TAI VIEN HUYET HOC - TRUYEN MAU TW

Nguyén Thi Thu Ha, Ngé Manh Quéan, Vii Hii Toan,
Lé Xuéin Hai, Nguyén Ngoc Diing, Dwong Quéc Chinh,

Bai da dwoe ding trén tap chi YHCN s
chuyén dé thang 11 niam 2016, tip 448

TOM TAT

Muc tiéu: Khao sat dic diém cac chi sb xét
nghiém dong hdéng cAu mau ngoai vi va thanh
phan huyét sic t& ¢ ngudi mang dot bién gen
bénh thalassemia & ngudi toi tu véan tai Vién
Huyét hoc - Truyén mau Trung uong. Péi twong
va phwong phap nghién ciru: M6 ta cit ngang,
danh gia két qua xét nghiém chi s6 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/l
va MCH < 27 pg ¢ 100% va 99,5% ngudi mang
dot bién gen B° va o, gip 20,9% & a* va 71,8%
& HbE. Cac d6t bién nhe a* va BF c6 thé c6 chi sd
MCV va MCH trong giéi han binh thuong
(MCV > 85 f/l va MCH > 28pg) véi ty 1€ 1a
16,3% va 9,3% & at+ va 2,8% va 1,4% & BE.
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: Ngudi mang gen (1
allen dot bién) thuong khong thiéu mau hodc chi
thiéu nhe, hau hét c6 HC nho. Thanh phan huyét
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sic t6 c6 HbA2 ting trong beta thalassemia,
HbA2 binh thuong trong alpha thalassemia; cac
dot bién nhe a* va pE co thé c6 chi s6 MCV va
MCH trong gidi han binh thuong.

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

SUMMARY

THE CHARACTERISTICS OF RED

BLOOD CELL INDICES AND

HEMOGLOBIN COMPONENT IN THE
THALASSEMIA CARRIERS AT NIHBT

Objective: to acces the characteristic of red
cell indices among a, B 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/l va MCH < 27 pg in 100% and
99.5% among of B° and aCcarriers; 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 B
recpectively.  Among people who are
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
MCH might be in normal range in o or B
silence carriers.

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

Thalassemia 12 bénh di truyén don gen
phd bién trén thé gidi, voi biéu hién chinh 1a
thiéu mau do tan mau. Nguoi mang gen hodc
mang bénh mrc d0 nhe thuong khdéng co
biéu hién 14m sang. Pay chinh 13 nhom ddi
tuong ¢6 nguy co truyén gen bénh sang thé
hé sau. Bé phong bénh hi€u qua, mot bi¢n
phap quan trong la xac dinh dugc nguoi
mang gen va han ché viéc truyén gen cho thé
hé sau, tién t6i 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 gi6i, thuong bt dau tir
cac chi s xét nghiém té bao mau ngoai vi,
trong d6 c6 nhiing chi s6 duoc st dung rat
httu hi¢u nhu MCV, MCH véi ngudng cut
off phd bién 1a 80 /1 va 27pg, dic biét cho
sang loc cong ddng. Tuy nhién, Thalassemia
gy ra boi co ché ton thuong gen tong hop
chudi o, B globin kha phuc tap, tuy thudc
kiéu dot bién va sy phdi hop cac dot bién véi
nhau s& giy ra cic muc do ton thwong hong
cau khéc nhau tir d6 tao nén c4c kiéu hinh va
biéu hién 1am sang rit da dang. Téng phan
tich mau ngoai vi 14 xét nghiém co ban dau
tay dé dinh huéng chan doan thalassemia [3],
tiép dén 1a xét nghiém xac dinh thanh phan
huyét sic t6 dé chan doan thé bénh
thalassemia va cudi cing 1a sinh hoc phan tir
dé xac dinh chinh xéc loai dot bién.

Duya trén két qua nhitng dot bién gen da
x4c dinh duoc cia nhom dbi tuong khde
manh t&i tu van, ching t6i thyc hién dé tai
nay nham: Khdo sat déic diém cdc chi so xét
nghiém dong héng cau mdau ngoai vi va
thanh phan huyét sdc t6 & nguwoi mang dot
bién gen bénh thalassemia & ngudi téi tw vin
tai Vién Huyét hoc - Truyén mdu Trung
wong.

II. DOI TUQNG VA PHUONG PHAP NGHIEN CU'U

1. Péi twong nghién ciru (PTNC)

413 nguoi khde manh, téi tu van vé bénh
Thalassemia tai Trung tam Thalassemia,
Vién Huyét hoc — Truyén mau trung wong,
dugc xéc dinh mang gen bénh.

béi tuong loai tru: thiéu sit hodc cac
bénh ly viém nhiém khéc.

2. Thoi gian va dia diém nghién ciru

- Thoi gian: 1/2015 — 6/2016

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

3. Phuwong phap nghién ctiru

3.1. Thiét ké nghién ciru: Nghién ctu
mo ta cat ngang.

3.2. Phwong phap va cong cu thu thap
50 liéu

% Noi dung va chi s nghién ctru

- Thong tin chung: Tudi, gidi.

- Chi s6 hong ciu mau ngoai vi: Hb,
MCV, MCH.

- Thanh phan huyét sic tb.

- Kiéu dot bién gen o, B globin.

¢ Phuong tién, dung cu

- May dém té bao ty dong ADVIA 2120
(Siemen - Drrc).

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

- Xac dinh dot bién gen globin bang
phuong phap PCR don va strip assay

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

Il. KET QUA NGHIEN cG’U

3.1 Pic diém chung cia d6i twong
nghién ciru

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

S6 allen dot bién Thé bénh n %
R a-thalassemia 226 54,7
Ton thuong 1 allen -
B-thalassemia 171 41,4
Tén thuwong nhiéu allen Thé két hop 16 3,9
Chung 413 100

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

thalassemia.

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

Dot bien gen t;rogblilr?p chubi alpha Dot bién gen tong hop chudi beta globin
Kiéu gen ﬁlﬁr‘]‘ n (%) Kiéu gen Kiéuhinh |  n (%)
oo/--SEA o 183 (81,0) B/ pCt’ iR 50 (29,2)
owo/-07 ot 24 (10,6) p/ peasr/az i 36 (21,1)
0(0(/'(14'2 (X+ 5 (2’2) B/ BCd71/72 BO 3 (1,8)
oo/ o HPCS ot 14 (6,2) p/ plvStL i 2(1,2)

B/ BIV52-654 BO 2 (112)
B/ BCd95 BO 1 (0,6)
B/ P92 (HbF) BE 71 (41,2)
B/ B2 p* 6 (3,9
Tong 226 (100) Tong 171 (10)

Trong s6 nguodi mang dot bién gen a, chu yéu gip dot bién —SFA (81%), ngoai ra con gip
allen dot bién -7, -a*? va HbCs. Chiing t6i gip 10 kiéu allen dot bién chudi B, phd bién nhét
la Codon 26, Codon 17, Codon 41/42 véi ty 1€ lan lvot 14 41,2%, 29,2% va 21,1%.

3.2 Pic diém xét nghiém huyét hoc ctia nguwdi mang 1 dot bién gen thalassemia

Bing 3.3: Nong dp huyét siic té (/1) theo kiéu hinh giita hai gigi

Gioi Nam Nir
Kiéu hinh djt bié (" + SD, min-max) (" + SD, min-max) i
1 3
ol -thalassemia 13(913211%55 116&’?&1};’ o p1-2 <0,05
2 4 P3-4 >0,05
o*-thalassemia 150,6+11,89 122,96+10,45
(113-173) (102-140)
pC-thalassemia 131,89+9,66 2 101,92+10,08 ©
(114-149) (86-132) Dab >0,05
B*-thalassemia 144,949,81° 121,07+11,69 ¢ Pe-d <0,05
(109-163) (96-150)
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O d6i twong mang gen 1a nam, chi s6 huyét sic t6 trung binh déu trén 120g/1. O nit, nhém
mang gen o c6 lwong Hb trung binh thip hon nhém o (116,38 = 11,39 g/l so véi 122,96 *
10,45g/1), nhém BP° thap hon nhém B* (101,92 + 10,08 va 121,07 + 11,69 g/l), su khac biét c6
¥ nghia thong ké véi p<0,05.

Bing 3.4: Chi sé hong cdu va thanh phin huyét sic té theo kiéu dét bién gen

Chi s
Kiéu hi MCV (fl) MCH (pg) HbA2 (%) p
dot bién
® (n=183) 67,98+3,68 1 21,19+1,16 4 2,06+0,22 P12 <0,05
ot (n=29) 82,28+2,26 2 26,48+1,09 ° 2,37+0,32 Pas <0,05
HbCs (n=14) 82,18+7,06 2 26,61+2,61 6 2,12+0,95
5,36+0,42
0 —_ a d ] ]
B° (n=94) 63,55+3,39 19,91+1,12 (HDF 5.36+5.04) Ea-b :882
+ _ a-C '
p* (n=6) 71,56+3,63 ° 23,04+1,48 ¢ >,320,49 Pa-e <0,05
(HbF 3,7) 061 <0.05
5,36+0,42 . ‘ 2,49+1,45 B
(n=71) 77,65+3,64 25,62+1,24 (HDE 24,63:+2.34)

Chi s6 MCV, MCH trung binh & nhom dbi twong nghién ciru déu thdp hon gii han binh
thudng. Cu thé, nhém mang gen o c6 MCV trung binh 14 67,98 + 3,68 fl, MCH trung binh la
21,19 + 1,16pg, thap hon so véi nhém mang gen a* va HbCs, su khac biét c6 ¥ nghia thong ké
v6i p < 0,05; nhém mang gen B° c6 MCV trung binh la 63,55 + 3,39 f/I, MCH trung binh la
19,91 + 1,12pg, thap hon nhém mang gen B* va B &, su khac biét c6 y nghia thong ké véi
p<0,05. Nhom mang gen o thalassemia thanh phan Hb chi c6 HbA va HbA2, nhom P
thalassemia thanh phan Hb c6 HbA2 ting trung binh 13 5,36 + 0,42 (%), nhém HbE di hop tir
c6 HbE trung binh 14 24,63 £ 2,34 (%).

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

Chi s6 HC

MCYV (fl) MCH (pg)
Dang
dot bid <80 80-84,9 >85 <27 27-27,9 >28
ot bién

a® (%) 99,5 0,5 0 99,5 0,5 0
ot (%) 20,9 62,8 16,3 62,8 27,9 9,3
B9 (%) 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 nguoi mang gen o va p°cd chi s6 MCV < 80 fl va MCH < 27 pg. Nhom mang gen
ot c6 MCV > 85flva MCH >28pg 13 16,3% va 9,3%, tuong tw & nhom mang gen BE ty 1é nay
lan luot 14 2,8% va 1,4%.

3.3. Pic diém xét nghiém huyét hoc & nhém c6 nhiéu dgt bién
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Bing 3.6: Chi sé xét nghiém 6 nhom cé nhiéu djt bién gen

Chi s6 HC .
Dang x MCV (fl) MCH (pg) HbA2 (%)
A K mau
dot bién
R 5,75+0,49
Cdl7 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 54
-28 va SEA 1 69,2 22,6 5,2
Cd17 va Alpha 4.2 1 65 19,7 5,6
R 2,53+1,38
Cd26 va SEA 3 65,5+1,67 20,6+0,25 HbE: 13,63+1,54
R 1,7+0,42
Cd26 va Alpha 3.7 2 74,35+6,72 23,8+3,1 HbE: 18,15+4,59
6,6
Cd26 BHT 1 65,9 21,2 HbE: 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 trudng hop c¢6 2 dot bién gen globin. Trong tt ca cac truong hop c6 dot bién phdi
hop alpha vé6i beta thalassemia, thanh phan HbA2 déu ting (4.8-6,1%). Trudng phdi hop
Cd26 va ~ SFA thi HbE 1a 13,63+1,54%, phdi hop Cd26 va Alpha 3.7, HOE la 18,15+4,59%.
Hau hét cac truong hop c6 MCV va MCH rat thap. Phdi hop 2 dot bién nhe trén 1 cip gen,
khong anh hudng nhiéu dén luong Hb, cu thé nhu HbCS / Alpha 3.7 ¢6 Hb 1a 108g/L (niY),

nhu Cd 26/ -28 cé Hb la 134g/L (nam).

IV. BAN LUAN

4.1. Pic diém dot bién gen bénh
thalassemia & nhém ddi twong nghién ctru

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

Trong sb allen dot bién trén gen tong hop
chudi a globin duoc khao sat, dot bién —SFA
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gip pho bién nhat (81%), tiép theo 1a cac dot
bién -7, -0*2 va HbCs. Chiing toi gap 10
kiéu allen dot bién chudi B, pho bién nhait 1a
Codon 26, Codon 17, Codon 41/42 véi ty 1¢
lan lugt 12 41,2%, 29,2% va 21,1%. Cac ty 1&
nay ciing phii hgp véi mot sé nghién ciru
khac & nudc ta, nhu trong nghién clru cua
Nguyén Khic Han Hoan (2011) nghién ciru
& 290 doi tuong duoc chan doan trude sinh,
ty 16 mang dot bién —SEA 1a 77,8%, trong
nghién ctru ciia Ngo Diém Ngoc (2015) trén
124 thai phu nguy co cao 1a 80,6%.
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4.2.Pic diém xét nghiém huyét hoc
bénh Thalassemia & nhém c6 1 dt bién
gen

Nhiing chi s6 héng cau mau ngoai vi ¢ ¥
nghia trong sang loc va chin doan nguoi
mang gen/bi bénh thalassemia d6 1a nong do
huyét sic t6, MCV, MCH. Trong sb 397
ngudi mang 1 dot bién, ching toi phéan tich
sy khac nhau vé ndng d6 huyét sic to giita
nhom o va a*; B° va B* dé khao sat sy khac
biét dugc thé hién ra cac chi s6 mau ngoai vi.

Két qua & bang 3.3 cho thiy, & ddi tuong
mang gen 1 nam, chi sé huyét sic t6 trung
binh déu trén 120g/l. C6 mot so trudng hop
huyét sac to dudi 120g/l nhung ty 1¢ khong
cao. O nir, nhom mang gen o° c¢6 lwong Hb
trung binh thdp hon nhom o' (116,38+11,39
s0 voi 122,96+10,45 g/l), nhom p° thap hon
nhom B*(101,92+10,08 va 121,07+11,69 g/l),
su khac biét co ¥ nghia théng ké vai p<0,05.
Piéu nay tuong dbi phu hop véi co so ly
thuyét, nhitng dot bién o, f° nhu —SF4, Codon
17, Codon 41/42... lam mét kha ning tong
hop chudi globin, con cac dot bién o, B* nhu
037, -0*?, -28... chi lam giam t6ng hop
chudi globin, dot bién HbCs va Codon 26
(HbF) 1a cac dot bién tao ra cac loai chudi
globin khac. Mot sd truong hop chi co ton
thuong 1 allen o, B° nhu —S5A, Codon 17,
Codon 41/42 ¢6 luong giam huyét sic td
dudi 90g/l (thiéu mau mirc do trung binh)
déu 1a nhimg ngudi dang co thai. V& thanh
phan huyét sic t6, két qua bang 3.4 cho thiy,
hau hét cac truong hop mang 1 allen dot bién
0, thanh phan huyét sic t6 chi co HbA va
HbA2, HbA2 ¢ mirc thip, dudi 2,5%. Nhitng
truong hop mang 1 allen dot bién p° va p* ty
1€ A2 thuong dao dong khoang 5%, HbF dao

dong khoang 5%; o thé BE, HbF c6 khoang
2,5% va ty 1¢ HbE 1a 24,63 + 2,34%.

Chi s6 MCV va MCH ciing nhu thanh
phan huyét sic td ciing c6 sy khac biét tuong
d6i 13 giira cac nhom o’ va o', p° va B*. Bang
3.4 cho thdy, chi s6 MCV, MCH trung binh
& nhom ddi tuong nghién ciru déu thap hon
gidi han binh thudng (8511 va 28pg). O nhom
mang gen o, chi s6 MCV trung binh 12 67,98
+ 3,68 fl, MCH trung binh la 21,19+1,16 pg,
thip hon so v&i nhom mang gen o va HoCs,
su khac biét co ¥ nghia théng ké vai p<0,05.
Nhom mang dot bién pP ciing twong tw, MCV
trung binh Ia 63,55 £ 3,39 fl, MCH trung
binh 12 19,91 + 1,12pg, thiap hon nhém mang
gen B* va B, swkhac biét co y nghia thong ké
véip < 0,05.

Chi s&6 MCV va MCH c¢6 gia tri quan
trong trong viéc dinh hudng chian doan tinh
trang mang gen dot bién. Cac nghién ctru
trong khu vuc nhu cua Ma ESK ¢ Trung
Qudc, Chan & Hong Kong, Wibhasiri & Thai
Lan dé xuat tiéu chi sang loc MCV < 80 fL
va MCH < 27 pg.[3] Mot s6 tac gia khac lya
chon ngudng cut off cia MCV 1a 76 fL thi
do nhay va do dac hi¢u trong sang loc B-
thalassemia la 93,7% va 96,6%. Trong
nghién ctru nay, két qua bang 3.5 cho théy,
st dung ngudng MCV va MCH nhu trén kha
phi hop dé dinh huéng chan doan nguoi
mang gen & thé o’ va p° (MCV < 80f/l va
MCH < 27 pg 6 100% va 99,5% ngudi mang
dot bién gen B° va o). 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
co toi 27,9% & muc 27-28pg. Tuong tu,
trong nhom mang gen B cd 25,45% co
MCV ¢ muc 80-84,9 fl, 2,8% & muc > 85fl;
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11,3% c6 mitc MCH tr 27-28pg, 1,4% co
MCH > 28pg. Nhu viy, néu trong sang loc
cong dong ma str dung ngudng MCV < 80fl,
MCH < 27pg s€ c6 kha nang bd s6t mang
gen o *, BF, didu nay rat quan trong trong tu
van trude két hon va trude sinh. Néu nhitng
ngudi P két hon véi ngudi gen B0 thi s& co
nguy co sinh con bi bénh B° /BE , v6i biéu
hién 1am sang trung binh dén ning. Néu
mang gen o * dic biét 1a HbCS két hon véi
ngudi man gen of (--5F4) thi s& c¢6 nguy co
sinh con bi bénh (--S54aa"®%) thuong la
muic d§ trung binh. C6 1€ viéc xac dinh
ngudng MCV, MCH cho sang loc can duoc
nghién ctru & quy mo rong hon.

4.3. Pic diém xét nghiém huyét hoc
bénh thalassemia & nhém nhié¢u dot bién
gen

Gen tong hop chudi alpha globin nam trén
nhiém sic thé sb 16, gen beta globin trén
nhiém sic thé s6 11, hai gen nay doc lap véi
nhau. Viét Nam cling nhu cac nuée khu vuc
Pong Nam A c6 ty 1¢ ngudi mang gen bénh
cao & ca 2 thé alpha va beta globin. Do su
trong tac gen ctia bd va me 1a ngdu nhién
nén dira con cia cip vo chong c6 nguoi
mang gen bénh beta, c6 ngudi mang gen
bénh alpha c6 thé bi phdi mang ca gen alpha
va beta thalassemia.

Su phdi hop dot bién gen alpha voi gen
beta globin khong anh huéng dén luong Hb
mic du MCV, MCH thap (bang 3.6). Tuy
nhién két qua thanh phan Hb chi c¢6 HbA2
taing — giébng nhu cic trudng hop beta
thalassemia don thudn. Vi vdy véi truong
hop dd chan doan beta thalassemia van can
phai lam xét nghiém xac dinh cac dot bién
gen alpha globin dé tranh bo sot cac trudong

118

hop phdi hop nhu thé nay.

Céac truong hop phdi hop HbE véi a
thalassemia khong anh huong dén luong Hb
nhung lam giam ty 1€ HbE (thuong duoi
20%), két hop véi o thi ty 16 HbE thdp hon
so voi két hop voi o (bang 3.6). Dua trén
dic diém nay, chung ta cé thé du doan duoc
kha ning mang gen alpha phdi hop v6i HbE
qua két qua xét nghiém xac dinh thanh phan
huyét sic t6. Viéc dinh hudng chin doan
nguoi mang gen vo cung c6 y nghia dac biét
trong tu van chan doan trudc sinh, trudc két
hon dé tranh sinh ra nhitng dura tré bi bénh
thalassemia.

V. KET LUAN

Qua khao sét chi s6 xét nghiém hong cau
mau ngoai vi & 413 nguoi khde manh, dén tu
van va dugc xidc dinh mang gen bénh
thalassemia, ching t61 thu dugc mat s6 két
luan sau:

- Chu yéu 13 nguoi mang 1 allen dot bién,
trong d6 o-thalassemia chiém 54,7%, B-
thalassemia chiém 41,4%. Nguodi mang gen
bénh thalassemia (1 allen d6t bién) thuong
khong thiéu mau hodc chi thiéu nhe. Luong
huyét sic td trung binh ¢ nam gidi tir 105 —
168 g/L. Nguoi mang dot bién gen o va p°
déu c6 chi s6 HC nho, MCV < 80/ va
MCH < 27 pg. Céc dot bién nhe o* va pE c6
thé ¢6 chi s6 MCV va MCH trong gidi han
binh thuong (MCV > 85 {/1 va MCH > 28pg)
voi ty 1€ 1a 16,3% va 8,3% ¢ o+ va 2,8% va
1,4% & PE.

- Thanh phan huyét sic t6 trong o
thalassemia & gi¢i han binh thuong, trong o?
thalassemia thi c6 thé binh thuong hodc
HbA2 giam nhe. Trong HbE di hop tu, ty 1€
thanh phan HbE 1a 24,63+2,34 (%)
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- Phéi hop dot bién o véi B globin lam
hong cau nho, nhung khong anh huong nhidu
dén luong huyét sic t6. Thanh phan huyét
sdc t nhu biéu hién cua dot bién gen B don
thuan. Trong a thalassemia phdi hop HbE, ty
16 HbE giam hon so voi HbE don thuan
(thuong < 20%).

