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Lot noi dau

Tai lieu nay dwoc bién soan nham phuc vu cho chwong trinh
ndng cao chdt lirong dan sé théng qua xdy dwng va mé réng hé
théng sang loc- chan dodn triée sinh va so sinh tai 12 tinh va
thanh phé khu vwec mién Trung cia Tong Cuc Ddn S6 — Ké
Hoach Héa Gia Dinh, B Y Té.

Néi dung cia tai liéu dé cdp dén tat ca nhitng vin dé co bdn
lién quan dén cong tdc tw van trong chwong trinh sang loc bénh
thiéu mau tan huyét (thalassemia).

Hy vong cuén sdach nhé nay sé gép phan tang cwong hiéu qud
trong cong tdac dao tao va thuc hanh cua lyc lwong can bo y té
tham gia vao chuwong trinh va mong nhdn dwocC Sy dong gop y
kién cua cac ban dong nghiép d@é cuon tai liéu nay dwoc hoan
thién hon

GS. TS. Cao Ngoc Thanh

Hiéu Truong Truong Dai Hoc Y Duoc Hué
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Tai ligu nay nham cung cdp cho c&c can bg y té co sd cac kién thire co
ban vé bénh thiéu mau tan huyét. Hau hét théng tin trong tai liéu dioc
trich dich tir céc tai liéu ldy tir trang web cua Té chiéc Thalassemia
Quéc Té* (TIF: Thalassemia International Federation), mét té chiic
phi chinh pha va phi lgi nhudn, hoat déng trong méi quan hé chinh
thirc vai Té chic Y té Thé gigi (WHO).

Pé thudn tién trong viéc sir dung cac thudt ngiz chuyén mén cho phép
ching t6i thay chiz "bénh thiéu mau tan huyét" bang chi “"bénh
thalassemia" trong cac ngi dung cua tai liéu.

(*): http://www.thalassaemia.org.cy/index.shtml


http://www.thalassaemia.org.cy/index.shtml




H MUC LUC

GIOI THIEU MUC TIEU CUA CHUONG TRINH SANG LOC

BENH THIEU MAU TAN HUYET (THALASSEMIA) ....cooeiviteeeeeceeeeeee et een s ee s en e aees e 1
HEMOGLOBIN, THANH PHAN CO BAN CAU TAO NEN HONG CAU.........cccooeveeiieeeeeeeeeeeeeeeeen 2
HEMOGLOBIN (HD) LA GI? ..ottt ettt ettt ettt ettt st e et e s aee e 2
CAC BENH XAY RA DO BAT THUONG CUA HEMOGLOBIN ........coovivivieieeeeieeeeeeteeeeeeeeee e s 4
BENH THALASSEMIA LA Gl oottt 5
NGUO'I MAC BENH THALASSEMIA CO THE Bl CAC BIEN CHIING NAO? .......cccvieiieeeeeen, 6
BENH THALASSEMIA PHAN BO TREN THE GIOT NHU THE NAO? ......c.coooieeeieeeeeeeeeeeee e 8
BENH BETA THALASSEMIA .....ooti ittt ettt e et ste et et e s e stsateestestestaetestesraestesneesessreaneeses 10
GEN DBOT BIEN NAO GAY BENH BETA THALASSEMIA? .....oovieieieeeeeeeeeeee e s e s s, 10
THE NAO LA NGUO! LANH MANG GEN BENH BETA THALASSEMIA? ......ovvivieeieeeeeeeee e 10
BENH BETA THALASSEMIA BUQC DI TRUYEN NHU THE NAO? ..o 11
TR!? MAC BENH BETA THALASSEMIA THE NANG HOAC TRUNG GIAN SE CO
BIEU HIEN NHU THE NAO? ..ottt 13
NGUOI MAC BENH B THALASSEMIA VA GIA DINH PHAI GANH CH/U NHUNG
GANH NANG VE TINH THAN NHU THE NAO? .....ooioeoeeeeeeeeeeeeee ettt 15
CON CO CAC DANG THALASSEMIA VA BAT THUONG HEMOGLOBIN NAO KHAC
LIEN QUAN PEN BOT BIEN GEN GLOBIN 8 NUA KHONG?..........oooioeeeeeeeeeeeeeeeeeeeeeee e, 16
BENH ALPHA THALASSEMIA ...t ettt ettt ettt ee e eee s 18
CAC GEN LIEN QUAN BEN BENH ALPHA (@) THALASSEMIA ......coouiiceieeeeeeeeeeeeeeeeee e 18
BENH ALPHA THALASSEMIA PUQC DI TRUYEN NHU THE NAO ?....ovivovieieeeeeeeeeeeeeeeeeeeeeeeennnans 20
BENH ALPHA THALASSEMIA CO PHO BIEN KHONG 2 ..o, 24
NGUOI MAC BENH HEMOGLOBIN H CO BIEU HIEN NHU THE NAO? ...t 25
TINH TRANG PHU THAI (HYDROPS FOETALIS) TRONG BENH a THALASSEMIA LA GI ?.......coooovvnn 25
LAM THE NAO BE PHAT HIEN TiNH TRANG PHU THAI TRONG BENH ALPHA
THALASSEMIA THE NANG? ..o oottt n e et 26
LAM THE NAO BE CO THE CHAN DOAN BENH THALASSEMIA? ....c.ooviiiieeeeeeeeeeeeeeeeeeeee e 27
MOT Vi DU MINH HOA XET NGHIEM CHAN DOAN BENH THALASSEMIA: TRUONG HOP
BENH HEMOGLOBIN H ...ttt ettt 27
LAM THE NAO DE DU PHONG BENH THALASSEMIA .....coviiiieeeeeeee et eeeeee oo en s 30
LAM THE NAO BE BIET BAN CO PHAI LA NGUOI LANH MANG GEN BENH HAY KHONG?..........ccccco....... 30
MQT CAP V@' CHONG NEU CO NGUY CO SINH CON MAC BENH THALASSEMIA
CO THE CO NHPNG LA CHON NAO? ...ttt ettt st stn st sre s 36
CHAN BDOAN TRU'O'C SINH BENH THALASSEMIA BDUQ'C THUYC HIEN NHU THE NAO? .............. 37
PHAN TICH NUOC Ol ettt n e e 37
PHAN TICH MAU GAI NHAU ...ttt ettt e et e et n et s et s et e e s eaeee e 37
PHAN TICH MAU DAY RON ...ttt ettt ettt n ettt n sttt ee e e 37
QUY TRINH CHAN DOAN TRUOC SINH....cocuieeeieieeeeeeeeeeeeeee et n e 38
XAC DINH CAC GEN POT BIEN TRONG BENH THALASSEMIA .....oouiiieieeeeeeeeeeeeeeee e 39
SO PO SANG LOC VA CHAN DOAN TRUO'C SINH BENH THALASSEMIA ... 40
BENH THALASSEMIA BDUQ'C DIEU TRINHW THE NAO? .....ooivieeeeeeeeeeeeeee e 41
GHEP TEBAO GOC TAO MAU ...ttt ettt ettt ee ettt en e eenaaes 41
CI—Jf\N DOA!V DI TRUYEN TRUOC KHI LAM TO (PGD: Pre-implantation Genetic Diagnosis)
DE DU PHONG VA BIEU TR .ottt ettt 41

LIEU PHAP GEN ..ottt ettt ettt et ettt ettt et ettt et et et et e et e e ettt et et e e et e et e et et et et e e e eeeeee et eeee e, 42



VIEC DPIEU TRl BANG TRUYEN MAU CHO BENH NHAN THALASSEMIA THE NANG

DUQC THWC HIEN NHU THE NAO? ..ottt sttt en et en et en st en s eaeeeneas 43
KHI NAO THI NEN BAT AU VIEC TRUYEN MAU BIEU TR/ O'BENH NHAN THALASSEMIA? .................... 43
VIEC TRUYEN MAU BUQC BDAM BAO AN TOAN NHU THE NAO? ..o, 44
THANH PHAN NAO CUA MAU BUQC TRUYEN CHO BENH NHAN?........coooiiviieieicieieeccee e 44
CHE PO TRUYEN MAU BIEU TR/ CHO MOI BENH NHAN BUQC XAC LAP NHU THE NAO? ........c.ccouv.... 44
VIEC TRUYEN MAU PIEU TR/ CO GAY RA PHAN UNG GI KHONG? ........c.coceiiieieeeeeeeeeceeeeeeeeeeeee e 45

TINH TRANG QUA TAI SAT VA VIEC DPIEU TRI THAI SAT @ BENH NHAN THALASSEMIA ? ....... 46
O NGUOI BENH THALASSEMIA, Vi SAO SAT B F PONG TRONG CO THE? ..o, 47
TINH TRANG (F DONG SAT GAY RA NHUNG HAU QUA Gi O NGUOI BENH THALASSEMIA? .................. 47
THUOC THAI SAT DESFERRIOXAMIN (DFO) HAY DESFERAL TAC DUNG NHU THE NAO? ........c.c.ocu...... 48
KHI NAO NEN BAT DAU BIEU TR/ BANG THUOC THAI SAT 2. 49
THUOC THAI SAT DUQC PUA VAO CO THE BANG CACH NAO?.......coovoveveeeeeeeeeeeeeeeeeee e, 49
CO NEN DUNG DFO KHI MANG THAI KHONG?.........cooviieiieiiieeieeeeeee et 52
KHI DUNG THUOC THAI SAT DFO CO THE XAY RA CAC BIEN CHUNG GI? ....c.coeeeieeeeeeeeeeeeeeenan 52
CAC LOAI THUOC THAI SAT KHAC ...ttt 53
DEFERIPRONE (1,2 DIMETHYL-3-HYDROXYPYRID-4-ONE, L1) ....cevviueiieeeereceeeseeee e 53
DEFERASIROX ......ocuitieeteeeeeeeeeeeee et e e et se e e st n e e e st e e n e e en e n s nen e 54

2 &
o 0DV :
) o~
Wad ’ A



GIOI THIEU MUC TIEU CUA CHUONG TRINH
SANG LOC BENH THIEU MAU TAN HUYET (THALASSEMIA)

Theo GS.TS. Nguyén Anh Tri, Vlién trucng Vién Huyét hoc - Truyén méau Trung wong, ¢ Viét
Nam ¢é khoang 3% dén sé mang gen bénh thalasemia, nwong duong 5 tri¢u nguoi. Viet Nam
dang la mot trong nhitng nudc co ty Ie mdc bénh cao trén ban do thalassemia thé gioi. Ty I¢
nay con lén dén 40 - 45% ¢ cdc dan téc it nguoi khi van d@é hén nhan cdn huyét van con ton
tai. Theo thong ké, ca nwde hién méi quan 1y dwoc khodng 20.000 bénh nhdn, trung binh méi
nam cé khodng 2.000 tré sinh ra bi bénh. Tai Vién Huyét hoc - Truyén mdu Trung wong dang
quan ly khoang 12.100 bénh nhdn, voi 2.860 luot diéu tri ndi tri/nam*

MUC TIEU CHUWONG TRINH

Chuong trinh sang loc bénh thiéu méu tan huyét (thalassemia doc la tha-lat-sé-mia)
cho san phu trudc va trong khi mang thai nham:

= Nang cao trinh do cta can bo y té co s vé kién thuc, ki nang tu van cho cong
dong vé bénh thieu mau tan huyeét.

= Thay d6i nhan thirc ciia cong ddng vé viéc du phong bénh thiéu méu tan huyét

= Phat hién sém cac cap vo chong 1a nguoi lanh mang gen bénh hoic bi bénh
thieu mau tan huyeét

= Chén doan trudc sinh cho thai nhi trong truong hop bé me déu 1a ngudi lanh
mang gen bénh. Il

! http://www.nihbt.org.vn/tin-hoat-dong/
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B HEMOGLOBIN, THANH PHAN CO BAN CAU TAO NEN HONG
CAU

HEMOGLOBIN (Hb) LA GI?

Hemoglobin (Hb) con goi 1a huyét sic té 1a
thanh phan chinh cua héng cau dam nhiém
chtre ning van chuyén O, tir phdi dén md va
CO, tir md vé phoi. Mdi hong cau cé khoang
300 triéu phan tar hemoglobin. CAu tao cua
hemoglobin gdm 2 thanh phan la hem va
globin. Nhém hem chira mét phan tir sét chiu
trach nhiém cho viéc gan két véi phan ta
oxygen. M&i phan tir hemoglobin gém 4 don
Vi, voi mdi don vi gom 1 phan tir globin va 1
nhan hem.

M3i phan tir hemoglobin c¢6 2 cap chudi Hinh 1: Hinh dang hong cau binh
globin giong nhau timg d6i mét thudc 2 ho thwong
khac nhau, moi chuoi dugc y hiéu bang ky tu
Hy Lap:
St Nhan hem

Chubi a Chubi B

Hbéng cau

ChU6| B Chudi o

Céu triic xoan clia
chudi polypeptit

Hinh 2: Cdu truc cia mét phan tiz hemogloblin ciia nguwoi trieeng thanh (HbA)
= Ho a (Alpha) gdm céc chudi a (Alpha) va { (Zeta)
= Ho p gdbm cac chudi ¢ (Epsilon), y (Gamma), p (Beta) va & (Delta).

= Tuy theo timg giai doan phat trién cua co thé ma hemoglobin trong hong cau
cling thay doi theo tung giai doan.

= Hemoglobin thoi ky phdi (khoang 2 thang dau sau khi thy thai), hemoglobin
ctia phdi gdm cac cap chudi globin: {e,, 0oe, va Loy2

= Hemoglobin thoi ky bao thai (tir thang thir 3 dén khi sinh), hemoglobin dugc
goi la hemoglobin F véi 2 cap globin alpha va gamma (ayy,)

= Hemoglobin sau khi sinh, dugc goi la hemoglobin A véi 2 cap globin alpha va
beta (a,p,) va hemoglobin A, véi 2 cap globin alpha va delta (0,0,). Hong cau

2



nguoi binh thuong c6 khoang 98% hemoglobin A, 2% hemoglobin A, va rat it
hemoglobin F.
Cac phan tu globin la cac protein dugc ma hoa trén gen. Gen téng hop cac chu§i
globin ho o ndm trén nhanh ngan cua nhiem sac thé 16 va gen tong hop cac chuoi
globin ho B nam trén nhanh ngan cua nhiem sac thé 11.

Gen globin a
Ving diéu hoa 4 & o
Nhigm séc thé 16 M b hee ) W D JOX
| S———]
a-LCR
3-LCR
PR @ A &8

Nhiém sac thé 11 m“ NHJI‘!.I D DD DD MX

Ving didu hoa
> d

0o
Gen globin B

Hinh 3: Phan bo cuiia cac gen ma hoa cho phan ti protein globin trén nhiém sdc thé 11 va 16

= MJi nguoi binh thuong s& c6 tat ca 4 gen o nam trén NST 16, mbi nguoi c6 2
NST 16, mot nhan tir bo va mot nhan tir me do d6 trén moi NST 16 ¢6 2 gen a.

* MJdi nguoi binh thuong s& c6 tat ca 2 gen B nam trén NST 11, mbi nguoi c6 2
NST 11, mot nhan tir bo va mét nhan tir me do d6 trén moi NST 11 ¢6 1 gen .

B6 nhiém sac thé cta ngwi nhw thé nao?

Soi ADN

Céac nucleoxom Q}
B

Nhiém séc thé A

Soi nhiém sac

Hinh 4: Cdu tric cia mét nhiém sdc thé

Céc gen nam trén phan tir ADN. Trong nhan té bao ADN nam trong ciu tric caa céc
nhiém sic thé. Mdi té bao ctua ngudi mang trong nhan bo NST ludng boi (2n) voi 46
NST duoc hinh thanh tir sy két hop giira hai bd NST don boi (n) voi 23 NST nhan tir
tinh triing va trang qua qua trinh thu tinh. 46 NST trong bo NST ludng boi gom 23



cap giéng nhau ting d6i mot, goi 1a cap NST twong dong. Trong d6 ¢o 22 cip gidng
nhau ¢ ca nam va nir goi la cac NST thuong va 1 cap NST gidi tinh dac trung cho
tung gidi, ¢ nguoi nit cap NST duoc ki hiéu 1a XX, & nguoi nam dugc ki hiéu la XY

Trén két qua xét nghiém NST (goi la karyotype hay doi khi con dugc goi la NST o)
cac cap NST thuong duogc sip xép theo chiéu tir 16n dén nho lan va duoc danh s6 tir 1

dén 22.
I = ¢ ' s
e 5 f? b ﬂ(
é ¢ By ah (k: AR &
- ye P 5 8 3 a

19 20 21 22 X

Hinh 5 : B4 nhidm sdc thé cia nguoi nam (XY) binh thuong >. Cap NST 11 nam trong khung
mau do, cap NST 16 nam trong khung mau xanh.

