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Pit van dé: Thalassemia 1a bénh di truyén do
giam hoac khong tong hop dugc chudi globin.
Bénh c6 thé chita khoi bang phuong phap ghép té
bao goc ddng loai. O vién Huyét hoc — Truyén
mau trung wong di va dang phat trién ghép té
bao gdc diéu tri bénh Thalassemia dé diéu tri cho
bénh nhan Thalassemia thé ning. Muc tiéu
nghién ciru: Panh gia két qua budc dau ghép té
bao gbc dong loai diéu tri bénh Beta thalassemia
thé nang. Phwong phap nghién ciu: nghién cau
can thiép loat ca bénh. Két qua nghién ciu: 12
bénh nhan Beta thalassemia thé nang duwoc ghép
té bao gbc dong loai, ngudn té bao gdc tir mau
day rén cong dong, méau day ron cung huyét
théng va mau ngoai vi hoa hop hoan toan, mau
ngoai vi hoa hgp mot nia (ghép Haplotype).
Liéu té bao CD34 cua ghép mau day rén cung
huyét thong 1a 2,325 x 10°5 té bao/kg can nang,
ctia nhoém ghép day rén cong dong 1a 7,3 x 10°5
té bao/kg can ning. Liéu té bao CD34 tir mau
ngoai vi trung binh 10,9 x 1075 té bao/kg can
nang. C6 7/12 bénh nhan moc manh ghép tot voi
chimerism ¢ thé hdn hop hoic hoan toan va sau
ghép khong phu thudc truyén mau. Thoi gian
séng khong bénh dai nhat dén thoi diém hién tai
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la 49 thang. Két luan: Ghép té bao gc dem lai
co hoi diéu tri khoi bénh Beta thalassemia. Tuy
nhién c6 mot sb bién chimg chinh gy that bai
ghép nhu: that bai moc manh ghép, nhiém
trung...

Tir khoa: Ghép té bao gc dong loai diéu tri
bénh Thalassemia, diéu tri beta thalassemia thé
ning.

SUMMARY
INITIAL ASSESSMENT OF
ALLOGENEIC STEM CELL
TRANSPLANTATION FOR
TREATMENT OF MAJOR BETA
THALASSEMI AT THE NATIONAL
INSTITUTE OF HEMATOLOGY AND
BLOOD TRANFUTION FROM
2015 TO 2020
Thalassemia is the most common hereditary
red blood cell disorder which causes anemias due
to defective genes that code for globin proteins
synthesis. The patient with thalassemia can be
cured by method of allogenetic stem cell
transplantation. At the National Institute of
Hematology and Blood Transfusion, we have
been developing this method to treat thalassemia
patient. Objectives: To evaluate primary
outcomes of allogenetic stem cell transplantation
for beta thalassemia major patient. Method:
Interventional study based on case series.
Results: 12 patients with beta thalassemia major
were transplanted allogenetic stem cells, the
sources of stem cell were from unrelated or
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related cord blood or peripheral stem cell from
matched HLA and haploidentical donor

The averaged CD34-cell dose of related and
unrelated cord blood units were 2,325 x 10 5
cells / kg and 7.3 x 10 * 5 cells / kg, respectively.
The dose of peripheral blood stem cell averaged
10.9 x 10 ~ 5 cells / kg. There were 7/12 patients
in our study had engraftment with mixed or full
chimerism so that they did not need blood
transfusion after transplantation- Until now, the
longest follow up of the patient without illness is
up to 49 months.

Conclusion: Allogenetic stem cell transplant
can give a chance to cure for beta thalassemia
major patient. However, there were some major
complications post transplant such as: graft
failure, severe infection and GVHD.

Keywords: Allogenetic Stem cell transplant
for Beta thalassemia, treatment major beta
thalassemia