KIEN NGHI

Nhat thiét phai xét nghiém xac dinh dot
bién gen a-thalassemia trong cac truong hop
da chan doan xic dinh P-thalassemia va
trong cac trudong hop hong cau nhé ma thanh
phan dién di huyét sic t6 binh thudng.
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GIA TRI CUT-OFF CUA CAC CHi SO HONG CAU
O’ NGU'O'1 MANG GEN VA BI BENH ALPHA THALASSEMIA THE NHE

Bai da ding trén tap chi YHVN s6 dic
biét thang 4 nam 2019, tap 477

TOM TAT

Pit van dé: Cac chi s hong cau cua ngudi
mang gen va bi bénh o thalassemia thé nhe gop
phan quan trong trong sang loc, dinh hudng chan
doan. Muc tiéu: Nghién ctru nguong cut-off, do
nhay, d6 dic hiéu cua cac chi s hong cau ¢
ngudi mang gen va bi bénh o thalassemia thé
nhe. Pdi twong va phwong phap: Nghién ctu
mo ta trén 1863 ngudi mang gen va bi bénh o
thalassemia thé nhe, tudi >15, khong kém thiéu
mau 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 «
thalassemia thé nhe, MCV c6 AUC 0,947,
ngudng cut-off 1a 77,45fl véi d6 nhay 91,6%, do
dac hidu 88,9%, MCH c6 AUC 0,973, ngudng
cut-off 1a 23,65 d6 nhay 93,6%, d6 dac hiéu
92,6%. Ngudng MCV 72,15f va/hoic MCH
21,85pg c6 kha nang goi y (- -/aa) thalassemia.

Ter khoa: Nguoi mang gen o thalassemia, o
thalassemia thé nhe

SUMMARY
THE MEANING OF THE CUT-OFF OF
RED CELL INDICES IN ALPHA
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Pham Hai Yén*, Nguy&n Thi Thu Ha*,
Nguyén Ngoc Diing*, Nguyén Ha Thanh*

THALASSEMIA CARRIERS AND MILD
ALPHA THALASSEMIA PATIENTS
Background: RBC indices in silent carrier
state and a-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 silent carrier state, 215 (-o/-a)
thalassemia, 476 (- -/ao) thalassemia) who from
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.
Key words: silent carrier
Thalassaemia, a-Thalassaemia trait

state  a-

I. DAT VAN DE

o-Thalassaemias 1a rdi loan di truyén
dugc dic trung boi giam hozc mat san xuét
chudi a-globin. Bénh phé bién ¢ Viét Nam
cling nhu khu vuc Pong Nam A [1] [2]. Co
nhiéu thé a-thalassemia khac nhau tiy thugc
s6 luong dot bién trén mot hodc hai gen o-
globin. Trong d6, o-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
gap 1a — o®’ va — o*2. Ngoai ra, cac nudc
Dia Trung Hai, Dong Nam A va Trung Qudc
cling hay gip sd 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]. ‘ ,

a-thalassemia thé nhe gom cac doét bien
2 gen o-globin trén cing mot nhiém sac the
hodc mot gen a-globin trén 2 nhidm sic thé.
O khu vuc Pong Nam A va Trung Qudc, dot
bién 2 gen a-globin trén cing mot nhidm sic
thé hay gﬁp la: — _SEA, _ _THAI, __FIL [3]
[6]. Dang dot bién mot gen a-globin trén 2
nhidm sic thé 1a su két hop cua cac dot bién
diém, co thé gap: — o®7/— o7, — a7 |- a*?
hoic — o’ /— a8 ...

Dua trén dién di huyét sic t6 dé chan
doan, ca hai thé a-thalassemia trén hau hét
déu c6 két qua binh thuong. Tuy nhién, trén
xét nghiém tong phan tich té bao mau ngoai
Vi, cac chi s6 MCV hoic MCH hoic MCHC
c6 thé giam. Vi vay, dya trén 1863 ngudi co
o -thalassemia dugc sang loc dot bién gen
globin, ching t6i dua ra ngudng cut-off, do
nhay, d6 dac hiéu caa cac chi s6 hong cau o
ngudi mang gen va o thalassemia thé nhe.

1. DOI TUONG VA PHUONG PHAP NGHIEN
cuu

2.1 Péi twong nghién ciu: 1863 nguoi
mang gen alpha thalassemia va alpha
thalassemia thé nhe tai vién Huyét Hoc va
Truyén Méu trung wong, thoi gian tir 1/2017
—12/2017 thoa man céc tiéu chuan sau:

- Tuéi>15

- Khéng kém tinh trang thiéu mau thiéu
sat (Ferritin > 30 ng/ml)

- Dién di huyét sic té c6 HbA2 <3,5%
va HbF <2%.

- Xac dinh nguoi mang gen alpha
thalassemia va alpha thalassemia thé nhe dua
trén sang loc véi cac dot bién hay gap o Viét
Nam biang multiplex PCR, gém c6: SEA,
3.7, THAI, 4.2, FIL, HbCS, HbQs, C2del
[4], [5].

- Nguoi mang gen (—o/aa thalassemia)
gom cac dot bién: - a®7a, — a0, — a*%a ,—
OLQSOL, o OLCZdeIOL.

- alpha thalassemia thé nhe gom:

+ — /oo thalassemia: — — SEA — — SEA

+ —a/—0 thalassemia: — o®'/— o3, — o
OLCS, _ (14'2/ _ aCS’ _ aCS/ _ aCs

2.2 Phwong phap nghién ciu

- Nghién ciru md ta cét ngang.

- Xét nghiém tong phan tich té bao mau
ngoai thuc hién trén may dém té bao ty dong
Advia 2120i, DXH800.

- Xét nghiém multiplex PCR thuc hién
trén may PCR Mastercycler nexus GX2,
EppendoftAG, Proflex AB.

- Xir Iy s6 liéu bang phan mém SPSS 20
Vai cac thuat toan tim gia tri trung binh, do
léch chuan, T-Test, ROC.

3.7/_

1. KET QUA NGHIEN CUU

Trong thoi gian tu 1/2017 — 12/2017, co
1863 trudng hop o thalassemia thé nhe hoac
ngudi mang gen vai két qua dién di huyét
sac td binh thuong duogc xac dinh. Trong do,
nam chiém 35,4%, nir chiém 64,6% voi tudi
trung binh la 25,4. Stir dung multiplex PCR
sang loc vai cac dot bién hay gip ¢ Viét
Nam, nhom nghién ctu dugc chia lam 3
nhém:

121



KY YEU CAC CONG TRINH NGHIEN ClPU KHOA HOC VE BENH THALASSEMIA

Bdng 1: Ty 1¢ céc logi dét bién hay gap tai Viét Nam

Dot bién n %
-0 g 702 37,6
— o 398 214
—a/a0 thalassemia —o*20 67 3,6
(n=1172) — o 3 0,2
_ (XCZdeIU, 2 0,1
—/aa thalassemia — — SEA 464 24,9
(n=476) — _ THAI 12 0,6
—o3- o3 120 6,4
o/—0. thalassemia oo 93 >
(n=215) —o*?— o 1 0,1
— 0% — o 1 0,1
Bdng 2: Péc diém cac chi sé hong cau ¢ cac nhom alpha thalassemia
Chi s —o/ao —o/—0o. —/ao
0 (n=1172) (n=215) (n= 476)
Nam 55%£05 58x£05 6,4+05
RBC
Nir 5+04 53x05 57£04
Hb Nam 1428+ 12,9 134 +£9,9 119,4+£8,4
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 +4,3
Nam 259+14 231+14 21+11
MCH
no 259+14 22611 209+14
Nam 3135115 300,7 £11,8 303,1+£10,9
MCHC
nir 3116 £12,3 298,7+ 11,2 301,4+12,7
RDW - Nam 143+13 153+14 164+1,6
Ccv nit 139+13 153+ 1,4 158+ 1,4
Bdng 3: So sanh MCV, MCH, MCHC ciia nguwéi mang gen va alpha thalassemia thé
nhe
. X (—a/aa) thalassemia (~o/—a ) va (—/am)
Chiso n=1172 thalassemia (n=691) P
MCV 82,942 71,4+53 <0,001
MCH 259+14 215+15 <0,001
MCHC 312,3+£12,1 301,2+£12 <0,001
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MCV nhém (—o/ao) thalassemia trung
binh la 82,91 cao hon (—a/—a ) va (—/oa)
thalassemia (71,4fl) v&i p<0,001. Chi s ¢6
AUC 0,947 véi diém cat la MCV = 77,45 fl,
d6 nhay 91,6 %, d6 dac hiéu 88,9%.

MCH cua nhém (—o/ac) thalassemia
trung binh la 25,9pg cao hon (—o/—a ) va (—

/o) thalassemia (21,5pg) vai p<0,001. Chi
s6 ¢6 AUC 0,973 véi diém cit 12 MCH=
23,65pg, do6 nhay 93.6 %, d6 dic hiéu
92,6%.

MCHC nhom (-o/aa) thalassemia trung
binh la 312,3g/1 cao hon (—o/—a. ) va (—/aa)
thalassemia (301,2g/1) véi p<0,001.

Bdng 4: So sanh MCV, MCH, MCHC gii#za 2 nhém (—a/~a ) va (—/aa) thalassemia

Chi sé (~o/ ar)]t:hza;gssemla ( /aa)ntzl‘l‘ra?lgssemla 0
MCV 76+ 4,6 69,4 +£4,2 <0,001
MCH 22,7+12 209+1,3 <0,001

MCHC 299,3+11,4 302,1+£12 <0,005

MCV cua nhom (—a/—o) thalassemia trung
binh 1a 76fl cao hon (- -/aa) thalassemia
(69,4f1) voi p<0,001. Chi sé c6 AUC 0,869
véi diém cat 18 MCV= 72,15 fl, 46 nhay
82,3%, do dac hiéu 78,4%.

MCH cua nhém (—o/—a) thalassemia trung
binh 1a 22,7pg cao hon (- -/aa) thalassemia

(20,9pg) V&i p < 0,001. Chi s6 c6 AUC 0,865
v6i diém cat 1a MCH= 21,85pg, do nhay
75,8%, d6 dac hiéu 81,5%.

MCHC cta nhom (—o/—o) thalassemia
trung binh 1a 299,3g/l thap hon (- -/aq)
thalassemia (302,1g/1) vai p<0,005.

Bdng 5: So sdnh MCV, MCH, MCHC gi#a 2 nhom (—o/aa) va (—a/~a) thalassemia

Chi sé ( a/aar)]:tTil;éssemla (~a/ a;t:lza;gssemla 0
MCV 829142 76+£4,6 <0,001
MCH 259+14 22,7+12 <0,001

MCHC 312,3+12,1 299,3+11,4 <0,001

MCYV cua nhom (—o/aa) thalassemia trung
binh 1a 82,91l cao hon (—o/—a) thalassemia
(76f1) véi p<0,001. Chi s6 c6 AUC 0,874 Vi
diém cat 1la MCV=78,45fl, d6 nhay 88,4%,
do dac hiéu 75,3%.

MCH cta nhom (—a/ao) thalassemia trung
binh la 25,9pg cao hon (—o/—a) thalassemia
(22,7) voi p<0,001. Chi s6 c6 AUC 0,944
v6i diém cit la MCH=23,95pg, do nhay
91,6%, do dac hi¢u 85,6 %.

MCHC cua nhom (—o/ao) thalassemia

trung binh la 312,3g/l cao hon (—o/a)
thalassemia (299,3 g/I) vai p<0,001.

IV. BAN LUAN

Tuong tu cac nghién cau khac, nhém (—
o/ac) thalassemia chiém ty & cao nhat trong
o thalassemia thé nhe hodc nguoi mang gen
(62,9%) [6], [7], [8]. Dot bién - oo chiém
ty 16 cao nhat 37,6%, sau do la — —SEA
(24,9%), tuong tu cac ghi nhan ¢ Malaysia,
bai loan [5], [9].
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V6i nhdm (—o/oo) thalassemia, gia tri
MCV trung binh 1a 82,9 cao hon cac
nghién ctu tai Malaysia, Tay Ban Nha, Iran
[5], [7], [8]. Xét cu thé cac gi4 tri MCV cho
thdy, MCV tir 80-85fl chiém 32,7%, MCV
>85f chiém 19,1%, diéu nay c6 nghia la
nhiéu truong hop hong cau khdng nho. Cac
bénh nhan trong nghién ciru déu c6 két qua
dién di huyét sic tb binh thuong nén sang loc
thalassemia v&i ngudng 80fl co thé bo s6t
51,8% truong hgp ngudi mang gen o
thalassemia. Gia tri MCH trung binh la 25,9
pg cao hon cac nghién ctu tai Malaysia,
Iran, Tay Ban Nha [5],[7], [8], [10]. Trong
do, cac gia tri MCH>27pg chiém 23,1%. Vi
vay, viéc lwa chon ngudng sang loc
thalassemia vai MCH <27pg cling s€ bo sot
23,1% truong hop mang gen[5]. Gia tri
MCHC trung binh 1a 312,3 g/l thdp hon
ngudng binh thuong va thap hon cac nghién
cau khac [5], [7], [8], [10]. Str dung ROC
(Receiver Operating Characteristic), ngudng
MCV, MCH c06 gia tri cao trong phan biét
gitta cac nhom. Cu thé: ngudng MCV
77,45fl, MCH 23,65pg c6 kha nang phan biét
cao gitra (—a/at) thalassemia va nhom (—o/—
a) & (- - /o) thalassemia véi @6 nhay 91,6%
& 93,6%, do dac hiéu 88,9%&92,6%. MCV
78,45fl va MCH 23,95 ¢0 kha nang phéan biét
cao gitra nhdm (—o/ao ) thalassemia va (-
a/—o) thalassemia véi dd nhay 88,4% &
91,6%, do6 dac hiéu 75,3% va 85,6%.

Véi 476 truong hop (- -/aa) thalassemia,
nghién cau gap cha yéu dot bién — — SEA, Ty
I dot bién cao nay da dugc bao cdo ¢ cac
qudc gia déng bac Thai Lan, Lao va
Campuchia, cong dong ngudi Hoa [11]. Cac
(- -/aa) thalassemia c6 33% c6 thiéu mau
nhe, nhung dién di huyét sic t& déu binh
thuong nén dé bo sot. Xac dinh trudng hop
c6 (- -/ao) thalassemia c6 tam quan trong
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I6n, boi su két hop gitta bd hodc me ¢d (- -
/o) thalassemia va o-thalassemia nguoi
mang gen s& sinh ra tré mic bénh HbH hoic
bénh Hb Bart. Tu van di truyén trong truong
hop nay rit can thiét. Nhom (- -/oo)
thalassemia c6 MCV trung binh 69,4fl, MCH
trung binh 20,9pg, thap hon c6 ¥ nghia théng
ké v6i 2 nhém con lai. So véi nhém (—a/—a )
thalassemia, ngudng MCV 72,15fl va MCH
21,85 pg cb kha nang phan loai v&i d6 nhay
82,3% &75,8% va d0 dac hiéu 78,4% &
81,5%.

Nhom nghién ctiu caa ching t6i déu trén
14 tuoi. Vi vay, sy thay d6i MCV, MCH theo
tudi duoc loai trir. Dya trén MCV, MCH c6
thé dinh hudng sd luong gen a thalassemia
bi dot bién, tham chi Ia kiéu dot bién (—o/—a)
hay (- -/aa). Trong d6, MCH c6 d6 nhay va
d6 dic higu cao hon. Gia trjf MCH 6n dinh
hon so véi MCV, nhat 14 lién quan thoi gian
lru trir mau. Vi thé, mot sé tac gia s dung
MCH Ia cong cu duy nhat trong sang loc
thalassemia [12]. Nghién ctu caa chdng toi
cho thidy, MCH 1a céng cu sang loc t6t hon
MCV. Tuy nhién, néu sa dung ngudng
MCH<27pg cling s€ bo sot 275 truong hop
chiém 14,8%, hoic ngudng MCH < 28pg
cling bo sot 8 trudong hop, chiém 0,4%. Hon
nira, nghién ctu chi gigi han trén nhom dot
bién hay gap tai Viét Nam gom: SEA, 3.7,
THAI, 4.2, FIL, HbCS, HbQs, C2del. Vi
vay, goi ¥ tét nhat véi bac sy 1am sang 1a nén
phdi hop ca 2 chi sé MCH <28pg hoic MCV
<85fl.

V. KET LUAN

Ngudi mang gen va alpha thalassemia thé
nhe rat pho bién trong cong dong. Trong diéu
kién chuan doan tai Viét Nam, ty 18 khdng
chuan doan duoc rat cao boi nguoi bénh
khéng c6 triéu chiing 1am sang va két qua
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dién di huyét sic t6 binh thuong. Qua phan
tich 3288 nguoi mang gen va alpha
thalassemia thé nhe dwong tinh véi cac dot
bién hay gap tai Viét Nam, ching tdi nhan
thdy phdi hop MCV < 85fl hoic MCH <
28pg la cdng cu sang loc ban dau hiéu qua.
Ngudng MCV 77,45fl, MCH 23,65pg ¢6 kha
nang phan biét nguoi mang gen va alpha
thalassemia thé nhe voi do nhay va do dic
hiéu cao. Nguong MCV 72,15fl va/hoac
MCH 21,85pg c6 kha nang goi y (- -/aa)
thalassemia.
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KY YEU CAC CONG TRINH NGHIEN ClPU KHOA HOC VE BENH THALASSEMIA

NGHIEN C'U THANH PHAN HUYET SAC TO & CONG PONG
NGU'OI CO HONG CAU NHO SINH SONG TAI TiNH SON LA

L& Xuan Hail, Tran Thi Ngoc Anh?, Vii Pirc Lwong?,

TOM TAT

Muc tiéu: Nghién ctu dic diém thanh phan
huyét sic té & cong ddong nguoi 6 hong cau nho
sinh sng tai tinh Son La. Budc dau nghién cau
gia tri cua dién di huyét sic t trong chan doan
thé bénh thalassemia.

Poi twong nghién ciru: 639 miu hong cau
nho thu thdp duoc tai tinh Son La trong dé tai
“Nghién ciru dic diém dich t& gen bénh
Thalassemia tai Viét Nam nam 2017”.

Két qua: Qua phan tich 639 ngudi c6 hong
cdu nho tai tinh Son La phat hién duoc 63,5% sb
mau c6 bat thuong huyét sic to. Trong d6 41,5%
co HbE, 12,1% la beta thalassemia, nhom co
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 sdc t6 xéc dinh c6 dot bién trén gen
beta globin. 100% kiéu hinh HbE, alpha
thalassemia (HbH) trén dién di huyét sic t§ 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.

Wién Huyét hoc — Truyén mdu Trung wong
Chiu 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
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Nguyén Ngoc Thiiy?, Hoang Chi Cuong!

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 nhdm bénh huyét sic té gay
thiéu mau tan mau di truyén, mai thé bénh 1a
do bat thuong tong hop mot loai chudi
globin. Co6 hai nhom bénh chinh la Alpha (o)
thalassemia va Beta (B) thalassemia.
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Trén toan cau, c6 80 dén 90 triéu nguoi
mang gen bénh thalassemia (chiém gan 1,5%
dan s toan thé gioi), trong do riéng khu vuc
Poéng Nam A chiém khoang 50% (ty &
nguol mang gen thalassemia tai Pong Nam
A khoang 7,6%).

Theo udc tinh, nude ta c6 khoang 10%
dan s6 mang gen bénh (trén 10 tridu ngudi),
nguoi bi bénh va mang gen bénh c6 & tat ca
cac tinh/thanh phd, ké ca do thi, o tat ca cac
dan toc. Udc tinh mdi nam c6 khoang 2.000
tré sinh ra bi bénh nay. Pay 1a ngudn tiép tuc
lam ting s& bénh nhan moi, anh hudng
khong nho dén chét luong dan sb, ganh niang
vé y té va kinh té ddi v6i dat nude.

Viéc chian doan bénh thalassemia trai qua
nhiéu bude tir sang loc ban dau bang cac chi
s6 MCV, MCH va stc bén héng cau, DCIP
dén xét nghiém sau hon 1a dién di huyét sic
t6 va xét nghiém mirc d6 phan tir. Hién nay,
cac k¥ thuat xét nghiém & muc do phan tir c6
thé xac dinh chinh xac ton thwong gen trong
Thalassemia, song md&i chi thyc hién duge &
mot s6 labo tuyén trung wong do ¢6 do phiic
tap va chi phi rit cao. Trong khi dé, xét
nghiém dién di huyét sac t6 dé& thyc hién va
dat hi€u qua cao trong viéc sang loc
thalassemia nén dugc sir dung kha pho bién.

Nghién ctu vé huyét sic t& ¢ Viét nam
duoc quan tam tor kha sém. Tuy nhién cac
nghién ciru 6 s6 liéu nho 1é, chua toan dién.
Chinh vi vay, Vién Huyét hoc va Truyén
mau TW da tién hanh dé tai “Nghién ctru dic
diém dich t& gen bénh Thalassemia tai Viét
Nam niam 2017” nham théng ké sé liéu day
da nhat vé ty Ié ngudi mang gen bénh
Thalassemia trong quan thé cac dan toc Viét
Nam. Trich tir dé tai nay, ching tdi thuc hién

ngau nhién dé tai “Nghién citu thanh phan
huyét sdc to ¢ cong dong nguwoi ¢6 hong cau
nhé sinh séng tai tink Son La”.

Muc tiéu nghién cwu:

- Nghién ciru ddc diém thanh phan huyét
sdc t6 & cong dong nguoi c6 hong cau nhé
sinh séng tai tinh Son La

- Bude dau nghién ciu gia tri cia dién di
huyét sdc to trong chdn dodn thé bénh
thalassemia.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Poi twong nghién ciru

- Tiéu chudn chon méu: Tit ca mau thu
thadp dugc tai tinh Son La trong dé tai
“Nghién ctru dic diém dich t& gen bénh
Thalassemia tai Viét Nam nam 2017” co
hong cau nho.