Mbi nguoi binh thudng sé co:
= Mot cap NST 11 véi 1 NST nhan tir me va 1 NST nhan tir bd, trén ADN cua
moi NST s& mang 1 gen . Mdi ngudi & ¢ 2 gen B (B,B) trén cap NST 11.

= Mot cap NST 16 vai 1 NST nhan tir me v§1 1 NST nhan tir bS. Trén mdi NST
sé cd 2 gen a goi la gen al va a2 do d6 moi nguoi sé cd tat ca 4 gen alpha trén
cap NST 16.

CAC BENH XAY RA DO BAT THUONG CUA HEMOGLOBIN

Cac dot bién xay ra trén cac gen chiu trach nhiém ma héa cho cac phan tu protein
gl6bin cua hemoglobin co6 thé dan dén cac hau qua nghiém trong.

= Néu cac bat thuong (d6t bién) cia gen tong hop
globin 1am giam hogc khéng tong hep dwoc
chudi globin s& gay nén bénh thiéu mau tan
huyét (thalassemia). Dot bién lam khéng tong
hop dugc globin a s€ gay bénh o thalassemia.
Dot bién 1am khong tong hop duoc globin B s&
gay bénh B thalassemia. Nhém bénh nay pho

bién & Viét Nam.
Néu cac dot bién trén gen lam thay ddi trong

2 http://www.broadinstitute.org/education/glossary/chromosome
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cau truc trong chudi globin s& gay nén céc bénh hemoglobin khac nhu truong
hop bénh thiéu mau hong cau hinh liém, bénh gay ra do mot axit amin trong
cau trc cua phan tir globin B bi thay thé 1am anh huong dén chirc ning va hinh
thai cua hong cau, lam hdng cau cé dang hinh liém va mat kha nang van
chuyén oxygen. Bénh nay khong phd bién & Viét Nam.

BENH THALASSEMIA LA GI ?

Bénh thalassemia 14 mot bénh di truyén xay ra do dot bién trong gen cua céc té bao
san xuat hemoglobin, thanh phan chinh trong hong cau dam nhiém viéc van chuyén
oxygen di khip noi dé nudi co thé. Nhitng dot bién ndy can trg viéc san xuat
hemoglobin va do d6 1am cho ngudi bénh ¢é it hemoglobin va hong cau trong co thé
hon so v&i ngudi binh thudng gay ra tinh trang thiéu mau.

Viéc phan loai bénh thalassemia phu thudc vao loai gen va sé luong gen dot bién cua
nguoi bénh. Nhu da gidi thiéu o trén, cac phan tor hemoglobin ctia ngudi binh thuong
(HbA) duoc tao ra tir 2 phén tir globin alpha (a) va 2 phéan tir globin beta (B) do d6 tuy
theo loai gen nao bi anh hudéng ma nguoi ta phén biét thanh bénh alpha thalassemia
néu gen globin alpha bi dot bién va bénh beta thalassemia néu gen globin beta bi dot
bién. C6 nhiéu loai bénh thalassemia khéac nhau, phé bién tai Viét Nam 1a alpha ()
thalassemia va beta (p) thalassemia.

Vi ddy 1a bénh do dot bién gen, nén bénh s& duoc truyén tir cha me sang con céi. Bénh
thalassemia duoc di truyen theo kieu gen Ian trén nhiém sic thé thwong qua céc
the hé.ll

e Mbi ngudi binh thuwéng sé cé tat ca 4 gen a nam trén 2 NST 16 va
2 gen B nam trén 2 NST 11.

e HO6ng cau nguwdi binh thwdng c6 khodng 98% hemoglobin A
(a2B2), 2% hemoglobin A2 (a282) va rat it hemoglobin F (a2y2).

e Co6 nhiéu loai bénh thalassemia khac nhau, phd bién tai Viét Nam
la a thalassemia (do gen a bi ddt bién mat chirc nang) va B
thalassemia (do gen B bi dot bién mat chirc nang).

e Bénh thalassemia dwoc di truyén theo kiéu gen I&n trén nhiém sac
thé thwong



B NGUOI MAC BENH THALASSEMIA CO THE Bl CAC BIEN
CHUNG NAO?

Ngudi mic bénh thalassemia, c6 thé di mat véi cac bién chimg sau day:
¥ dong sat

Nguoi mic bénh thalassemia sé bi & dong rét nhiéu sét & trong co thé, luong sat nay
duoc tao ra 1a do chinh ban than tinh chat caa bénh hoac do phai truyén mau thuong
xuyén. Nhu di biét, hemoglobin cua hong cau ¢ chaa cac nguyén tir sit trong nhom
hem, mdi phan tr hemoglobin s& ¢ 4 nhan hem vai 4 phan tir sit. Khi hong cau binh
thudng (duoc dwa vao do truyén méau diéu tri) gia di hodc hong cau c6 hemoglobin bt
thuong cua bénh nhan bi pha hay sé& thai ra mot luong sat 1on dan dan & dong trong
cac co quan dac biét la ¢ gan va tim gay ra cac hau qua nghiém trong.

Nhiém trung

Bénh nhén thalassemia thuong bi ting nguy co mac cac bénh nhiém trung, dic biét ¢
nhitng bénh nhan da bi cat lach do lach c6 mot vai tro quan trong trong hé thong mien
dich, giup co thé chong lai cac loai bénh nhiem trung.

Bién dang xwong

Hinh 7: Bién dang xuong so mat ¢ bénh nhan thalassemia thé néng >

O bénh nhan mic thalassemia thé ning, do hong cau mang hemoglobin bat thuong bi
pha huay nhiéu 1am cho tay xuong, la mdt co quan ta0 mau phai lam viéc qua strc dé
taing cudng san xuat hong cau dé bu cho luong hong cau bi pha hay do d6 1am ting
san tuy xuong lam xuwong bi bién dang, tré nén x6p va dé gdy. Cac xuong det nhu

® http://alobacsi.vn/tin-y-te/benh-tan-mau-bam-sinh-thalassemia-noi-am-anh-suot-cuoc-doi-
a20130306105250322¢308.htm
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xuong So mat bi bién dang rat rd. Do d6 co thé thay ¢ nhiing tré bi thalassemia ning
c6 khudn mat kha giong nhau vai trdn bi go 1én, mii tet, xwong ham trén nhd ra do
tang san tuy xuong.

Lach Ién

Léach vira c6 vai trd loc mau va loai bo nhitng té bao bat thudng nhu nhitng hong cau
gia va hong cau bat thuong, khoi dong va kiém soét cac dap ang mién dich cua co thé
bang cach san xuat cac khang thé, cac chat cd vai trd kéu goi qué trinh thuc bao, ngoai
ra lach con 1a kho du trit hong cau, bach cau, tiéu cau dé sin sang phong thich vao hé
tuan hoan khi c6 yéu cau cua co thé. Trong bénh thalassemia do lach phai lam viéc
qué strc dé pha huy mot luong 16n hdng cau c6 hemoglobin bt thuong nén bi to ra.
Lach cang I6n cang 1am cho thiéu mau tram trong hon, 1am giam tudi tho cua cac
hong cau binh thuong dugc truyén cho bénh nhan thalassemia dé diéu tri va ting nguy
co bi nhiém trung.

Truong hop léch bi 16n qua mac bénh nhan thalassemia can duoc phau thuat cét lach
dé 1am giam thiéu hau qua bat loi gdy ra do cuong lach®.

Hinh 8: Lach I6n ¢ mét tré mdc bénh thalassemia thé nang °
Cham phat trién

Do bi thiéu mau nén lam cham qua trinh phét trién caa tré. Qua trinh ddy thi ciing tré
hon ¢ nhitng thiéu nién bi thalassemia.

Cac bénh ly cua tim

Bénh nhan méc thalassemia thé nang c6 thé bi cac bién chung ¢ tim, day ciing 1a mot
trong nhiing nguyen nhén chinh gay tir vong & nhitng bénh nhan nay Nguyén nhén

chu yeu lién quan dén viéc & dong qua muc st & trong co tim dan dén suy tim xung
huyét va loan nhip tim.H

* Cét lach loi va hai http://phauthuatbung.com/ProductDetail.aspx?1D=12245&CatID=3776&Lang=V!I
® https://lookfordiagnosis.com/mesh_info.php?term=splenomegaly&lang=1
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B BENH THALASSEMIA PHAN BO TREN THE GIOI NHU THE NAO?

Bénh thalassaemia ban dau duoc cho 1a chi gii han trong khu vie Dia Trung Hai, ¢
cac nudc nhu Hy Lap, Y va Cong hoa Sip do d6 bénh duogc dat tén 1a bénh thiéu mau
bia Trung Hai hodc thalassemia ( trong tiéng Hy Lap chir thalassa c6 nghia la bién
hoic bién Dia Trung Hai va aemia c6 nghia la thleu mau ). Sau d6 bénh nay cling
duoc thiy phé bién trong cac ving 1anh tho c6 dich sét rét luu hanh.
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Hinh 9: C4c qudc gia viing Pia Trung Hai®

Bénh sét rét gay ra boi ky sinh trang 30t rét 1a mot bénh hét sic nguy hiém. Ky sinh
triing chu yéu tan cong vao cac hong cau. Céac nha khoa hoc tin rang dé co thé ton tai ¢
nhitng ving c6 dich sét rét luu hanh, qua qua trinh chon loc, nhitng c& thé mang mot
s6 dang dot bién trén ADN di giup hong cau chdng d& vai bénh sét rét tét hon. Trong
s6 cac dot bién do6 c6 cac dot bién lién quan dén cac gen gay bénh thalassemia. Do d6
tai nhitng ving sot rét ty Ié nguoi khong mang gen dot bién giam xudng do sot rét
trong khi d6 nhitng nguoi lanh mang gen dot bién cua hemoglobin trong d6 cac cac
bénh thalassemia c6 nhiéu co hoi dé séng sét hon. Hién nay mac du bénh sét rét da
dugc kiém soat & nhiéu noi trén thé gigi nhung viéc gidm sat va ngin chan bénh
thalassemia van con la mot thach thac rat Ién. Ngoai ra cing véi viéc di dan va hén
nhan gitra cac dan toc khac nhau ciing lam cho bénh thalassemia hién c6 ¢ khip céc
qudc gia trén thé gisi va tre thanh mot van dé stc khoe cong dong.

Ngoai khu vuc Bia Trung Hai, thalassemia dugcC thay & Chau Phi, Chau My, Chau A.
Cong hoa Maldives (mot qudc dao & An d6 duong) 1a nuée c6 ty 16 nguoi lanh mang
gen rat cao (18% dan sd), ty Ié nay udc khoang 16% ¢ dao Sip, khoang 1% dan sb
Thai lan, khoang tir 3 - 8 % dan s6 Bangladét, Trung quoc, An do, Malaxia va
Pakistan.

® http://www.thanhnien.com.vn/pages/20120212/


http://www.thanhnien.com.vn/pages/20120212/tranh-chap-chu-quyen-tai-dia-trung-hai-diem-nong-dau-khi.aspx

Trong mot bao cao cua T chuc Y té thé gigi cho thay’:
= Khoang 7% dan sb thé gidi la nguoi 1anh mang gen bénh cua hemoglobin.
= Nhitng nguoi lanh mang gen bénh ctia hemoglobin c6 stiic khoe hoan toan binh
thuong.
= Trung binh c6 khoang tir 300.000 dén 500.000 tré sinh ra hang nim mac mot
trong so cac bénh ly nghiém trong cua hemoglobin.
= Khoang 80% s tré mac bénh dugc sinh ra & nhung qudc gia c6 thu nhap thap
va trung binh.
= Khoang 50.000 dén 100.000 tré méac bénh beta thalassemia thé ning chét hang
nam ¢ nhitng quoc gia cé thu nhap thap va trung binh.
Tai Viét Nam theo GS.TS. Nguyén Anh Tri, Vién truong Vién Huyét hoc - Truyen
mau Trung wong, & Viét Nam co khoang 3% dan s6 mang gen bénh. Viét Nam dang 1a
mot trong nhitng nudce 6 ty 1€ mac bénh cao trén ban do Thalassemia the gidi. Theo
thong ké, ca nudc hién méi quan 1y dugc khoang 20.000 bénh nhan, trung binh moi
nam c6 khoang 2.000 tré sinh ra bi bénh. Tai Vién Huyét hop - Truyén mau Trung
wong dang quan ly khoang 12.100 bénh nhan, véi 2.860 lugt diéu tri ngi tra/nam®
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Hinh 10: Bénh nhdn Thalassemia dang diéu tri truyén mau, thdi sat tai
Vién Huyét hoc Truyén mdu Trung wong °

"World Bank 20086, report of a joint WHO-March of Dimes meeting 2006
& http://www.nihbt.org.vn/tin-hoat-dong/
® http://thalassemia.vn/tin-tuc/benh-thalassemia/Noi-dau-benh-nhan-huyet-tan-di-truyen-3790.aspx
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B BENH BETA THALASSEMIA

Bénh B thalassemia xay ra do dot bién mat chuc ning ciia gen ma hoa cho viéc tong

hop protein globin beta trén NST 11 1am phan tir globin p khéng duoc téng hop.

GEN POT BIEN NAO GAY BENH BETA THALASSEMIA?

Nhu di trinh bay & phan trén, hemoglobin binh thudng (HbA) dugc cau trdc tir cac
protein globin do 2 gen beta globin trén NST 11 va 4 gen alpha globin trén NST 16
ma hda vai mdi phan tir hemoglobin gém c6 2 chudi globin alpha (o) va 2 chudi

globin beta (B) ky hiu 13 a,B,.

Nguw&i lanh mang gen bénh \l/

p thalassemia: mot trong 2 gen B
bi dot bién. Gen dét bien nay c6

thé nhan tr b6 hoic tr me /I\

Without a mutation
enough Hemoglobin

With one mutation
less Hemoglobin

a p o 3
m &
p a p a

Nguwoi binh thuwong

Nguwoi lanh mang gen bénh B
thalassemia, khéng c6 biéu
hién bénh, Hb hoi it hon so voi
binh thwéng. Thiéu mau nhe

— N —  gen B nhan ti b6
— I —  gen B nhan tir me

With two mutations
no [i-globin

Nguoi mac bénh p thalassemia
thé nang hoac trung gian, Thieu
mau nang hoac trung binh.

Hinh 11: Mdi lién quan giiza dét bién gen beta globin va bénh thalassemia *°

= Trong truong hop ngudi mang mot trong hai gen globin 3 trén cap NST 11 bi
dot bién khong hoat dong s& dwoc goi 1a nguoi lanh mang gen bénh P

thalassemia.

= Trudng hop ngudi ca hai gen globin B trén cap NST 11 déu khéng hoat dong sé
c6 biéu hién caa bénh beta thalassemia thé nang hoic trung gian (beta
thalassemia major / intermedia). Bénh nay con duoc goi 1a bénh thiéu mau Pia
Trung Hai'' (Mediterranean Anaemia), thiéu méu Cooley™ (Cooley’s

Anaemia).

THE NAO LA NGU'O' LANH MANG GEN BENH 8 THALASSEMIA?

Ngudi lanh mang gen bénh B thalassemia 1a ngudi chi c6 mét trong sé hai gen globin
B bi dot bién. Nguoi nay hoan toan khong cé céc triéu ching gi trén 1am sang, khdng

10 http://www.hbpinfo.com/en/mainframe/id/beta.htm ﬂ , ,
1 Bénh duogc goi 14 thiéu mau Dia Trung Hai do dugc gip phd bién & ngudi Y, ngudi gbe Hy lap dén tir ving

bia Trung Hai

12 Cooley 1a tén cua bac si diu tién mo ta bénh nay nam 1925
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can phai dieu tri hay theo ddi vé mat y té. Ngwoi lanh mang gen bénh beta
thalassemia c6 cugc song khéng khac gi so véi ngwoi binh thwong trir mot so
treong hop dac biét.

Tuy nhién do 1 gen globin 8 bi d6t bién mat chirc nang nén lugng hemoglobin dugc
tong hop hoi it hon so v6i nguoi binh thuong. O nhitng nguoi nay hong cau hoi nho
hon va nhot nhat hon so v&i hong cau cua nguoi binh thuong.

Nguoi lanh mang gen bénh B thalassemia (carriers of B-thalassaemia ) con dugc goi la

nguoi di hop tir B thalassemia (heterozygous for B-thalassaemia), nguoi mac B
thalassemia thé nhe ( B-thalassaemia minor).