I. DAT VAN DE

Thalassemia 1a mét bénh réi loan di
truyén bam sinh pho bién nhat trén thé gigi
do khong tong hop hay thiéu hut cac chudi
globin. Truyén mau va thai sat hién tai dang
1a phurong phap diéu tri pho bién nhat ddi véi
cac truong hop bi bénh. Tuy nhién, day chi
la bién phap diéu tri triéu chiing va khong
gitp bénh nhan khoi bénh hoan toan, chi phi
cao, chat luong cudc séng thap. Ghép té bao
géc (TBG) dong lodi hién nay 1a phuong
phap duy nhit dugc xac dinh chita khoi bénh
¢ hiéu qua cho bénh nhén R thalassemia [1].
Viéc 4p dung ghép té bao gbc ngay cang ting
va két qua ciing duoc cai thién dang ké so
vé6i ba thap ky qua thé hién hon 90% bénh
nhan duoc séng nho ghép té bao gbc va 80%
séng khéng bénh khoang [2]. Nhu vay, voi
diéu kién tai Viét Nam, ghép té bao gdc dong
loai van 1a phuwong phép thich hop nhét cho
Thalassemia thé nang. Viéc nghién cau két

qua ghép té bao gdc ddng loai cho nhom
bénh nhan nay c6 ¥ nghia rat quan trong.
Chinh vi vay chung toi thuc hién nghién cuu
dé tai: “Budc dau danh gid két qua cua ghép
té¢ bao goc dong loai cho bénh nhan Beta
thalassemia thé nang tai vién Huyét hoc-
Truyén mdu trung wong tir nam 2015 dén
2020 véi myc tiéu: Panh gia két qua budc
dau ghép té bao gdc dong loai diéu tri bénh
Beta thalassemia thé ning.

II. DOl TUQNG VA PHU'O'NG PHAP NGHIEN CU'U
2.1 Poi twong nghién ciru: 12 bénh nhan
dugc chan doan Beta thalassemia thé ning
(Beta Thalassemia major) (bao gom ca Beta
thalassemia/HbE) dugc diéu tri bang ghép té
bao gbc ddng loai tir mau day rén, mau ngoai
vi tai khoa Ghép Té bao géc, vién Huyét hoc
— Truyén mau trung vong tir 2015 dén 2020.

2.2 Phuong phap nghién ciru:

v Thiét ké nghién cau: nghién ctu can
thiép loat ca bénh.

v/ Phuong phép chon mau: chon mau
thuan tién.

v Tiéu chuan lya chon bénh nhan: bénh
nhan bi bénh Beta thalassemia thé nang bao
gom ca Betathalassemia/HbE. Bénh nhan c6
da didu kién suc khoe dé tién hanh ghép,
khéng & trong tinh trang bénh ly cap tinh
(suy tim, suy than, suy gan, nhiém triing
nang...),

v/ Tiéu chuan lya chon don vi mau day
rén; mau ngoai vi: nguén té bao géc tir ngan
hang mau day rén cong dong, hoa hop tdi
thiéu 4/6 locus HLA-A, -B va —DR (d¢ phan
giai cao) véi bénh nhan, liéu té bao: tdi thiéu
2 x 107 té bao c6 nhan (TBCN)/kg va 0,8 x
10° té bao CD34+ (TBCD34)/kg, khong cé
nguy co bi anh huéng boi khang thé anti-
HLA trong huyét thanh bénh nhan.
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v/ Thoi gian nghién ctru: Tu thang 01
nam 2015 dén thang 12 nam 2020.

v Tiéu chuan vé moc manh ghép:

e Dénh gia vé sinh hoc phan tir bang ky
thuat PCR dinh luong, danh gia 1 lan/thang
trong nam dau tién véi micc 6 moc manh
ghép dugc chia nhu sau: < 5% té bao cua
nguoi cho 13 that bai ghép hay thai ghép;
5%-95% la manh ghép hon hop; >95% la
moc manh ghép hoan toan.

Il. KET QUA NGHIEN cU'U

v/ Cac théng sd nghién cau: dic diém
bénh nhan (tudi, gii, thé bénh); dic diém
ciia don vi mau diy ron (mic d6 hoa hop
HLA, lidu té bao, hoa hop nhém mau, gisi
tinh); két qua moc manh ghép; bién chung
sau ghép;

v Thu thap va xi ly s6 liéu:

Tinh céc ty 1¢& %, trén phan mém SPSS
16.0

3.1 Pic diém chung cia ddi twong nghién ciu va nguon té bao gac.
Bdng 3.1 Péc diém chung ciza nhém bgnh nhan nghién ciu

Pic diém Giatri
S6 bénh nhan nghién cau 12
Tudi (trung binh) (khoang) nam 5 (3-7)
Giéi tinh (nam:ni¥) (s6 bénh nhan) 9:3
Thé bénh: Beta thalassemia major 6
Beta thalassemia/HbE 6
Nhom nguy co
Nhoém nguy co trung binh (Class 2 theo Lucarelli) 12/12