- Cé mdu nghién civu: 639 mau hong cau
nho (MCV<85fl va hoac MCH<28pg)

- Thoi gian nghién ciru: tr thang 1/2017
dén thang 12/2017 (12 thang).

2.2. Phwong phap nghién ciru

2.2.1. Ky thuat thuc hién

- Xét nghiém téng phan tich té bao mau:
L4y 2ml méu tinh mach vao 6ng chéng dong
EDTA, xét nghiém bang nguyén ly laser.

- Xét nghiém sit va ferritin: Lay 2ml
méu tinh mach vao 6ng khong chong dong.
Xét nghiém sit bang ky thuat so mau do
quang, ferritin bang k§y thuat mién dich héa
phét quang.

- Xét nghiém thanh phan huyét sic té:
L4y 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: Liy 2ml méu
tinh mach vao ong chéng dong EDTA. Xét
nghiém bang k§ thuat Multiplex PCR, Gap-
PCR...
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2.2.2. Tiéu chun chin doa
% Chi s6 xét nghiém té bao

[2]:

- Thé tich trung binh hong cau (MCV):

hong cau nho khi MCV < 85 fl

- Huyét sic t6 trung binh hdng cau

n
mau ngoai Vi

(MCH): héng cau nhuoc siac khi MCH< 28

Pg.

SO DO NGHIEN cU'U

Tu van lay méu XN

% Chi sb xét nghiém thanh phan huyét
sac t6 [2]:

Cac thanh phan huyét sic tb duoc xac
dinh dya vao thoi gian tré lién quan (RRT)
va canh bao cua may Ultra? in ra so sanh voi
thu vién hinh anh chuan dé nhan dinh.

Tfmg phéin tich té bao mdu

MCV=85fl va/hodc
MCH=28pg

Nguy comang gen
thalassemia thfip {loai)

© b

Hémg ciu nho

!

!

!

Bat thuong Beta Thal
HbA2: ting (>3.5%)

HbE: ting (=4%)

Binh thuéng
HbA: 96.5-98%

HbA2: 2-3.5%

Bat thuong Alpha Thal
HbH: duong

HbBart’t: dueong

gen beta globulin
va gen o globulin
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- Gi4 tri binh thuong cua ting loai huyét sic t6 [4]:

Huyét sac to HbA1 HbA2

HbF | HbE | HbH | HbBart’s | Khac

Gia tri binh

. 96,5%-98,5% | 2%-3,5%
thuong

<4% 0% 0% 0% 0%

Ty 1é % cua HbA1, HbA2, HbF, HbE,
HbH, Hb Bart, Hb Cs, va cac Hb bat thuong
khac (néu co).

- Beta thalassemia [8]:

e HbAl+ HbA2 tang: HbAI+ HbA2
>3,5%

e HbAl+ HbA2+ HDLF tang: HbAIl+
HbA2+ HbF >4%

e HbAl+ HbA2 tang + HbF tang:
HbAl+ HbA2 >3,5% va HbF >4%

- HbA1+HbE: HbA1+HbE >0%

- Alpha thalassemia [8]:

- HbAI1+HbA2 giam: HbA1+HbA2 <2%

- Huyét sic té bat thuong khéac: khi co
bat cir huyét sic to bat thuong nao khac
ngoai cac loai trén nhu: Hb Hekinan, Hb
Tak...

% Chi s xét nghiém Sinh hoc phan tu:

sang loc day du cac dot bién trong panel
gom:

- Gen alpha globin: SEA, THAI, FIL,
3.7, 4.2, HbQS, HbCS.

- Gen beta globin: cd95, cd41/42, cd17,
IVS1.5, IVS1.1, IVS2-654, cd71/72, -28.

e HbA1+HbH: HbAl+HbH >0% - HDbE: cd26
Ill. KET QUA NGHIEN CU'U
3.1. Pic diém chung
Bdng 1: Ty 1é huyét sdc té theo gidi
i X Nam Nir p
Huyeét sac to n — n —
So lwong Ty l¢ So lwong Ty l¢
Bh}h thuong 98 15,3% 124 19,4% 020,605
Bat thuong 193 30,2% 224 35,1% ’
Téng 291 45,5% 348 54,5%

Nhén xét: Véi 639 mau c6 hong cau nho duoc thu thap tai tinh Son La, ¢6 291 nam
(chiém 45,5%), trong d6 mau c6 thanh phan huyét sic td binh thuong 1a 98 mau (chiém
15,3%) va mau co6 thanh phan huyét sic t6 bat thuong 1a 193 (30,2%). S6 mau 1a nir gidi 1a
348 (chiém 54,5%), trong d6 mau c6 thanh phan huyét sic t6 binh thuong 14 124 miu (chiém
19,4%) va mau co6 thanh phan huyét sic t6 bat thuong 1a 224 (30,2%). p> 0,05 su khac biét

nay khong c6 ¥ nghia thong ké.
3.2. Pic diém thanh phan huyét sic to

Béng 2: Pdc diém kiéu hinh huyét sdc té ¢ cong dong nguwoi tinh Son La

Kiéu hinh huyét sic to S6 lwong Ty 18 (%)
Binh thuong HbA1+HbA2 222 34,7%
. HbA1+HbA?2 ting 74
Beta thalassemia - 12,1%
HbA1+HbA2+HDF tang 2
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HbA1+HbA2 tang+HbF ting 1
HbE HbA1+HbE 265 41,5%
Alpha thalassemia HbA1+HbH 7 1,1%
HbA2 giam HbA1+HbA2 giam 62 9,7%
Lo HbTak 1
Huyet sdc to hiém HbHekinan 4 0,9%
sp HbWestmead 1
Tong 639 100%

Nhén xét: Qua bang 2 nhén thiy trong 639 mau cd nguy co mang gen bénh, c6 222 méu
(chiém 34,7%) c6 kiéu hinh huyét sic t6 binh thuong. Miu mang HbE chiém ty 1¢ cao nhat
v6i 265 mau (chiém 41,5%). Tiép dén, ty 18 miu c6 kiéu hinh beta thalassemia 1a 77 miu
(chiém 12,1%). Trong d6, mau c6 kiéu hinh (HbA1+HbA2 ting) la cha yéu, v6i 74 mau
(chiém 11,6%). Mau c6 kiéu hinh alpha thalassemia 1a 7 mau (chiém 1,1 %). Ngoai ra, ta con
nhan thdy mot nhom co6 kiéu hinh huyét sic té (HbA1+HbA2 giam) 1a 62 mau (chiém 9,7%).
S6 mau phat hién ra huyét sac to hiém gip nhu HbTak, HbHekinan, HbWestmead chiém ty 1&

nho 1%.

3.3 . Mai lién quan giira kiéu hinh huyét sic t6 va phat hién dét bién gen thalassemia
Bdng 3: Ty I¢ phéat hign cdc dat bién gen thalassemia

P Dot bién gen e
Kiéu hinh huyét sfc t§ | >0 Alpha | L 1 phat
luwgng Alpha | Beta . hi¢n gen
va Beta

Binh 95

thurong HbA1+HbA2 222 95 0 0 (42.8%)
HbA1+HbA2 tang

Beta HbA1+HbA2+HbF ting 75

. 77 1 63 11 0
thalassemia | HbA1+HbA?2 ting+HbF (97,4%)

tang

HbE HbA1+HbE 249 249 249
(100%)

HbE+Beta HbAl+HbE+ Beta 16 16 16
thalassemia thalassemia (100%)

Alpha 7

thalassemia HDAL+HDH ! ! 0 0 (100%)

HbA2 o 52

+
giam HbA1+HbA2 giam 62 52 0 0 (83.9%)
Huyét séc 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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Nhgn xét: O nhom beta thalassemia, véi
77 miu c6 bat thudng huyét sic td, phat hién
74 mau co6 dot bién gen beta thalassemia
(chiém 96,1%), 1 miu c6 dot bién gen alpha
thalassemia (chiém 1,3%).

Tt ca cac truong hop phat hién HbE déu
c6 dot bién codon 26. Piéu nay cho thiy do
nhay cua phuong phap dién di huyét sic td
dat 100% ddi v6i HbE.

O nhém alpha thalassemia, véi 7 mau cé
HbH déu phat hién dot bién gen alpha (dat
100%). Vi 6 mau ¢ nhém huyét sac t6 hiém
ta phat hién dugc 2 mau co dot bién gen.

Con vé6i kiéu hinh (HbAI+HbA2 giam)
dién di phat hién dugc 62 truong hop, nhung
6 t6i 52 truong hop c6 ton thuong vé gen
alpha thalassemia (chiém 83,9%).

Vi 222 mau trong nhém mang kiéu hinh
huyét sac to binh thuong thi xét nghiém gen
lai phat hién ra 95 mau c6 ton thuong vé gen
(chiém 42,8%).

3.4. Mot s dic diém & nhom huyét sic
t6 HbE

Bdng 4: Méi lién quan giira ty 1¢ HoE
véi dgt bién gen thalassemia

sinh};;t(g)l;l;n tir HbE (%)
Dong };;'E;f)d"“ 26 | gg0+167
b h?f:i%%()’n 26 21,0+ 3,58
Fralasoomia (regf) | 5530521

Nh@n xét: Qua bang 5 thdy rang, voi
nhom phat hién gen dong hop tir codon 26 c6
gia tri HbE cao, dao dong khoang 88,0 %=+
1,67.

Véi nhom phat hién di dop tr codon 26
thi gi4 tri HbE thap 1 21,0% =+ 3,58.

D6i voi nhom cé codon 26 két hop dot
bién gen beta ty 16 % HbE vao khoang trung
binh 55,30% + 5.21.

IV. BAN LUAN

1. Pic diém thanh phan huyét sic to

V6i 639 miu c6 hdéng cau nho duge thu
thap tai tinh Son La, c6 291 nam (chiém
45.5%), nit gidi 1a 348 (chiém 54.5%), p>
0,05 sy khéc biét nay khong c6 ¥ nghia thong
Ké.

Véi phuong phap phan tich kiéu hinh
huyét sic t6 chiing t6i phat hién duoc 63,5%
s méu c6 bat thuong huyét sic t. Trong d6
41,5% c6 HbE, 12,1% la beta thalassemia,
1,1% c6 kiéu hinh alpha thalassemia, huyét
sic t6 hiém gdp chiém 1% va nhém cé kiéu
hinh (A1+A2 giam) chiém 9,7%. S6 luong
ngudi hong cau nho tai tinh Son La c6 biéu
hién bat thuong huyét sic td trong nghién
ctru cua ching t6i cao hon rat nhiéu so voi
két qua nghién ctru trén dia ban tinh Tuyén
Quang ctia D6 Thi Thu Giang va cong su [6].
Diéu nay c6 thé dugc 1y giai do cac dan toc
ctia 2 nhém ddi twong khac nhau hodc ciing
c¢6 thé cac dbi twong nghién ctru cia ching
t6i 1 cong dong ngudi co hong cau nho (ddi
tuong cd nguy co mang gen cao).

2. Méi lién quan giira thanh phan huyét
sic t0 va phat hién dot bién gen globin

Viéc str dung cac dic diém MCV, MCH,
dién di huyét sic té dé sang loc ban dau, thu
hep cac ddi twong can duoc lam gen 1a md
hinh ma nhiéu nudc d3 thuc hién mot cach
hiéu qua.
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Trong nghién ctu nay, & nhom beta
thalassemia v6i 77 mau ¢ bat thudng huyét
sdc td, co t¢i 74 mliu co6 dot bién gen beta
thalassemia (chiém 96,1%). Piéu nay cho
thdy dién di huyét sic t6 1a phwong phap
sang loc hiéu qua. 3 truong hop con lai
khong phat hién ra dot bién gen c6 thé 1a do
d6t bién cua bénh nhan nay khong nam trong
doan gen dugc lua chon dé phat hién dot
bién beta thalassemia hodc gen tong hop
chudi beta khong bi dot bién nhung gen diéu
khién hoat dong cua gen tong hop chudi beta
bi dot bién, dan dén sy tong hop bit thuong
chudi beta [7]. O nhom alpha thalassemia,
v6i kiéu hinh HbA1+HbH c6 7 mau va tat ca
déu mang dot bién alpha (dat 100%).

Tat ca cac truong hop phat hién HbE déu
c6 dot bién codon 26. Piéu nay cho thiy do
nhay cta phuong phap dién di huyét sic t6
dat 100% ddi véi HbE.

O nhém huyét sic t6 hiém gip phat hién
duoc 6 mau, trong d6 1 mau HbTak thudc
dot bién gen beta globin, 4 mau HbHekinan
va 1 miu HbWestmead thudc dot bién diem
gen alpha globin. Trong 5 truong hop dot
bién gen alpha globin c6 2 trudng hop mang
dot bién SEA va 3 truong hop con lai khong
phat hién dot bién. Nhu vy, ngoai cac dot
bién da duoc phat hién co thé cac mau nay
con ¢6 thém cac dot bién hiém gap nira.

V6i 62 mau kiéu hinh HbA2 giam ty 18 co
t6i 52 mau (chiém 83,9%) c6 dot bién gen
alpha. Nhu vy, day c6 thé 1a mot chi diém
go1 y bénh nhan mang gen alpha thalassemia.
10 mau con lai c6 thé do thiéu mau thiéu sit
hodc do k¥ thuat PCR khong phat hién duogc
het.

132

Trong 222 mau khéng thdy kiéu hinh
huyét sic to bat thuong thi xét nghiém gen
lai phat hién ra 95 mau c6 ton thwong vé gen
alpha (chiém 42,8%).

Qua day nhém nghién cuu cling dua ra
mot sd khuyén cao trong viéc chi dinh xét
nghiém chan doan thalasemia: v6i nhiing
truong hop phan tich thanh phan huyét sic td
c6 kiéu hinh beta thalassemia hodc
(HbA1+HbH) d6 tuong thich gitta 2 phuong
phap 13 rat cao. Con véi nhimng trudng hop
c6 tong phan tich té bao mau MCV < 85fL
va/hoac MCH < 28 pg, lam xét nghiém phan
tich kiéu hinh huyét sic td binh thuong va ty
¢ HbA2 giam thi nén lam gen alpha
thalassemia dé c6 chan doan chinh x4c nht.
Diéu nay hoan toan phu hop véi cac tai liéu
da dugc cong bd cta Bain BJ.(2010) [3] hay
huéng dan sir dung may HPLC vé tinh wu
viét cia phuong phap nay trong viéc phan
tich kiéu hinh beta thalassemia [4]. DAy con
la mdt xét nghiém can thiét, tiét kiém nhiéu
chi phi va c6 gia thanh ré hon rat nhiéu so
v6i xét nghiém xac dinh dot bién gen. Nhung
kha nang phat hién alpha thalassemia cua
phuong phap nay con han ché.

3. Mot sé dic diém & nhom huyét sic t6
HbE

Hemoglobin E (HbE) 1a mot bién thé
hemoglobin rat pho bién trén nhidu qubc gia
chau A. N6 1a dot bién diém codon 26 trén
gen beta lam acid glutamic bi thay thé bang
lysine. Mot ngudi c6 thé co dot bién nay
trong ca hai gen beta cua ho duoc goi la
ddng hop tir codon 26 va thuong khdng c6
triéu chang cua bénh thalassemia, ngoai trir
thiéu mau nhe va bién di chi sé hdng cau.
Su két hop cua dot bién codon 26 véi cac dot
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bién beta globin khac c6 thé didn dén nhiing
biéu hién da dang trén 1am sang. Chinh vi
véy viéc phat hién dot bién Codon 26 (HbE)
v6i mot dot bién khac 1a rat can thiét. Trong
nghién ctru nay, nhom tac gia thiy rang tit ca
cac truong hop phat hién ¢ bit thudng HbE
déu co dot bién codon 26, thé hién tinh théng
nhit cao gitta phwong phap dién di huyét sic
t6 phat hién HbE va phuong phap sinh hoc
phan tir dé phat hién dot bién codon26. T
nghién ctru cho thdy, ty 1& HbE phan 4nh
gian tiép dén kiéu dot bién gen cua bénh
nhan cu thé nhu sau: Vi ty 1 HbE cao
(khoang 88% * 1,67) c6 kiéu gen dong hop
tr codon 26. P6i véi nhom co ty 1& HbE
trung binh (khoang 55,3% =+ 5,21) phéat hién
dot bién codon 26 két hop dot bién gen beta
globin. Ty 1¢ HbE thip (khoang 21,0% =
3,58) phat hién di hop tir codon 26. Két qua
nay ciing hoan toan phu hop véi két qua
duoc cong b cua Suthat
Fucharoen and David J. Weatherall [5].
Nhiéu tac gia da khuyén céo chi can dya vao
thanh phan huyét sic t6 ¢ HbE la co thé
khang dinh c6 dot bién Codon26.

V. KET LUAN

- Qua phén tich 639 nguoi c6 hong cau
nho tai tinh Son La phét hién dugc 63,5% s6
miu c6 bat thuong huyét sic td. Trong do
41,5% c6 HbE, 12,1% la beta thalassemia,
nhém c6 HbA2 giam chiém 9,7%, 1,1% co
kiéu hinh alpha thalassemia va huyét sic t6
hiém gap chiém 1%.

-Pbi véi kiu hinh beta thalassemia
phuong phép dién di phat hién dén 96%.

-P6i v6i kibu hinh HbE, alpha
thalassemia bénh HbH phuong phép dién di
phat hién 100%.

- Vé6i kiéu hinh HbA2 giam va kiéu hinh
huyét sic t6 binh thudng nén 1am xét nghiém
xac dinh dot bién gen alpha globin.
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KY YEU CAC CONG TRINH NGHIEN ClPU KHOA HOC VE BENH THALASSEMIA

PANH GIA DNA MICROARRAY PHAT HIEN PONG THO'I 24
POT BIEN o VA B - THALASSEMIA PHO BIEN TAI VIET NAM
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TOM TAT

Pit van dé: Phuong phap phét hién dong thoi
cac dot bién gen o va B thalassemia la can thiét
trong cac chuong trinh ngin ngira va kiém soat
bénh thalassemia.

Phwong phap: Chung t6i danh gia do nhay,
d6 dac hiéu l1am sang va kha nang tng dung cua
DNA microarray Vvéi tén thuong mai
“BIMEDCHIP® Thalassemia Detection Kit”
cho phép phét hién dong thoi 24 dot bién gen o
va B- thalassemia phd bién tai Viét Nam. Téng
470 mau bénh pham gDNA gdm 270 mau gDNA
dwong tinh thalassemia dai dién cho 24 d6t bién
thalassemia khac nhau, 100 mau gDNA &m tinh
voi thalassemia va 100 mau nghi ngd mang gen
dot bién gay bénh thalassemia duoc xét nghiém
ddéng thoi bing DNA microarray va cac xét
nghiém khing dinh dang dung tai Khoa Di
truyén — Sinh hoc phan tur (Vién Huyét hoc
Truyén mau Trung uong).

Két qua: Tong 465 mau bénh phim gDNA
(99%, 465/470) c6 két qua tring khép gitta DNA
microarray va xét nghiém khang dinh, va sy khéac
biét quan sat duoc & 5 mau gDNA (3 mau am
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tinh gia va 2 miu dwong tinh gia) chu yéu lién
quan dén cac dot bién hiém nhu -90, -88, CD8/9
va Int CD.

Két luan: DNA microarray la mot phuong
phap nhanh, dé sir dung, chinh xac va hiéu qua
vé mit chi phi dé xac dinh dong thoi cac dot bién
a va B thalassemia phd bién tai Viét Nam.

Tar khoa: DNA microarray, thalassemia, dot
bién gen, alpha-globin, beta-globin

SUMMARY

VALIDATION OF A DNA
MICROARRAY FOR SIMULTANEOUS
DETECTION OF COMMON o AND B-
THALASSEMIA MUTATIONS IN
VIETNAM

Introduction: A reliable method for the
simultaneous detection of a and B-thalassemia
gene mutations is critical for prevention and
control of thalassemia in Vietnam.

Methods: We determined clinical sensitivity
and clinical specificity of a DNA microarray
diagnostic kit with the commercial name
“BIMEDCHIP® Thalassemia Detection Kit”.
The kit is capable of simultaneously detecting 24
common o and B-thalassemia gene mutations in
Vietnam. The study was performed on 470
samples, including 270 thalassemia positive
samples, 100 thalassemia negative samples and
100 blind samples. The diagnostic results by the
DNA microarray kit were compared with the
results obtained from standardized methods that
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are currently used in Genetics and Molecular
Biology Department (National Institute of
Hematology and Blood Transfusion).

Results: The results for 465 samples (99%,
465/470) were completely concordant between
the DNA microarray and standardized methods.
Discrepancies were observed in 5 samples with 2
false positive results and 3 false negative results
for rare mutations such as -90, -88, CD8/9 and
Int CD.

Conclusions: DNA microarray is a rapid,
easy to use, accurate and cost-effective method
to simultaneously detect the most common o, and
B thalassemia mutations in Vietnam. The
sensitivity and specificity of this technique to
detect rare mutations need to be improved before
routine laboratory use.

Key word: DNA microarray, thalassemia,
gene mutations, alpha-globin, beta-globin.

I. DAT VAN DE

Thalassemia va bénh hemoglobin la cac
rbi loan di truyén do su san xuét cac Hb bat
thuodng vé cau trdc hoic giam sy téng hop
cua cua cac Hb binh thudng vé cau tric hinh
thanh bénh Iy hong cau [1]. Alpha
thalassemia, beta thalassemia va HbE phd
bién tai Viét Nam nhung cic bién thé phu
thudc vao tirng dan toc [2]. Ty 1€ mang gen
Thalassemia va bénh huyét sic to cua mot s6
dan toc thiéu s6 & mién nai phia Bac (Viét
Nam) 1a 24,1%. Ty I¢ ngudi mang gen alpha
thalassemia, beta thalassemia va HbE lan
luot 14 15,7%, 5,4% va 6,7%, phdi hop alpha
thalassemia va beta thalassemia la 3.2%. Ty
Ié mang gen thalassemia va bénh huyét sic
t6 trong cong ddng cac dan toc thiéu sb mién
nii phia Bac la kha cao, ty 1é cac kiéu dot
bién c6 khac nhau giira cac dan toc. 7 kiéu
dot bién trén gen a-globin, dot bién SEA
chiém ty 1 cao nhét 1a 46,4%, dot bién o-

thal gdm 3.7, 4.2 va HbCS chiém ty I¢
35,2%, 10,9% va 6,4%. Co 8 dot bién trén
gen B-globin, dot bién Cd17 chiém 41,8%,
dot bién Cd41/42 chiém 32,3%, dot bién
Cd71/72 chiém 12,6%, dot bién -28 14 9,96%
trong cac dot bién B-thal [3]. Nhu vay ty 1&
mang gen bénh thalassemia tai Viét Nam la
cao va kha da dang vé kiéu dot bién, phdi
hop.

