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TOM TAT

Diéu tri H6i chiing réi loan sinh ty (HCRLST) con nhiéu
thach thuc cho cac bac si. G Viét Nam, phuong phap diéu tri
cht yéu cho phan I6n cac bénh nhan HCRLT la diéu tri ho trg
VGi truyén ché pham mau, thai sit va yéu té kich thich tao
mau. Lenadomide va cac thuéc gidm qua trinh Methyl hoéa
(hypomethylation agents) da dugc Co quan quan ly Thudc va
Thuc phdm Hoa ky (FDA) chap thuan trong diéu tri HCRLS. Tuy
nhién, nhitng phuaong phap nay khéng chita khoi dugc bénh,
chi c6 muc dich cai thién huyét hoc, cai thién chat lugng cudc
séng va lam cham qua trinh tién trién clia bénh. Mot s6 thudc
khac da dugc nghién ctu thir nghiém lam sang cling cho thay
hiéu qua trong diéu tri HCRLST. Phan chuyén dé nay, ching toi
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1. DAT VAN BE

Hoi chiing réi loan sinh tuy (HCRLST) la mét
nhém bénh ly clia té bao géc sinh mau ddc trung
bai sinh mau khéng hiéu luc. Biéu hién chinh cla
bénh la gidm it nhat mot dong té bao mau ngoai
vi,nguyén nhanla do réiloan qua trinh biét héa va
trudng thanh clia mat, hai hay ca ba dong té bao
(Hong cau, bach cau, tiéu cau) trong tay xuang [1].

Cé nhiéu thé bénh HCRLST, viéc tién lugng
bénh dua trén phan nhém tién lugng IPSS. Néu
khéng dugc diéu tri, thai gian séng thém chi
dat trung binh khodng 0,4 nam v&i nhém nguy
€ cao, 5,7 nam véi nhom nguy thap [2].

Diéu tri HCRLST con nhiéu thach thuic. Voi
nhém bénh nhan c6 diém IPSS thap, trung binh
1, muc tiéu diéu tri la cai thién cac chi s6 té bao

xin tdng quan mot s6 thuéc mai trong diéu tri HCRLST.

Tu khéa: Hoi ching réiloan sinh tdy, MDS, thuéc méi, phdc
doé diéu tri mdi.

mau, nang cao chat lugng cudc song. VGi nhom
bénh nhan cé diém IPSS trung binh 2, cao thi
muc tiéu diéu tri kéo dai thai gian séng, lam
cham qua trinh chuyén Lo xé& mi [3]. Hién nay,
cac thuéc mai ra doi ciing véi su hiéu biét co ché
bénh sinh da cai thién dang ké hiéu qua diéu tri
HCRLST, lam tang thai gian séng thém cling nhu
lam cham qua trinh chuyén Lo xé mi cap [4]. Mot
s0 thudc da dugc FDA cong nhan la thuéc diéu
tri HCRLST nhu:Thudc gidm qua trinh Methyl hoa
(Hypomethylating agents: Decitabin, Azacitidin),
Thudc diéu hoa mién dich (Immunomodulatory
drug: lenaidomide). Nhém thudc dang dugc tién
hanhnghién ctu thirnghiém lam sang nhu: Thuéc
Uc ché Histone deacetylase, bao gom Valproic
acid, Vorinostat, Mocetinostat, Panobinostat,
Pracinostat [5]. Cac protein lai activin receptor Il
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(activin receptor Il fusion protein- Sotatercept va
Luspatercept) dung trong diéu tri HCRLT nhom
nguy co thap. Budc dau nhiing thuéc nay cho
thdy c6 cai thién két qua diéu tri [6], [7]. Phan
chuyén dé nay, ching téi xin gigi thiéu mét s6
thuéc mdi trong diéu tri HCRLST.

2. THUOC GIAM QUA TRINH METHYL
HOA (HYPOMETHYLATING AGENTS - HMAs)

Qua trinh methyl héa DNA ddng vai tro
quan trong trong biéu hién gen & déng vat co6
vU. Trong qua trinh phat trién, mot sé gen nhat
dinh & trang thai nghi thong qua qua trinh gan
methyl cla cytosin. Trong HCRLST, su methyl
héa qua muc (Hypermethylation) c6 thé lam
mat su hoat dong clia cac gen can thiét cho qua
trinh kiém soat su tang sinh, biét hda va chét
theo chuong trinh [8]. Cac thuéc giam methyl
héa da duoc nghién ciu va st dung trong
diéu tri HCRLST nhu decitabin, azacitidin. Theo
cac hudng dan diéu tri dya trén bang ching
cta NCCN (National Comprehensive Cancer
Network) va Hoi Huyét hoc Y (The Italian Society
of Hematology), HMAs dugc chi dinh diéu tri cho
HCRLST nhém nguy ca cao, nhom nguy co thap
khong dap ting vai thudc kich thich tao mau.