Mikc d§ hoa hop HLA: Hoa hop 6/6 8

Hoa hop 5/6 3

Hoa hop 5/10 1

Liéu CD34
CD34 MDR cUng‘huyét théng: trung binh (khoang) 2,3(1.8-2,8)
(Pon vi licu: x10"5 TB/Kg cén nang)
CD34 MDR khong cung huyét thong: trung binh, (Pon vi liéu : x10"5
TB/kg can nang) 712(52-9.2)
CD34 mau ngoai vi, trung binh (khoang),
Pon vi o (X105 TBg/kg cér(1 nafmg)g) 10.8(9.2-14)
Nguén té bao goc

Méau day rén cang huyét théng (Bnsé 1, 3, 7, 9) 4

Méu day rén khéng cung huyét thong (BN s6 2, 4, 5) 3

Mau ngoai vi cling huyét, thdng phi hop hoan toan HLA 4

(BN 's0 6, 8,10, 12)
Méau ngoai vi HLA phu hop tdi thiéu 50% (BN s6 11) 1
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Nhgn xét: Trong 12 bénh nhan dwoc ghép té bao gbc dong lodi: cd 6 ca la Beta
Thalassemia thé nang 6 ca Beta thalassemia/HbE, tat ca déu thuc nhém nguy co trung binh
(Class 2). Va c6 11 bénh nhan ghép ddng loai HLA phu hop hoan toan, ¢6 1 trudng hop ghép
nira thuan hop (Haplotype). 4 BN ngudn TBG tir méau day rén cung huyét thdng, 3 BN tir
mau day rén khong cuing huyét théng, 5 BN ngudn té bao gbc tir mau ngoai vi.

3.2 Pic diém vé manh ghép

Bdng 3.2: Pdc diém moc manh ghép va bién ching sau ghép

Ty Ié bénh Chi sb

Ty I& Bn moc manh ghép( sé Bn moc/tong Bn) 7/12

Chimerims (xét nghiém meoc manh ghép)
Han hop (Bn sb 3, 6) 217
Hoan toan (BN s6 8, 9, 10, 11, 12) 5/7
Bién chitng trong va sau ghép

Khéng moc manh ghép 5/12

Nhiém khuan 6/12

CMV téi hoat dong 1/12

Ghép chéng chi man (cGvHD) & gan va da 1/12

Tt vong( do nhiém E.coli) 1/12

Thai gian song 1au nhit (thang) 49

Nhgn xét: trong 12 ca ghép c6 7 ca moc, trong d6 c6 2 ca hién tugng hon hop manh ghép,
5 ca moc ¢ manh ghép hoan toan. Bién chiing chii yéu 1a nhiém khuan. Thoi gian song dén
thoi diém hién tai 1au nhat 1a 49 thang

HUYETSACTO THEO THOIGIAN SAU GHEP
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1thang 3 thang 6 thang 12 thang 24théng 36thang 48thang
Thei gian

Biéu dé 3.1: Péc diém huyét sdc té theo thei gian ciza nhém Bn mec méanh ghép

Nhgn xét: cac bénh nhan moc manh ghép huyét sic té 6n dinh & mic cao va khong phu
thudc truyén mau.
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IV. BAN LUAN

Ghép té bao gbc ddng loai duoc &p dung
tir ndm 1980 cho dén nay d3 mang lai hiéu
qua cao trong diéu tri bénh ly di truyén
Thalassemia [2]. Nghién cutu nay 12 bénh
nhan dugc ghép té bao gbc déu dudi 10 tudi,
nhom nguy co la class II nén ty 1€ thanh cong
sé cao. Theo tac gia Guido Lucarelli nam
2012 chi dinh ghép cho cac bénh nhén
Thalassemia cang nho tudi va nhom nguy co
cang thap thi ty 1& thanh cdng cang cao [1].

Trong bénh Thalassemia ngudn té bao gdc
rat da dang c6 thé tr mau ngoai vi clng
huyét thong, mau day rén cung huyét théng,
méu day ron cong dong va gan day thi nguon
té bao géc mé rong hon d6 1a tir nhitng ngudi
c6 HLA hop 50% tro 1én 1a c6 thé ghép
dugc. Chinh vi vay co hoi tim ngudn té bao
gbc (nhu tir b6 me hodc anh/chi em) diéu tri
bénh cang duoc mé rong, co hoi diéu tri khoi
bénh cho cac bénh nhan du diéu kién ghép s&
cang ngay cang nhiéu hon [1], [3]. Mau day
rén cong dong 1a ngudn té bao gdc thay thé
phu hop cho nhing truong hop khéng co
nguoi cho cling huyét théng va wu diém cia
ngudn nay vi nd c6 kha ning kha cao nho
yéu cau hoa hop HLA chi tir 4/6 locus;
khong doi hoi chat ch€ nhu ghép tir nguoi
hién nguon TBG la mau ngoai vi (can tdi
thiéu 5/6 locus)[4].