C6 3 dang thalassemia thé ning gém a0-
thalassemia dong hop (hoi chang Hb Bart),
B-thalassemia déng hop va P-thalassemia-
HDbE Ia muc tiéu chinh cua cac chuong trinh
ngin ngira va kiém soat bénh thalassemia
[4]. Dé sang loc va phét hién nhanh mét khu
vuc ¢6 dan sé dong va han ché vé nguon luc
thi phuong phéap sang loc so b thuong duoc
st dung va cac méiu dap tng cac tiéu chuan
chan doan vé bénh thalassemia gom chi s6
xét nghiém té bao méu ngoai vi (MCV < 85
fl va MCH <28 pg) sé duoc lua chon va sang
loc duong tinh bang viéc xac dinh thanh
phan huyét sic té va phan tich DNA [5].
Nhitng budc ndy yéu cau mét quy trinh phic
tap va mat nhiéu thoi gian do d6 viéc phat
trién mot phuong phap moi cho phép xét
nghiém nhanh va da muc tiéu 1a can thiét.
Cong ty BIMEDTECH da nghién ctru va
phét trién san pham DNA microarray véi tén
thwong mai “BIMEDCHIP® Thalassemia
Detection Kit” cho phép phat hién dong thoi
24 dot bién o va p thalassemia bién pho bién
tai Viét Nam. Muc dich chinh cta nghién
ciru la dé danh gid hiéu qua cia DNA
microarray nay trong chan doan cac dot bién
a va B thalassemia phd bién tai Viét Nam.

II. DOl TUONG VA PHUO'NG PHAP NGHIEN CU'U
2.1. Péi twong nghién ciru
Cac mau bénh phdm DNA duogc sir dung
dé danh gia chat luong cia DNA microarray
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“BIMEDCHIP® Thalassemia Detection Kit”
la cac mau gDNA duoc thu nhan khi thuc
hién Dé tai “Nghién cizu tan sé phan bo cac
da hinh gen lién quan dén bénh thalassemia
o nguoi Vigt Nam va thi nghiém Biochip
chéan dodn bénh thalassemia” va luu trit tai
Vién Huyét hoc - Truyén mau TW. Cac mau
gDNA nay da duoc khao sat cac dot bién gen
lién quan dén bénh Thalassemia biang ky
thuat multiplex ARMS-PCR, multiplex
GAP-PCR, hodc giai trinh tu gen trén hé
théng Sanger/NGS.

2.2. Phwong phap xét nghiém véi DNA
microarray

Viéc xét nghiém cidc mau gDNA dugc
thuc hién theo huéng dan sir dung cua san
pham qua cac bugc: PCR vong 1, PCR vong
2, lai héa va doc két qua.

PCR vong 1 dugc thuc hién véi 3 bng
PCR mix géom mix 1 (mau tim), mix 2 (mau
vang), mix 3 (mau xanh da troi), su dung
khudn la gDNA vai chu trinh nhiét nhu sau:
95°C/3 phat; 30 chu ky gom 94°C/45 giay,
60°C/45 giay va 72°C/30 giay; 72°C/5 phat;
4°C/o0.

PCR vong 2 dugc thuc hién véi 3 6ng
PCR mix gom mix 5 (mau nau), mix 6 (mau
xanh luc), mix 7 (mau trang), sir dung khuén
la san pham PCR vong 1 véi chu trinh nhiét
nhu sau: 95°C/2 phat; 20 chu ky gom
94°C/45 giay, 60°C/45 giay va 72°C/30 giay;
4°C/o0.

Lai hoa va doc két qua: Lam kinh (DNA
microarray) duoc lap vao budng lai dé tao
thanh cac giéng lai, mdi mau DNA s& duoc
thuc hién trén 2 giéng lai, mdi lam kinh s&
xét nghiém ddng thoi duoc 8 miu gDNA.
San pham PCR vong 2 s& dugc bién tinh ¢
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95°C trong 3 phat va lam lanh nhanh trong
PCR rack chiller it nhat 1 phut dé duy tri
trang thai mach don san sang cho lai hda.
Chuyén 20 pL san phdm PCR di bién tinh
Vvao cac giéng lai da duoc bd sung sin 60 pL
dém lai héa HS. Tién hanh lai héa trong 1
gid & 50°C, 250 rpm. Sau lai hoa, cac giéng
duoc rira lan luot bang 150 pL dung dich rira
WS-1 va WS-2 ¢ 50°C, 250 rpm trong 5
phut. Véi mdi dung dich ria s dugc thuc
hién lap lai 2-3 lan. Sau d6, cac giéng dugc
trang bang 100 pL dung dich trang RS. Bé
hién thi két qua lai hoa, céc giéng duoc
nhudém véi dung dich nhuém gém 100 pL
dung dich RS va 0.1 pL dung dich DS ¢
nhiét d6 phong 250 rpm trong 10 phat. Dung
dich nhuom dugc loai bo va trang boi 100
bUL dung dich RS. Thao lam kinh ra khoi
budng lai va rira lan luot voi 5-7 mL dung
dich RS va 5-7 mL nudc nuclease. Lam kinh
sau d6 duoc lam khd bang may ly tam lam
kinh trong 30 gidy. St dung may
BimedReader FL2 (thiét bi doc két qua
chuyén dung cho B6 sinh pham) dé doc két
qua trén lam kinh.

2.3. Phuwong phap danh gia dé nhay va
d9 dac hiéu lam sang cua DNA
microarray

Sir dung 470 mau gDNA trong d6 c6 270
méu duong tinh bao phu 24 loai dot bién gay
bénh Thalassemia ma DNA microarray c0
kha ning phat hién (gom ca dot bién don, dot
bién phdi hop, dot bién ¢ dang di hop va
dang dong hop, vai cac dot bién phé bién téi
thiéu 10 mau gDNA/dot bién, véi cac dot
bién hiém thi téi thiéu 1-3 gDNA/dot bién),
100 mau am tinh véi cac dot bién gen gay
bénh Thalassemia va 100 mau nghi ngo
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mang gen bénh (alpha/beta thalassemia). Cac
mau dam bao vé néng d6 DNA tir 20 — 100
ng/uL va do tinh sach A260/A280=1,7-2,0.
Cac mau duoc xac dinh kiéu gen trudc 12 &m
tinh hoic dwong tinh (dwong tinh cu thé dot
bién nao) bang céc xét nghiém khing dinh
dang dung tai Khoa Di truyén — Sinh hoc
phan tir (Vién Huyét hoc Truyén mau Trung
wong) sau dé tién hanh xét nghiém véi DNA
microarray va ghi nhan lai két qua.

INl. KET QUA

DNA “BIMEDCHIP®
Thalassemia Detection Kit” ¢6 kha nang phat
hién 24 dot bién gen o va B globin gay ra
bénh thalassemia bao gom cac dot bién diém
(Single Nucleotide Variation - SNV) va dot
bién mat doan. Hai muoi tu dot bién bao
gom: 4 dot bién mat doan gen a-globin gdom
--SEA, --THAI, -04.2, -a3.7); 5 dot bién
diém gen o-globin gém Init CD ATG>ACG,
Init CD ATG>A-G (c.2delT), CD 142
TAA>CAA - Hb Constant Spring (Hb Cs),

microarray

CD 142 TAA>TAT — Hb Paksé, CD 125
(CTG>CCG) — Hb Quong Sze (Hb Qs); va
15 dot bién diém gen B-globin gém: -90
C>T, -88 C>T, -28 A>G, CD 8/9 +G, CD 17
AAG>TAG, CD 26 GAG>AAG (Hb E), IVS
I-1 G>T, IVS I-5 G>C, CD 35 TAC>TAA,
CD 41/42 -CTTT, CD 43 GAG>TAG, CD
71/72 +A, CD 95 +A, IVS I1l-654 C>T, CD
147 +TC (Hb Tak). Trong téng s6 270 mau
gDNA duong tinh thalassemia dugc chon sé
bao phu 24 dot bién gen globin ma DNA
microarray c6 kha nang phat hién.

Trong 270 mau duong tinh thi DNA
microarray xac dinh dugc 265 mau duong
tinh trung khop voi xét nghiém khang dinh
(98%) va c6 2 mau duong tinh phat hién
thém dot bién khac nam ngoai cac dot bién
dugc xac dinh bang xét nghiém khang dinh
(Bang 1). Do d6 2 mau nay duoc xép vao
nhom mau duong tinh gia. Pong thoi ¢ 3
mau am tinh gia khdng tra dugc dot bién da
duge xac dinh bang xét nghiém khang dinh
(phuong phap chuan) (Bang 1).

Bdang 1: Cac mdu trd két qud sai léch giita DNA microarray va phwong phdp xét
nghiém khang dinh (Vign Huyét hoc — Truyén mdu Trung wong)

Mi miu DNA microarray ng:::g:il? ;: :g ;;:h Két ludn
D20.965 CD17,IntCD CD17 Duong tinh gia
82733 CD95, HbCs, -90 CD95, Hb Cs Duong tinh gia
D19.2834 CD26 CD8/9, CD 26 Am tinh gia
D19.2836 CD26 CD8/9, CD 26 Am tinh gia
80941 Normal -88 Am tinh gia

Trong 100 mau am tinh thi DNA microarray xac dinh duoc 100% mau 1a am tinh.

Trong 100 mau chua xac dinh (mau mu) thi DNA microarray xac dinh dwuoc 78 mau
dwong tinh va 22 mau &m tinh. Két qua nay tring khép 100% véi xét nghiém khang dinh.

Nhu vay, tong sé6 mau duong tinh that 12 265+78=343 (TP). Téng s6 mau am tinh that 1a
100+22=122 (TN). Téng s6 mau dwong tinh gia a 2 (FP) va am tinh gia 1a 3 (FN). Két qua

téng hop duoc thé hién trong Bang 2:
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Bdng 2: Két qud xét nghigm ddnh gid dé dac hiéu va dé nhay (Bdng 2x2)

Két qua dung DNA Két qua xét nghiém khing dinh .
. . r Tong cong
microarray Dwong tinh Am tinh
Duong tinh (c6 ddt bién gen 343 2 345
globin) (TP) (FP) (TP+FP)
Am tinh (khong c6 ddt bién 3 122 125
gen globin) (FN) (TN) (FN+TN)
z n 470
Tong cong 346 (TP+FN) 124 (FP+TN) (TP+FN+FP+TN)

Ghi chl: 2 miu dugce danh gia 1a dwong tinh gia khi DNA microarray phét hién thém
mét/nhiéu dot bién ngoai cac dot bién c6 trong mau dugc xac dinh bang xét nghiém khang
dinh.

V6i TN=122; FP= 2 (Bang 2) thi do dac hiéu cua DNA microarray la 98%. Tinh toan
khoang tin cdy 95% CI ctua d¢ dac hiéu dugc trinh bay trong bang 3. Cac phuong phap tinh
toan khac nhau nay cho thay d¢ dic hi¢u cia DNA microarray trong khoang tir 95%-100%.

Bdng 3: Két qud xét nghiém dé ddc hi¢u va 95% CI theo cdc phwong phdp tinh todn
khac nhau

D¢ dic hiéu Phwong phap Cl 95%
98% 1. Simple asymptotic, khong hiéu chinh lién tuc | Wald 96%- 100%
98% 2. Simple asymptotic, hiéu chinh lién tuc 95%- 100%
98% 3. Score method, khong hi¢u chinh lién tuc | Wilson 95%- 99%
98% 4. Score method, hiéu chinh lién tuc 94%- 99%
98% 5. Binomial-based, 'Exact' | Clopper-Pearson 95%- 99%

V6i TP=343; FN= 3 (Bang 2) thi d6 nhay cia DNA microarray la 99%. Tinh toan khoang
tin cay 95% CI cua do nhay dugc trinh bay trong bang 4. Cac phuong phap tinh toan khac
nhau ndy cho thdy do nhay caa DNA microarray trong khoang tir 97%-100%.

Bdng 4: Két qud xét nghiém dg nhay va 95% CI theo cdc phwong phdp tinh todn  khdc
nhau

D¢ nhay Phwong phap Cl 95%
100% 1. Simple asymptotic, khéng hiéu chinh lién tuc | Wald 100%-100%
100% 2. Simple asymptotic, hiéu chinh lién tuc 99%-100%
100% 3. Score method, khéng hiéu chinh lién tuc | Wilson 97%-100%
100% 4. Score method, hiéu chinh lién tuc 97%-99%
100% 5. Binomial-based, 'Exact' | Clopper-Pearson 97%-100%

thu dugc khi danh gia sy twong dong giira
DNA microarray va cac phuong phap xét
nghiém khéng dinh dang str dung tai Khoa di

Dé danh gia 2 phuong phap xét nghiém c6
dong nhat hoic twong dong hay khong nguoi
ta thuong st dung hé sé kappa. Hé sb kappa
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truyén — Sinh hoc phan tir 1a kappa = 0.97 va
theo Altman (1991) thi d6 twong dong nay la
rat rét. Nhu vdy DNA microarray 1a twong
duong voi cac phuong phap dang duogc su
dung tai Khoa Di truyén sinh hoc phan tu,
Vién Huyét hoc — Truyén méau Trung wong
dé chan doan cac dot bién gay bénh a va p
thalassemia. Ngoai trir mot vai khéc biét nho
trong phat hién dot bién Init CD ATG>ACG,
-90 C>T, CD8/9, -88 thi khdng c6 su khac
biét nao vé két qua xét nghiém dot bién khac
khi st dung sinh pham nghién cau khi so
sénh voi cac phuong phap chuan hién dang
duoc str dung tai co so nghién cuu.

IV. BAN LUAN

Trong nghién ctru nay chiang téi da danh
gia d6 nhay va do dac hiéu lam sang, va kha
nang tng dung cuia DNA microarray cho
phép phat hién dong thoi cac kiéu gen o va p
thalassemia pho bién tai Viét Nam. Két qua
phan tich kiéu gen bang DNA microarray c6
d6 twong dong cao véi cac két qua cua cac
phuong phap tham chiéu chang té do tin cay
va kha nang bao phu toan dién cua DNA
microarray. Dwa vao cac dit liéu da cong b,
DNA microarray bao phi >96% cac dot bién
gen o va B-globin gay ra bénh thalassemia
tai Viét Nam. DNA microarray dai dién cho
mot quy trinh xét nghiém don 1€, nhanh va
c6 gia tri so V6i cac phuong phap chan doan
nhiéu budc. Ky thuat nay ciing yéu cau mot
lugng DNA nh¢o (gigi han phéat hién >20
ng/uL), c6 tam quan trong dic biét dé sir
dung trong chan doan trude sinh. Tuy nhién,
microarray duoc thiét ké dé phét hién cac dot
bién da biét va khéng phat hién duoc dot
bién méi va cac dot bién nam ngoai thiét ké
ban dau.

Cac phuong phap lai hoa nguoc (reverse-
hybridization strip assay, reverse dot-blot
assay) va oligonucleotide microarray cho
phép phén tich ddng thoi o va B-thalassemia
da dugc béo céo trude day. Tuy nhién, khong
c6 phuong phap nao c6 kha nang phat hién
ddng thoi cac kiéu gen o va B-thalassemia
phd bién tai Viét Nam. Do d6, trong nghién
cau nay, DNA microarray cho phép phat
hién ddng thoi cac kiéu gen o va pB-
thalassemia pho bién tai Viét Nam theo mot
quy trinh don gian dua vao céc thiét bi sin
c6 bao gom may PCR, bé 6n nhiét va mot
méay chuyén dung dé phat hién tin higu
huynh quang mét cach tu dong.

V. KET LUAN

Thong qua viéc danh gia d6 nhay va do
dac hiéu 1am sang tai Vién Huyét hoc —
Truyén méu Trung uong theo dé cuong
nghién ctru thir nghiém 1am sang dugc phé
duyét theo quyét dinh sé 3484/QP-BYT va
theo chiang nhan chap thuan cua Hoi dong
dao duc trong nghién ctu y sinh hoc Qudc
gia. Qua trinh danh gia thu duoc két qua rat
kha quan véi cac chi tiéu do chinh xé&c cao
>05%, d6 nhay chan doan va do dic hiéu
chan doan twong (ng 99% va 98%, két qua
ghi nhan ter BIMEDCHIP® Thalassemia
Detection Kit c¢6 tinh tuong dong cao Voi
phuong phap chan doan thuong quy dang sir
dung tai Vién.

Hiéu nang cia Dby sinh pham
BIMEDCHIP® Thalassemia Detection Kit
da dat cac yéu cau kiém dinh caa don vi doc
lap 1a Vién Kiém dinh Quéc gia Vic xin va
Sinh pham Y té va da duogc cip gidy chang
nhan kiém nghiém trang thiét bi y té chan
doan in vitro s6 01021/TTBYT-PK, cho thay
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DNA microarray 1a mot phuong phap chan
doan don gian, nhanh, chinh x&c va hiéu qua
vé mat chi phi dé phéat hién dong thoi cac
kiéu gen a va P-thalassemia pho bién tai
Viét Nam.
LO1 CAM ON

Cong ty TNHH MTV Nha may Cong
nghé sinh hoc va Thiét bi Y té 1a t6 chuc chu
tri dé tai theo quyét dinh sé 4379/QD-BCT
ngay 3/11/2016 cua B Cong Thuong. Du an
thudc “Chuong trinh phat trién mot sé nganh
cong nghiép cong nghé cao” cua Bo Cong
Thuong theo hop ddng sb
01/2017/CNC/HDNCKH ngay 5/5/2017. Dy
an duoc thuc hién véi cac muc tiéu chinh
nhu sau:

1. Lam chu dwoc cdng nghé san xudt
chip sinh hoc trén nén DNA microarray.

2. Sdn xudt dwoc cac bé chip sinh hoc
dat tiéu chudn chat lwong cua sinh pham

chan dodn in vitro - IVD (tham khdo tiéu
chudn quac té).

3. Ung dung dwoc c&c bg chip sinh hoc
I san pham do dw &n nghién cizu san xudt
Va0 chdn dodn bénh trén 1am sang.

Qua day, chung t6i xin chan thanh cam on
su hd tro caa Vién Huyét hoc — Truyén mau
Trung vong va dy 4an “Nghién ctu san xuat
chip sinh hoc trén nén DNA microarray dé
chan doan mot s6 bénh ¢ ngudi” ma sb
01/2017/CNC-HDKHCN da tai trg Kinh phi
cho chang t6i thyc hién nghién ctru nay va
day ciing 1a két qua thanh cong theo chu
chuong phat trién nganh cong nghé cao phdi
hop gitra c&c nha khoa hoc vai doanh nghiép
dé tao ra nhitng san pham déng gop mot
phan nho trong cong cudc cham soc suc
khoé nhan dan va nang cao chat lwong dan sé
nguoi Viét Nam.

Nataction'Kit
“Pack B

11mL !
(3) Ws? (1) HS
sars 5.5mL f ' SME

140

&/ Detection Kit
NS~ PackA 7

IR



TAP CHi Y HOC VIET NAM TAP 502 - THANG 5 - SO CHUYEN PE - 2021

TAI LIEU THAM KHAO

1.

Marengo-Rowe, A. J. (2007). The
thalassemias  and related disorders.
Proceedings (Baylor University. Medical
Center), 20(1), 27-31.

Nguyen, H. N. (2015). AB035. Thalassemia

in  Vietnam. Annals of Translational
Medicine, 3(Suppl 2).
https://doi.org/10.3978/j.issn.2305-
5839.2015.AB035

Bach, Q. K., Nguyén, T. T. H., Duwong, T.
C., Ngo, H. M., Ngo, M. Q., Duong, Q. C.,
... Nguyén, A. T. (2019). Khao st tinh hinh
mang gen thalassemia va bénh huyét sic té ¢

mot s6 dan toc it nguoi & mién ndi phia Bac
Viét Nam. Tap chi Y hoc Viét Nam, 477,
241-250.

. Fucharoen, S., & Winichagoon, P. (1992).

Thalassemia in SouthEast Asia: problems and
strategy for prevention and control. The
Southeast Asian Journal of Tropical Medicine
and Public Health, 23(4), 647-655.

. Nguyén, T. N., Nguyén, T. H., Nguyén, T.