)

(a) (b)
Hinh 12 : (a) Hong cau binh thuong duwéi kinh hién vi *%; (b) Hong cdu & nguoi lanh
mang gen bénh g thalassemia **

BENH BETA THALASSEMIA PU'OC DI TRUYEN NHU THE NAO?
= Ngudi c6 Hb binh thuong (HbA) gom 2 phan tir globin o va hai globin B
(a22) do c6 2 gen beta globin va 4 gen alpha globin hoat dong binh thuong.
= Nguoi lanh mang gen bénh beta thalassemia s€ chi c6 mot gen globin § binh
thuong con gen globin B thir hai khéng hoat dong.
= Ngudi méac bénh B thalassemia thé nang hoic trung gian s& c6 ca hai gen globin
B déu khong hoat dong.
Duéi day chiing ta lan luot xem xét cac kha nang két hon cua hai bé me mang cac
kiéu gen khac nhau lién quan dén bénh B thalassemia:
Trwéng hop 1: Mot trong hai bé me cé hai gen globin B binh thwéng, nguwdi
kia la ngwei lanh mang gen bénh f thalssemia
Néu bd (hoac me) c6 hai gen globin B binh thuong (B,B), nguoi kia 13 ngudi lanh
mang gen bénh B thalssemia (B,-), mdi ngudi con cua ho s& co kha ning:

* 50% hoan toan binh thuong véi 2 gen globin B deu binh thuong (B,B), mot nam
trén NST 11 nhan ti me va 1 nam trén NST 11 nhan tir bo.

3 http://www.thalassaemia.org.cy/about-haemoglobin-disorders/beta-thalassaemia.shtml
 http://www.thalassaemia.org.cy/about-haemoglobin-disorders/beta-thalassaemia/inheritance-of-beta-
thalassaemias.shtml
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= 50% la nguoi lanh mang gen bénh B thalassemia, voi 1 gen dot bién beta globin
nhan tir bé va 1 gen binh thudng beta globin nhan tir me (hodc nguoc lai) (B,-).

K

nl oo
W il w

e

Hinh 13: B¢ la nguwoi lanh mang gen bénh S thalssemia (5,-); me mang hai gen globin £ binh
thuwong (B,), 50% con binh thuong khéng mang gen dét bién (B,5); 50% con la nguwoi lanh
mang gen bénh thalassemia (4,-)

Trwéng hop 2: Ca hai b6 me déu ngwdi lanh mang gen bénh B thalssemia (B,-)

™

ID w 1' W

Than

Hinh 14: Bé va me déu la ngwoi lanh mang gen bénh 3 thalssemia (5,-); 25% con mdc bénh
B thalssemia thé ngng hogc trung gian (--); 50% con la nguwoi lanh mang gen bénh g
thalassemia (8,-); 25% con binh thwong khong mang gen dét bién (B,5)
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Néu ca hai hai bd me déu 1a nguoi lanh mang gen bénh B thalassemia (mang mét gen
globin B binh thuong va mot gen globin B dot bién) (B,-), mdi ngudi con cua ho s& ¢6
kha nang:
= 25% hoan toan binh thuong véi 2 gen globin f binh thuong (B,), mot nam
trén NST 11 nhan tir me va 1 nam trén NST 11 nhan tir bo.

= 50% la ngudi lanh mang gen bénh P thalassemia, véi 1 gen dot bién beta globin
nhan tir b6 va 1 gen binh thuong beta globin nhan tir me (hoic nguoc lai) (B,-)

= 25% nhan ca hai gen globin p dot bién, mot nhan tir me va mét nhan tir b (--)
ngudi bénh cé biéu hién bénh B thalassemia thé nang hoac trung binh.

TRE MAC BENH B THALASSEMIA THE NANG HOAC TRUNG GIAN SE CO BIEU
HIEN NHU THE NAO?

Tré di méac bénh p thalassemia thé niang hoic trung gian nhung khi mai sinh van hoan
toan khéng co6 biéu hién gi ciia bénh trén 1am sang va ngay ca khi xét nghiém ciing
kh6 chan doan dugc bénh. Tuy nhién trong giai doan nay néu xét nghiém mau thay c6
su ¢6 mat cua cac Hb bat thuong sé ¢ gia tri chan doan.

Trong hau hét cac truang hop, tré bi bénh thalassemia thé nang c6 thé duoc chan doan
trong vai thang dau tién va truéc khi tré dwoc 2 tudi. Trudng hop tré mic B

thalassemia thé trung gian, biéu hién bénh s& nhe hon trén 1am sang so vai thé nang va
c6 thé khong duoc chan doan trong mot thoi gian dai.

Hinh 15: Mgt bénh nhi 8 tudi mdc bénh 3 thalassemia, tré cham I6n, xwong mdt bién dang *°

Ngudi mic bénh B thalassemia thé ning, dang nang nhat cia bénh B thalassemia,
khong thé san xuat ra hemoglobin binh thuong (HbA) do do khong thé tao ra cac hong
cau binh thuong. O nhiing nguoi nay, hong cau chira it hemoglobin hon so Véi blnh
thuong dan dén tinh trang thiéu mau nghiém trong. Tuy nhién & tré nho mac

15 http://afamily.vn/suc-khoe/kham-suc-khoe-truoc-hon-nhan-trai-tim-xin-hay-de-tren-dau-
20120317043643531.chn
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B thalassemia thé ning, tinh trang thiéu mau chi bat dau biéu hién tir khi tré duoc
khoang tir 3 thang dén 1 nam tudi. Néu khong dugc diéu tri day du nhing tré nay co
chat lugng cudc sbng rat kém va chét sém. Viéc tri liéu chinh cho nhitng tré nay Ia
truyén mau va thai sit & dong ra khoi co thé.

Céc co quan bj anh huwéng Cac co quan bj anh hwéng néu
néu khong dwoc khéng dwoc
truyén mau day dd thai sat day da
Tuyén yén: anh huéng 1én sy
""""""""""" phat trién, cac co quan sinh
duc, tuyén thwong than, tyén
giap.

Bién dang xwong mit:
tang san xwong ham
trén

= Tuyén giap: hiem
-~ ®  Tuyén can giap: giam
canxi mau

Tim: suy tim, co’ quan chiju
anh hwéng nhiéu nhat

.................. ; = Gan:ganlén

Lach Ien: giam tiéu
cau

Tuy: dai thao dwong (hiém)

Mau: thieu mau Séc t& & da: déi mau xam
& chan mong, khuyu, dau
goi, mat ca

Co quan sinh duc: anh
hwéng dén sw phat trién va
chc nang

bau xwong khép, loéng
xwong (lién quan dén giam

Xuong: gdy xuong chirc nang tuyén can giap)

bénh Iy

Cot hda som dau dudi
xwong QUi+ ceeen

Hinh 16: Tom tat nhiing bién chiing c6 thé xdy ra néu tré mac 4 thalasemia
thé nang khong duwoc diéu tri

Nhirng bénh nhan mac bénh B thalassemia thé trung gian, c6 biéu hién bénh nhe
hon do d6 thuong chi can quan ly sic khoe chat ché ma khdng can phai duoc truyén
mau, it nhat I1a trong nhitng nim dau cua doi séng mac di ho van c6 thé cd biéu hién
thiéu mau kha nghiém trong. Tuy nhién khi tré cang 16n, tinh trang thiéu mau cé thé
dién tién nang né hon, dén Iic d6 tré can phai dugc truyén mau thudng xuyén hon va
phdi hop cling véi cac bién phap diéu tri khéac trong tudi thiéu nién va khi truong
thanh.
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Tré mac bénh B thalassemia thé nang phai chiu dung nhiéu bién ching trong qua trinh
phat trién, nhitng bién chirng nay dén tir chinh dic diém bénh sinh cua bénh nhu lach
160, bién dang xwong, bit thuong vé noi tiét, cac van dé vé tim, gan v.v... va do cac
tac dung phu trong qua qua trinh diéu tri vi vy tré can duoc theo ddi mot cach can
than.

Bién phéap diéu tri chinh cho tré mac bénh B thalassemia thé ning 1a truyén méau va
thai sat dé lam giam sat trong co thé.

-

(@) (b)
Hinh 17: (a) Bién dang xwong mat *® nhin thing va nghiéng; (b) bung lén do lach Ién

NGUO1 MAC BENH THALASSEMIA VA GIA DINH PHAI GANH CH/U NHUNG
GANH NANG VE TINH THAN NHU THE NAO?

Gidng nhu cac can bénh mén tinh khac, bénh nhan B va o thalassemia thé nang phai
d6i mat véi nhitng thach thire dang ké trong sudt cude doi. Sy mat can xang giira nhu
cau diéu tri va kha nang tai chinh cta gia dinh, chi phi diéu tri cao, su thiéu nhan thic
ctua cong dong, nhing tré ngai vé dich vu y té v.v... s& 1am cho bénh nhan, gia dinh
ciia bénh nhan gap rat nhiéu kho khin trong nd luc dbi phd véi bénh tat. O céac thoi
diém khéc nhau trong cudc séng, bénh nhan cé thé trai nghiém rat nhiéu cam xuc nhu:

- That vong - Pau budn - Péi dich

- TrAm cam - Lo ling - So chét

- Thiéu tu tin - Cam giac bi co lap - Tuc gian

- Cam thay bét lyc - C6 cam giac khong duoc yéu thuong
- Nghi ngo - Cam giac duoc bao boc qua muac v.v...

Mat khéc, bénh nhén ciing c6 thé c6 nhiing trai nghiém tich cuc nhu sy can dam doi
phd vaéi bénh tat. Cam gidc duong dau véi thir thach, kha nang chiu dung bénh tat
gilp ho truéng thanh hon va kién nhan hon.

Nhitng hiéu biét vé cac cam xdc cua ngudi bénh s& giup nhan vién'y té thong cam va
chia s¢ vé6i bénh nhan va gia dinh trong qua trinh giao tiép, tu van va diéu tri.

18 http://duocanbinh.vn/db1185-tan-mau-bam-sinh-benh-thieu-mau-nhung-thua-sat
Y http://period8sts1112.blogspot.com/2011_12_01_archive.html
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CON CO CAC DANG THALASSEMIA VA BAT THUONG HEMOGLOBIN NAO
KHAC LIEN QUAN BEN DOT BIEN GEN GLOBIN B NUA KHONG?

Dang &B-thalassaemia®®

Gidng nhu nguoi lanh mang gen bénh B thalassemia, ngudi mang gen dot bién
3p-thalassaemia hoan toan binh thwong va khong can diéu tri. Nguoi mang gen
bénh s& giam tong hop cac chudi globin B va & (delta) va thay vao d6 bang gia ting
téng hop chudi globin y (gamma). Diéu nay c6 nghia 1a s& c6 nhiéu hemoglobin cua
phdi (HbF) duoc tong hop ¢ ngudi mang gen dot bién va nho d6 mire do biéu hién cua
bénh 5p-thalassaemia cling nhe hon so vadi bénh B thalassemia. Tuy nhién bénh nay
hiém gap.

Trong trudng hop tré nhan mot gen dot bién & va mot gen dot bién B tir me va thém
mot gen dot bién & va mot gen dot bién B nhu vay nita tir bd (8p,8B ), tré sé bi thiéu
mau twong ty nhu truong hop B thalassemia thé trung gian.

Neu tré nhan mot gen dot bién § va mot gen dot bién B tir bo (hodc me) va 1 gen dot
bien B tr me (hoac bo) khi do tré (8P, - ) s€ cd bicu hién thiéu mau nhu trong truong
hop bénh B thalassemia thé nang.

Hemoglobin E (HbE)*

Hemoglobin E 1a mét trong nhitng bién di pho bién nhat cia hemoglobin, dic biét ¢
viung Pong Nam A. Hemoglobin E do mét dot bién trén gen p 1am cho protein globin
B cua hemoglobin bi thay doi 1 axit amin trong cau trdc. Gidng nhu truong hop nguoi
lanh mang gen bénh B thalassemia, ngudi chi mang mot gen dot bién HbE (HbE,B)
hoan toan binh thudng va khong can diéu tri. Tré nhan 2 gen dot bién HbE, mot tir bd
va mot tir me (HDE/HDE) ¢6 tinh trang thiéu méau nhe tuy nhién thuong khdng can
diéu tri.

Bénh chi tré nén nghiém trong khi tré nhan mot gen dot bién HbE tir bé (hodc me) va
mot gen dot bién B tir me (hoic bd) (HbE,-) s& gay ra bénh HbE/p thalassemia kha
nghiém trong véi biéu hién 1am sang twong tu truong hop bénh B thalassemia thé
trung gian nhung do1 khi ciing thay bénh biéu hién nghiém trong nhu trong truong hop
the nang.

Hinh dudi dy minh hoa trudng hop ngudi bé 13 nguoi lanh mang gen dot bién B (B,-)
va me 1a nguoi lanh mang gen dot bien HbE (HbE, ).

Tromg mdi lan sinh con caa ho co:
= 25% kha niang méc bénh HbE/B thalassemia (HbE,-)
= 25% kha ning sinh con hoan toan khong mang gen d6t bién (B,p)
= 25% la nguoi lanh mang gen dot bién HbE (HbE,B)
= 25% la ngudi lanh mang gen dot bién B (B,-)

18 http://www.enerca.org/anaemias/55/delta-beta-thalassaemia
9 http://www.thalassaemia.org.cy/about-haemoglobin-disorders/beta-thalassaemia/other-forms-of-
thalassaemia.shtml
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Hinh 18: Truong hop nguoi bé la nguwoi lanh mang gen dot bién g (B,-) va me la
nguoi lanh mang gen dét bien HbE (HbE,f)
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Cac bat thwong khac cua globin B

Mot s6 cac dang bat thuong khéac ciia hemoglobin ngudi binh thuong (HbA) da dugc
xac dinh, nhitng dang nay con duoc goi l1a "céc bién di trong ciu tric cua
hemoglobin®, nhiing dang bién di nay déu dan dén két qua 1a 1am thay doi cau tric
cuia hong cau va gay ra nhiing bénh canh 1am sang khac nhau.

Nhitng bién di ciia Hb nay gom co:

Hemoglobin S: gdy bénh héng cau hinh liém (HbS), hemoglobin C (HbC),
hemoglobin D (HbD) va hemoglobin Lepore (Hb Lepore).

Cac truong hop trén duoc di truyén qua cac thé hé trong mot gia dinh theo cach tuong
tu nhu bénh B thalassemia. Tuy nhién chi nhitng nguoi nhan ca hai Hb Lepore (Hb
Lepore/Hb Lepore) hoic ca hai HbS (HbS/HbS) tir ca bd va me mai cd cac biéu
hién bénh ly nghiém trong va can dugc chiam soc y té.

Céc trudng hop nhan hai gen dot bién HbC, hoic HbD tir ca bd va me déu khong cé
biéu hién danh ké cua bénh trén 1am sang va khéng can duoc chim soc dic biét vé
mat y té. Tuy nhién néu moét ngudi nhan dugc mot gen dot bién beta globin tir b
(hoic me) va mot gen dot bién Hb (Hb Lepore hoiic HbS) tir me (hoac bd) s& dan dén
hinh thanh mot “phic hé" bénh ly hemoglobin nhu (Hb Lepore/p thalassemia;
HbS/p thalassemia) c6 biéu hién bénh ly nghiém trong nhu trong truong hop bénh
beta thalassemia thé nang hoac trung gian hodc twong tw nhu bénh hdng cau
hinh liém. W
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B BENH ALPHA THALASSEMIA

Bénh « thalassemia xay ra khi té bao mau giam hoic mat kha ning téng hop globin a
cua hemoglobin.

CAC GEN LIEN QUAN BEN BENH ALPHA (a) THALASSEMIA
Gen nao chiju trach nhiém cho bénh a thalassemia va gen nay nam & dau?

Bénh alpha thalassemia xay ra do dot bién cua gen globin a nam trén cip NST 16, gen
nay chiu trach nhiém mang thong tin cho viéc tong hop phan tir protein globin o trong
Cau tric ciia hemoglobin cé trong hdng cau. M&i ngudi binh thuong cé 4 gen a, trén
mdi NST 16 mang 2 gen a goi la alpha 1 va alpha 2. Trong bénh o thalassemia, gen
globin o bi dot bién 1am giam hoac mét kha niang tong hop globin a caa hemoglobin.
Tuy theo s6 lwong gen globin o bi dot bién ma bénh a thalassemia biéu hién & cac
muc do khac nhau.

Zeta2 Zetall Alpha 2 Alpha 1

— -

5 £ 3

Hinh 19: Gen hemoglobin Al (1) v& hemoglobin A2 (¢2) trén nhiém sdc thé 16 2°

Binh thwdng Thé nhe
Thé nhe Bénh HbH Phu thai

TR R

Hinh 20: Cdc truong hop dét bién tir 1 dén 4 gen a (mau dd) trén cap nhiém sdc thé 162

2 https://sjhsrc.wikispaces.com/November+2012
2! http://www.perthhaematology.com.au/thal.htm
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Méi lién quan giira s6 gen dot bién globin o v&i mirc dd biéu hién cta bénh a
thalassemia ?