Theo bang 3.1 cac bénh nhan nghién cuu
6 6/12 ca ghép ngudn té bao gbc la méau day
rén, trong d6 co 3 ca tir mau day ron cong
dong, 3 ca cung huyét théng. O nhém ngudn
té bao gdc 1a mau day rén cung huyét thong
moc 2 ca, khdng moc manh ghép 2 ca. Van
dé khéng moc manh ghép cé thé do té bao
goc tir mau day rén non tré va han ché vé
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mat thé tich va liéu té bao géc nén anh
huéng dén viéc moc manh ghép va ciing c6
thé giai doan dau phac do diéu kién hoé
ching t6i 4p dung chua di manh, va day la
bénh nhan c6 nguy co thai ghép cao [5], [6].
Va thoi gian ghép cua nhom dbi twong nay
tir nim 2015 dén 2018 c6 thé do diéu kién vé
co s& vat chit lac d6 chua du hoic ¢ thé do
kinh nghiém con chua nhiéu nén ty Ié thanh
cong thip. Gan day, Vién di trang bi co s&
vat chat twong déi ddy du, kinh nghiém co
nhiéu hon va duoc sy hop tac cua cac chuyén
gia hang dau tir Nhat, My nén hiéu qua diéu
tri t6t hon. PSi voi 5 truong hop ghép nguon
TBG tr méau ngoai vi: 4 truong hop HLA
hop hoan toan déu moc va thoi gian hét phu
thudc truyén mau sau ghép tir 10 dén 18
ngay. 1 truong hop ghép Halotype HLA hop
5/10 ciing moc manh ghép tét. Do ngudn té
bao gbc tir mau ngoai vi co uu thé 1a liéu cao
hon, té bao trudng thanh nén viéc moc manh
ghép sé nhanh hon va kha nang bi thai ghép
s& thip hon s& gilp cho bénh nhan tranh
duoc tinh trang nhidm tring nhiéu hon do
thoi gian moc kha nhanh [1].

Theo biéu db 3.1 ta thiy c6 7/12 ca ghép
thanh cong thi sau khi ghép luong huyét sac
t6 cua cac bénh nhan déu cai thién dang ké
dao dong tir 85 g/l d¢én 110 g/l va khong phu
thugc vao truyén mau. Pay la mot trong
nhiing chi s6 quan trong dé danh gia hiéu
qua cua phuong phap diéu tri nay. Va cho
dén thoi diém hét nam 2020 cac bénh nhéan
déu 6n dinh va khdng phai truyén méu. Theo
tac gia (Andreani et al. 2011a) thi hon hop
manh ghép c6 thé anh huong dén luong
huyét sic t6 ctia bénh nhan [1]. Trong 7 bénh
nhan ghép thanh cong thi c6 2 /7 truong hop
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¢ hién tugng hdn hop manh ghép, 5/7
truong hop manh ghép moc on dinh hoan
toan, nhung ca 7/7 truong hop nay déu duy
tri mac huyét sic t6 6n dinh khéng phai
truyén méu. Két qua nghién ctu nay ciing
phd hop véi nghién ctu cua nhiéu tac gia
trén thé gidi 1a trong bénh ly Thalassemia c6
thé ¢ ton tai hdn hop manh ghép nhung
khdng anh huong gi toi hiéu qua ghép. Theo
(Lucarelli et al. 2002) ty 1& hdn hgp manh
ghép duoc danh gia ¢ 335 bénh nhan ghép té
bao gbc dong loai tir nguoi cho cung huyét
théng phi hop HLA sau ghép 2 thang la
32,2%. Ciing theo tac gia (Andreani et al.
1996, 2000) trong 227 bénh nhdn moc manh
c6 nguédn té bao gdc 1a méau ngoai vi phi hop
HLA hoan toan thi cd: 108 ca la hon hop
manh va trong 108 ca d6 c¢6 35 ca ( chiém
32,4%) ca thai ghép do vay hién tuong hon
hop manh ghép la mét trong nhitng nguy co
gay thai ghép ¢ bénh nhan Thalassemia [7].