K. L., & Nguydn, A. T. (2019). So b¢ danh
gia két qua kham 1am sang va cac xét nghiém
vong mot dé sang loc bude dau thalassemia
trong cong dong. Tap chi Y hoc Viét Nam,
477,

141



KY YEU CAC CONG TRINH NGHIEN ClPU KHOA HOC VE BENH THALASSEMIA

KET QUA CHAN POAN TRU’O'C SINH CHO THAI NHI
CO NGUY CO Bl BENH THALASSEMIA
TAI VIEN HUYET HOC TRUYEN MAU TW TU 2018 PEN 2020

Vii Hai Toan, Nguyén Thi Thu Ha, Ping Thi Van Héng,
Tran Thi Van, Dwong Quéc Chinh, Bach Quéc Khanh(*)

TOM TAT

Pit van dé: Viét Nam thudc ving c6 nguy co
cao mac bénh thalassemia, bénh khong diéu tri
khoi hoan toan dwoc nhung c6 thé phong bénh
mot cach chu dong. Mot trong nhiing phuong
phap phong bénh la chan doan truéc sinh bing
cach xét nghiém té bao i (thong qua phuong
phép choc 6i), Vién Huyét hoc truyén mau TW
bat dau trién khai ky thuat chan doan nay tir nam
2014, sb luong thai phu dugc chan doan trudc
sinh ting dan qua cac nim. Muc tiéu nghién
ciru: “Panh gia két qua chan doan trude sinh cho
thai nhi c6 nguy co bi bénh thalassemia tai Vién
Huyét hoc truyén méu TW tir 2018 dén 2020”.
Phwong phéip nghién ciu: Hoi cau, mo ta cat
ngang trén dbi twong 1a 597 thai phu c6 nguy co
sinh con bi bénh thalassemia. Chi sé nghién cuau
gom chan doan thé bénh thai nhi, ty I gia dinh
dd c6 con bi bénh, két qua chian doan thai nhi.
Két qua nghién ciu: Trong tong s 597 thai phu
duoc chan doan truge sinh, ty 1& chan doan thé
bénh beta thalassemia la 59,3%, chan doan alpha
thalassemia 1a 40,7%. Ty I¢ gia dinh da c6 con bi
bénh chiém 42%. C6 164 thai nhi dugc chan
doan bi bénh thalassemia chiém ty 1& 27,5%.
Trong sé 144 cap vo chdng cling mit doan 2 gen
alpha globin, c6 36 trudng hop (chiém 25%) thai

(*)Vién Huyét hoc — Truyen 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 duyét bai: 19/4/2021
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nhi dugc chan doan mét doan 2 gen ddng hop tir
giy Hb Bart’s. Két luan: Chan doan truéc sinh
bang choc 6i 1a mot phuwong phap hiéu qua dé
phong khéng sinh ra tré bi bénh thalassemia cho
cap vo chdng 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,
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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 1a bénh thiéu mau tan mau di
truyén pho bién trén thé gidi, bénh gay ra do
giam hoac mat han sy téng hop cua mét loai
chudi globin dan dén thiéu mau, tan méu [1].
Theo s6 lidu théng ké caa To chuc Y té thé
gisi (WHO) [21,[3L[41,[5], wéc tinh c6
khoang 7% dan so thé giéi mang gen bénh
hemoglobin di truyén, anh huéng téi 71% sb
nuéc trén thé giéi, mdi nim co6 khoang
330.000 tré em sinh ra bi bénh. Viét Nam
thugc ving co6 nguy co cao mac bénh
thalassemia, bénh khong diéu tri khoi hoan
toan duoc nhung co thé phong bénh mot
cach chu dong. Mot trong nhiing phuong
phdp phong bénh 1a chan doan truéc sinh
bang choc 6i, Vién Huyét hoc truyén mau
TW bét dau trién khai ki thuat chan doan
nay tir nim 2014, s luong thai phu duoc
chan doan trude sinh ting dan qua cac nim.
Nhim danh gia két qua choc i, ching toi
thuc hién nghién cau nay véi muc tiéu:
“Panh gid két qua chdn dodn truwdc sinh
bang choc i cho cdp vo chéng mang gen
thalassemia tai Vién Huyét hoc truyéen mau
TW tir 2018 dén 2020,

I. DO TUONG VA PHU'ONG PHAP NGHIEN cU'U
Poi twong nghién ciru:
597 cip vo chdng clng mang gen
thalassemia ¢ tudi thai tir 16 — 18 tuan

Thoi gian va dia diém nghién ciu:

- Thoi gian: tir thang 1/2018 dén thang
12/2020 (36 thang)

- Bia diém nghién ctu: Choc 6i tai Trung
tdm mo phdi — Bénh vién 103

Xét nghiém: TPTTBM, bién di Hb, PCR
cho bé me va nudi cidy mau bi, xét nghiém
gen bénh cho thai tai Vién Huyét hoc truyén
mau TW.

Thiét ké nghién cieu: Hoi ciu, M0 ta cat
ngang c6 phan tich.

C& miu va phuwong phap chon mau:

- C& mau duoc chon theo phwong phap
thuan tién, tat ca cap vo chong da xac dinh
cd mang gen thalassemia, c6 thai tir 16 — 18
tuan va dong y tham gia nghién cuu.

Phwong phap tién hanh:

Céc cip vo chong co nguy co mang gen
bénh dugc tu van va td chie thu thap thong
tin ca nhan, 14y mau xét nghiém. Mau duoc
lam xét nghiém tong phan tich té bao mau
bang may dém té bao tu dong (chi s6 MCV
<85fl va’/hodc MCH < 28pg). Xét nghiém
thanh phan huyét sic td bang ky thuat sac ky
Iong hiéu nang cao (HPLC); Xac dinh dot
bién gen bang ky thuat Multiplex PCR, Gap-
PCR: xac dinh cic dot bién gen tong hop
chudi alpha globin, chudi beta globin; Giai
trinh ty gen trong cac truong hop nguy co
cao ma PCR khong phéat hién dugc. Nhan
dinh thé bénh caa 2 vg chong va nguy co caa
thai. Khi tudi thai tir 16-18 tuan, tién hanh
choc i tai Trung tdm mé phdi- Bénh vién
103, mau 6i dugc nudi cdy va xét nghiém
gen bénh tai Vién Huyét hoc truyén mau TW.

Tiéu chuan chian doian mang gen, bi
bénh thalassemia:

- Mang gen alpha thalassemia: xac dinh
c6 1 trong céac dot bién sau:SEA, THAI, FIL,
3.7,4.2, C2delT, HbCs, HbQs.

- Mang gen beta thalassemia: xac dinh co
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1 trong cac dot bién sau: Cd17, Cd41/42,
Cd71/72, Cd95, IVS1-1, IVS1-5, IVS2-654,
-28, -88, -90. Mang gen dot bién bénh huyét
sac t6 (HbE): Cd26 (GAG-AAG).

- Bénh apha thalassemia: thanh phan
huyét sic t6 c6 Hb Bart’t (y4), Hb H (B4),
xét nghiém ADN c6 mat tir 3 gen o — globin
tro 1én.

- Bénh beta thalassemia: Thanh phan
huyét sic té 6 ty 1é HbF (a2y2) ting, Hb A2
(0282) tang va xét nghiém ADN c6 2 dot
bién gen B - globin hodc c6 1 d6t bién ¢ dang
dong hop tir trén gen B-globin.

Phuwong phap xir ly so liéu: Phan tich
bang phan mém SPSS 16.0.

Il. KET QUA
207 211
179
2018 2019 2020
Biéu do 3.1: Sé thai phu dwec choc 6i qua
cdc nam

S6 thai phu duoc chin doan trudc sinh
bang choc i ¢6 xu hudng ting qua cac nam,
trong 3 nim di c6 597 thai nhi duoc chan
doan trudc sinh.

Lao Cai
Nam Dinh

70
60
60
19
50
42 42
40
21 20 2 2
20 14 4 14
0 10 M1 11 11
10 4 JI° 54
0
e ¥g@g D g
o X S R F 52 @ S5 »
O3 0 o0 cP I aT o 5
L me g @ om D;— Q ®© &=
I
B T6ng s& thai phu

45
38

26

Nghé An
Ninh Binh
Phu Tho
Quang Binh
Quang Ninh
Son La
Thai Binh
Thai Nguyén
Thanh Héa
Tuyén Quang
Vinh Phuc
Yén Bai

B C4 con bj bénh

Biéu dé 3.2 Phan bé theo tinh thai phu dwoc chin dodn trwéc sinh
Céc thai phu duoc chan doan trude sinh ¢ cac tinh tir Quang Binh tré ra, mot sé tinh ¢6 ty
I& cao nhu Bic Giang, Ha Noi, Hoa Binh, Lang Son, Son La. Ha Ni chiém ty & cao nhat véi

60 thai phu duoc choc bi.
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Bdng 3.1 Tugi trung binh ciia c4c thai phu

Nim Tuol n X +SD Min Max
2018 179 32+45 21 51
2019 207 31,2443 21 44
2020 211 30,2 + 4,4 21 44
Chung 597 31,1+4,4 21 51
p > 0,05

Tudi trung binh caa thai phu chin doan trude sinh 1a 31,1 + 4,4 tudi, ngudi nho tudi nhat
21 tudi, cao nhat 51 tudi.

Khong cé'
bi bénh ™
58%

% Cb con bj bénh

-# Khoéng cé con bi bénh

Biéu dé 3.3: Tién st gia dinh dd cé con bi bé¢nh
C6 248 gia dinh d3 c6 con bi bénh chiém ty 16 42% sé thai phu dugc chan doan trudc sinh

bang choc bi. ] ]
Bdng 3.2: Thé bénh chan dodn cho thai nhi
Nim (n: s6 Alpha thalassemia Beta thalassemia
ngudi) n Ty 18 (%) n Ty 1€ (%)

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 s6 597 thai phu duoc chin doan trudce sinh, 354 thai phy chan doan bénh beta
thalassemia chiém ty 18 59,3%. Alpha thalassemia chiém ty 1¢ 40,7%.
Bdng 3.3: Két qud chdn dodn thai nhi

2018 2019 2020 Tong 3 nim

Két qua 0 Tyle || Tyle | | Tyle 0 Ty I¢
(%) (%) (%) (%)

Bi bénh 56 3,3 | 56 | 27,1 | 52 | 246 | 164 | 275
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Mang gen bénh 86 48 102 49,3 107 50,7 295 49,4
Kho”gbg]ah”g 98N | 37 | 207 | 49 | 237 | 52 | 246 | 138 | 231
Téng 179 | 100 | 207 | 100 | 211 | 100 | 597 | 100

C6 164 thai nhi dugc chan doan bi bénh thalassemia, chiém ty 1& 27,5%. 295 thai nhi
mang gen bénh cua bb hoic cua me, chiém 49,4%.
Bdng 3.4: Két qud chec 4i ¢ nhom thai phu di cé con bi bénh

Két qua n Ty 1& (%)
Bi bénh 77 31
Mang gen bénh 116 46,8
Khéng mang gen bénh 55 22,2
Téng 248 100

Trong tong sb 248 thai phu di co con bi bénh, c6 77 thai phu chan doan thai nhi bi bénh

chiém ty I¢ 31%.

Bdng 3.5: Két qud chec i ¢ cap Ve chong cling mét dean 2 gen alpha globin

2018 2019 2020 Tong 3 nim
Két qua G| Ty Tyle || Tyle | | Tyle
(%) (%) (%) (%)
Bi bénh
(phil thai, thai lru) 9 22 14 | 29,2 | 13 | 236 | 36 25
Mang gen bénh 22 | 536 | 23 | 47,9 | 25 | 455 | 70 | 486
Khéng mang gen bénh 10 24,4 11 22,9 17 30,9 | 38 26,4
Tong 41 | 100 | 48 | 100 | 55 | 100 | 144 | 100

Trong tong sé 144 cip vo chdng cling mat doan 2 gen alpha globin, c6 36 truong hop
(chiém 25%) thai nhi duoc chan doan mat doan 2 gen dong hop tir gdy phu thai, thai luu.

IV. BAN LUAN

Thalassemia la bénh ly di truyén pho bién
nhét trén thé gisi. Viét Nam nam trong ving
c6 ty 1€ mang gen bénh cao. Nghién ctu dich
t& ndm 2017 caa Vién Huyét hoc truyén mau
TW phéi hop vai céc tinh thanh trén quy mo
toan qudc da chi ra nhiéu ving mién, nhiéu
dan toc co ty 16 mang gen thalassemia rat
cao. Cé4c tinh mién ndi phia Bic va mot sb
dan toc co ty 1€ mang gen cao nhu dan toc
Xinh mun ¢ Son La ty 1€ mang gen 69,3%
[6]. Dan toc Kinh chiém da sé tai Viét Nam
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thi ty I¢ 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 té bao mau c6 sy thay déi cac chi sd
hong cau: hong cau nho, nhugc sic. Theo
quyét dinh 1807 cua B Y Té thang 4/2020
va Vién Huyét hoc truyén mau TW hudng
dan: nghi ngo mang gen thalassemia khi
MCYV < 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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suat bi bénh thalassemia khi mang ca 2 dot
bién cua bd va me, 50% xac suit mang gen
thalassemia cua bd hodc cua me, 25% xac
suit khong mang dot bién gen. Nhu vay, &
cap vo chdng cing mang gen thalassemia,
xac suit & mdi 1an sinh 1a 25% con bi bénh
va 75% con khong bi bénh. C6 2 thé bénh
chinh: alpha thalassemia va beta thalassemia
véi biéu hién 1am sang khac nhau; Véi beta
thalassemia thudng biéu hién mtc do ning
hodc trung binh, tré bi bénh xuét hién triéu
chang thiéu mau sém tir 3-6 thang tudi, nhu
cau truyén mau sém va lién tuc, biéu hién
quéa tai sat va cac bién chiing lam suc khoé
ngudi bénh suy giam va co thé gy tir vong
néu khong dugc diéu tri tich cuc. Voi thé
bénh alpha thalassemia trudng hop rat ning
khi b6 me cing mang d6t bién mat doan 2
gen a-globin, thai nhi mat ca 4 gen alpha gay
Hb Bart’s véi biéu hién phu thai, tran dich da
mang, thai luu hodc tré tdr vong sém sau
sinh. Nhiing truong hop Alpha Thalassemia
thé trung binh hoic nhe thuong biéu 1am
sang c6 thiéu mau nhe, nguoi bénh thich
nghi va biéu hién triéu ching khéng rd rang
trong thoi gian dai, thuong khong phai
truyén mau, dic diém nay lam ty 18 bénh
nhan o-thalassemia khong dugc chan doan
trong cong dong cao.

Bénh khong chira khoi hoan toan dugc
nhung ¢ thé phong bénh 1 cach chu dong va
hiéu qua da duoc chang minh trong céc
chuong trinh phong chdng thalassemia &
nhiéu quéc gia trén thé gisi. Phong bénh
thalassemia 1a phong dé khéng sinh ra tré bi
bénh thalassemia, c6 2 thoi diém quan trong
dé phong bénh: Sang loc truge hon nhan va
sang loc trude sinh. Thuc té tai Viét Nam da
c6 rat nhiéu nhitng cip vo chong mang gen
bénh, da sinh ra nhitng bénh nhan
thalassemia hoac dang mang thai va c6 nguy

co sinh con bi bénh. Chan doan truéc sinh
gilp cho nhiing cip vo chong ciing mang
gen bénh khéng sinh ra con bi bénh
thalassemia, c6 2 phuong phap chin doan
truéc sinh 12 chan doan thai (bang choc di
hozc sinh thiét gai rau) va chan doan trudc
chuyén phéi. Tai Vién Huyét hoc truyén mau
TW, ching t6i tién hanh phuong phap chan
doan thai nhi bang choc &i va xét nghiém té
bao nudc i tir ndm 2014 cho thai phu c6
tudi thai tir 16-18 tuan.

Két qua nghién ciu cua chung t6i, Biéu
dd 3.1 cho thiy sé thai phu duoc chan doan
trudc sinh tang qua cadc nam, nam 2018 chi
c6 179 thai phu duoc chan doan trudc sinh,
dén nam 2019 tang 1én 207 va nam 2020 ¢
211 thai phu duoc choc i. S6 luong thai phu
duoc choc 6i chan doan trude sinh ting déu
qua cac nam ciing phan anh phan nao sy tién
bo trong nhan thirc cua cong dong ciing nhu
nhitng gia dinh c6 con bi bénh thalassemia.
Trong biéu d6 3.2 vé sy phan bé céac tinh cé
thai phu duoc choc 6i chu yéu & céc tinh phia
Bac tir Quang Binh tro ra, mot sé tinh c6 ty
Ié cao nhu Bic Giang, Ha Noi, Hoa Binh c6
thé do khoang cach tir cac tinh nay t6i Vién
cing thuan tién hon trong viéc di chuyén. Ha
Noi ¢6 s thai phu choc 6i 16n nhat nhung
dai da s 1a nhiing gia dinh khéng c6 con bi
bénh, 49/60 chiém ty 1& 82%, trong khi & céac
tinh khac nhiing gia dinh c6 con bi bénh
chiém ty 1& cao nhu Hoa Binh 22/42 chiém
ty 16 52,4%, Son La 26/45 chiém 57,8%, Bic
Giang 23/49 chiém 46,9%, Bic Ninh 8/14
chiém 57,1%...Diéu nay thé hién hiéu biét
vé bénh thalassemia ciia nguoi dan va nhan
vién y té tai Ha Noi cao hon & cac tinh khéc.
Két qua nay dit ra yéu ciu can phai ting
cuong tuyén truyén, gido duc vé bénh
thalassemia cho ngudi dan va nhan vién y té
tai cac tinh thanh dé c6 thé day manh sang
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loc, phat hién nguy co mang gen va sinh con
bi bénh thalassemia trong cong dong.

Trong téng s6 597 thai phu duoc chan
doan qua 3 nam, do tudi trung binh cua thai
phu & cac nim twong d6i twong ddng, khong
cd sy khac biét co ¥ nghia thdng ké vé& do
tudi, tudi trung binh cua thai phu la 31,1
4.4 tudi, nguoi nho tudi nhat 21 tudi, cao
nhat 51 tudi (Bang 3.1). Két qua kha tha vi 1a
& ca 3 nam thi ngudi nho tudi nhat dugc lam
chan doan trudc sinh déu 1a 21 tudi, do tuoi
nay ciing khong qua tré dé sinh dé & nhém
phu nit dan toc thiéu sé, tuy nhién trong
nghién ctru cua chang téi, nhom phu nir dan
toc duoc 1am chan doan trude sinh cho thai
nhi chi yéu 1a nhitng nguoi da c6 con bi
bénh nén do tudi cua ho cao hon so véi phu
nit ¢ thai lan dau. Pai da sd nhiing gia dinh
da sinh con bi bénh thalassemia thuc su co
kho khan vé kinh té, ngoai viéc phai chi tra
cac chi phi diéu tri bénh, chi phi di lai, an &
tai bénh vién thi mdi gia dinh luén mat 1 lao
dong chinh dé ddng hanh cuing con tai bénh
vién, diéu nay lai cang lam cho nhiing gia
dinh nay kho khan hon khi theo thoi gian cac
chi phi d6 ngay mot ting. Néu nhitng gia
dinh nay tiép tuc sinh con ma khéng duogc
chan doan trudc sinh thi nguy co c6 thém
nhitng ngudi con bi bénh 12 rat rd rang. Biéu
dd 3.2 cho thay c6 248 gia dinh di c6 con bi
bénh thalassemia chiém 42% trong tong s6
597 gia dinh dugc 1am chan doan trudc sinh.
Két qua nghién ciu trong bang 3.4 véi 248
gia dinh d4 c6 con bi bénh dugc choc di, co
171 gia dinh c6 két qua chan doan thai nhi
cho phép tiép tuc mang thai va sinh con (thai
nhi chi mang gen bénh hoac hoan toan khéng
mang gen bénh), c6 77 thai nhi (chiém 31%)
duoc chan doan bi bénh va phai dinh chi thai
ky. Mac du khéng may man va phai dinh chi
thai nhung trén quan diém y hoc thi diéu do
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con tét hon nhiéu viéc tiép tuc sinh ra thém
mot bénh nhan thalassemia.

Trong cac giai doan trudc, ¢ cac bao cao
ching ta thuong thay ty 1é thé bénh beta
thalassemia cao hon rat nhiéu so voi thé
alpha thalassemia va gay lam tuong ty 1é
mang gen va bi bénh alpha thalassemia tai
Viét Nam thip. Tuy nhién, ngay nay véi su
phét trién manh mé& cua k¥ thuat chan doan y
hoc va di truyén sinh hoc phan tir thi ty 1¢
phat hién nguoi mang gen va bi bénh alpha
thalassemia trong cong dong ngay maot ting.
Trong nghién ctu cua chung toi, bang 3.2 ty
1é sb thai phu dugc chan doan trudc sinh thé
bénh alpha thalassemia ciing chiém tgi
40,7%, con voi beta thalassemia la 59,7%.
Ty & chan doan truéc sinh thé bénh beta
thalassemia cao hon vi dai da sé nhém
nhitng gia dinh da c6 con bi bénh trude d6 la
beta thalassemia. Ty 1¢ nay ciing 1a dau hiéu
dang mung khi ngay cang c6 nhiéu co so y té
tham gia diéu tri bénh nhan thalassemia da
chu trong t6i cong tac tu van, nang cao hiéu
biét ciia gia dinh ngudi bénh, tir d6 ho biét
dugc ludn co ty 1é 25% xac suat con bi bénh
& tat ca cac lan sinh. Két qua chan doan thai
nhi qua cac nam thé hién & bang 3.3, trong
do ty 1€ thai nhi bi bénh thalassemia nam
2018, 2019 va 2020 lan luot 1a 31,3%; 27,1%
va 24,6%; ty I¢ thai nhi bi bénh chung trong
3 nam la 27,5% véi 164 truong hop. Ty 1é
chung thai nhi mang gen thalassemia la
49,4% va c6 23,1% thai nhi khéng mang gen
thalassemia cua bd va me.

