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TOM TAT

Theo hé théng phén loai cia té chirc y té thé gici (WHO), bach céu cép dong tiy duoc phan thanh nhiéu
duéi nhém khac nhau va héi chiing réi loan sinh tiy/bach céu cdp dong tdy thir phat (-MDS/AML) Ia mét
duéi nhém trong phén loai dé. T-MDS/AML la mét bién chirng sau diéu tri héa chét va/hodc tia xa va/hodc
thuéc trc ché mién dich & bénh nhédn méc bénh ly &c tinh nguyén phat (khéi u ddc hodc bénh ly éc tinh huyét
hoc) hodc khéng phai bénh ly &c tinh (lupus ban dé hé théng,...). T-AML chiém 10-20% téng sé truong hop
AML. T-MDS/AML thuwdng gap sau cac bénh ly: u lympho Hodgkin (HL), u lympho khéng Hodgkin (NHL),
bach cau cép dong lympho, sarcoma, ung thu bubng tring, ung thuw tinh hoan, ung thw v, déc biét la sau
ghép té bao géc tao mau tw than. Mbi ndm cé vai ngan ca ghép té bao géc tw than duoc thuc hién cho
bénh nhén u lympho tai phat. Udc tinh ti 1é t-MDS/AML & nhiing bénh nhén u lympho tir 1-14% trong thoi
gian tir 3-15 ndm. Nguy co nay thédp hon & nhitng ca ghép té bao géc tw than cho céc bénh ung thuw vi, da
u tiy xwong. Céc yéu té nguy co gém tudi, tinh trang truée diéu tri, tiép xuc véi hda chét truée va trong qué
trinh ghép. Nhiing phéac db trong ghép té bao gbc tao méu gébm nhiing thuéc lam téng nguy co t-MDS/AML
dac biét Ia tac nhan alkyl héa va chét trc ché topoisomerase Il. Ching lam tén thuong té bao géc tao méu
va hé mién dich dan dén dét bién gen. Nhitng bénh nhén u lympho ghép té bao géc déng loai khi diéu tri
v6i phéc dé gidm cuong do liéu cé thé cai thién nhiing hdu qua hon so véi phac dé diéu kién hoa diét tiy
béi vi liéu héa chét thdp hon.

Ttr khéa: t-MDS/AML, ghép té bao gbc tao méu, u lympho.

ABSTRACT
THERAPY-RELATED MYELODYSPLASTIC SYNDROME AND
ACUTE MYELOID LEUKEMIA AFTER HEMATOPOIETIC STEM CELL
TRANSPLANTATION FOR LYMPHOMA
Nguyen Dac Duy Nghiem", Le Phan Minh Triet’

Therapy - related myelodysplastic syndromes/acute myeloid leukemia (t-MDS/AML) are now considered
a single entity, called therapy - related myeloid neoplasms base on the current World Health Organization
classification. T-MDS/t-AML is a complication of primary malignancies including solid tumors and/or
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hematological neoplasms and/or non-hematological neoplasms (systemic lupus erythematosus,...) after
exposure to chemotherapeutic drugs and/or radiation and/or immunosuppressant drugs. T-AML accounts
for approximately 10-20% of total AML cases. Those diseases can be: Hodgkin Lymphoma, non-Hodgkin
Lymphoma, acute lymphoblastic leukemia (ALL), sarcoma, ovarian and testicular cancer, autologous
hematopoietic stem cell transplantation (HSCT). Several thousand autotransplants are performed each
year for patients with relapsed lymphoma. Estimates of the incidence of therapy-related leukemia among
these lymphoma and Hodgkin disease patients range between 1-14% at 3-15 years. The risk appears
lower in patients undergoing autologous HSCT for breast cancer and myeloma. Important risk factors
include age, extent of prior therapy, and exposure to certain agents before and during the transplant
procedure. The current standard protocols for autologous HSCT include drugs that are known to be
leukemogenic. In particular, alkylating agents (AAs) and topoisomerase Il inhibitors (TIs) are associated
with an increased risk for development of t-MDS/AML. They damage to normal hematopoietic stem cells
and immune cells, leading to genetic mutations. The increased use of allogeneic HSCT with reduced-
intensity conditioning (RIC) regimens could improve outcomes for lymphoma patients who received
higher dose of chemotherapy because of the lower toxicity of RIC regimens compared to standard

myeloablative conditioning regimens.

Key words: t-MDS/AML, hematopoietic stem cell transplantation, lymphoma.