Theo tac gia (Lucarelli va cong sy nam
2012) theo ddi doc 107 bénh nhan ghép té
bao gdc tir nam 1988 dén 1996 (8 nam) thi
thoi gian séng khong bénh sau khi ghép té
bao gbc dong loai thanh cong dya trén phan
loai nhdm nguy c6 thoi gian séng khong
bénh lan luot 12 90%, 84% va 78% cho bénh
nhan thugc nhom nguy co class I, 11 va Il
[1], [8].Trong nghién cau cua chung téi 7
bénh nhan ghép thanh coéng dén thoi diém
hién tai c6 thoi gian séng khong bénh lau
nhét 1a 49 thang va bénh nhan ghép gan day
nhat 1 3 thang.

Mot s6 bién chang hay gap trong ghép
Thalassemia nhu sau: Theo bang 3.2 thi:
trong 12 bénh nhan nghién cuu: cé 5 bénh
nhan khong moc manh ghép. Co6 6 bénh nhan

nhidm khuan huyét, trong d6 c6 1 bénh nhan
nhiém khuan huyét nang (nhiém E.coli) va tir
vong, 5 ca con lai déu dap tng voi khang
sinh. Nguyén nhan nhiém khuan & day c6 thé
do bénh nhan Thalassemia c6 tuy tang sinh
rit manh nén viéc ding phac dd diéu kién
hoéa manh dé diét tay, & giai doan giam sau
c6 thé bénh nhan s& c6 nguy co nhiém khuan
nhiéu hon. Véan d& nhiém khuan 1a nguyén
nhan tir vong hay gap trong nhom bénh nhan
ghép té bao gdc. Tuy nhién d6i voi bénh
nhan Thalassemia thi ty 1&¢ nhiém khuan it
hon, nhe hon so vé6i cac bénh ac tinh khac
boi vi bénh nhan Thalassemia khdng phai
trai qua nhitng dot diéu tri hoa chat nhiéu
nhu trong cac bénh ly ac tinh ma chi diéu tri
hoa chat trugc ghép va trong qué trinh ghép
nén ty I¢ nhiém tring ciing giam han so véi
nhom bénh ly &c tinh. Ty I¢ CMV tai hoat
dong gap 1/12 ca, ghép chong cha man gap
1/12 ¢6 biéu hién ¢ da va gan[9]. Khi manh
ghép moc né tré thanh mot yéu té di nguyén
bat dau ting sinh & ngudi nhan, mot phan
ung mién dich ghép giira nguoi cho va ngudi
nhan d6 goi la bénh ghép chdng cha
(GVHD). GVHD c6 thé anh huong dén mot
hoac nhiéu co quan ¢ cac mirc do khac nhau,
trong d6 thudng xuyén bi anh huong nhét 1a
da, duong tiéu hdéa va gan. GVHD la mét
bién ching nghiém trong cua viéc ciy ghép
tay xwong va c6 thé gay tir vong; do do, viéc
st dung du phong bang thuéc tc ché mién
dich 13 méot phan quan trong caa qué trinh Xt
Iy trudc va sau ghép té bao goc dong loai[1].

Két qua ghép té bao gdoc néi chung va
ghép ddng loai diéu tri bénh Thalassemia noi
riéng tai Viét Nam budc dau thanh cong va
dang phat trién mang lai co hoi khoi bénh,
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nang cao chit luong cudc séng cho ngudi
bénh.

V. KET LUAN

Két qua budc dau ghép té bao gbc ddng
lodi cho 12 bénh nhan Beta Thalassemia thé
nang tai vién Huyét hoc — Truyén méu trung
uong nhu sau:

1. C6 7/12 Bn duoc khéi bénh khéng can
truyén mau.

2. Mot s6 bién chuang chinh: that bai moc
manh ghép, nhiém tring 1a nguyén nhan
chinh gay that bai ghép.

VI.LKIEN NGH|

Can tiép tuc thuc hién diéu tri ghép TBG
ddéng loai cho bénh nhan Thalasemia thé
nang.

Nguén TBG va kiéu ghép nén duoc
khuyén céo: méau day rén hoic mau ngoai Vi
cung huyét théng pht hop hoan toan HLA;
hoac ghép ntra hoa hgp tir nguoi nha cung
huyét thong
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