Mot trong nhitng van dé san khoa gy anh
huong téi sitc khoé va co thé nguy hiém toi
tinh mang cua thai phu la hién tuwong phu
thai, thai Iuu. O nhiéu co so kham va quan ly
thai nghén van dé nay chua duoc quan tam
dung muc. CO nhiéu nguyén nhan gy thai
luu va thalassemia 1a mdt trong nhiing
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nguyén nhan hang dau ¢ nhitng noi cé ty 1¢
ngudi mang gen o’-thalassemia cao trong
cong ddng. Khi cip vo chdng cing c6 mat
doan 2 gen a-globin thi xac suét con bi bénh
thé rat nang (Hb Bart’s) 1a 25% & mdi lan
sinh, & thé bénh nay cé thé gay phu thai, thai
lru hodc tré tir vong sém sau sinh néu khong
dugc diéu tri tich cuc. Két qua nghién ctu
cua ching toi (Bang 3.5), trong téng sé 144
cip vo chdng cuing ¢ gen a’-thalassemia c6
36 truong hop thai nhi dugc chan doan Hb
Bart’s chiém ty 1& 25%. Két qua nghién cau
cia ching t6i ciing kha twong dong véi
nghién cau cia Ngd Diém Ngoc va cong su
nam 2015 voi ty 1€ thai nhi Hb Bart’s la
36,5% [8], Nguyén Khic Han Hoan nim
2013 c6 57 trén tong sé 229 thai nhi c6 Hb
Bart’s chiém ty 1& 12 24,9% [9]. Chan doan
truéc sinh bénh thalassemia bang choc 6i
thuc sy 1a phuong phap hi€u qua ngan can sy
Xuat hién nhitng bénh nhan thalassemia méi
trong nhiing gia dinh da c¢6 con bi bénh va ca
trong cong dong. Ngay 21/4/2020 Bo Y té ra
quyét dinh sé 1807/QP-BYT Huéng dan
chuy@n mén ki thuat vé sang loc, chan doan,
diéu tri trude sinh va so sinh; quy dinh dua
thalassemia 1a 1 trong 4 bénh bét budc phai
sang loc trudc sinh tai tat ca cac co sé kham,
quan ly thai nghén trén ca nudc. T nhiing
quy dinh mang tinh quy pham phép luan va
véi sy vao cudc cua toan xa hoi hy vong Viét
Nam s& sém c6 duogc thanh céng trén con
duong day IUi bénh thalassemia.

V. KET LUAN

Qua nghién cau 597 thai phu dugc lam
chan doan trudce sinh bang choc 6i, ching toi
dua ra mot s két luan sau:

- Sb thai phu duoc chan doan trudc sinh
qua cac nam ngay mot tang

- C6 27,5% thai nhi dwoc chan doan bi
bénh trong tong sé 597 trudng hop

- Ty 1é thai nhi bi Hb Bart’s trong nhém
bd me cuiing ¢6 gen o’-thalassemia 1a 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 UO'NG NAM 2020

Nguyén Thi Thu Ha*, Vii Hai Toan*, Pang Thi Van Hong*,
Lé Thi Thanh Tam*, Hoang Phwong Linh*, Nguyén Thij Tuyén*,

TOM TAT

Thalassemia 1a bénh ly di truyén phd bién
nhat & Viét Nam, c6 tinh chét theo dan toc va dia
du. Muc tiéu nghién ciu: Phan tich mot s6 dic
diém nhan khau hoc cua bénh nhan thalassemia
diéu tri tai Vién Huyét hoc Truyén méu Trung
Uong (VHHTMTW) nam 2020. Két qua: qua
phan tich 2845 bénh nhan thalassemia diéu tri tai
VHHTMTW ndm 2020 thdy, ty 1¢ bénh nhan B-
thalassemia muac d6 ning chiém 18,8 %, P-
thalassemia muc d6 trung binh chiém 7,3%, p-
thalassemia/ HbE chiém 55,5% va o thalassemia
14 18,4%. Bénh nhan B-thalassemia mrc d6 nang
c6 do tudi trung binh 1a 8,5, gap nhiéu & dan toc
Dao, Nung, Tay vai ty 1é lan luot 12 49,1%, 40%
va 38,8%. Bénh nhan B-thalassemia/ HbE gap
chu yéu ¢ dan toc Thai 1a 78,1% va dan toc
Muong la 77,5%. Két luan: Bénh nhan
thalassemia tai VHHTMTW nam 2020 ¢6 du cac
thé  a-thalassemia, p-thalassemia va  p-
thalassemia/ HbE. Bénh nhan B-thalassemia mic
d6 nang c6 do tudi trung binh thap. Ty 1é cac thé
bénh Thalassemia cé su khac biét & cac dan toc.

Tir khoa: Bénh nhan thalassemia, Vién huyét
hoc - Truyén mau TW, dan 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 duyét bai: 19/4/2021
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Nguyén Ha Thanh*, Bach Quéc 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 [-thalassemia major was
18.8%, the percentage of p-thalassemia
intermedia was 7.3%, B-thalassemia/ HbE made
up 55.5% and the figure for a thalassemia was
18.4%. The average age of pB-thalassemia major
patients had was 8.5. Among the Dao, Nung and
Tay ethnic patient groups, pB-thalassemia major
contributed to 49.1%, 40% and 38.8%
respectively. B-thalassemia/ HbE were the most
popular in the patient groups of the Thai ethnic
(78.1%) and the Muong ethnic (77.5%).
Conclusion: There were 4 types of thalassemia
in 2845 patients at NIHBT in 2020 including a-
thalassemia, B-thalassemia major, B-thalassemia
intermediate and  B-thalassemia/HbE. The
average age of B-thalassemia major patients was
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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. DAT VAN BE

Thalassemia 1a nhém bénh 1y rdi loan
téng hop huyét sic té di truyén phd bién nhat
o Viét Nam, bénh c¢o tinh dia du va co tinh
dac trung theo dan tdc. Trung tam
Thalassemia, Vién Huyét hoc - Truyén mau
Trung Uong 1a noi diéu tri bénh nhan
thalassemia Ion nhat & mién Béc Viét Nam,
ngudi bénh dén tir cac tinh mién ndi phia
Béc, dong bang Séng Hong va Bic Trung
Bo. Bé ¢6 thé so bo nhan dinh dic diém cua
bénh nhan thalassemia tai cac tinh & mién
Bac, ching tdi thuc hién dé tai véi muc tiéu:
““Phén tich mot sé dic diém nhan khau hoc
cta bénh nhéan thalassemia diéu tri tai Vién
Huyét hoc - Truyén méau Trung Uong nim
2020,

II. Ol TUQONG VA PHUO'NG PHAP NGHIEN CU'U

1. P6i twong: 2.845 bénh nhan
thalassemia duoc diéu tri ndi trd va ngoai tra
tai Vien Huyét hoc - Truyén mau TW trong
nam 2020.

Céch chon mau: toan bo bénh nhan
thalassemia diéu tri tr T1/2020 dén
T12/2020.

Tiéu chuan loai tri; cac bénh nhan bi
bénh tan mau khac nhu héng cau hinh ciu,
thiéu men G6PD; bénh nhan khong dong y
tham gia nghién cau.

2. Phwong phap nghién ctru:

2.1. Thiét ké nghién ciu: M6 ta cat
ngang.

2.2. Thu thdp sé liéu: 1am sang, hd so
bénh an.

2.3. C4c chi sé nghién cizu: tudi, dan toc,
noi séng, thé bénh.

2.4. Tiéu chud@n chan dodn thé bénh dua
vao dét bién gen globin [1]:

- B-thalassemia thé ning: p%/p°.

- B-thalassemia thé trung binh: p%/p".

- B-thalassemia/ HbE: B%/BE, B*/pBE.

- o-thalassemia: %o

2.5. Phwong ti¢n xét nghigm:

- Téng phan tich té bao méau theo nguyén
ly Laser bang may dém té bao tu dong.

- Xé4c dinh thanh phan huyét sic t6 bang
phuong phap sic ky long cao ap (HPLC) trén
may Ultra?, hang Trinity Biotech.

- Xac dinh dot bién gen globin bang
phuong phap PCR, Strip Assay hoac giai
trinh tu gen.

2.6. X ly sé ligu:

- S ligu duoc xir ly bang phan mém
thdng ké SPSS 16.0.

- Cac két qua co tinh dinh luong duoc thé
hién dudi dang trung binh + d6 léch chuan
(néu phan bé chuan) hozc trung vi va khoang
tar phan vi (néu phan bé khéng chuan), cac
két qua co tinh chat dinh tinh duoc thé hién
dudi dang ty 1& phan tram (%).

Il. KET QUA NGHIEN cU'U

3.1. Mot s6 dic diém vé tudi, gioi va thé
bénh
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#» Nam = N

Biéu dé 3.1. Phan bé bénh nhan theo gidi (n=2845)
Nhdn xét: Trong 2845 BN nghién cau thi nit gisi gap nhiéu hon nam giéi vai ty Ié lan
luot 1a 52,7% va 47,3%.

25.0

20.0
15.0
100 21.7
11.3
5.0 8.3 o 10.4 9.1
: 5.7 5.9
0.0

<6 6-10 11-15 16-20 21-25 26-30 31-35 36-40 41-50 >50
(n=322) (n=617) (n=446) (n=237) (n=203) (295) (n=260) (n=162) (n=168) (n=135)

TUOI

V18 %

Biéu dé 3.2. Ty |é cdc dp tudi ciia bénh nhan
Nhgn xét: Bénh nhan c6 d6 tudi 6 — 10 chiém ty Ié cao nhat (21,7%). Ty 1é bénh nhan
dudi 20 tudi chiém 57%.
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Bdng 3.1. Pj tusi bénh nhan thalassemia theo thé bénh

Thé bénh Sébenhnhan | Tyle (o) | D uditrung binh
(min — max)
B thalassemia mirc d6 ning (1) 536 18,8 85%5.2
v . g ) (1 _ 29)
[ thalassemia mirc dg 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

Nhdn xét: B-thalassemia mtc d6 nang chiém 18,8%, B-thalassemia/HbE chiém 55,5%.
Bénh nhan p-thalassemia mirc d6 nang c6 do tudi trung binh 1a 8,5, cao nhét la 29 tudi. Bénh

nhan a-thalassemia c6 d6 tudi trung binh 13 30,2 tudi.

120.0

%

100.0

80.0

60.0

40.0

20.0

0.0

i
>
w

le=
w

=

ey
(WE]
n
Ul
=
€
U
=Y
€

17.7

6

T =——

(=)}
=
8]

67.0

-
o]

I\J=

1.0 7.7

28.5 19.8
2.0
<6tubi 6-10tudi 11-15 16-20 21-25 26-30 31-35
tudi tudi tudi tudi tudi
#pB-thal thé ndng ™ B-thal trung binh = B-thal/HbE

o)
i
o0

27.2

9]
EJ'I
-

e
=k
[N=]

36-40 41-50 > 50tudi
tudi tudi
i g-thal

Biéu d6 3.3. Ty 1é cac thé bénh thalassemia theo dj tudi
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Nhdn xét: Ty 1& bénh nhan thé bénh B-thalassemia muc d6 nang giam dan theo d6 tudi va
ty 1& thé bénh o-thalassemia ting dan theo do tudi.

3.2. Pic diém vé dia ly, dan toc va thé bénh

Bdng 3.2. Sé lwong bénh nhin thalassemia theo dia chi

R A A A 0
Tinh/than 108 0 Do tge (n. %) BT
h bhé : . . \ X N an toc
pho ) Kinh Thai | Mwong | Tay Nung Dao Khac
Son La 57 322 2 3
0, 0
159%) | | q2.6%) | 71.4%) 2O 0a05)| O | (0.70) |24 ©3%)
Hoa Binh 54 219 | 11 2
0
103%) | 2 | asaw) BP0 qas) |G| ° |©07%)| °
Ha Noi 216 14 2 5
¢ 0
84%) | 232 008%)| © | 59w |©08%)| TO¥| O | 5ig
Thanh Hoa 990 70 32 117 0 0 1 0
(7,7%) (31,8%) | (14,5%) | (53,2%) (0,5%)
Bic Giang 91 21 . .
a2 | esew| O 0 1o 1ot %) 0 16(115%)
Lang Son 13 26 0 0 60 52 1 0
(4,9%) (18,7%) (43,2%)| (37,4%) | (0,7%)
Cao Béng 18 . 2 67 32 .
@3%) | 1 | aaow) |1 O] (170 |55.49%) 26.40) [FO8%) 0
venBai [ 27 18 4 7 1, 65| 2 2
(3,8%) (25,2%) | (16,8%) | (3,7%) 134,6%) " °°7 [11,2%)| (1,9%)
Tuyén
19 63 8 9
0, 0
8“2;3 1031 1gam) | TA%) | 0 g1 200) 3% | 7500y | (8,7%0)
Bic Kan 70 5 1
¢ 0 [0) 0
%) 93 |8(86%)| 0 |L(LI%) | 030 BEEN) | g0 | (g 10p
18 tinh
, 658 | 103 26 77 20
0, 0
(3§hg§/o) 90 1 z0m) | (11%) | @8%) |(8,20) 18 (1770 (2 105 [40 (4:3%0)
Téng cong| 2845 1244 485 426 410 130 53 g7 (3.49%)
(100%) | (100%) | (43,7%) | (17,0%) | (15,0%) | (14,4%| (4,6%) | (1,9%) 470

Nhgn xét: S6 luong bénh nhan nhiéu nhat & 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 toc Muong
chiém 74,5%. Tinh Thanh Hoéa, dan toc Muong chiém 53,2%. Dan toc Tay, Nung chiém ty 18
cao ¢ tinh Lang Son, Cao Bang, Tuyén Quang, Yén Bai, Bic Kan.
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Trung binh 2

555 18.4

Dao
22.3
40.0 215
Ning 3 = =
30.5 200
Tay
133 74 53.9
Kinh = )53 =—=—
77.5 59 _
Mudng 2 =
78.1 81
Thai ==
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
# B-thal nang i B-thal trung binh B-thallHbE =a-thal

Biéu dé 3.4. Phan bé thé bénh thalassemia theo dan téc
Nhdgn xét: Thé bénh B-thalassemia mirc d6 nang chiém ty & cao & nhdm bénh nhan dan
toc Dao (49,1%), Nung (40%) va Tay (38,8%). Thé bénh B-thalassemia/ HbE chi yéu &
nhom bénh nhan dan toc Thai, Mudng véi ty 18 lan luot 12 78,1% va 77,5%.

IV. BAN LUAN

4.1. Ban luan vé dic diém tuoi, gioi va
thé bénh

Phan tich dic diém 2845 bénh nhén
thalassemia diéu tri tai VHHTMTW niam
2020, ta thay nix giéi gap nhiéu hon nam gidi
tuy nhién ty 1¢ chénh léch khong nhiéu (Biéu
dd 3.1). Vé d6 tudi, bénh gap ¢ du moi la
tudi, trong d6 bénh nhan dudi 20 tudi chiém
57%, d6 tudi 6 — 10 tudi chiém ty 1é cao nhat
la 21,7% (Biéu dd 3.2). C6 4 thé bénh 1a B-
thalassemia mirc d6 niang chiém 18,8%, B-
thalassemia mirc d6 trung binh chiém 7,3%,
B-thalassemia/HbE chiém 55,5% va o-
thalassemia chiém 18,4% (Bang 3.1). Mb

hinh bénh nhan thalassemia tai VHHTMTW
da thay doi rat nhiéu so véi trude day, tai co
S& cii trong bénh vién Bach Mai nam 2009
chi c6 108 bénh nhén, ty 1€ bénh nhén trén
15 tudi la 75% va ty 1¢ B-thalassemia chiém
9,26%, B-thalassemia/HbE chiém 57,4% va
o-thalassemia chiém 33,3%; sy thay do6i nay
la do tai thoi diém d6 VHHTMTW chua
nhan diéu tri bénh nhi thalassemia [2].
Nghién ctu tai bénh vién TW Hué niam 2007
— 2009 trén 186 bénh nhan, d6 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 cuau caa ching téi ty 1€ bénh nhan
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dudi 6 tudi (11,3%) 1a thap hon va ty 1 bénh
nhan trén 25 tudi (35,8%) 14 cao hon so voi
bénh nhan & bénh vien TW Hué, c6 thé la do
ty 1é bénh nhan muc d6 nang cua bénh vién
TW Hué 13 26,9% cao hon so v6i nghién ctu
nay la 18,8%. Theo bao céo cua Lién doan
Thalassemia qudc té, su phan b do tudi
bénh nhan thalassemia cua mot quéc gia
phan 4anh duwoc hiéu qua kiém soat
thalassemia ¢ nudc d6. O nhitng nudc chua
¢6 chuong trinh phong bénh, d6 tudi trung
binh cua bénh nhan 1a dudi 20 tudi (biéu do
do6 tudi léch trai), diéu nay ching to 2 van dé
d6 1a sb lugng tré sinh ra bi bénh van dang
gia ting va tudi tho cia bénh nhan khéng
cao; véi nhitng nude di thuc hién tét chuong
trinh kiém soat thalassemia thi d6 tudi trung
binh trén 25 (Biéu do do tudi léch phai) [4].
Mic db s6 lwong bénh nhan & VHHTMTW
chua phai 1a sé luong cua tat ca bénh nhan
thalassemia trén toan quéc, nhung 13 noi co
s6 luong I6n bénh nhan (2.845 bénh nhan)
dén tir nhiéu tinh & mién Bac thi két qua
nghién ciru nay ciing phan nao phan éanh
dugc vé thuc trang bénh nhan thalassemia &
Viét Nam hién nay chwa duoc kiém soéat tét.
Két qua ¢ bang 3.1 cho thay d6 tudi trung
binh cua bénh nhan & cac nhém thé bénh
thalassemia c6 sy khac biét rd rét co y nghia
thdng ké (p<0,05). Biéu d6 3.3 mo ta ty I¢
c4c thé bénh thalassemia trong cac nhém
bénh nhan theo d6 tudi, cho thiy ty I& B-
thalassemia mic do nang giam dan theo tudi,
cao nhat 12 42,2% & nhém dudi 6 tudi, va
khong c6 bénh nhan nao trén 30 tudi. Ty Ié
o-thalassemia ting dan tir 1a 9,3% & nhom
dudi 6 tudi va 64% & nhom trén 50 tudi.
Trong nghién ctru nay, p-thalassemia muc do
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nang c6 do tudi trung binh 1a 8,5 tudi, bénh
nhan nhiéu tudi nhét 1a 29 (hién bénh nhan
nay c6 rat nhiéu bién ching nhu suy tim, xo
gan). Véi thé bénh P-thalassemia mic do
nang, biéu hién thiéu mau xuit hién tir rat
sém (tir 3 thang tudi dén dudi 2 tudi), voi
tinh trang thiéu mau nang, tré s& phai diéu tri
truyén mau rit thuong xuyén, do vay néu
khong duoc diéu tri tot bénh nhan s& ¢ tudi
tho rit thdp. Nhom p-thalassemia muc do
trung binh va B-thalassemia /HbE c6 d6 tudi
trung binh 1a 23 va 20 tudi, tudi cao nhat 1a
65. Thé bénh B-thalassemia/HbE thuong c6
mirc d6 biéu hién thiéu mau rat da dang, tur
nang dén nhe, chinh vi thé ma bénh nhan ¢
thé bénh nay c6 ¢ da & cac do tudi. Nhém
bénh nhan o-thalassemia c6 do tudi trung
binh cao nhat 1a 30,2 tudi. Alpha thalassemia
(HbH) 1a nhimg nguoi bi ton thuong 3 gen
alpha globin, mic d6 biéu hién thiéu méau tir
nhe dén trung binh. Nhitng ngudi thiéu mau
nhe thuong khong phai truyén méau khi con
tré, khi tudi cang cao thi ho thuong mét hon
nén khi d6 méi vao vién. Tudi tho ctia bénh
nhan a-thalassemia kha cao. Vi vay, & nhdm
trén 50 tudi, c6 dén 64,4% la o-thalassemia.
Nghién ciau & Nam An D6 nim 2020 trén
1087 bénh nhan thalassemia mac do nang
thay chi c6 8,6% bénh nhan trén 18 tudi [5].
Tai Iran, bénh nhan B-thalassemia muc do
nang c6 tudi tho trung binh 1a 50 tudi va
100% bénh nhan séng dén 35 tudi, c6 sy
khac nhau gitra cac vung, nhitng vung co
diéu kién kinh té tét hon thi tudi tho cua
bénh nhan cao hon [6]. Bao cao dir liéu quan
ly bénh nhan thalassemia toan quéc &
Malayssia nam 2018, c6 7.984 nguoi bénh
dang séng, trong do6 ty 18 bénh nhan d6 tudi
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dudi 26 tudi chiém 70%, co ty & nho bénh
nhan B-thalassemia mic d6 ning niang séng
trén 45 tudi [7]. Nhu vay, tudi tho bénh nhan
mtrc d6 ning phu thudc chu yéu vao didu
kién chim soc va diéu tri. Néu so sanh véi
Iran, Malaysia thi bénh nhan muc @6 nang tai
VHHTMTW c6 dé tudi con thap hon.

4.2. Ban luan vé dic diém dia ly, dan
toc va thé bénh

Dic diém vé thé bénh thalassemia c6 su
khéc biét rat 16n gira cac dan toc, cac ving
mién. Hai tinh Son La va Hoa Binh c6 sb
lwong bénh nhan nhiéu nhit, tinh Son La c¢6
bénh nhan dan toc Théi chiém 71,4%, tinh
Hoa Binh c6 bénh nhén dan toc Muong
chiém 74,5% (Bang 3.2). Bénh nhan dan toc
Muong, Théi co ty 1€ B-thalassemia mic do
nang la (11% - 11,7%), B-thalassemia/HbE
chiém ty I& rit cao 1a 77,5% trong nhém
bénh nhan dan toc Muong va 78,1% & nhom
bénh nhan déan toc Théi (Biéu d6 3.4). Thanh
Hoa la tinh ciing co ty 1€ bénh nhén
Thalassemia dan toc Muong rat cao chiém
53,2%.

Bénh nhan dan toc Tay chiém ty & khé
cao trong cac bénh nhan thalassemia, dén tur
tinh Bic Kan (75,3%), Tuyén Quang
(61,2%), Cao Bang (55,4%), Lang Son
(43,2%), Yén Béi (34,6%). Bénh nhan dan
toc Nung chiém ty & kha cao trong nhom
bénh nhan dén tir Lang Son (37,4%), Cao
Bang (26,4%) (Bang 3.2). Bénh nhan dan toc
Dao chiém 11,2% s6 bénh nhan dén tir Yén
Béi, chiém 7,8% bénh nhan dén tir Tuyén
Quang. Két qua & biéu d6 3.4 cho thay, trong
nhém bénh nhén dan toéc Dao, Nung va Tay
c6 ty 1é thé bénh B-thalassemia mirc @6 ning
cao lan luot 1a 49,1%, 40% va 38,8; ty Ié p-

thalassemia/HbE la 20,8%, 22,3% va 30%.
Déan toc Kinh co ty 1€ 1¢ B-thalassemia mic
do6 nang la 13,3%, ty 1é p-thalassemia/HbE la
53,9% va o-thalassemia la 25,3%.