Cac mue do biéu hién va cég: thé’bénh a thalassemia phu thuoc vao bao nhiéu gen
trong so 4 gen alpha bi d6t bién. Néu ban nhan duoc:

= Bén gen globin @ binh thwong: co thé tong hop hemoglobin binh thudng
(HbA), nguoi binh thuong.

= M@t gen globin a dot bién: Trudng hop nay duoc goi la thalassemia thé an,
ngudi mang 1 gen d6t bién duoc goi 13 ngwdi lanh mang gen bénh
a thalassemia (alpha thalasemia silent carrier) (ky hiéu a*- thalassemia).
Nguoi mang gen s& khong hé cé biéu hiéu hoic triéu ching gi cua bénh thiéu
mau. Tuy nhién ho c6 thé truyén gen bénh sang cho con cia minh.

= Hai gen globin a dot bién: Truong hop nay sé gom hai kha ning, kha ning
thi nhat mdi gen dot bién nam trén 1 NST 16 va kha nang thir hai ca hai gen
dot bién déu nam trén cong 1 NST 16, NST 16 kia mang 2 gen alpha binh
thuong (dugc goi 1a dang cis, ky hiéu 1a o%a), kha ning thi hai trén mdi mot
trong hai NST 16 déu mang mot gen dot bién va 1 gen alpha binh thuong (duoc
goi la dang trans, ky hiéu o'/a"). Truong hop nay duoc goi la a thalassemia
thé nhe (alpha-thalassemia minor), ngudi mang 2 gen dot bién duoc goi la
nguoi truyén bénh a thalassemia (alpha thalassemia trait). Nguoi mang gen
s& ¢6 biéu hién caa bénh thiéu mau nhe, hong cau nho va nhot nhat do thiéu
hemoglobin binh thuong.

= Bagen globin a dt bién (ky hiéu 12 o%/a”) : Trong trudng hop ndy trén 2 NST
16 ctia ban s& ¢6 1 NST mang 2 gen dot bién alpha va 1 NST 16 mang 1 gen
binh thudng va 1 gen d6t bién alpha. Nguoi bénh dugc goi 1a mic bénh
hemoglobin H, do hong cau tong hop loai hemoglobin bat thuong duoc goi 1a
hemoglobin H thay cho hemoglobin binh thudng. Nguoi bénh cé céac biéu hién
thiéu méu va céc triéu chang s& & murc d6 tir trung binh dén ning.

Hinh 21: Tinh trgng phu thai (hydrops fetalis) xay ra khi mang 4 gen globin « d@ét bién
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= B6n gen globin a ddt bién (ky hiéu o”/a°) : Truong hop nay duoc goi 1a bénh
a thalassemia thé ning. Gay ra tinh trang phu thai (hydrops foetalis)®, lam
thai chét luu hodc chét ngay sau sinh. Bénh con dwoc goi 1a hdi ching
hemoglobin Bart’s, do hong cau tong hop loai hemoglobin bat thudong duoc
goi la hemoglobin Bart’s thay cho hemoglobin binh thuong.

Nhu vy ¢6 the thdy cac truong hop o thalassemia ning xay ra khi c6 tir 3 dén 4 gen
dot bién do trong cac truong hop nay cac hong cau khong thé tong hop duoc cac phan
tor hemoglobin binh thuong.

%

R

Hinh 22 : (a) Hinh anh héng cau binh thuong durdi kinh hién vi*®; (b) hinh dnh hong cdu
trong bénh a thalassemia dwdi kinh hién vi véi hong cau nho va nhot nhat®*,

BENH ALPHA THALASSEMIA DUOC DI TRUYEN NHU THE NAO? ?

Sy di truyén cta bénh alpha thalassemia kha phuc tap vi madi ngudi s& nhan 1 NST 16
mang 2 gen globin o tir bd va 1 NST 16 ciing ‘mang 2 gen globin a tir me. Do d6 nguy
cO mac bénh a thalassemia phu thudc vao s6 gen globin o dot bién ma bb hoic me
mang va s6 gen globin a dot bién ma con cua ho nhan dugc tir b va me. Sau day
ching ta s& cling khao sat mot so truong hop:

Trwong hop 1: Ca hai b6 me déu la ngwei lanh mang gen bénh a thalassemia
(a*-thalassemia)/mang 1 gen globin a dét bién

Khi ca hai b6 me déu 1a nguoi lanh mang gen bénh a thalassemia (mdi nguoi mang 1
gen dot bien trong so6 4 gen globin o) thi moi lan mang thai ho sé cé kha nang:
= Mot phan tu (tirc 12 25%) kha niang sinh con c6 Hb binh thudong (HbA).
= Mot phan hai (tuc la 50%) kha nang sinh con la nguoi lanh mang gen bénh o
thalassemia (tac la chi coO mot gen dot bién alpha trong s6 4 gen globin a: o'-
thalassemia)

= Mot phan tu (tic 12 25%) kha ning sinh con la nguoi truyén bénh o
thalassemia: o’-thalassemia)

22 http://www.lookfordiagnosis.com/mesh_info.php?term=Hydrops+Fetalis&lang=1

% http://www.thalassaemia.org.cy/about-haemoglobin-disorders/beta-thalassaemia.shtml

2 http://www.hematology.org/publications/50-years-in-hematology/4325.aspx

% http://www.thalassaemia.org.cy/about-haemoglobin-disorders/alpha-thalassaemia/inheritance-of-alpha-
thalassaemias.shtml
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Hinh 23: Ca hai bé me déu la ngwoi lanh mang gen bénh o thalassemia
(o -thalassemia)/mang 1 gen globin o dot bién

Trwong hop 2: Ca hai b6 me déu la ngwoi truyén bénh a thalassemia
(a°-thalassemia)/mang 2 gen globin a
Khi ca hai b me déu 1a nguoi truyén bénh o thalassemia (mdi nguoi mang 2 gen dot
bien trong so 4 gen globin a), trong d6 moi ngudi déu mang trén moi NST 16 mét gen
binh thuong va mot gen dot bien (dang trans), tirc 1a 2 gen dot bién alpha nam trén 2
NST 16 khac nhau.
Trong trudng hop nay thi 100% con cia ho déu la ngwoi truyén bénh
o thalassemia (a°;thalassemia), véi bo NST trong d6 moi mot trong hai NST 16 déu
mang 1 gen dot bieén va 1 gen binh thuong (dang trans).

b

T

Hinh 24: Ca hai bé me déu la nguoi truyén bénh o thalassemia
(a°-thalassemia)/mang 2 gen globin «
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Trwdng hop 3: Mot trong hai b6 me mac bénh hemoglobin H, nguwei kia 1a
ngw®i lanh mang gen bénh a thalassemia (a*-thalassemia)
Khi mét trong hai b me mic bénh hemoglobin H (mang 3 gen dot bién trong s6 4 gen
globin &) con ngudi kia 1a nguoi lanh mang gen bénh o thalassemia (o’ -thalassemia)
(mang 1 gen dot bien trong so 4 gen globin a) thi trong moi lan mang thai ho sé co:
= Mot phan tu (25%) kha ning 13 nguoi lanh mang gen bénh o thalassemia
(o’ -thalassemia).

= Mot phan hai (50%) kha ning 1a ngudi truyén bénh o thalassemia (o°-
thalassemia)

= Mot phan tu (25%) kha nang 14 ngudi mac bénh hemoglobin H.

ii\c

TRE
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1 i
= g B

Hinh 25: Mét trong hai bo me mdc bénh hemoglobin H, nguoi kia la ngieoi lanh mang
gen bénh « thalassemia (o -thalassemia)

Trwong hop 4: M6t trong hai b6 me mac bénh hemoglobin H, ngwoi kia l1a
ngwi truyén bénh a thalassemia (a°-thalassemia) dang cis

Khi mét trong hai b me mac bénh hemoglobin H (mang 3 gen dot bién trong s6 4 gen
globin &) con ngudi kia 1a nguoi truyén bénh o thalassemia (o -thalassemia) dang cis
(mang 2 gen dot bién trong s6 4 gen globin «, véi hai gen dot bién deu nam trén ciing
1 NST 16, NST 16 kia mang 2 gen globin a binh thuong) thi trong méi lan mang thai
ho s€ co:

= Mot phan tu (25%) kha ning 1a nguoi lanh mang gen bénh o thalassemia (o'-
thalassemia)

= Mot phan tu (25%) kha nang 1a ngudi truyén bénh o thalassemia
(a’-thalassemia).

= Mot phan tu (25%) kha ning 1a ngudi mic bénh hemoglobin H.

22



= Mot phan tu (25%) kha ning thai nhi mang ca 4 gen globin a dot bién
thalassemia gay ra tinh trang phu thai (hydrops foetalis).

1P
|| 'W i

Hinh 26: Mét trong hal bo me mdc benh hemoglobin H, nguoi kia la nguoi
truyen bénh « thalassemia (a°-thalassemia) dang cis

Trwong hop 5: M6t trong hai bé me mac bénh hemoglobin H, ngw®i kia la
ngwoi truyén bénh alpha thalassemia (a°-thalassemia) dang trans

Hinh 27: Mét trong hai bé me mdc bénh hemoglobin H, ngudi kia la nguoi truyeén
bénh alpha thalassemia (a°-thalassemia) dang trans
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Khi mét trong hai b me mic bénh hemoglobin H (mang 3 gen dot bién trong s6 4 gen
globin @) con nguoi kia 1a nguoi truyén bénh o thalassemia (o°-thalassemia) dang
trans (mang 2 gen dot bién trong s6 4 gen globin a, véi mdi NST 16 mang 1 gen
globin a dot bién va 1 gen globin o binh thudng) thi trong mdi 1an mang thai ho sé& c6:

= Mot phan hai (50%) kha ning la ngudi truyén bénh o thalassemia (o°-
thalassemia).

= Mot phan hai (50%) kha ning 1a nguodi mac bénh hemoglobin H.
Trwdng hop 6: Ca hai bé me déu mac bénh hemoglobin H

Khi ca hai bd me déu méc bénh hemoglobin H (mang 3 gen dot bién trong s6 4 gen
globin «) thi trong moi lan mang thai ho s& c6:

= Mot phan tu (25%) kha ning 1a ngudi truyén bénh o thalassemia
(a’-thalassemia).

= Mot phan hai (50%) kha ning 1a nguoi mac bénh hemoglobin H.

= Mot phan tu (25%) kha ning thai nhi mang ca 4 gen globin a dot bién
thalassemia gay ra tinh trang phu thai (Hydrops Foetalis).

B
o

Hinh 28: Ca hai bé me d@éu mac bénh hemoglobin H

BENH ALPHA THALASSEMIA CO PHO BIEN KHONG ?

Dbi v6i bénh alpha thalassemia, dac biét 1a truong hop nguc‘ri lanh mang gen bénh
o thalassemia (o -thalassemia) mang 1 gen dot bién trong so 4 gen alpha trén NST 16
pho bién hon nhiéu so véi bgnh B thalassemia. Bénh o thalassemia phan bo pho bien
khap Chéu A, Trung Dong, Chau Phi, ving Dia Trung Hai, ¢ Hoa ky bénh
a thalassemia ciing ¢ mat nhu la két qua cua su di dan.

Do trudong hop nguoi lanh mang gen bénh o thalassemia (chi mang 1 gen dot bi{%n
trong s6 4 gen globin o) ¢ cudc song hoan toan nhu nguoi binh thudng, ngudi truyen
bénh o thalassemia (mang 2 gen dot bién trong so 4 gen globin a) chi cé biéu hién
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thiéu méau nhe, truong hop mang 4 gen dot bién déu chét tir trong qua trinh mang thai
hodc ngay sau sinh nén trén thuc té truong hop dugc gap pho bién 1a nhirg ngudi
méc bénh hemoglobin H vei 3 trong s6 4 gen globin a bi dot bién. Hang nim c6 hang
ngan tré sinh ra mac bénh hemoglobin H va hoi chirng hemoglobin Bart’s, dac biét la
& ving Pong Nam A%,

NGUO1 MAC BENH HEMOGLOBIN H CO BIEU HIEN NHU THE NAO??’

Do ¢ ngudi mac bénh hemoglobin H chi c6 mot gen globin a binh thudng nén co thé
khong thé san xuat day du lugng protein globin o dé tao nén Hb binh thudng (HbA)
véi 2 chudi globin o va 2 globin beta. Thay vao dé & ngudi mac bénh hemoglobin H
c6 sy gia tang tong hop globin B tir cac gen globin B binh thudng nhu 1a mot hinh thic
bl lai cho lugng globin P bi thiéu hut va cir 4 phan ti protein globin B (B4) sé két hop
lai dé tao thanh mot hemoglobin méi trong mau cua bénh nhan goi 1a hemoglobin H
(HbH).

Mic di HbH khdng c6 trong hong cau ¢ ngudi binh thuong nhung HbH c6 kha ning
tuong tw HbA & nguoi binh thudng trong viéc tiép nhéan va giai phong oxygen phuc vu
cho céc hoat dong song cua co thé. Tuy nhién do Cau trac phan tir caa HbH khong
hang dinh nhu HbA nén hdng cau c6 thoi gian séng ngan hon va dé bi pha huy hon so
véi hong cau ¢d HbA, tinh trang nay dan dén biéu hién thiéu mau & mac do tir trung
binh dén niang ¢ bénh nhan HbH va nhitng biéu hién khac nhu xwong bién dang, mét
mai, s6i mat, lach 16n, nhitng biéu hién nay c6 thé thay ddi tir nhe dén nghiém trong.

O hau hét cac bénh nhan mac bénh hemoglobin H déu ¢é biéu hién thiéu mau nhe va
thuong khdng can thiét phai diéu tri bang truyén mau va thuong ciing c6 mot cudc
séng gan nhu binh thuong. Tuy nhién trong mot vai trudng hop tinh trang thiéu méu
xay ra kha nghiém trong va c6 thé bi 1am cho tram trong thém bai tinh trang nhiém
triing, mang thai hozc khi st dung mét sé loai thude dac hiéu.

C6 thé xem ngudi mac bénh hemoglobin H nhu 1a mét truong hop mac bénh man
tinh, bénh nhan can duoc kiém tra dinh ky hang nam, theo doi, tu van trong hén nhan,
sinh con va viéc diéu tri néu can thiét nén dugc thuc hién ¢ cac trung tdm chuyén sau.

TINH TRANG PHU THAI (HYDROPS FOETALIS) TRONG BENH
o THALASSEMIA LA GI ?

Néu Hb cua thai nhi mang ca 4 gen dot bién alpha thi co thé s& khdng thé tong hop
duoc phan tir globin o dé tham gia cau tao thanh HbA binh thuong sau sinh do d6 co
thé s& ting cuong téng hop loai globin gamma (y) vén duoc tong hop tao ra
hemoglobin F cua thai dé bu vao. Trong trudng hop nay 4 phan tir globin y s& két hop
lai v&i nhau (y4) tao thanh loai hemoglobin duoc goi 1a hemoglobin Bart’s khéng co
kha nang van chuyén oxygen do d6 khong thé gidp duy tri sy séng.

Thai nhi mang hemoglobin Bart’s trong giai doan dau s& phét trién binh thuong nhung
sau d6 s& xuat hién tinh trang suy tim lam thai va nhau thai bi & nuéc, phd 1én nén

% http://www.medicinenet.com/alpha_thalassemia/article.htm
2T http://www.thalassaemia.org.cy/about-haemoglobin-disorders/alpha-thalassaemia/severe-alpha-
thalassaemias.shtml
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dugc goi la tinh trang phi thai (Hydrops Foetalis), thé tich nuéc i ting déng ké
(da oi). Tinh trang nay lam tré bi dé non hoac thai luu.

Nguoi me cling c6 thé bi cao huyét ap va c6 nhiéu nguy co méc cac tai bién san khoa
khi sinh do d6 can phai dugc theo dBi dac biét @€ phong tranh céac tai bién.

Hinh 29: Tinh trang pht thai (Hydrops Foetalis) xdy ra trong hgi chizng hemoglobin Bart 's?

LAM THE NAO BE PHAT HIEN TINH TRANG PHU THAI TRONG BENH ALPHA
THALASSEMIA THE NANG?

Siéu am thai dinh ky c6 thé gidp phat hién hhimg thay d6i dac trung trong truong hop
phu thai. Tuy nhién dé chan doan chinh xé&c can phai lay mau nuéc 6i hoic gai nhau
dé phan tich céc gen globin a dot bién bang céac ky thuat di truyén hoc phan tir. Viéc
phan tich thudng mat thoi gian khoang mot tuan.l

Hinh 30: Hinh anh siéu &m cza tinh trgng phi thai & thai nhi %

%8 www. fujita-hu.ac.jp
% http://www.intechopen.com/books/down-syndrome/increased-fetal-nuchal-translucency-thickness-and-

normal-karyotype-prenatal-and-postnatal-outcome
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B LAM THE NAO PE CO THE CHAN DOAN BENH THALASSEMIA?