I. GHEP TE BAO GOC TAO MAU CHO
BENH NHAN U LYMPHO

Trong vong 10 dén 20 nim qua, dd cd nhiéu
cai thién dang ké trong linh vuc ghép té bao gdc
tao mau cho bénh nhan u lympho. B¢ tudi cho
viéc thyc hién HSCT ngay cang tiép tuc gia ting
& ca ghép té bao gdc tu than (autologous stem cell
transplantation: auto-SCT) va ghép té bao gbc dong
loai (allogeneic stem cell transplantation: allo-
SCT). Véi su phat trién ki thuat trong allo-SCT
(RIC hay phac d6 diéu kién hoa khong diét tiry, mo
rong viéc dung té bao gdc thay thé) thi ti 18 tir vong
khong lién quan dén tai phat (nonrelapse mortality:
NMR) da giam [7]. Nhitng phac do trong ghép té
bao gdc tao mau gom nhitng thude 1am ting nguy
co t-MDS/AML diac biét 1a tac nhan alkyl hoa va
chat &rc ché topoisomerase II. T-MDS/AML 14 bién
chung mudn nghiém trong ¢ bénh nhan u lympho c6
HSCT va la nguyén nhan chinh cuia NMR sau auto-
HCT & bénh nhan u lympho, chiém 1,1-24,3% véi
thoi gian xuat hién trung binh 1a 12-24 thang. Trong
khi d6 t-MDS/AML sau li€u phap thong thuong chi
chiém 0,8-6,3% vd&i thoi gian xuét hién trung binh
1a 3-5 nam. Vi thé HSCT lam ting cao nguy co va
thoi gian xudt hién nhanh cta t-MDS/AML so véi
liéu phap thong thuong [4].
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1. CAC YEU TO NGUY CO CUA t-MDS/AML

Nguyén nhan va cac yéu t6 cu thé gay t-MDS/
AML thi khé nghién ctru. Tuy nhién nhiing nghién
clru gan ddy da sir dung nhiing cong nghé méi hon
cho phép giai trinh tuy mot sb lugng 16n trinh tu cac
nuclotid cua gen, nhd d6 gitp phat hién cac yéu
t6 gy t-MDS/AML [3]. Cac yéu to lién quan véi
nguy co cao ciia t-MDS/AML bao gdm phoi nhiém
v6i cac hoa chit (AAs, TIs), tia xa va 16n tudi (>40
tudi), giai doan bénh tién trién [4], [8].

2.1. Cac tac nhan Ankyl héa (AAs)

Mot sb AAs duoc dung trong HSCT &
bénh nhan u lympho: Carmustine, Melphalan,
Cyclophosphamide, Busulfan. Nhitng tac nhan nay
alkyl h6a Guanin trén chudi deoxyribonucleic acid
(DNA), tao lién két chéo giita cac base Guanin trén
chudi DNA vi thé lam DNA bi dut giy khi nhan
d6i hay trong qua trinh phién ma. Thudng mat mot
phén hodc toan bd nhiém séc thé (NST) s6 5 hodc sb
7 thuong duge phat hién, chiém hon 90% nhiing ca
bénh duge bao cao. Thudng gip nhat 1 monosomy
7 (-7/del(7q)), tiép dén la mat nhanh dai NST s6
5 (del(5q)) va monosomy 5 (-5/del(5q)). Nguy co
gay t-MDS/AML cling khac nhau giira cac tdc nhan
(vi du: mephalan > cyclophosphamide) va ¢6 mot
mdi lién quan giita lidu thudc ctia nhom nay véi
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nguy co xuat hién t-MDS/AML. T-MDS/AML do
AAs thuong xuat hién sau thoi gian 5-7 nim va tién
luong xéu [3].

2.2. Céc chét trc ché Topoisomerase II (TIs)

Mot s TIs duoc dung trong HSCT & bénh nhan u
lympho: Etoposide. Nhiing tac nhan nay tao mét lién
két chéo giita cac base Guanine trén 2 chudi DNA
lam trc ché enzyme Topoisomerase II, sau d6 gay dit
gy DNA 1am té bao chét di va apoptosis. Bat thuong
NST hay gip 1a inv(16) gy dot bién tao CBFB-
MYHI11, t (15,17) véi promyelocytic leukemia/
retinoic acid receptor alpha (PML/RARA) trong
acute promyelocytic leukemia (APL hay AML3), t
(9,22), chuyén doan lién quan dén 11q23 gip trong
mixed lineage leukemia (MLL) hay chuyén doan lién
quan dén 2122 thuong gip trong AML1. T-AML do
TIs thudng xuat hién sau thoi gian 2-3 nam va thuong
khong trai qua giai doan t-MDS (khac voi AAs), tién
luong x4u [3], [4], [9].