Qua dic diém ¢ trén, chlng tdi nhan thiy
thé bénh thalassemia ctia bénh nhan c6 dic
trung khac biét gitra cac dan toc va hoan toan
phi hop dic diém ty Ié mang gen bénh
thalassemia trong cong dong cac dan toc do.
Theo nghién citu cia VHHTMTW nam 2017
trén cac dan toc sinh séng ¢ Viét Nam cho
thdy, dan toc Dao, Nung, Tay cd ty 1&é mang
gen PP thalassemia la 9,3%, 5,5% va 6,2%; ty
Ié mang gen HDE rat thap la 0,6%, 0,8% va
1,5%. Dan toc Muong va Thai c6 ty Ié¢ mang
gen BC-thalassemia 13 5,7% va 2,9%, nhung
ty 1€ HbE la 17,9% va 18,7%. Dan toc Kinh
co ty 1é mang gen pO-thalassemia 12 0,7% va
HbE 14 2,6%, ty 1¢ o’-thalassemia la 3,5% va
a'-thalassemia la 3,3% [8]. Theo quy luat di
truyén gen bénh lan, trong cong dong ty Ié
mang gen PB° thalassemia thi nguy co sinh
con bi bénh pB-thalassemia muic do nang
(B%B°) cao, véi cong dong co ca ty 1é mang
gen BC-thalassemia va HbE thi nguy co sinh
con bi bénh B-thalassemia/HbE (B% BE) s&
cao.

V. KET LUAN

Qua nghién ctu trén 2.845 bénh nhén
thalassemia diéu tri tai VHHTMTW nam
2020, ching t6i nhan thay, bénh nhan c6 &
tat ca cac thé bénh, cac mtc d6 bénh. C6 su
khac nhau vé s6 luong bénh nhan giita cac
tinh, vé ty Ié thé bénh gitra cac dan toc, do
tudi trung binh, cu thé:

- Ty I& bénh nhan B°-thalassemia muc do
nang chiém 18,8 %, pO-thalassemia mirc do
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trung binh chiém 7,3%, p-thalassemia/ HoE
chiém 55,5% va a-thalassemia 13 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 nhém bénh nhan dudi 6 tudi va
d tudi trung binh 12 8,5 tudi.

- Bénh nhén p-thalassemia/ HbE chiém ty
I¢ cao trong nhom bénh nhéan dan toc Muong
(77,5%) va dan toc Thai (78,1%), c6 do tudi
trung binh 1 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 UO'NG NAM 2020
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TOM TAT

Muc tiéu nghién ciu: Nghién ctru dic diém
thé bénh, nong d6 huyét sic td (Hb) va muac do
qua tai sit cua bénh nhan thalassemia diéu tri tai
Vién Huyét hoc - Truyén méau Trung Uong
(VHHTMTW) nam 2020. Két qua: qua phan
tich 2.845 bénh nhan thalassemia diéu tri tai
VHHTMTW nidm 2020, ta thidy bénh nhan p-
thalassemia mic do nang co6 nong do Ferritin
trung binh cao nhét 1a 3.521 ng/ml, nong d6 Hb
khi vao vién thap nhét véi 66,2g/l. Tuy nhién, ¢
nhom bénh nhin o-thalassemia thi nong do
Ferritin huyét thanh 1a thip nhat trong khi d6
ndng d6 Hb Ia cao nhat, lan luot 12 1.216,5 ng/ml
va 81,1g/l. C6 36,4% bénh nhan c6 nong do
Ferritin huyét thanh > 2500 ng/ml trong d6 >
4000 ng/ml 1a 17,9% va tap trung chu yéu &
nhom bénh nhan B-thalassemia muc d6 nang.
Bénh nhan thalassemia & Ha Noi la nhom bénh
nhan c6 ty 1& s6 1an nong d6 Hb khi vao vién <70
g/l va ndng do Ferritin huyét thanh > 2500 ng/ml
thip nhat, lan luot 1a 25,2% va 23,5%. Két luan:
Bénh nhan thalassemia diéu tri tai VHHTMTW
nim 2020 c6 du cac thé o-thalassemia, p-
thalassemia va B-thalassemia/ HbE. Bénh nhén
B- thalassemia murc do nang cé ty 1é€ bénh nhéan bi
qua tai sat cao ddng thoi ¢d ty 1é cao bénh nhan

*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
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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 PB-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 gll,
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 [-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, [-
thalassemia intermediate, B-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 mét bénh di truyén
lanh tinh dong hong cau phd bién nhat trén
thé gigi. Bénh c6 nhidu muac do biéu hién
1am sang khac nhau tly theo kiéu thé bénh
khéc nhau [1][2]. C6 rat nhiéu phuong phap
diéu tri bénh Thalassemia khac nhau, tuy
nhién cha yéu van 1a truyén mau dinh ky day
du két hop dong thoi véi thai sat sém dé
tranh bién chiing quéa tai st do truyén mau
nhiéu lan [3]. Nong d6 huyét sac t6 khi vao
vién va nong do Ferritin huyét thanh phan
anh dugc mirc d6 nang cua bénh nhan ciling
nhu phan anh dwoc su tuan thu diéu tri cua
bénh nhan c6 tét hay khéng. Chinh vi vay,
chung tdi tién hanh nghién cau nay véi muc
tiéu: “Nghién ctru dic diém thé bénh, nong
d6 huyét sic tb va mic d6 qué tai sat cua
bénh nhan thalassemia diéu tri tai Vién
Huyét hoc Truyén mau Trung Uong nim
20207,

1. DOl TUONG VA PHU'ONG PHAP NGHIEN CU'U
1. P6éi twong: 2845 Dbénh nhan
thalassemia duoc diéu tri ndi trd va ngoai tra
tat VHHTMTW trong ndm 2020.
Céach chen mdu: toan bo bénh nhan
thalassemia diéu tri tr T1/2020 dén
T12/2020.
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Tiéu chudn logi trir: cac bénh nhan bi
bénh thiéu mau tan méau khac nhu hong ciu
hinh cau, thiéu men G6PD; bénh nhan
thalassemia c6 cac bénh ly phéi hop khac (U
Lympho, Pa u tiy xwong, Lo- x& mi cap,
Viém gan cdp...); bénh nhan dang c6 cac
biéu hién nhidm trung, sot.

2. Phuong phap nghién cuwru:

2.1. Thiét ké nghién ciu: M6 ta cit
ngang.

2.2. Thu thdp sé liéu: 1am sang, hd so
bénh an.

2.3. Cac chi sé nghién ciru: noi séng; thé
bénh; Hb khi vao vién, Ferritin huyét thanh.

2.4. Mgt sb tieu chudn chén dodn:

2.4.1. Tiéu chuan chan doan thé bénh dya
vao dot bién gen globin [2][3]:

- B-thalassemia thé nang: p%/p°.

- B-thalassemia thé trung binh: B%p".

- B-thalassemia/ HbE : B%pBE, B*/BE.

- o-thalassemia: a%/o".

2.4.2. Phan loai mirc d6 qué tai sat dua
vao nong do Ferritin huyét thanh theo tiéu
chuan cua Lién doan Thalassemia qudc té
[3]: Ferritin huyét thanh < 600 ng/ml: binh
thuong

Ferritin huyét thanh trong khoang 601 —
1000 ng/ml: qué tai sit nhe

Ferritin huyét thanh trong khoang 1001 —
2500 ng/ml: qua tai sat trung binh

Ferritin huyét thanh > 2.500ng/ml: qua tai
sat nang.

2.4.3. Phan loai mac d6 thiéu mau dua
vao nong do Hb [2]:

Hb > 90 g/I: Thiéu mau mirc d6 nhe

Hb trong khoang 70 - < 90g/I: Thiéu mau
mirc d6 trung binh

Hb < 70g/1: Thiéu méau muc do ning

2.5. Cac xét nghi¢m va phwong ti¢n si
dung trong nghién criru:
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- Toéng phan tich té bao mau bang
nguyén Iy Laser trén may dém té bao tu
dong.

- Dinh lugng ndng do Ferritin huyét
thanh bang phuong phap héa phat quang
mién dich trén may AU, hiang Beckman.

- Xac dinh thanh phan huyét sic t6 bang
ki thuat HPLC trén may Ultra?, hang Trinity
Biotech.

- Xac dinh dot bién gen globin bing
phuong phap PCR va phuong phap giai trinh
tu gen Sanger.

2.6. Xir ly sé lieu: Sé lieu duoc xu ly
, bang phan mém thong ké y hoc SPSS 16.0.
INl. KET QUA NGHIEN CU'U
Bdng 3.1. Pj tugi bénh nhan thalassemia theo thé bénh

Thé bénh Sébeénhnhan | Ty I (96) | P2 101 trung binh
(min — max)
B thalassemia mirc d6 ning (1) 536 18,8 85%5.2
v . g i) (1 _ 29)
B thalassemia murc do 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

Nhgn xét: -thalassemia mac d6 nang chiém 18,8%, p-thalassemia/HbE chiém 55,5%.
Bénh nhan p-thalassemia mirc & ning c6 do tudi trung binh 12 8,5, cao nhét la 29 tudi. Bénh
nhan a-thalassemia co d6 tudi trung binh 13 30,2 tudi.

5129
7,7%

29, 7%
S571,4%

<50 g/l (n=886)
70 - <909/l (n=9553)

50 - <70 g/l (n=4946)
> 90 g/l (n=1280)
Biéu dé 3.1. Ty 1 cac mike dj Hb 6 bénh nhan khi vao vign

Nhgn xét: Mac Hb 70-90 g/l gap nhiéu nhat, chiém ty 18 12 57,4%. C6 5,2% sé luot bénh
nhan vao vién c6 muc Hb thap dudi 50g/1.
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Bdng 3.2. Néong dg Hb va Ferritin huyét thanh ciia bénh nhan khi vao vién

Thé bénh Hb (g/1) Ferritin huyét thanh (ng/ml)
B thalassemia mitc 3 1N 66,2+ 124 3.521,5 + 23343
alassemia muc 4o nang (21,0 — 106,0) (85,7 — 11.259,9)
. . 745+ 126 2.406,9 + 17248
B thalassemia murc do 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)
thalassemia 81,1+ 11,7 1.216,5 + 998,9
(37,5 - 130,2) (27,0 - 6.340,5)

Nhdn xét: Nong d6 Hb khi vao vién cia bénh nhan p-thalassemia mac do nang 1a thap
nhét véi trung binh 14 66,2 g/l, va nong do Ferritin huyét thanh trung binh cao nhat 1a 3.521,5
ng/ml. Nhém bénh nhan a-thalassemia c6 ndng do trung binh Hb cao nhat 1a 81,1 g/l va nong
do Ferritin huyét thanh trung binh thap nhat 1.216,5 ng/ml.

", 7 < 600 (N=375)
18,5%. 13’i2iA‘)

o = e e ] I Y 601 - 1000 (n=375
: -‘-r'-r':‘-:i 13,2% ( )

17,9% 1001 - 2500
(n=1058)

[0)
37,2% 2501 - 4000 (n=510)

Biéu dé 3.2. Ty |é cac mire dé Ferritin huyét thanh
Nhgn xét: C6 36,4% bénh nhan c6 nong do Ferritin huyét thanh >2500 ng/ml, trong do
nong do Ferritin huyét thanh > 4000 ng/ml 12 17,9%.

Alpha thel  EEEEEEEES = w2858

Beta thal/ HbE

M 77777

7

N

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

11.6

18.8 19.8

Beta thal trung binh &

Beta thal thé nang

# =600 mMe601-1000 «1001-2500 =2501-4000 m=4001

Biéu db 3.3. Ty | cac mike dj Ferritin theo thé bénh
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Nhgn xét: Nhdm bénh nhan p-thalassemia mirc d6 ning c6 t6i 59,9% bénh nhan cé nong
d6 Ferritin huyét thanh > 2500ng/ml. Trong khi d6 & nhém bénh nhén o- thalassemia ty 1é
nay chi c6 10,3%.

100%
90%

8% =

=

70%
60%
50%
40%
30%
20%
10%

0%

4 - - & .

Cao Lang Hoa Sonla Yén Bdi Tuyén BicKan Thanh Bdc  Ha Noi
Bing Son  Binh Quang Héa Giang

W <50 ®50-70 =70,1-90 m>90

Biéu do 3.4. Ty 1 cac mire dé Hb ciia bénh nhan thalassemia theo cac tinh
Nhdn xét: Ty 18 s6 1an bénh nhéan thalassemia c6 Hb duéi 70g/l cao nhat & nhém bénh
nhan tr tinh Cao Bing (57,6%), Lang Son (46,2%), Hoa Binh (45,1%), Son La (44,8%), Yén
Bai (42,9%), ... thip nhat 1a Ha Noi véi ty 18 25,2%.

7 7 V
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90%
80%
70%
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50%
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I HHHNNY
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AN
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Tuyén HoaBinh Bic Thanh YénB&i Bickan Cao Lang 18tinh SonLa Ha Noi
Quang Giang  Hoéa Bang Son  khac

B >2500 * 1000-2500 # < 1000
Biéu dé 3.5. Ty & mire dé Ferritin huyét thanh ¢ bénh nhan thalassemia theo tinh
Nhdn xét: Ty 1é bénh nhan c6 ndng do Ferritin huyét thanh > 2500ng/ml cao nhat & tinh

Tuyén Quang (59,2%), tiép dén la Hoa Binh (48%), Bic Giang (44,6%), Thanh Hoda
(44,5%),... thap nhat 1a Ha Noi véi 23,5%.
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IV. BAN LUAN

Nguyén tic diéu tri co ban cua bénh
Thalassemia la truyén mau dinh ky day du va
thai sit thuong xuyén lién tuc. Theo phac dd
diéu tri cia Bo Y té ciing nhu khuyén céo
cua Lién doan Thalassemia Quéc té, voi
bénh nhan thalassemia mirc do ning, tt nhat
la khi vao vién bénh nhan c6 nong do Hb
truéc khi truyén mau 1a 90g/l; con déi véi
thé bénh trung binh va nhe, chi can nhic
truyén mau khi Hb dudi 70g/l hoic khi co
kém theo van dé& khac vé stc khoe [3][4].
Trong nghién citu caa ching t6i thay c6 dén
5,2% s6 lan bénh nhan vao vién c6 Hb dudi
50g/1 va 29,7% s6 lan bénh nhan vao vién co
Hb 50-70 g/l (Biéu d6 3.1). Nong d6 Hb
trung binh cta cac nhom B-thalassemia muc
d6 nang, B-thalassemia mirc d6 trung binh, p-
thalassemia/HbE va a-thalassemia lan luot 1a
66,29/, 74,5g/l, 72,2g/1 va 81,1g/l (Bang
3.2). Nhu vay, nhitng bénh nhan -
thalassemia mac d6 nang da khong dugc
cham soc tot, chi khi thiéu mau nang, bénh
nhan maéi vao vién diéu tri. Thyuc trang nay
cling phd bién & Bénh vien TW Hué nim
2009, véi 44,6% bénh nhan vao vién co Hb
dudi 60g/l [5]. Voi miac Hb thap nhu vay
khong chi anh huong dén sic khoe ma con
anh huong dén chat lwong cudc song ciing
nhu tudi tho ciia ngudi bénh [3][7].

Nhu ta d3 biét trong 1 ml khéi hong cau
c6 1mg sat, vi vay véi bénh nhan thalassemia
phai diéu tri truyén mau nhiéu lan s& c6 nguy
co bi qua tai sat nhanh chong. Theo phan loai
mic d0 qua tai siat cua Lién doan
Thalassemia qudc té, voi nong do Ferritin
huyét thanh > 2500 ng/ml thi dugc xép la
qué tai st ning va c6 nguy co bi bién chang
tai cac co quan [3]. Két qua nghién cau cua
chung t6i cho thay c6 36,4% bénh nhan c6
nong do Ferritin huyét thanh > 2500 ng/ml
(Biéu d6 3.2).

Co toi 59,9% bénh nhan B-thalassemia
mirc d6 nang c6 ndng do Ferritin huyét thanh
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> 2500 ng/ml, tham chi c6 37,1% bénh nhan
c6 Ferritin > 4000 ng/ml (Biéu d6 3.3).
Trong khi bénh nhan B-thalassemia mac do
nang c6 do tudi thap nhat 1a 8,5 tudi (Bang
3.1). Piéu nay la do bénh nhan B-thalassemia
mutc d6 nang co tinh trang thiéu mau ning
duoc phét hién rat sém cé khi chi vai thang
sau sinh, bénh nhan phai truyén mau tir khi
tudi doi con rat nho; hon nita tinh trang sinh
mau khdng hiéu luc khién cho nong d6 Hb
thip nén bénh nhan & nhém nay phai truyén
mau véi s6 luong l6n hon, tan suat day hon
nhitng bénh nhan & céc thé bénh khac. Bang
thoi do chi dinh diéu tri cua thudc thai sit
hién nay méi chi khuyén co dung cho bénh
nhan trén 6 tudi dbi véi thude dung duong
udng va trén 3 tudi déi véi thue dung duong
tiém, nén bénh nhan di khong duoc thai sat
som. Nghién ctu cuaa Hishamshah tai
Malaysia nam 2018, c6 26,53% bénh nhén
thalassemia c6 nong do Ferritin huyét thanh
> 2500 ng/ml [6]. Nghién citu & Nam An Do
nam 2020 trén 1.087 bénh nhan thalassemia
mirc do nang, c6 21,19% bénh nhan c6 néng
do Ferritin huyét thanh > 4000 ng/ml; 41,9%
bénh nhan c6 nong do Ferritin huyét thanh
trong khoang 2000 — 4000 ng/ml [7]. Nhu
vay trong nghién cuu cua chdng toi co ty 1€
bénh nhan thalassemia bi qué tai sit cao hon
so vai nghién ciru & Malaysia va An D9.

Két qua o biéu @6 3.4 ta thay ty Ié sb lan
bénh nhan khi vao vién c6 nong do Hb thap
dudi 70 g/l gap cha yéu & céc tinh mién nai
phia Bic. Cu thé ¢ nhém bénh nhan Cao
Bing 14 57,6%, Lang Son (46,2%), Hoa Binh
(45,1%), Son La (44,8%), Yén Bai
(42,9%),... Ha Noi c6 25,2% s lan bénh
nhan vao vién c6 Hb < 70g/I.

Biéu d6 3.5 cho thay, ty 1 kha cao bénh
nhan ¢ cac tinh vung sdu vung xa cé tinh
trang qua tai sat nang (ndng do Ferritin huyét
thanh > 2500 ng/ml) nhu bénh nhan tu
Tuyén Quang (59,2%), Hoa Binh (48%), Béc
Giang (44,6%), Thanh Hoa (44,5%),... thap
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nhat la Ha Noi véi 23,5%.

Tur nghién ctu nay ta thiy c6 mot ty Ié
cao bénh nhan c6 qua tai sit nang va nong do
Hb thap < 70 g/l khi vao vién, diéu nay cho
thdy riang hién nay van con rat nhiéu bénh
nhan khong duoc tiép can voi nhitng phuong
phap diéu tri diy du va kip thoi. Nguyén
nhan c6 thé 1a do cac thé bénh ning nhu B-
thalassemia mtrc d6 nang hay p-thalassemia/
HbE gap chu yéu ¢ cac dan toc thiéu s, ho
sinh séng chu yéu tai tinh mién nai voi diéu
kién kinh té eo hep, mang ludi giao thong
chua phat trién cling nhu nhan thac coa
ngudi dan con nhidu han ché. Két qua tir
nhitng con s6 théng ké trén cho thay mot tinh
trang rat dang bao dong dén chat luong dan
s6, dac biét 1a voi nguoi bénh thudc dan toc
thiéu sé. Chinh vi vay, can c6 su chung tay
cua toan xa hoi dé han ché tré sinh ra bi bénh
Thalassemia muc d6 nang dong thoi nganh y
té cling can tao diéu Kién hon nita dé nhiing
bénh nhan thalassemia & tit ca cac tinh ¢
thé duoc tiép can diéu tri tét nhat va thuan
lgi nhit.

V. KET LUAN

Qua nghién cuu trén 2.845 bénh nhan
thalassemia diéu tri tai VHHTMTW nam
2020, ching t6i nhan thay, bénh nhan c6 &
tat ca cac thé bénh, cac mtc d6 bénh. C6 su
khéc nhau vé cac mirc do qua tai sat ciing
nhu ndng d6 Hb khi vao vién cua céc thé
bénh, cu thé:

- 36,4% bénh nhan c6 nong do Ferritin
huyét thanh > 2.500 ng/ml trong d6 > 4000
ng/ml 12 17,9% va tap trung cha yéu & nhém
bénh nhan B-thalassemia mirc 46 nang.

- Bénh nhan B-thalassemia mirc d6 nang
c6 nong do Ferritin trung binh cao nhat Ia
3.521 ng/ml, ndng d6 Hb trung binh khi vao
vién lai la thép nhat khi Hb chi 1a 66,29g/l.

- Bénh nhédn o-thalassemia c¢6 nong do

Ferritin huyét thanh 1a thip nhét va nong do
Hb 1a cao nhat, lan luot 1a 1.216,5ng/ml va
81,1g/l.