V& nguyén tic, viéc chan doan cac thé bénh thalassemia dwogc thuc hién dua trén:

Céc dic diém 1am sang cua bénh nhu lach 16n, bién dang xwong mit, cac biéu
hién thiéu mau v.v...

Lam huyét d6 dé danh gia s6 lwgng hong cau (CBC), do lugng hemoglobin
trung binh trong mot hong cau (MCH) va thé tich trung binh hong cau (MCV).

Lam tiéu ban mau dan dé danh gia hinh thai, mau sic cua hong cau.
bién di hemoglobin hodc cac phuong phap khac nhu saC Ky long hiéu nang cao
(HPLC) dé phan tich cac loai hemoglobin trong hong cau

Céc xét nghiém di truyén hoc phan tir nhu multiplex PCR, giai trinh tu gen dé
phan tich cac dot bién trén cac gen globin o va p.

MOT Vi DU MINH HOA XET NGHIEM CHAN DOAN BENH THALASSEMIA:
TRUONG HOP BENH HEMOGLOBIN H

Tré mac bénh HbH khong c6 biéu hign gi bat thuong khi sinh, tuy nhién tré c6 thé bj
vang da sém hon so v&i nhiing tré binh thuong. Do d6 viéc chan doan bénh HbH kha
kho khan.

Trén huyét do6 va tiéu ban mau dan

Trén huyét do phan tich bang may, néu thy kich thudc va theé tich hong cau
giam, nong do Hb trong hong cau giam goi y kha nang bénh nhan mac bénh
HbH.
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Hin 31: (a) Mgt logi may phan tich huyér do; b) Tiéu ban mdu dan tréc va sau khi nhugm

Quan st tieu ban mau dudi kinh hién vi thiy hong cau cia ngudi mac bénh
hemoglobin H nhot nhat, nhé va c6 nhiéu kich c¢& khac nhau. Nhitng dic diém
nay ¢ ngudi mic hemoglobin H thé hién rd hon so v&i ngudi truyén bénh a
thalassemia (chi mang 2 gen dot bién trong sb 4 gen globin a).
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Hinh 32: (a) Tiéu ban hang cau ciia ngiroi binh thirong (HbA)*va (b) tiéu ban hong cau
ciia nguoi mdc bénh hemoglobin H*

Xac dinh loai hemoglobin va ty 1€ tirng loai hemoglobin

Viéc xac dinh cac loai hemoglobin cua hong cau co thé dugc xac dinh bang phuong
phap dién di hoac phuong phép sic ky 16ng hiéu ning cao (HPLC). Cac phuong phap
nay cho phép phan tach cac loai hemoglobin khac nhau trong héng cau nhu HbA,
HbA2, HbF. Cac HbH duoc phan tach va phat hién & nong do thay doi tir 1 - 40%
(thwong la tir 8 - 10%). HbA2 ¢ ngudoi HbH giam con tir 1 - 2% trong khi d6 ¢ nguoi
binh thuong HbA2 c6 néng do khoang 3% .

Hinh 33: Mgt hé thang sdc ky long hiéu ning cao (HPLC) dé phan tich
hemoglobin cua hong cau

%0 http://library.med.utah.edu/WebPath/HEMEHTML/HEMEQO01.html
*! http://microscopic-haematology.com/cases/casel7.html
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Hinh 34 : Két qua phan tich trén hé thang sdc ky léng hiéu ning cao (HPLC) cho thdy s ¢6
mat ciia hemoglobin H trong hang cdu cia bénh nhén (miii tén)>
Phan tich dét bién gen bang xét nghiém di truyén hoc phan to
Tuy nhién dé cd thé chin doan cac dot bién cua gen lién quan dén bénh
thalassemia can phai s dung cac ky thuat di truyén hoc phén tir dé phan tich
DNA d¢ xac dinh chinh xac cac gen dot bien gay ra bénh HbH.

M 1 2 M i 2

<+«— L0 Kb
«— 0.65 Kb

<« 2.1 Kb
. 1.9 Kb

Hinh 35: Mt két qua dién di trén gel san pham cia PCR ¢ bénh nhan hemoglobin H. Lane
M: c&c ddu chudn kich thwéc cia ADN; Lane 1: (trai) mdt dogn cua gen globin a véi doan
0,65Kb, (phdi) doan binh thwong Vvéi doan 2,1b; Lane 2: (trai) doan binh thuwong 1,00KDb,
(phdi) mdt doan cia gen globin a véi dogn 1,9Kb.

%2 http://www.nature.com/gim/journal/v13/n2/fig_tab/gim9201117f3.html
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B LAM THE NAO PE DY PHONG BENH THALASSEMIA

Bénh thalassemia hoan toan c6 thé du phong duoc bing céch sang loc va chan doan
xac dinh nhimg nguoi Ianh mang gen bénh dé tu van trong hon nhan, tru6c va trong
khu mang thai. Mot sé quéc gia di ting c6 ty 1é mac bénh cao nhu Hy lap, Y, Cong
hoa Sip la nhimg nude da thanh cong trong cdc chuong trinh quoC gia nham giam
thiéu ty & ngudi mac bénh thalassemia tir thap nién 80. Mot s6 qUOc gia khac nhu
Iran, Lebanon, Thai lan, Bahrain va nhiéu quéc gia khac dang nd lyc xay dung cac
chuong trinh sang loc quéc gia cho bénh nay va di git hai mot sé két qua dang khich
1. Viét Nam d3 va dang thuc hién chuong trinh sang loc qubc gia bénh thalassemia.

) 100 4—-a—-4a a—&
% Thalalassemia B
thé nang \
B\q
80 p =
&0

\; T N P S

5] - Y
\ —\
a4
0 e Hy lap

0 X ] 111111111111
1972 1974 1976 1978 1983 1982 1984 1986 1988 1990 1992 194

Nam
Hinh 37 : Biéu do dién bién ty I¢ so tré sinh ra mac bénh thalassemia thé nang o
Anh, Y, Hy lgp va Cgng hoa Sip
LAM THE NAO BPE BIET BAN CO PHAI LA NGUO' LANH MANG GEN BENH
HAY KHONG?
Nhirng d6i twong nao can dwoc sang loc?
Dé thuc hién viéc du phong hiéu qua bénh thalassemia. Viéc sang loc nén duoc thyuc
hién o:
= Tat ca cac phu nir chuan bi mang thai hoic dang mang thai.

= Pic biét néu d@a biét c6 ngwdi ho hang cia chong hodc vo mic bénh
thalassemia hoidc da dwge xac dinh la ngwoi lanh mang gen bénh
thalassemia thi ca hai vg chong can phai duogc xet nghiém sang loc.

Cén luu ¥ 1a hon nhén gitra nhing ngudi ¢6 quan hé ho hang (hdn nhan can huyet hay
dong huyét) lam tang nguy co sinh con mac cac bénh di truyén do gen lan trong dé cé
bénh thalassemia.
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Tai sao ban can dwoc tw van di truyén khi sang loc bénh thalassemia?

Mac du viéc sang loc va phat hién nguoi |
lanh mang gen bénh thalassemia kha don ’
gian tuy nhién trudc khi thuc hién cac xét
nghiém sang loc, cac c& nhan can duoc tu
van di truyén dé cung cip théng tin vé
bénh thalassemia, giai thich dé ho cd thé
hiéu rd vi sao can thiét phai thuc hién cac
xét nghiém nhu vay va cac két quasecoy
nghia nhu thé nao. Ngu’m tu van can duoc
dao tao ddy du dé co thé thao luan va
cung cip cho ngudi duogc tu van CAc

thong tin lién quan dén:

Noi thuc hién xét nghiém sang loc va chan doan
Giai thich cac két qua xét nghiém
Giai thich tinh trang nguoi lanh mang gen bénh, cac co hdi dé nhitng nguoi

lanh mang gen bénh khi ho két hén, céc kha ning sinh con mac bénh & nhiing
cap vo chong cé nguy co cao.

Kha nang diéu tri cho ngudi mac bénh thalassemia va cac trudng hop bénh ly
hemoglobin khéc.

Cung cip ddy du cac thong tin dé cac cap vo chdng co thé tu quyét dinh trudc
va trong khi mang thai.

Nhirng xét nghiém nao giup phat hién ngwéi lanh mang gen bénh
thalassemia?

C4c xét nghiém dé phét hién nguoi lanh mang gen bénh thalassemia gom:

Cac xét nghiém sang loc

Cac xét nghiém sang loc chua cho phép xac dinh nguoi lanh mang gen bénh
thalassemia ma chi phat hién nhitng nguoi c6 nguy co cao la nguoi mang gen bénh ma
thoi dé xac dinh chinh xac c6 phai 1a ngudi lanh mang gen bénh thalassemia hay
khong can phai c6 cac xét nghiém dé xac dinh chan doan.

Nhitng xét nghiém sang loc gom co:

Dém s6 lwong hdng cau (CBC: Complete Blood Count): dugc thuc hién chu
yéu trén cac may tu dong khi phan tich huyet do. Dau hiéu goi y nguwol lanh
mang gen bénh thalassemia la tinh tragng thieu mau nhe

Do lwgng hemoglobin trung binh trong mét hong ciu (MCH) va thé tich
trung binh hong cau (MCV): Diu hiéu goi y ngudi lanh mang gen bénh
thalassemia la /.zong hemoglobin trung binh trong mgt hong cau néu nhé hon
27 pg HOAC thé tich trung binh héng cau nhé hon 80 /L.

Panh gia hinh dang va kich thwéc hong cau dwéi kinh hién vi: Dau hiéu
goi y nguoi lanh mang gen bénh thalassemia la hong cau nho, nhot nhat hon
S0 Voi binh thuong.
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Hinh 38: Hinh dnh (a) hong cau binh thirong (b) hong cdu nguoi 1anh mang gen bénh
beta thalassemia dudi kinh hién vi *
= Po nodng dd Ferritin trong mau: Ddu hiéu goi ¥ ngweoi 1anh mang gen bénh
thalassemia la heong ferritin van nam trong gisi han binh thwong (nam 30 -
400 ng/mL va nir 15 - 150 ng/mL) trong khi d6 MCH giam dudi 27pg hoac
MCV giam dudi 80fL.

Céac dau hiéu chi diém trong xét nghiém sang loc phéat hién nguoi
c6 nguy co’ la ngwdi lanh mang gen bénh thalassemia:

Thiéu mau nhe (sé lwong héng cau giam)

e Lwong hemoglobin trung binh (MCH) < 27 pg HOAC thé tich
trung binh héng cau (MCV) < 80 fL

e Hong cau nhé, nhot nhat

e Luwong ferritin van trong gi@i han binh thwéng

Cdc xét nghiém chan dodn xdc dinh ngwdi lanh mang gen bénh thalassemia
Xéac dinh céac loai hemoglobin va ty Ié phan trém tung loai trong héng céu
= Céc loai hemoglobin va ty 1& phan trim ting loai hemoglobin binh thuong ¢
nguoi lon va tré em :
- O nguoi 16n trong truong hop binh thuong, ty 1& phan trim ting loai
hemoglobin trong mau nhu sau:
e Hb A: 95% to 98%

e HbA2:2%to 3%

% http://www.thalassaemia.org.cy/about-haemoglobin-disorders/beta-thalassaemia/prevention.shtml
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e HbF:0.8% to2%
e HbS:0%
e HbC:0%

- O tré nho trong truong hop binh thuong, ty 18 phan traim ting loai
hemoglobin trong mau nhu sau:

e Hb F (so sinh): 50% to 80%
e Hb F (6 thang): 8%
e Hb F (trén 6 thang): 1% to 2%

- Can luu ¥ 1a két qua trén co6 thé khac nhau déi chat giita cac phong xét
nghiém khac nhau.

= Mau xét nghiém duoc sir dung pho bién I mau lay tinh mach hay miu méu
kho (lay ¢ got chén cua tré, thuy tai, ngon tay).
Pé xac dinh nguoi lanh mang gen bénh thalassemia c6 thé sir dung mot trong cac ki

thuat phd bién duéi ddy dé xac dinh loai hemoglobin va ty & phan tram tung loai
hemoglobin:

= Pién di hemoglobin trén gel ** (gel electrophoresis) hoic trén gidy cellulose
acetate:

(@) ()

Hinh 39: (a) Bé dién di protein trén gel diroc ding trong dién di hemoglobin % (b) Két qua
dién di hemoglobin trén giay cellulose acetate *°

= Pién di mao quan (capillary electrophoresis) hemoglobin, day l1a phuong
phap méi hon so véi dign di trén gel, thuc hién trén may chuyén dung dé dién
di protein. Hé thdng tu dong cho phep chay nhiéu mau mét lan, d6 phan giai
I6n, cho két qua tu dong, lwong mau it va it hao tén dién va vat tu tiéu hao.

% http://www.nlm.nih.gov/medlineplus/ency/article/003639.htm

* http://www.mun.ca/biology/scarr/Hemoglobin_Electrophoresis.html

% Pham Quy Trong (2012). TAm quan trong cua dién di hién dai trong chin doan y hoc. B6 mén Huyét hoc,
Khoa Y Pai hoc Y - Dugec Tp HCM
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i 3
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Hinh 41: Mgt két qud dién di hemoglobin trén mdy dién di mao quan *

= May sic ky l6ng hiéu ning cao (HPLC): cho két qua nhanh, chinh xéac

Hinh 42: Mgt hé thong sdc ky long hiéu ning cao (HPLC)

3 http://www.medicalexpo.com/prod/sebia/capillary-electrophoresis-systems-69959-442578.html
% Pham Quy Trong (2012). Tam quan trong cta dién di hién dai trong chan doan y hoc. B mén Huyét hoc,
Khoa Y Dai hoc Y - Dugc Tp HCM
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38%T |—~ HbA : 92,3%

20%1

HbA2:5,8%

Hinh 43: Mgt két qua phan tich hemoglobin trén hé thong HPLC

= Trong mét s6 trwdng hop cac xét nghiém di truyén (phan tich ADN) dugc
thuc hién dé xac dinh nguoi lanh mang gen bénh thalassemia. Cac ky thuat
duoc thuc hién dya trén nguyén tic phat hién cac dot bién gen trén gen alpha
va beta bang ky thuat giai trinh tu hoic cac ky thuat PCR véi cac doan moi dic

A
hiéu.
IVS1-nt5
(Cac8l)
Codon 19 l c
(Mael) — ys1-ntt
(Bsl) 293 bp s
Codon 17 l p
(Bfal) Codon 30 220 bp
Codon 15 l(BSIﬂ 286l) 263 bp
(Sfel) Codon 41-42 175 bp
Codon 26 l (Taql)
TLF-62028 l (Mnih) TLF-62392
E F
293 bp
TLR-62320 TLR-62703
\ / 202 bp
VST IVS2
B
293 bp
293 bp 122 bp
257 bp 106 bp 250 bp
60 bp
C D

Hinh 44: Phéat hién cdc dot bién phé bién cua bénh beta thalassemia bang ki thudt PCR -
RFLP. So d@6 trén bén trdi: phwong phdp phat hién. Cac d@ét bién phat hién duwoc trinh bay
trén cac mdu dién di tir A dén G. Lane a: san pham PCR khong cdt, lane b: nguoi mang dot
bién beta thalassemia thé dong hop, lane c: ngwoi mang dét bién beta thalassemia thé dj
hop, lane d:ngudi binh thuong khéng mang dét bién.>

% http://jmg.bmj.com/content/36/12/937.full
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B MOT CAP VO CHONG NEU CO NGUY CO SINH CON MAC BENH
THALASSEMIA CO THE CO NHIPNG LA CHON NAO?

Céc cap vo chong néu c6 nguy co sinh con mic bénh thalassemia (nhitng nguoi da
duoc thuc hién cac xét nghiém sang loc va duoc chan doan xac dinh 13 nguoi lanh
mang gen bénh thalassemia) can duoc tu van cang sém cang tét bai cac chuyén gia vé
tu van di truyén dé phan tich, danh gia timg truong hop cu thé va trén co s¢ d6 cac cap
vo chong c6 thé lya chon cac phuong an thich hop:

= Kha ning mic bénh cua thai nhi néu nguoi vo dang mang thai

= Céc kha ning dé chan doan xac dinh bénh cua thai nhi, noi s& thuc hién cac xét
nghiém chan doan do.

= Céc bién phép can thiép bao gém ca viéc dinh thai, noi s& thuc hién céc bién
phép can thiép. Can phai luu y dén cac van d¢ van hoa, ton giao ctia Cac cap vo
chong trong qua trinh tu van.

= Nén hay khéng nén c6 con hoac nén nhan con nubi

= Xem xét lya chon phuong 4n thy tinh trong dng nghiém va cac bién phap dé
xac dinh phéi hoac thai cé mac bénh hay khéng.