2.3. Dot bién gen p53 va telomeres

Gen p53 c6 vai tro quan trong trong dap Ung
tén thuong DNA, gitp chu ki t& bao hoat dong
binh thuong va sira chita DNA. Bit thuong p53
lam giam kha nang sita chita DNA bi ton thuong,
hau qua lam hinh thanh gen bat thudng va gen giy

leukemia (leukemogenesis). O bénh nhan de novo
MDS/AML (MDS/AML nguyén phat) dot bién gen
p53 gép it hon 10% bénh nhan, tuy nhién ti 1¢ nay
lai chiém 27-50% & t-MDS/AML [4].

Telomeres 14 cAu triic dic thu khong chira gen ndm
& dau mat cua NST gitip 6n dinh hé gen va bao vé NST
trong phan bao. Sau mdi 1an phan chia té bao thi chiéu
dai cua telomeres ngin di. Tuy nhién, néu qué trinh
rat ngén cua cac telomere cir tiép tuc dién ra, dén luc
telomere qua ngén hodc bién mat, thi kha nang bao v¢
cac doan gen & dAu mut s& khéng con. Khi do, té bao s&
di vao qué trinh chét theo chuong trinh (programmed
cell death, apoptosis). Chiéu dai cta telomeres trong
mdt vai mau mau ciia bénh nhan t-MDS/AML sau
auto-HSCT cho u lympho giam manh sau ngay thir 100
trude khi hinh thanh t-MDS/AML [4].

2.4. Tia xa

Trong ghép té bao gbc tao mau cho bénh nhan u
lympho, phéac d6 diét tay dung hoa chat + tia xa. Cac
tia phong xa lam thay dbi cac base trong DNA dan
dén sy bt cap sai trong qué trinh phan bao hoic pha
v ciu tric xodan kép DNA, tao diéu kién hinh thanh
cac dot bién trong t-MDS/AML.

III. MOT SO NGHIEN CUU VE t-MDS/AML
SAU HCT CHO BENH NHAN U LYMPHO

Bdng 1: Mt s6 nghién ciru vé t-MDS/AML sau HSCT & bénh nhéin u lympho

- L = S6 case t-MDS/ 2 i N
Nghién ciru C& mau Chan doan ban dau HSCT
AML (%)
Krishnan A et al. [10] 612 22 (3.6%) HL, NHL Auto-HSCT
Milligan DW et al. [11] 4998 66 (1,3%) HL, NHL Auto-HSCT
. Céc bénh 1y ac tinh
Bhatia S et al. [12] 258 10 (3,9%) . Auto-HSCT
huyét hoc
Friedberg JW et al. [13] 552 41 (7,4%) NHL Auto-HSCT

Qua cac nghién ctru trén cho thay ti 1& t-MDS/AML sau ghép té bao gdc tao mau chiém ti 1& trong

khoang tur 2-7%.

IV. KET LUAN

T-MDS/AML sau ghép té bao gbc ¢ bénh nhan
u lympho chiém ti 18 dang ké, dic biét la trong tinh
hinh HSCT dang 1a phuong phap diéu tri hiru hiéu
cho bénh nhan u lympho, nhat 14 u lympho tai phat
hay u lympho kém dap tng diéu tri.
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Liéu thudc diéu tri hoa chét va tia xa trong qué
trinh ghép can phai ding phit hop trén bénh nhan va
ding dtng phac do. Viée sir dung qua liéu lam ting
nguy co xuat hién cac dot bién gen.

Mot sd gene dot bién da duoc nghién ctru c6 mbi
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lién quan voi t-MDS/AML la: PML-RARA, AML1-
ETO, BCR-ABL, CBFB-MYHI11 [2].
T-MDS/AML c6 tién lugng x4u, thoi gian song
thém trung binh 6-12 thang. Vi thé dé han ché
t-MDS/AML hién nay nhiéu nghién ctru tap trung
vao viéc phat hién som céac yéu t6 nguy co va tim ra
cac bién phap dé giam cac yéu t6 d6, vi du nhu tim

Hgi chiing r6i loan sinh tiiy va bach cau...

mdi lién quan giita bt thuong di truyén véi nguy co
khoi phat t-MDS/AML [4].

Hién nay, ghép té bao gbc tao mau dong loai
(allo-HSCT) dang la phwong phap hitu hiéu nhat dé
diéu tri t-MDS/AML mic du day 1a hinh thic diéu
tri u lympho lam tang ti I¢ t-MDS/AML [3], [4].
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