- Sb 1an bénh nhan vao vién c6 nong do
Hb < 709/l gap ¢ 57,6% bénh nhan tir Cao
Bang, 46,2% tir Lang Son va 45,1% tir Hoa
Binh; ty 1& bénh nhan c6 néng do Ferrin
huyét thanh > 2.500ng/ml 1a 59,2% bénh
nhan ¢ Tuyén Quang, 48% bénh nhan tir Hoa
Binh. Ha Noi l1a thanh phé c6 ca 2 ty 1¢ trén
thip nhat trong nhdm nghién cau, lan luot 1a
25,2% va 23,5%.
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BU'O'C PAU PANH GIA GHEP TE BAO GOC PONG LOAI
PIEU TRI BENH BETA THALASSEMI THE NANG
TAI VIEN HUYET HOC - TRUYEN MAU TW TU 2015 PEN 2020

bing Thi Van Hong, V6 Thi Thanh Binh, Nguyén Ba Khanh,
Nguyén Thi Thu Ha, Vii Hai Toan, Tran Ngoc Qué,

TOM TAT

Pit van dé: Thalassemia 1a bénh di truyén do
giam hoic khéng téng hop dugc chudi globin.
Bénh c6 thé chita khoi bang phwong phap ghép té
bao goc ddng loai. O vién Huyét hoc — Truyén
mau trung wong di va dang phat trién ghép té
bao gdc diéu tri bénh Thalassemia dé diéu tri cho
bénh nhan Thalassemia thé ning. Muc tiéu
nghién ciru: Panh gia két qua budc dau ghép té
bao gbc dong loai diéu tri bénh Beta thalassemia
thé nang. Phwong phap nghién ciu: nghién cau
can thiép loat ca bénh. Két qua nghién ciu: 12
bénh nhan Beta thalassemia thé nang duwoc ghép
té bao gbc dong loai, ngudn té bao gdc tir mau
day rén cong dong, méau day ron cung huyét
théng va mau ngoai vi hoa hop hoan toan, mau
ngoai vi hoa hgp mot nia (ghép Haplotype).
Liéu té bao CD34 cua ghép mau day rén cung
huyét thong 1a 2,325 x 10°5 té bao/kg can nang,
ctia nhom ghép day rén cong dong 1a 7,3 x 10°5
té bao/kg can ning. Liéu té bao CD34 tir mau
ngoai vi trung binh 10,9 x 1075 té bao/kg can
nang. C6 7/12 bénh nhan moc manh ghép tot voi
chimerism ¢ thé hdn hop hoic hoan toan va sau
ghép khong phu thudc truyén mau. Thoi gian
séng khong bénh dai nhat dén thoi diém hién tai

(*)Vién Huyét hoc — Truyén mdu Trung wong
Chiu trach nhiém chinh: Bang Thi Van Hong
Email: hongdtv.nihbt@gmail.com

Ngay nhan bai: 08/4/2021

Ngay phan bién khoa hoc: 08/4/2021

Ngay duyét bai: 17/4/2021
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la 49 thang. Két luan: Ghép té bao gc dem lai
co hoi diéu tri khoi bénh Beta thalassemia. Tuy
nhién c6 mot sb bién chung chinh gay thét bai
ghép nhu: that bai moc manh ghép, nhiém
trung...

Tir khoa: Ghép té bao gc dong loai diéu tri
bénh Thalassemia, diéu tri beta thalassemia thé
nang.

SUMMARY

INITIAL ASSESSMENT OF

ALLOGENEIC STEM CELL

TRANSPLANTATION FOR

TREATMENT OF MAJOR BETA
THALASSEMI AT THE NATIONAL
INSTITUTE OF HEMATOLOGY AND
BLOOD TRANFUTION FROM
2015 TO 2020

Thalassemia is the most common hereditary
red blood cell disorder which causes anemias due
to defective genes that code for globin proteins
synthesis. The patient with thalassemia can be
cured by method of allogenetic stem cell
transplantation. At the National Institute of
Hematology and Blood Transfusion, we have
been developing this method to treat thalassemia
patient. Objectives: To evaluate primary
outcomes of allogenetic stem cell transplantation
for beta thalassemia major patient. Method:
Interventional study based on case series.
Results: 12 patients with beta thalassemia major
were transplanted allogenetic stem cells, the
sources of stem cell were from unrelated or
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related cord blood or peripheral stem cell from
matched HLA and haploidentical donor

The averaged CD34-cell dose of related and
unrelated cord blood units were 2,325 x 10 A 5
cells / kg and 7.3 x 10 * 5 cells / kg, respectively.
The dose of peripheral blood stem cell averaged
10.9 x 10 ~ 5 cells / kg. There were 7/12 patients
in our study had engraftment with mixed or full
chimerism so that they did not need blood
transfusion after transplantation- Until now, the
longest follow up of the patient without illness is
up to 49 months.

Conclusion: Allogenetic stem cell transplant
can give a chance to cure for beta thalassemia
major patient. However, there were some major
complications post transplant such as: graft
failure, severe infection and GVHD.

Keywords: Allogenetic Stem cell transplant
for Beta thalassemia, treatment major beta
thalassemia

I. DAT VAN DE

Thalassemia 1a mét bénh réi loan di
truyén bam sinh pho bién nhat trén thé gigi
do khdng téng hop hay thiéu hut cac chudi
globin. Truyén mau va thai sat hién tai dang
1a phurong phap diéu tri pho bién nhat ddi véi
cac truong hop bi bénh. Tuy nhién, day chi
la bién phap diéu tri triéu ching va khong
gitp bénh nhan khoi bénh hoan toan, chi phi
cao, chat luong cudc séng thap. Ghép té bao
géc (TBG) dong lodi hién nay 1a phuong
phap duy nhit dugc xac dinh chita khoi bénh
¢ hiéu qua cho bénh nhén R thalassemia [1].
Viéc 4p dung ghép té bao gbc ngay cang ting
va két qua ciing duoc cai thién dang ké so
vé6i ba thap ky qua thé hién hon 90% bénh
nhan duoc séng nho ghép té bao gbc va 80%
séng khéng bénh khoang [2]. Nhu vay, voi
diéu kién tai Viét Nam, ghép té bao gdc dong
loai van 1a phuwong phép thich hop nhét cho
Thalassemia thé nang. Viéc nghién cau két

qua ghép té bao gdc ddng lodi cho nhom
bénh nhan nay c6 ¥ nghia rat quan trong.
Chinh vi vay chung toi thuc hién nghién cuu
dé tai: “Budc dau danh gid két qua cua ghép
té bao goc dong loai cho bénh nhan Beta
thalassemia thé nang tai vién Huyét hoc-
Truyén mdu trung wong tir nam 2015 dén
2020” véi myc tiéu: Panh gia két qua budc
dau ghép té bao gdc dong loai diéu tri bénh
Beta thalassemia thé ning.

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U
2.1 Poi twong nghién ciru: 12 bénh nhan
dugc chan doan Beta thalassemia thé ning
(Beta Thalassemia major) (bao gom ca Beta
thalassemia/HbE) dugc diéu tri bang ghép té
bao gbc ddng loai tir mau day rén, mau ngoai
vi tai khoa Ghép Té bao géc, vién Huyét hoc
— Truyén mau trung vong tir 2015 dén 2020.

2.2 Phuong phap nghién ciru:

v Thiét ké nghién cau: nghién ctu can
thiép loat ca bénh.

v Phuong phdp chon mau: chon mau
thuan tién.

v Tiéu chuan lya chon bénh nhan: bénh
nhan bi bénh Beta thalassemia thé nang bao
gom ca Betathalassemia/HbE. Bénh nhan c6
da didu kién suc khoe dé tién hanh ghép,
khéng & trong tinh trang bénh ly cap tinh
(suy tim, suy than, suy gan, nhiém triing
nang...),

v Tiéu chuan lya chon don vi mau day
rén; mau ngoai vi: nguén té bao géc tir ngan
hang mau day rén cong dong, hoa hop tdi
thiéu 4/6 locus HLA-A, -B va —DR (d¢ phan
giai cao) véi bénh nhan, liéu té bao: tdi thiéu
2 x 107 té bao c6 nhan (TBCN)/kg va 0,8 x
10° té bao CD34+ (TBCD34)/kg, khong cé
nguy co bi anh huéng boi khang thé anti-
HLA trong huyét thanh bénh nhan.
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v/ Thoi gian nghién ctru: Tu thang 01
nam 2015 dén thang 12 nam 2020.

v Tiéu chuan vé moc manh ghép:

e Dénh gia vé sinh hoc phan tir bang ky
thuat PCR dinh luong, danh gia 1 lan/thang
trong nam dau tién véi micc 6 moc manh
ghép dugc chia nhu sau: < 5% té bao cua
nguoi cho 13 that bai ghép hay thai ghép;
5%-95% la manh ghép hon hop; >95% la
moc manh ghép hoan toan.

I1. KET QUA NGHIEN cU'U

v/ Cac théng sd nghién cau: dic diém
bénh nhéan (tudi, gii, thé bénh); dic diém
ciia don vi méau day ron (mac d6 hoa hop
HLA, lidu té bao, hoa hop nhém mau, gisi
tinh); két qua moc manh ghép; bién chimg
sau ghép;

v Thu thap va xi ly sé liéu:

Tinh céc ty 1¢& %, trén phan mém SPSS
16.0

3.1 Pic diém chung cia ddi twong nghién ciu va nguon té bao goc.
Bdng 3.1 Péc diém chung ciza nhém bgnh nhan nghién ciu

Pic diém Giatri
S6 bénh nhan nghién cau 12
Tudi (trung binh) (khoang) nam 5 (3-7)
Giéi tinh (nam:ni¥) (s6 bénh nhan) 9:3
Thé bénh: Beta thalassemia major 6
Beta thalassemia/HbE 6
Nhom nguy co
Nhom nguy co trung binh (Class 2 theo Lucarelli) 12/12

Mirc d§ hoa hop HLA: Hoa hop 6/6 8

Hoa hop 5/6 3

Hoa hop 5/10 1

Liéu CD34
CD34 MDR cUng‘huyét théng: trung binh (khoang) 2,3(1.8-2,8)
(Pon vi licu: x10"5 TB/Kg cén nang)
CD34 MDR khong cung huyét thong: trung binh, (Pon vi liéu : x10"5
TB/Kg can ning) 712(52-9.2)
CD34 mau ngoai vi, trung binh (khoang),
Pon vi o (X105 TBg/kg cér(1 nafmg)g) 10.8(9.2-14)
Ngudn té bao goc

Méau day rén cang huyét théng (Bnsé 1, 3, 7, 9) 4

Méu day rén khéng cung huyét thong (BN s6 2, 4, 5) 3

Mau ngoai Vi cling huyét, théng ph hop hoan toan HLA 4

(BN 's0 6, 8,10, 12)
Méau ngoai vi HLA pht hop tdi thiéu 50% (BN s6 11) 1
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Nhgn xét: Trong 12 bénh nhan dwoc ghép té bao gbc dong lodi: cd 6 ca la Beta
Thalassemia thé nang 6 ca Beta thalassemia/HbE, tat ca déu thuc nhém nguy co trung binh
(Class 2). Va c6 11 bénh nhan ghép ddng loai HLA phu hop hoan toan, c6 1 trudng hop ghép
nira thuan hop (Haplotype). 4 BN ngudn TBG tir méau day rén cung huyét thdng, 3 BN tir
mau day rén khong cuing huyét théng, 5 BN ngudn té bao gbc tir mau ngoai vi.

3.2 Pic diém vé manh ghép

Bdng 3.2: Pdc diém moc manh ghép va bién ching sau ghép

Ty Ié bénh Chi sb

Ty I& Bn moc manh ghép( sé Bn moc/tong Bn) 7/12

Chimerims (xét nghiém meoc manh ghép)
Hon hop (Bn s6 3, 6) 27
Hoan toan (BN s6 8, 9, 10, 11, 12) 5/7
Bién chitng trong va sau ghép

Khéng moc manh ghép 5/12

Nhiém khuan 6/12

CMV téi hoat dong 1/12

Ghép chéng chit man (cGvHD) & gan va da 1/12

Tt vong( do nhiém E.coli) 1/12

Thai gian song 1au nhit (thang) 49

Nhgn xét: trong 12 ca ghép c6 7 ca moc, trong d6 c6 2 ca hién tugng hon hop manh ghép,
5 ca moc ¢ manh ghép hoan toan. Bién chiing chii yéu 1a nhiém khuan. Thoi gian song dén
thoi diém hién tai 1au nhat 13 49 thang

HUYETSACTO THEO THOIGIAN SAU GHEP

140
120

Huyét sac to (g/1)
o+ o 2]
(=] = (=]
(=]

[
=]

(=]
=
N

1thang 3 thang 6 thang 12 thang 24théng 36thang 48thang
Thei gian

Biéu dé 3.1: Péc diém huyét sdc té theo thei gian ciza nhém Bn mec méanh ghép

Nhgn xét: cac bénh nhan moc manh ghép huyét sic té 6n dinh & mic cao va khéng phu
thudc truyén mau.
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IV. BAN LUAN

Ghép té bao gbc dong loai duoc &p dung
tir ndm 1980 cho dén nay d3 mang lai hiéu
qua cao trong diéu tri bénh ly di truyén
Thalassemia [2]. Nghién cutu nay 12 bénh
nhan dugc ghép té bao gbc déu dudi 10 tudi,
nhom nguy co la class II nén ty 1€ thanh cong
sé cao. Theo tac gia Guido Lucarelli nam
2012 chi dinh ghép cho cac bénh nhén
Thalassemia cang nho tudi va nhom nguy co
cang thap thi ty 1& thanh cong cang cao [1].

Trong bénh Thalassemia ngudn té bao gdc
rat da dang c6 thé tr mau ngoai vi clng
huyét thong, mau day rén cung huyét théng,
méu day ron cong dong va gan day thi nguon
té bao géc mé rong hon d6 1a tir nhitng ngudi
c6 HLA hop 50% tro 1én 1a c6 thé ghép
dugc. Chinh vi vay co hoi tim ngudn té bao
gbc (nhu tir b6 me hodc anh/chi em) diéu tri
bénh cang duoc mé rong, co hoi diéu tri khoi
bénh cho cac bénh nhan du diéu kién ghép s&
cang ngay cang nhiéu hon [1], [3]. Méau day
rén cong dong 1a ngudn té bao goc thay thé
phu hop cho nhing truong hop khéng co
nguoi cho cling huyét théng va wu diém cia
ngudn nay vi nd c6 kha ning kha cao nhd
yéu cau hoa hop HLA chi tir 4/6 locus;
khong doi hoi chat ch€ nhu ghép tir nguoi
hién nguon TBG la mau ngoai vi (can tdi
thiéu 5/6 locus)[4].

Theo bang 3.1 cac bénh nhan nghién cuu
6 6/12 ca ghép ngudn té bao gbc 1a méau day
rén, trong d6 co 3 ca tir mau day ron cong
dong, 3 ca cung huyét théng. O nhém ngudn
té bao gdc 1a mau day rén cing huyét thong
moc 2 ca, khdng moc manh ghép 2 ca. Van
dé khéng moc manh ghép cé thé do té bao
goc tir mau day rén non tré va han ché vé
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mat thé tich va liéu té bao géc nén anh
huong dén viéc moc manh ghép va ciing c6
thé giai doan dau phac do diéu kién hoé
ching t6i 4p dung chua di manh, va day la
bénh nhan c6 nguy co thai ghép cao [5], [6].
Va thoi gian ghép cua nhom dbi twong nay
tir nim 2015 dén 2018 c6 thé do diéu kién vé
co s& vat chit lac d6 chua du hoic c6 thé do
kinh nghiém con chua nhiéu nén ty 1é thanh
cong thip. Gan day, Vién di trang bi co s&
vat chat twong ddi day du, kinh nghiém c6
nhiéu hon va duoc sy hop tac cua cac chuyén
gia hang dau tir Nhat, My nén hiéu qua diéu
tri t6t hon. PSi voi 5 truong hop ghép nguon
TBG tor méu ngoai vi: 4 trwong hop HLA
hop hoan toan déu moc va thoi gian hét phu
thudc truyén mau sau ghép tir 10 dén 18
ngay. 1 treong hop ghép Halotype HLA hop
5/10 ciing moc manh ghép tét. Do ngudn té
bao gbc tir mau ngoai vi co uu thé 1a liéu cao
hon, t& bao trudng thanh nén viéc moc manh
ghép sé nhanh hon va kha nang bi thai ghép
s& thip hon s& gilp cho bénh nhan tranh
duoc tinh trang nhidm trang nhiéu hon do
thoi gian moc kha nhanh [1].

Theo biéu db 3.1 ta thiy c6 7/12 ca ghép
thanh cong thi sau khi ghép luong huyét sac
t6 cua cac bénh nhan déu cai thién dang ké
dao dong tir 85 g/l d¢én 110 g/l va khdng phu
thugc vao truyén mau. Pay la mot trong
nhiing chi s6 quan trong dé danh gia hiéu
qua cua phuong phap diéu tri nay. Va cho
dén thoi diém hét nam 2020 cac bénh nhéan
déu 6n dinh va khdng phai truyén méu. Theo
tac gia (Andreani et al. 2011a) thi hon hop
manh ghép c6 thé anh huong dén luong
huyét sic t6 ctia bénh nhan [1]. Trong 7 bénh
nhan ghép thanh cong thi c6 2 /7 truong hop
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c6 hién tugng hdn hop manh ghép, 5/7
truong hop manh ghép moc on dinh hoan
toan, nhung ca 7/7 truong hop nay déu duy
tri mac huyét sic t56 6n dinh khéng phai
truyén méu. Két qua nghién ctu nay ciing
phd hop véi nghién ctu cua nhiéu tac gia
trén thé gici 1a trong bénh ly Thalassemia c6
thé c6 ton tai hdn hop manh ghép nhung
khdng anh huong gi toi hiéu qua ghép. Theo
(Lucarelli et al. 2002) ty 1& hdn hgp manh
ghép dugc danh gia ¢ 335 bénh nhan ghép té
bao gbc dong loai tir nguoi cho cling huyét
théng phi hop HLA sau ghép 2 thang la
32,2%. Ciing theo tac gia (Andreani et al.
1996, 2000) trong 227 bénh nhdn moc manh
c6 nguédn té bao gdc 1a méau ngoai vi phi hop
HLA hoan toan thi cd: 108 ca la hon hop
manh va trong 108 ca d6 c¢6 35 ca ( chiém
32,4%) ca thai ghép do vay hién tuong hon
hop manh ghép la mét trong nhitng nguy co
gay thai ghép ¢ bénh nhan Thalassemia [7].

Theo tac gia (Lucarelli va cong sy nam
2012) theo ddi doc 107 bénh nhan ghép té
bao gdc tir nam 1988 dén 1996 (8 nam) thi
thoi gian séng khong bénh sau khi ghép té
bao gbc dong loai thanh cong dya trén phan
loai nhdm nguy c6 thoi gian séng khong
bénh lan luot 12 90%, 84% va 78% cho bénh
nhan thuoc nhém nguy co class I, 1T va III
[1], [8].Trong nghién cau cua chung téi 7
bénh nhan ghép thanh coéng dén thoi diém
hién tai c6 thoi gian séng khong bénh lau
nhét 1a 49 thang va bénh nhan ghép gan day
nhét 1 3 thang.

Mot s6 bién chang hay gap trong ghép
Thalassemia nhu sau: Theo bang 3.2 thi:
trong 12 bénh nhan nghién cuu: cé 5 bénh
nhan khong moc manh ghép. Co6 6 bénh nhan

nhidm khuan huyét, trong d6 c6 1 bénh nhan
nhiém khuan huyét nang (nhiém E.coli) va tir
vong, 5 ca con lai déu dap tng voi khang
sinh. Nguy&n nhan nhiém khuan & day c6 thé
do bénh nhan Thalassemia c6 tuy tang sinh
rit manh nén viéc ding phac dd diéu kién
hoéa manh dé diét tay, & giai doan giam sau
c6 thé bénh nhan s& c6 nguy co nhiém khuan
nhiéu hon. Véan d& nhiém khuan 1a nguyén
nhan tir vong hay gap trong nhom bénh nhan
ghép té bao gdc. Tuy nhién d6i véi bénh
nhan Thalassemia thi ty 1¢ nhiém khuan it
hon, nhe hon so vé6i cac bénh ac tinh khac
boi vi bénh nhan Thalassemia khdng phai
trai qua nhitng dot diéu tri hoa chat nhiéu
nhu trong cac bénh ly ac tinh ma chi diéu tri
hoa chat trugc ghép va trong qué trinh ghép
nén ty I¢ nhiém tring ciing giam han so véi
nhom bénh ly &c tinh. Ty I¢ CMV tai hoat
dong gap 1/12 ca, ghép chong cha man gap
1/12 ¢6 biéu hién ¢ da va gan[9]. Khi manh
ghép moc no try thanh mot yéu té di nguyén
bat dau ting sinh & ngudi nhan, mot phan
tng mién dich ghép giira nguoi cho va ngudi
nhan d6 goi la bénh ghép chdng chu
(GVHD). GVHD c6 thé anh huong dén mot
hoac nhiéu co quan ¢ cac mirc do khac nhau,
trong d6 thudng xuyén bi anh huong nhét 1a
da, duong tiéu hdéa va gan. GVHD la mét
bién ching nghiém trong cua viéc ciy ghép
tay xwong va c6 thé gay tir vong; do do, viéc
st dung du phong bang thuéc &c ché mién
dich 1a mot phan quan trong cta qua trinh xir
ly trudc va sau ghép té bao goc dong loai[1].

Két qua ghép té bao gdoc néi chung va
ghép ddng loai diéu tri bénh Thalassemia noi
riéng tai Viét Nam budc dau thanh cong va
dang phat trién mang lai co hoi khoi bénh,
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nang cao chit luong cudc séng cho ngudi
bénh.

V. KET LUAN

Két qua budc dau ghép té bao gbc ddng
lodi cho 12 bénh nhan Beta Thalassemia thé
nang tai vién Huyét hoc — Truyén méu trung
uong nhu sau:

1. C6 7/12 Bn duoc khéi bénh khéng can
truyén mau.

2. Mot s6 bién ching chinh: that bai moc
manh ghép, nhiém tring 1a nguyén nhan
chinh gay that bai ghép.

VI.LKIEN NGH|

Can tiép tuc thuc hién diéu tri ghép TBG
ddéng loai cho bénh nhan Thalasemia thé
nang.

Nguén TBG va kiéu ghép nén duoc
khuyén céo: méau day rén hoic mau ngoai Vi
cung huyét théng pht hop hoan toan HLA;
hoac ghép ntra hoa hgp tir nguoi nha cung
huyét thong
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