R
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B CHAN POAN TRUOC SINH BENH THALASSEMIA BUQC THUC
HIEN NHU THE NAO?

Viéc chan doan trudc sinh bénh thalassemia cé thé thuc hién qua cac phuong phap
sau:

. X Qua dwong
Qua dwong co thanh bung
tlr cung
Py N A oA | o) 2 Klm '? .‘\. 1
Bau do siéu am Banh nhau ’ Dich 6 ' 1 Ef/
'. 1 "". N ,..‘—_-\
Banh nhau
Ca-te-te i ) . Banh nhau . . L
Lay mau gai nhau Lay mau nwoéc Oi

Hinh 45: Ldy mdu gai nhau va ldy mdu nuéc 6i dé phan tich *°

PHAN TiCH NUOT Ol

Viéc phan tich duoc thyc hién ¢ quy 2 cua thai ky, thuong vao khoang sau tuan thai
thir 15. Qua hudéng dan cua siéu am, cac chuyén gia s€ dung kim dua vao trong budng
tar cung dé 1ay khoang 10mL nuéc 6i trong d6 c6 chtra cac té bao bong ra tir thai nhi .
Dich 6i s& duoc giri dén phong xét nghém dé phan tich ADN nham xac dinh thai nhi
c6 hay khéng méc bénh thalassemia qua phéat hién cac gen dot bién.

PHAN TiCH MAU GAI NHAU

Viéc chan doan bénh thalassemia ¢ thai nhi c6 thé thuc hién sém hon ¢ khoang 11 dén
14 tuan thai bang céch phan tich cac té bao & miu mé gai nhau. Qua huéng din cua
siéu &m, chuyén gia s& sir dung mot dung cu dic biét dé lay mot mau gai nhau qua
duong thanh bung hodc qua duong Am dao (tUy theo vi tri cia banh nhau). Mau gai
nhau s& duoc gui dén phong xét nghiém dé phan tich ADN. Phwong phap nay cho
phép tra két qua sém hon cho bénh nhan va do d6 giup giam thiéu ap lyc tinh than &
cac cap vo chdng co nguy co cao.

PHAN TiCH MAU DAY RON

Viéc ldy mau day rén duoc thuc hién sau tuan tha 18 cua thai ky. Qua huéng dan cua
siéu &m, chuyén gia sé dua kim qua thanh bung cta san phu, vao tir cung roi dua vao
day ron cua thai nhi dé lay mot lwgng mau nho. Mau mau nay sé duoc dua dén phong

%0 http://www.merckmanuals.com/home/womens_health_issues/genetic_disorders_detection/
prenatal_diagnostic_testing.html

37


http://www.merckmanuals.com/home/womens_health_issues/genetic_disorders_detection/%20prenatal_diagnostic_testing.html
http://www.merckmanuals.com/home/womens_health_issues/genetic_disorders_detection/%20prenatal_diagnostic_testing.html

xét nghiém dé phan tich ADN c6 trong céc té bao mau dé phat hién cac gen dot bién
trong bénh thalassemia.

Hinh 46: Ldy mdu mau day ron

Ca ba phwong phap trén déu c6 nguy co gay say thai sau khi
thwc hién tha thuat do dé cac san phu can dwoc tw van day dua vé
kha nang gay say thai cta tha thuat trwéc khi ho quyét dinh tham
gia.

QUY TRINH CHAN BDOAN TRUOC SINH

Sau khi da c6 két qua sang loc va chan doan xac dinh b me 1a nhitng nguoi mang gen
bénh thalassemia viéc chan doan trudce sinh dugc thuc hién theo trinh ty sau:

1. Phan tich cac dot bién gay bénh thalassemia (a hoic B thalassemia) & bb va me

2. Trén co sé di xac dinh dot bién cua bb va me dé dinh huéng phat hién dot bién
¢ thai nhi qua mau nudc 6i hoac gai nhau hoac té bao mau day ron.

3. Can cu trén két qua phan tich gen dot bién cia thai nhi s& c6 mot trong sb 3
tinh huong sau day xay ra:

- Thai nhi mang cac dot bién cho thay sé& biéu hién thanh bénh thalassemia thé
nang.

- Thai nhi sé 1a nguoi lanh mang gen bénh thalassemia.
- Thai nhi hoan toan khdng mang gen bénh thalassemia
San phu s& dugc tu van di truyén dé lya chon quyét dinh phil hop véi tirng hoan canh.

*! http://emedicalhub.hubpages.com/hub/Genetic-Testing-During-Pregnancy
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XAC BINH CAC GEN POT BIEN TRONG BENH THALASSEMIA

Trén gen globin o va gen globin B c6 nhiéu dot bién khac nhau cé thé gay bénh
thalassemia. Nhu trong truong hop B thalassemia, gen globin  ¢6 thé 6 trén 200 loai
dot bien khac nhau.

D¢ thuan loi cho viéc chan doan bénh thalassemia, mdi quoc gia can ¢ cac nghién
ctru dé xéac dinh céc loai dot bién thalassemia pho bieén dé xay dung quy trinh k¥ thuat
chan doan phu hop.

Tai Vigt Nam nghién ciru Ve ti 1¢ cac dot bién a-thalassemia va B-thalassemia cua téc
gia Nguyén Khic Han Hoan* (Bénh vién Tir Dii) cho thiy:
= Ti I¢ dot bién thalassemia cua thai phu kham thai tai bénh vién Tu Da 1a
1,70%, bao gém ti 1é a-thalassemia la 1,11%, B-thalassemia la 0,52%, o-
thalassemia kem [-thalassemia la 0,07%.

= 98,7% bénh a-thalassemia do 4 loai alen d6t bién gay ra: -->*; | -a*"; , a“°a

va -a*?,

= 08,2% bénh B-thalassemia do 8 loai alen dot bién gay ra: codon 26 GAG
>AAG, codon 17 AAG>TAG, codon 41/42 —TCTT, -28 A>G, codon 71/72
+A, codon 95 +A, IVS 2-654 C>T va IVS 1-1 G>T.

Ky thuat phan tir st dung trong xac dinh cac dot bién gen thalassemia phu thudc vao
gen dot bién la gen globin o hay p.

= Cac dot bién gen o thalassemia thuong duoc chan doan dua trén ki thuat gap-
PCR

= Cac dot bién gen B thalassemia thuong duoc chan doan dya trén ky thuat
ACRS/PCR-RFLP.

Viéc sir dung mau dé phan tich ADN trong chan doan truéc sinh phu thudc vao ting
trung tdm chan doan trudc sinh. Tai DPai loan, ty I€¢ mau nudc oi trong chan doan trudc
sinh bénh thalassemia | 87,1%, mau gai nhau 9,6% va mau day rén 3,3%". l

42 Ngyén Khéc Han Hoan, 2011, Lu4n 4n Tién si Y hoc, Nghién ctru tam soat va chan doan trudc sinh bénh

alpha va beta thalassemia.

*% Genetic Screening and Prenatal Diagnosis of Thalassemias and Hemoglobinopathies in Taiwan Today by
Ching-Tien Peng, MD, MPH, Superintendent & Prof. of The Children’s Hospital, China Medical University &
Hospitals, Prof. of Biotechnology, Asia University, Taichung, Taiwan. http://www.slideshare.net/
Thalassaemia_Intl_Fed/genetic-screening-and-prenatal-diagnosis-of-thalassemias-in-taiwan?from_search=1
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B SO PO SANG LOC VA CHAN POAN TRUOC SINH BENH
THALASSEMIA

So db dudi day gidi thiéu quy trinh sang loc va chan doan trudce sinh tai Bénh Vién Tur
Di, Tp HCM™*

THAI PHU
Lan kham thai dau tién

A 4
SANG LOC ME Am tinh N .
~ S X A g NGU’NG
Bénh s, Huyét do (*) SANG LOC
4 Duongtinh +
- DIEU TRI
SANG LOC ME (tt) o
. L A p THIEU SAT
XN Ferritin (dw trir sat) (**) Am tinh NEU
SANG LOC BO XN
Bénh stp, Huyét dé (*) ‘CHO X
- KET QUA
Dworng tinh FERRITIN
- - GIAM
- XN Ferritin (dw trir sat) (**) ——»
- Phan tich hemoglobin ($)
CAP VQ CHONG
Pa biét mang gen bénh
¢ Dwong tinh TU VAN
=z & rs
- Bénh stp »| CHAN DOAN
- Huyét do TRUOC SINH
- XN Ferritin (dw trip sat)
- Phén tich hemoglobin

. s

o (*) Huyét db (+) khi MCV < 80fL TT"I'_IAU',CE;,:\IN(';
hoac MCH <28pg THAI Bl BENH hokc

e (**) Ferritin (dw tri¢ sat) (+) néu MANG GEN BENH
nam trong gi¢i han binh thwéong :

e (#) Néu van con thiéu mau nhwoc
sac sau khi Ferritin vé binh i
thwong: sang loc lai bénh -
thalassemia TUVAN

« ($) Phan tich hemoglobin dé phan
loai bénh thalassemia

a4 Ngyén Khéc Han Hoan, 2011, Lu4n 4n Tién si Y hoc, Nghién ciru tam soat va chan doan trudc sinh bénh
alpha va beta thalassemia.
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B BENH THALASSEMIA DU'Q'C DIEU TRI NHU THE NAO?

GHEP TE BAO GOC TAO MAU

Bénh beta thassemia chi cd thé dugc diéu tri triét dé bang cach ghép té bao gbc tao
mau (HSCT: hematopoietic stem cell transplantation) bao gém viéc ghép tiy xuong
(BMT: bone marrow transplantation). Phuong phap ndy d3 thanh coéng trong nhiéu
truong hop véi diéu kign bénh nhan c6 thé trang tot va su twong hop trong hé thong
khang nguyén bach cau nguoi (HLA: Human Leucocyte Antigen) véi ngudi cho té
bao. Dé cb duogc thé trang tét doi hoi bénh nhan phai dwoc su quan 1y day da vé mat
lam sang trong nhiéu nam trude khi diéu tri. Tuy nhién chi c6 mot ty 18 twong dbi nho
bénh nhan (khoang 20%) c6 dugc su twong hop day di v6i ngudi cho trong gia dinh
dé c6 thé ap dung liéu phap diéu tri nay hon nita viéc diéu tri bang ghép té bao géc tao
mau hién van rat ton kém do d6 phuong phap nay chua thé la giai phap diéu tri cho tat
ca cac bénh nhan mic bénh thalassemia.

CHAN BOAN DI TRUYEN TRUOC KHI LAM TO (PGD: Pre-implantation Genetic
Diagnosis) PE DI PHONG VA PIEU TRI”

Viéc diéu tri bang phuong phap ghép té bao gbc tao méau gap rat nhiéu kho khin trong
viéc tim kiém nguoi c6 the cho té bao twong hop. Mot giai phap dé giai quyét van dé
nay la cha me cua tré mac bénh thalassemia sinh thém mot dira con twong hop hoan
toan vgi anh hoic chi da méc bénh.

Dé c6 thé dam bao sinh duoc mot dira tré s& 1a ngudi cho té bao hoan toan twong hop
tai cac trung tam I6n da ung dung mot ki thuat dac biét goi 1a "Phurong phdp chan
doan di truyén truéc khi 1am té - Twong hop khang nguyén bach cau" (PGD-HLA).
Trong k§ thuat nay, phoi trude khi duoc cdy vao trong tir cung cia me & duoc chon
loc trong phong thi nghiém dé dam bao khdng nhiing khéng mac bénh thalassemia
nhu cach ma phuong phép chan doan di truyén trudc khi 1am to thuc hién ma con co
su tuong hop khang nguyén bach Cau glong nhu nguoi anh hodc chi mic bénh. Trong
nhimg truong hop nhu vay, mau cudng rén cua dira tré nay duoc lay khi sinh va cac té
bao tach ra tir mau cubng roén sé duoc st dung dé ghép cho bénh nhan. C6 thé n6i mot
cach khac la bang céch nay cac nha khoa hoc da "lgp trinh" de c6 dugc mot nguoi cho
té bao géc hoan hao dé cung Cap cho nguoi anh hoac chi mac bénh. Pay 1a mot ky
thuat phuc tap va dat ra nhiéu van dé vé y duc.

O mot miat khac, phwong phap chan doan di truyén trudc khi lam t6 1a mot phuong an
hiéu qua dé tranh phai c6 quyét dinh dinh thai khi chan doan trudc sinh cho thay thai
nhi méc phai mot réi loan hemoglobin nghiém trong nao do. Viée dinh thai hién van Ia
maot bieén phap khong phai dé dang dugc chap nhan tai mot s6 quoc gia va mot sé ca
nhan va gia dinh do nhing rao can vé van hoa va ton gido Vi vay si dung phuong
phap chan doan di truyén truge khi 1am to dé "lap trinh” cho viéc sinh ra tré hoan toan
khong mac céc réi loan hemoglobin c6 thé tro thanh mot giai phéap thay thé, mac do
phuong phap nay tai mot sé qudc gia trén thé gidi cling van vap phai nhiing tro ngai
vé dao dirc twong tu nhu bién phap dinh thai .

% http://www.regionalfertilityprogram.ca/program-preimplantation-genetic-diagnosis.php
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Hinh 47: Ky thudr tich dong thoi hai thé cuc
trén hop tur trong kp thugt chan dodn di truyén
truoc khi lam té

LIEU PHAP GEN

Mot bién phap diéu tri khac cho bénh thalassemia van dang con trong giai doan
nghién ctru 12 liéu phap gen (gene therapy). Trong liéu phap nay cac gene dot bién mat
chire ning dugc stra chira bén ngoai co thé, va sau d6 duge dua trd lai vao trong cac
mod tao mau caa bénh nhan (tay xuong) va 1am cho chung c6 kha ning san xuat cac
hong cau méi chira cac hemoglobin binh thudng (HbA) va thyuc hién chitc ning mot
cach hoan hao. Pay 1a phuong phap dang dugc bénh nhan, gia dinh cua bénh nhéan va
cong dong y khoa trong doi trong viéc diéu tri bénh thalassemia. Néu thanh céng bénh
nhan s& khong con phu thudc vao viéc tim kiém ngudi cho tuong hop trong phuong
phap ghép té bao gbc tao mau ma viée diéu tri chi phy thudc vao chinh céc té bao caa
bénh nhan do d6 khéng gap phai gidi han nao trong viéc ghép tay xwong dé diéu trj.

1. C4c té bao khiém
khuyét di truyén dwoc
tach khéi bénh nhan

2. Trong phong thi nghiém, st
dung mét virGt da dwoc bién
ddi dé khong thé sinh san

7. z X A 2
E:ac,te bao .San ; 3. M6t gen binh thuwong

Xuat cac protein
N ‘p dwoc dua vao trong
binh thwona ‘

A< virt
6. Céc té bao da 'gé, ?ﬁ

thay déi dwoc duwa
vao trong co thé

bénh nhan { /

4. Virut sau khi cai gen dwoc
trén 1an véi té bao lay tir bénh
nhan

5. Té bao cta bénh nhan
dwoc thay dbi v& mat di
truvén

Hinh 48: So dé minh hoa cdc bude co ban trong liéu phap gen

“® http://ec.europa.eu/dgs/jrc/index.cfm?id=5290
*" http://sgugenetics.pbworks.com/w/page/38371765/Gene%20Therapy
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B VIEC PIEU TRI BANG TRUYEN MAU CHO BENH NHAN
THALASSEMIA THE NANG PUWQ'C THUC HIEN NHU THE NAO*®?

Viéc truyén mau déu dan c6 mét vai tro rat Ion trong viéc dam bao chét luong sdng va
kéo dai tuoi tho cua cac bénh nhadn mac bénh thalassemia thé nang va dong vai tro
trong tdm trong viéc diéu tri bénh thalassemia.

O céc bénh nhan thalassemia thé nang néu khong dugc chim séc y té day du thi tinh
trang thieu mau nang va qué san cua tay xuong s€ dan dén tinh trang:

= Cham phét trién

= Bién dang mat va cac xuwong khac
= Xuong don va dé gay

= Gan lach I6n

= Suy giam cac hoat dong thé chat

Viéc truyén mau déu dan sudt doi s& giup du phong céac biéu hién trén cua bénh, it
nhét 13 cho dén khi c6 thé tim ra cac bién phap diéu tri hiéu qua hon. Tuy nhién viéc
truyén méu diéu tri sudt doi ciing c6 nhitng van dé can quan tdm dé tranh nhitng tai
bién.

KHI NAO THI NEN BAT PAU VIEC TRUYEN MAU PIEU TR/ O BENH NHAN
THALASSEMIA?

Muc do nghiém trong cua tinh trang thiéu mau thuong dugc danh gia dua trén nong
d6 cua hemoglobin (Hb) trong méu. Nong d6 nay dugc do mot cach dé& dang tai cac
don vi xét nghém huyét hoc. Nong @6 Hb binh thuong nam trong khoang 12 - 16g/dL
& nam va 11 - 14 g/dL & nix va tré em. Tinh trang thiéu mau trung binh ¢ ca nam va ni
xay ra khi nong d6 Hb trong khoang tur 8 - 11d/dLva tinh trang thiéu mau nang xay ra
khi ndng d6 Hb dudi 8g/dL. Bénh nhin nén duoc bat dau truyén mau diéu tri ngay khi
hoi du cac diéu kién sau:
1. Pugc chan doan chic chan mac bénh thalassemia bang cac xét nghiém huyét
hoc, dién di hemoglobin hoic céc xét nghiém khéac dé xac dinh cac loai Hb cua
bénh nhan nhu dién di mao quan, sac ky long hiéu ning cao (HPLC).

2. Phan tich di truyén dé xac dinh ban chat cua cac dot bién trén gen alpha va beta
cling nhu su ¢6 mat cua vi tri enzym cat gigi han Xmn1, mét dau chi diém gidp
du bdo mutrc d6 nghiém trong cua bénh va xac dinh ché do diéu tri pht hop nhat
cho tirng bénh nhan.

3. Nong d6 Hb dudi 7g/dL kéo dai trén hai tuan hoac trong hai lan xét nghiém ké
nhau.

4. Nong d6 Hb trén 7g/dL nhung bénh nhan c6 nhiing biéu hién bién dang xuong
mat, cham phét trién, tang can cham, gay xuong, ta0 mau ngoai tay.

*8 http://www.thalassaemia.org.cy/wp-content/uploads/pdf/about-hb-disorders/About%20Thal_Chapt%203_
Blood %20Transfusion.pdf
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VIEC TRUYEN MAU BU'O'C PAM BAO AN TOAN NHU THE NAO?

Do viéc truyen mau diéu tri phai dwgc thuc hién tron doi nén phai dam bao c6 du
ngudn cung cap mau cho bénh nhan.

Viéc truyén mau ludn an chira nguy co lay nhidm cac tac nhan gay bénh nhu vi khuan,
virut, cac loai ky sinh tring tir ngudi cho mau sang bénh nhan do dé can phai giam
thiéu toi da nguy co nay thong qua viéc dam bao cac nguyén tac truyén mau.

Hong cau ¢ toi 26 hé nhém méu, bao gom tai trén 600 loai khang nguyén khac nhau.
Rat kho dé c6 duoc su twong hop Voi tat ca cac nhdm mau va khang nguyén noi trén
do d6 can phai dam bao c6 su twong hop it nhat 1a ddi véi hé nhém méau ABO, yéu tb
Rh va cac hé thong Kell (hay con goi 1a hé thong Kell - Cellano) dé dam bao an toan
cho bénh nhan khi truyén méu.

THANH PHAN NAO CUA MAU PUOC TRUYEN CHO BENH NHAN?

Mau cua nguoi cho duoc goi la mau toan phan trong do
ngoal hdng cau con cé huyet tuong, bach cau va tiéu cau.
Mdi don vi mau dugc lay tir mdi nguoi cho mau khoang
250 dén 350 mL. Sau khi da tach huyét twong, bach cau va

cac loai té bao khac da dugc tach ra dé chi con lai hong cau, eyt ok s
mdi don vi mau con khoang 150 mL duoc st dung dé e O
truyen cho bénh nhan. Nhiing thanh phan khac nhu chat [ °“:
chong dong cac dudng chat ciing c¢6 thé duoc cho thémvao _@N.... e

dé truyén. Luong dich bd sung phu thudc vao sé don vi
mau duoc st dung.

Do cac bénh nhan méac bénh thalassemia thé nang chi thiéu
hong ciu nén viéc truyén mau diéu tri cho nhiing bénh
nhan nay chi nén truyén héng cau. Néu bénh nhan duoc
truyén mau toan phan s& cé thé lam cho hé tuan hoan cua
bénh nhan tro nén qua tai gay ra cac bién chting nhu suy
tim, @ dich trong Iong nguc gay phi phdi. Viéc loai bo bach cau va tiéu cau ra khoi
thanh phan mau truyen cho bénh nhéan cling gitp lam giam cac phan tng nhu sot trong
va sau khi dugc truyen méu. Mic di cac bién chimg trén déu co thé duoc diéu tri tuy
nhién can nd luc dé han ché téi da cac bién ching cd thé xay ra cho bénh nhan.

CHE DO TRUYEN MAU DIEU TR/ CHO MOI BENH NHAN DUQC XAC LAP NHU
THE NAO?

Thé tich mau va khoang cach gitra c4c 1an truyén méu diéu tri cho mdi bénh nhan can
duoc tinh todn dua trén céc yéu té sau:

1. Tudi ciia bénh nhan va cac biéu hién trén 1am sang,
2. Céac dung dich dugc bo sung dé bao ton hdng cau;
3. Hematocrit caa hong cau ngudi cho va
4. Nong @6 Hb cua bénh nhan.
Quyét dinh nay s& do cac bac si chuyén khoa huyét hoc chi dinh.
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Muc tiéu ctia viéc truyen mau nham t6i muc tiéu duy tri nong do hemoglobin cia bénh
nhan ¢ trong khoang 9 - 10,5g/dL trudc khi truyen va khong vuot qua 15g/dL sau khi
truyén. Véi ché do truyén nhu vay s€ gitp bénh nhan:

= Han ché tdi thiéu sy tang sinh cua tiy xuong

= Phét trién binh thudng vé thé chat va tinh than

= Han ché cuong lach

= Giam thiéu tinh trang & dong sét trong cac co quan
Khi tinh toan khoang céch gitra cAc 1an truyén ciing can luu  dén cac yéu to nhu cong
viéc cua bénh nhan, viéc hoc tap cua bénh nhén cling nhu khoang cach tir noi ¢ den co

soy té gan nhat c6 thé thuc hién viéc truyén mau. Thoi gian cho mai lan truyén mau
cling can duoc tinh toan cho pht hop véi ting bénh nhan va yéu cau diéu trj.

Pé danh gia hiéu qua caa liéu trinh truyén méu diéu tri, nong d6 Hb duogc do trudc va
sau moi lan truyén mau. Néu khdng thé do dugc nhu vay nong do Hb nén dugc do
mot lan mot tuan hoac 2 tuan mot lan deé theo dai.

VIEC TRUYEN MAU DIEU TR/ CO GAY RA PHAN UNG GI KHONG?

Viéc truyén mau co thé gay ra cac phan tng khéng mong mudn hozc céc bién chang ¢
bénh nhan. Céc bién ching nay duoc goi la phan tng truyén mau. Cac phan ung nay
c6 thé chia lam hai loai:

1. Cac phan tng lién quan dén hé théng mién dich cia bénh nhan nhu tan mau
cap, di rng v.v...

2. Cac phan tng khong lién quan dén h¢ théng mién dich cua bénh nhan nhu

ngh§n mach do bot khi, qua tai hé tuan hoan, tang calci hoac kali mau, nhiém
Khuan v.v....

Ca hai loai phan tng nay c6 thé xay ra trong hodc sau khi truyén méau. Phan tng c6

thé xay ra ngay chi sau khi truyén vai mililit mau hoac xay ra ngay sau khi truyén

hoac sau vai ngay hoac vai tuan hoac tham chi 1au hon.

Dé c6 thé han ché ti da bién ching cho bénh nhan khi truyén mau diéu tri, nhan vién

y té can tuan thu tat ca cac quy dinh cua cdng tac truyen méu.

45



B TINH TRANG QUA TAI SAT VA VIEC DIEU TRI THAI SAT O' BENH
NHAN THALASSEMIA*??

Bénh thalassemia gay ra tinh trang tich tu sit trong co thé. Luogng sit nay dugc dua
vao co thé bénh nhan qua dudng thirc an va qua duong truyén méau. Néu tinh trang du
thira sit nay khong duoc giai quyét s& gay ra nhitng ton thuong & cac co quan dic biét
12 gan va tim. Do d6 bénh nhan thalassemia phai sir dung cac loai thudc thai sat
(chelators) dé gilp thai sat ra khoi co thé.

SAT CO MAT & PAU TRONG CO THE NGU'Ol BINH THUONG?

O nguoi trudng thanh binh thuong s& c6 khoang 3,5g sit trong co thé, trong dé co
khoang 3g duoc sir dung dé tham gia vao cau tric caa hemoglobin. Khi hong cau gia
va chét di hemoglobin ctia n6 s& dugc phan tach thanh céac globin va Hem (phan nhan
chtra sit). Sau d6 cac globin s& duoc phan tach thanh cac axit amin, sat duoc tach ra tir
thanh phan Hem sé& dugc cac protein transferrin van chuyén dén cac co quan tao mau
dé tai tao Hem cho cac hong cau méi. Céac axit amin s& duoc sir dung dé tai tao thanh
phan globin caa hemoglobin.

[ P o
//'_,;/’ = ) ( '®) O> Dai thuc bao
" \ (“ & ZJ 500mg
\/ - __/} . ~ \O—J

Sai co ’ T6ngséltthng ‘ Hemoglobin
[hame)| BB ek
(& cac enzyme & | ‘1 3.58 “ “ \' 3 mg

cac cytochrome)

| | |\ |
f ] A\

fn Gan
</ 200mg

Hép thu

Bong niém mac /
da day - rudt “ [ |

Hinh 49: Sir phan bé sdt trong co thé nguoi trwdng thanh binh thuwong™. Khodng 3,5 g sdt
dioC luu trik Ciia co thé ngwoi. Hau hét ¢ trong hemoglobin cia hong cdu(2.300 mg).
Khodng 10% sat ¢ trong C&c Soi co (myoglobin) va cdc mé khdc (trong cdc enzyme va
cytochrome) (350 mg). Phdan con lai diwoc leu trit trong gan (200 mg), cdc dai thuc bao
(500 mq), va tuy xwong (150 mg).

* http://www.thalassaemia.org.cy/wp-content/uploads/pdf/about-hb-disorders/About%20Thal_Chapt
%204 _Iron.pdf
%0 http://www.nature.com/nrgastro/journal/v7/n11/fig_tab/nrgastro.2010.151_F1.html
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Nhu vay co thé tai sir dung gan nhu hoan toan luong sit sin c6 trong co thé, mi ngay
chi c6 mot lugng rat nho khoang tir 1 - 2 mg sit dugc dao thai ra khoi co thé qua
duong tiéu, phan, su bong tréc cac té bao biéu mé da, duong tiéu hoa, dudng méat va
duong tiét niéu, va qua mat mau trong chu ky kinh nguyét ¢ phu ni. O nguoi binh
thuong, luong sit thay thé chi dugc bu dip qua thic an dugc hap thu tir duong tiéu
hoa.

O’ NGU'O1 BENH THALASSEMIA, Vi SAO SAT B/ I PONG TRONG CO’ THE?

O nhitng bénh nhan thalassemia thé trung gian va thé ning khong duoc truyén mau,
co thé s& cb géng bu dép cho tinh trang thiéu méau niang cua bénh nhan bing cach tang
cudng hap thu sat tur rut (2 - 5 g/nam so véi 0 OOng/nam & nguoi khoe manh), dé
ting cuong tao hong cau. Luong sat hap thu phu thuoc vao muac do thiéu mau, thiéu
mau cang nang luong sat hap thu cang nhiéu, tay xuong cang tang cuong hoat dong
dé tao thém nhiéu hong cau cho co thé. O bénh nhan thalassemia, dé co thé duy tri
lwong hemoglobin & muac khoang 9g/dL (do truéc khi truyén) doi hoi phai duoc
truyén mau mot cach déu dan néu khong co thé s& ting cuong hap thu sat tir rudt ¢
muc 1 - 5Smg/ngay (hoac 0,4 - 2g/nam).

Tuy nhién luong sat qué tai trong co thé bénh nhan thalassemia chu yéu 1a do truyén
mau. Luong sit ma co thé nhan tir dudng nay cao hon rat nhidu so véi viéc hap thu
qua duong tiéu hoa, do d6 ho can phai sir dung céc loai thudc thai sat dé thudc nay gan
véi sit va dua sat ra khoi co thé.

M3i mililit (mL) hong cau chaa khoang 1,1mg sat, trung binh mdi don vi méu (chi
gom hong cau) khoang 250mL s& chta khoang tir 200 dén 290 mg sit. Luong sat
dugc giai phéng tr qua trinh phan hiy hong cau s& la nguyén nhan chinh dan den sy
tich tu st trong co thé ciia bénh nhan khi dugc truyen mau trong thoi gian dai. Vi du
nhu néu mot bénh nhan nhan 30 don vi mau mdi nam s& & dong khoang 6 gram sit
trong mot nam (200 x 30 = 6.000 mg = 6 g) hay vao khoang 15 - 16 mg/ngay. Co thé
khong thé bai tiét mot lwong 16n sit du thira nhu vay ra khoi co thé do do6 sat s& @
dong lai trong cac mo va cac co quan cta co thé gay ra cac bién chung nghiém trong
cho céac bénh nhan mic bénh beta thalassemia thé nang.

TINH TRANG U DONG SAT GAY RA NHUNG HAU QUA Gi & NGU'O1 BENH
THALASSEMIA?

Cac biéu hién 1am sang cua tinh trang qua tai sit bat ¢au xuat hién khi bénh nhan duoc
khoang 10 tudi. U sit ¢ gan c6 thé dan dén xo gan trude khi tré duoc 10 tudi néu
khong duoc diéu tri thai sit va dac biét 1a néu bénh nhan bi kém thém viém gan siéu vi
B hoic C. Bénh tim, mot trong nhitng nguyén nhan gay tir vong phd bién nhat ¢ nguoi
méc thalassemia thé ning ciing d3 duoc bdo céo xay ra sau khi truyén mau duoc 10
nam, tuy nhién tinh trang suy tim thuong chi xay ra sau khi da truyén mau duoc tir 15
nam trd |én.

U dong ciing 1a nguyén nhan quan trong din dén sy cham day thi ¢ bénh nhan
thalassemia, anh hudng dén khoang 50% sé bénh nhan nam va ni. Ngoai ra con gay
kho khan cho viéc thu thai & phu nir (khoang 25% truong hop) va cling 1a mét nguyén
nhan gay ra bénh dai thao duong.
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Vé lau dai, sy o dong qua murc sat con lam tén thuong cac co quan quan trong khac
nhu tuyén giép va cén giap do do bénh nhan can duogc diéu trj thai sit dé tranh nhiing
hau qua lam giam chat lwong sdng va rat ngan tudi tho caa bénh nhan.

| @

Tuyén giap & can giap

Tinh hoan A T Budng trim
o in NAM NU g tring )

Hinh 50: Cdc co quan c6 thé bi anh hwéng do qua tdi sdt ™

THUOC THAI SAT DESFERRIOXAMIN (DFO) HAY DESFERAL TAC DUNG NHV
THE NAO?

Do co thé khong thé thai lugng sat thira ra khoi co thé nén céc loai thudc thai sat bang
cach gan vai sat va gilp sat dugc bai tiét ra khoi co thé phai dugc st dung dé gitp
bénh nhén tranh tinh trang & dong sat trong co the.

Desferrioxamine (DFO) la loai thudc thai sat dau tién dwoc sén,xuét va dua ra thi
truong tir thap nién 1970 dé hoi tro dicu tri cho cac bénh nhan mac bénh thalassemia
thé nang. DFO tac dung bang cach: (1) gan voéi sat trong co thé dé tao thanh
ferrioxamine va sau d6 chat nay duoc thai ra khoi co thé va (2) 1am giam doc tinh cua
sat bang cach bét hoat céc gbc tu do (OH") duoc giai phdng qua cac phan wng héa hoc
dudi day:
O, + Feg+ -0, + Fez+
H,0, + Fe”" - OH + HO™ + Fe**

DFO s& lay sit cua co thé tir hai nguon: (1) sat duoc giai phong tir qué trinh pha v

hong cau, lugng sat duoc thai tir nguon nay chiem khoang 70% luong sat duoc thai
bai DFO va duogc thai qua nudc tiéu; (2) sat tich tu ¢ gan, day 1a noi du trir sat 16n thur

*! http://thesecretoftheblood.blogspot.com/
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hai trong co thé. DFO gan vai sat trong c4c té bao gan sau d6
dugc thdi ra khoi co thé qua phan. DFO khong thé gan vei
sat khi sat da dugc gan vai protein transferrin.

MJi gram DFO sé& gilp bai tiét 93mg sat tuy nhién hiéu qua
nay con phu thugc vao duong st dung DFO, lugng sat tich tu
trong co thé, ndng do vitamin C trong co thé va viéc tuan thu :
liéu trinh diéu tri thai sit caa bénh nhan.

Vitamin C gilp st chuyen tir dang sét ba (Fe3+) thanh sit hai
(Fe”), hién tugng nay rat quan trong vi sat hai dugc thai loai
khoi co thé qbang cach gin voi DFO ’de dang hon so voi sit Hinh 51- Thudc

ba. Do d6 d¢€ lam tang hi¢u qua thai sat bénh nhan s& su dung Desferrioxamine
DFO cung vai vitamin C. Liéu vitamin C hang ngay la 50mg

cho tré dudi 10 tusi va 100mg cho nhitng tré 16n hon. Liéu vitamin C khong nén qua
200mg/ngay. Néu bénh nhan c6 ché do an giau vitamin C (c6 nhiéu trong cam, nudc
trai cdy tuwoi) s& khdng can phai bo sung thém vitamin C (mdi trai cam Ién c6 thé cung
cap 75 mg vitamin C, 100mL nudc trai cay tuoi cung cap khoang 50 mg vitamin C).

Tuy nhién viéc ubng vitamin C can duoc Sy tu van cia béc si diéu tri vi st dung qua
muc vitamin C ¢ thé gay doc cho bénh nhan dic biét 12 & bénh nhan khong duoc diéu
tri DFO, do vitamin C 1am huy dong mét luong sit qua mac ¢ dang sit hai va dudi
dang nay sat sef gay ra nhitng ton thuong ning né hon cho cac mé.

KHI NAO NEN BAT DAU PIEU TRI BANG THUOC THAI SAT?

Céc bénh nhan bi thalassemia thé nang chi nén bit dau diéu tri bang thudc thai sat
DFO ngay khi bat dau truyén mau dieu trj mot cach déu dan. DFO khdng gilp giai
quyét cac van dé gay ra do truyén mau khong di nhu thiéu mau, bién dang xuong, gan
lach 16n. DFO khong nén chi dinh cho bénh nhan khi khong dwgc truyén mau, truyén
mau khong du trir khi bénh nhan trén 10 tudi hoic c6 nhitng bang ching cua hién
tugng quA tai sat trong co thé.

Nhin chung viéc diéu tri bang thudc thai sit nén duoc bat dau ngay khi da thyc hign
dugc tr 10 dén 20 lan truyén mau hoac khi luwong ferritin trong mau cao trén
1000ug/L.

THUOC THAI SAT bU'O'C BPUA VAO CO THE BANG CACH NAO?

Vi céc phan tir DFO c6 kich thudc kha 16n, co thé chi hap thu DFO rit it qua dudng
rudt. Con dudng tét nhat dé giai phong DFO vao co thé 1a duong dudi da hoic duong
tinh mach. Do DFO duoc loai thai nhanh chéng ra khoi mau (thoi gian ban huy la 5 -
10 phat) cho nén thubc can duoc giai phong cham vao méau dé o thé c6 duoc nong do
hang dinh kéo dai trong mau. Dé lam duoc diéu nay DFO duoc dua vao dudi da bang
cac dung cu tiém dic biét dé ¢ thé bom thudc tir tir trong vong tir 8 dén 12 gio, it nhat
la 6 ngay trong 1 tuan. Liéu lugng chinh xac cho mdi bénh nhan dugc cac bac si
chuyén khoa tinh toan duya trén do tudi, tinh trang & dong sat va tinh trang 1am sang
cia bénh nhan. Néi chung liéu trung binh cho tré em khdng nén qua 20 - 40mg/kg
trong luong co thé vi lidu cang cao cang lam cham su ting trudng cua co thé, cho
ngudi treeng thanh 1a khoang tir 30 - 50mg/kg trong lugng co thé.
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Hinh 52: C&c loai bom thudc dé truyén duwéi da

Hién nay di co6 cac loai bom thudc nho, nhe va thuan tién dé dua thudc thai sit DFO
vao dudi da caa bénh nhan. Nhiéu bénh nhan thich st dung loai bom nay dé dua thude
thai sat vao co thé vao ban dém dé tranh lam anh hudéng dén cac hoat dong thuong
nhat vao ban ngay.

A
\' ’/

Hinh 53: Mgt bénh nhdn dang duwoc truyén thudc thai sdr dudi da >

Viéc sir dung déu dan DFO c6 mat vai trd hét sizc quan trong trong viéc dam bao cho
bénh nhan thalassemia c6 sic khoe tét. Tuy nhién viéc diéu tri bang DFO kha kho
khin, giy dau cho bénh nhan, tén nhiéu thoi gian va kho sir dung do d6 nhan vién y té
va quan trong nhat 1a chinh cac bénh nhan can phai tu tim ra phuong thic thuan loi
nhat c6 thé dé diéu tri DFO cho minh dic biét 1a ddi voi nhitng bénh nhan & tudi thiéu
nién va thanh nién.

52 http://giadinh.net.vn/dan-so/gian-nan-benh-thieu-mau-di-truyen-20101213095922629.htm
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Con c6 nhirng con dwéng nao khac dé dwa thubc thai sat DFO vao co thé
khéng ?

Ngoai duong dudi da nhu mé ta & trén, DFO c6 thé dua vao co thé bang nhiing con
duong khac, moi cach deu c6 nhiing thuan loi va bat loi ri€ng. Duéi day 1a mét so
duong st dung DFO pho bién:

Truyén tinh mach lién tuc trong 24 gico

Hinh 54: Mgt logi kim truyén tinh mach (indwelling catheter)®®

bay la duong truyén giup giai phong mét luong sat Ion nhanh chong hon cac duong
truyén khac, dac biét d¢éi voi nhitng bénh nhan ¢ tinh trang @ dong sat nghiém trong
va 0O céc bién chiing tim két hop. Tuy nhién con duong nay an chtra nhiéu nguy co
nhu nhiém tring, hinh thanh cuc méu dong gy tat mach rat nguy hiém cho bénh nhan
do do cach truyén nay chi duoc sir dung trong nhirng truong hop dic biét do cac bac si
chuyén khoa chi dinh.

Do viéc truyén duoc thuc hién lién tuc hang ngay nén can céc loai kim tiém dac biét
dé dua thuoc vao tinh mach, loai kim nay twong doi dat va can duogc giam sat can than
khi st dung.

Truyén tinh mach lién tuc trong 8-12 gior

Truyén tinh mach lién tuc tir 8 dén 10 gid 1a mot bién phap khac dé thay thé cho viéc
truyén dudi da va dugc sir dung trong nhiing truong hop nghiém trong hoic nhiing
truong hop da c6 nhiing bién chiing do truyén dudi da. Viéc diéu tri duoc thuc hién tur
8 - 12 gio/ngay va kéo dai 5 ngay/tuan. Tuy nhién céch truyén nay khong hiéu qua
nhu trudng hop truyén tinh mach trong 24 gio dic biét d6i voi cac truong hop qua tai
sat nang va kém theo bién chung ¢ tim.

Can luu y 1a viéc truyén DFO bang con dudng tinh mach chi nén dugc thuc hién khi
can thiét vi vé lau dai ngoai nhiing bién chang nhu nhidm tring, hinh thanh cac cuc
méau dong gay tat mach con gay thuong ton tinh mach qua d6 lam anh hudng dén viéc
truyén mau cho bénh nhan.

%% http://cs.smith.edu/classwiki/index.php/Indwelling_Medical_Devices
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Truyén tinh mach DFO trong qua trinh truyén méau

Tai mot sé trung tim, DFO duoc truyén dong thoi véi viéc truyén mau. Tuy nhién
DFO khdng bao gio dugc cho truc tiep vao mau dang truyen vi DFO c6 theé gay ra cac
phan tng khi truyén mau cho bénh nhan.

Trong truong hop nay DFO duoc truyén tinh mach bang cach hoa tan trong dung dich
muoi sinh ly (NaCl 9 °/00) va truyén cho bénh nhén trong vong 4 gio. Thong thuong
thoi gian can thiét dé truyén DFO lau hon thoi gian truyén mau.

Mot diém quan trong can luu y 1a DFO chi duoc truyén cho bénh nhan khi truyen
mau, nghia 1a chi 1 lan trong tir 2 dén 4 tuan,va do dé hiéu qua ciing khong cao. Tuy
nhién day 1a luc chon duy nhat ¢ nhitng noi ma DFO dugc cung cap han ché.

Tiém bdp DFO

Puong tiém bap DFO khong dem lai hiéu qua nhu truyen tinh mach hoac truyen dudi
da do do chi duoc sur dung trong mot sb trudng hop nhat dinh nhu g cac quoc gia ma
cac loai bom tiém dic biét dé truyén trong thoi gian dai khong co sin, liéu DFO cho
bénh nhan quéa nhé do thudc qua dat. Mac di khong cd hiéu qua cao nhung van tot
cho bénh nhan hon 13 khong c6 thudc thai sat nao duogc st dung.

Thudc dugc hoa voi nudce cat va tiém bap 2 1an ngay.

CO NEN DUNG DFO KHI MANG THAI KHONG?

. Céc nghién ciru chua khang dinh su an toan cua viéc ding DFO
trong khi mang thai, Hién nay cidc bénh nhan mang thai duoc
khuyén tranh sir dung DFO trong ba thang dau cua thai ky. Cac
thai phu néu bi qua tai sat va c6 nhiing van dé nghiém trong cua
tim can duoc diéu trj véi liéu DFO thap dudi su theo ddi cua béac
si chuyén khoa. Trong cac giai doan sau cua thai ky viéc st dung
DFO khéng gay ra bat ky tdc dung phu nao 1én qué trinh mang
thai va DFO ¢4 thé st dung trong giai doan cho con bu.

KHI DUNG THUOC THAI SAT DFO CO THE XAY RA CAC BIEN CHUNG GI?
Nhiéu bién chung c6 thé xay ra khi sir dung DFO, doi héi sy quan tdm caa nhan vién
y te va cua chinh bénh nhan d¢ sém phat hién va cd gidi phap can thiép. Cac bien
churng pho bien gom:
= Céc phan rng tai chd & da nhu ngura, sung, do, dau & chd tiém.
= Dij ang voi DFO, tuy nhién hiém gap.
= Vi liéu cao DFO c¢6 thé gay ra nhitng van dé vé thinh lyc nhu giam thinh lyuc
va thi lyc nhu nhin mo, giam kha nang cam nhan mau sac, duc thuy tinh thé
V.V...
= Lam cham phat trién va ton thuong xuwong khép.
= Nhiém khuan Yesinia enterocolitica do loai vi khuan nay c6 diéu kién phat
trién thuan loi khi bénh nhan dugc truyén DFO do d6 can dugc canh giac bénh
nhan bi nhiém Io§1i vi khuan nay I§hi Xuat hién cég dau hi¢u dau bung, dau
khop, tiéu chay, sot hay dau hong dé chan doan va diéu tri kip thoi.
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Ngoai ra cling co thé gap mot sb bién chung hiém gip nhu ha huyét ap, nhip tim
nhanh hoac soc. O lieu cao DFO c0 thé gay suy giam chuc nang than va nhiing van de
nghiém trong vé ho hap.

CAC LOAI THUOC THAI SAT KHAC

DEFERIPRONE (1,2 DIMETHYL-3-HYDROXYPYRID-4-ONE, L1)

Deferiprone hay L1 14 loai thudc thai sit du6i dang
vién, duoc dung bang duong udng va hién chi duoc
st dung trén cac bénh nhan khong thé dung DFO
hogc viéc sir dung DFO khong ¢ hiéu qua. Tuy nhién
& mot s6 nude dang phat trién, dic biét 14 An do viéc
str dung Deferiprone kha pho bién do gia ré hon trong
khi DFO qué dat so véi kha nang ctia bénh nhan (An
d6 co thé tu san xuat Deferiprone) va thuan tién hon
khi str dung.

Do thudc c6 kich thuéc nho nén Deferipron (L1)
nhanh chong dugc da day hap thu va nhanh chéng dat
duoc néng do cao trong mau trong vong 45-60 phat Hinh 55: Thudc Deferiprone
sau khi udng. Trong mau ba phan tir L1 s& gin véi

mot nguyén tir st tao thanh mot phic hop va phirc hop nay dé dang dugc dao thai qua
nudéc tiéu chir khong phai qua phan. L1 duoc loai bé khéi mau cham hon so véi DFO
cho nén s& cho hiéu qua diéu tri kéo dai hon & hau hét bénh nhan va 90% sé& thai khoi
mau trong vong 5 dén 6 gid sau khi uéng.

~. B G S

Nghién ctru cho thay L1 ¢6 hiéu qua khoang 65% so véi DFO trong viéc thai loai sat
khoi co thé bénh nhan, hiéu qua nay thay doi kha nhiéu giira cac bénh nhan nay voi
bénh nhan khac. Hién nay ngay cang nhiéu quoc gia va bénh nhéan str dung L1 cho
viéc diéu tri thai sat cho bénh nhan thalassemia thé nang.
Cac phan wrng phu cua Deferiprone
Viéc diéu tri thai sit bang deferiprone (L1) cling c6 mot s6 phan tng phu trong do
quan trong nhét la [am giam s6 luwgng bach cau trong do dac bqiét Ig}l bach cau da nhan
trung tinh, von dong vai tro quan trong trong viéc bao vé co thé chong lai c&c tac nhan
nhiém trung. Ngoai ra con c6 nhitng phan trng phu khac nhu:

= Pau va viém khop gdi, ¢o tay, khuyu, hang v.v... dan dén cang khép va gay

khoé khan trong viéc di chuyen.

= C4c van dé vé da day rudt nhu budn ndn, ndn, tiéu chay, dau bung.

= Lam giam lwong k&m trong co thé.

= Gay doc cho gan.
Str dung phéi hop véi DFO dé thai sat
MGt s6 trung tam sir dung phdi hop DFO véi deferiprone dé lam tang higu qua diéu tri
do hai loai thuoc nay thai sat theo 2 co che khac nhau va c6 the bo sung cho nhau, mot
loai chuyén sat tur t€ bao vao huyet twong (DFO) con loai kia gan vei sat trong huyet
tuong dé dua ra khoi co thé. Bién phap phoi hop nay dem lai hiéu qua ¢ cac truong

53



hop bénh nhan c6 tinh trang & dong qua muc sat trong co thé hoac c6 tinh trang
dong nhiéu sat o tim.

DEFERASIROX

Deferasirox 1a loai thusc méi dung dé thai sit dwoc st dung bang dwdng udng.
Deferasirox duoc sur dung dé diéu tri tinh trang & dong sat man tinh trong cac truong

hop:
= Bénh nhan dd duoc truyén méau diéu tri
nhiéu lan tir khi duoc 2 tudi.

>
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= Céc bénh nhan bi thiéu mau vi nhiing
nguyén nhan khac va nhirng bénh nhéan
thalassemia duoc truyén mau thuong xuyén
va khi viéc diéu tri thai sit bang DFO bj i : _
chéng chi dinh hoic khong hiéu qua. Hinh 56: Thuoc Deferasirox

Thoi diém va lidu luong st dung cho tirng bénh nhan s& do cac bac si chuyén khoa
chi dinh. Deferasirox cho phép bao vé co thé trong 24 gid véi mot lidu duy nhat bang
duong uéng. Hién nay viéc st dung phdi hop Deferasirox vai cac loai thude thai sat
khéac 1a chdng chi dinh va truée khi st dung thude can cé su kiém tra chat ché nong 4o
ferritin huyét thanh, danh gia chirc nang gan va than ciing nhu kiém tra thi giac va
thinh luc.

Deferasirox co tac dung thai sit bang do c6 kha ning gin véi sit ba (Fe®"), mdi voi
mot nguyén tir cua Fe** s& gin vai hai phan tir Deferasirox va phic hop nay sé& dugc
dao thai qua phan. Thubc dugc chuyén hoa cham trong gan, duy tri trong mau nhiéu
gid (thoi gian béan thai tr 9 - 11 gid) do d6 chi véi 1 lieu duy nhat mdi ngay
Deferasirox cho két qua diéu tri trong sudt 24 gio. Mot sé nghién ciu cho thiy
Deferasirox c6 thé thai sit tir t& bao gan va té bao co tim.

Tuy nhién ciing nhu moi loai thudc khac, Deferasirox ciing c6 nhitng phan &ng phu
nhu tiéu chay, réi loai tiéu hda trong tuan dau ding thudc. Mot sé bénh nhan bi st
cach quéang, cd cam giac lanh, ngua da toan than hoac khu trd & long ban tay hoac
long ban chan. Mot s bénh nhan c6 sy gia ting creatinin, mot s6 it ¢6 sy gia ting men
gan. va mot s6 bénh nhan xuat hién céc rdi loan vé thinh giac va thi giac.

Thudc nay hién khéng dwec sir dung phdi hop véi cac thude thai st khac va khong
dwoc sir dung trong khi mang thai.

" g
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