2.1. Decitabin

Decitabin tc ché DNA methyltransferases,
lam gidm qua trinh methylhéa, cé cochétac dung
kép, phu thudc liéu. G cd hai muc liéu, Decitabin
déu gan véi DNA khi sao chép. G liéu cao, né tac
dung Uc ché tang sinh té bao bang cach lién két
vGi DNA methytransferase va bat hoat qua trinh
t6ng hop DNA. G liéu thap, Decitabin gay methyl
hoa dudi muc, loai bd su phat trién té bao ung thu,
thuc ddy qua trinh biét hoa té bao, kich thich co
ché& mién dich, biéu hién lai cac gen khéi u [9].

Cac nghién ctu lam sang vé diéu tri HCRLST
vGi Decitabin liéu 15m/m2 da, méi 8 gid, trong
3 ngay lién tiép da cho thay hiéu qua diéu tri véi
tac dung phu cé thé chap nhan dugc. Nghién cuu
lam sang pha 3 cho thay hiéu qua vuat trdi clia
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Decitabin so véi diéu tri hd trg don thuan [10], voi
ty 1é dap ting toan bd & hai nhém lan luat la 17%,
0%; ty |é dap ting mot phan la 8% va 0%, ty 1é dap
Ung hoan toan 6% va 0%, ty & cai thién vé Huyét
hoc 1a 12% va 6%. Thoi gian tién trién thanh Lo xé
mi cap la 12,3 thang va 7,3 thang. G nhdm cé diém
IPSS trung binh 2, cao la 12 thang va 6,8 thang, &
nhom cé diém IPSS cao 13 9,3 thang va 2,8 thang.

Céac tac dung phu chl yéu cta Decitabin
la suy tly, mét moi, réi loan tiéu hoa. Ty lé sot
giam bach hat Ia 28 %. Cac tac gia nhan thay co
su gidm bach cau trung tinh, ti€u cau, huyét sac
t6 la triéu ching thudng gap & cac bénh nhan
HCRLST. Do d6 giam cac dong té bao mau cé
thé con c6 thé 1a biéu hién cla bénh.

Véi viéc cai thién hiéu qua diéu tri HCRLST
véi tac dung phu cé thé chdp nhan dugc,
Decitabin da dugc FDA céng nhan la thudc
diéu tri HCRLST nam 2006.

2.2. Inqovi

Hién nay, do tinh hinh dich COVID-19 dang
dién bién phuc tap, viéc han ché dén noi déng
ngudi dac biét doi tuong nhay cdm nhu cac bénh
nhan mac HCRLST la can thiét. Trong boi canh do,
FDA da cong nhan Inqovi la thuéc dang uéng, cé
thé diéu tri tai nha cho cac bénh nhan bi HCRLST
dua trén cac nghién cdu thi nghiém lam sang
dau tién cho thay hiéu qua diéu tri ctia thudc.

Inqovi la dang két hop clia Decitabin va
Cedazuridine cé tac dung tc ché téng hop DNA
va Uc ché Cytidine deaminase. Thudc dugc chi
dinh diéu tri cho cac bénh nhan HCRLS nhém
nguy co cao va trung binh cao. Cac thi nghiém
lam sang da cho thay Inqovi cé hiéu qua diéu tri
tuong tu Decitabin dang truyén tinh mach [11].

2.3. Azacitidin

Azacitidin la chat giam qua trinh methyl hoa,
da duogc FDA cong nhan la thuéc diéu tri HCRLST.

Azacitidin c6 cau trdc tuong tu Decitabin, c6 kha
nang gan vao DNA [11] va ARN, Uc ché qua trinh
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téng hgp DNA, gay chét t€ bao. Nghién cliu thu
nghiém lam sang ngau nhién pha 3 cho thay hiéu
qua diéu tri HCRLST tuong tu Decitabin, véitilé dap
(ng toan bo la 16%, ti lé dap tng mét phan la 6%,
thai gian chuyén thanh Lo xé mi cap trung binh la
21 thang, so véi nhom diéu tri ho trgla 13 thang véi
cac bién chiing chdi yéu la suy tly xuong [12].

Azacitidin ciing dang dugc nghién ctu véi
cac thuéc khac vai hi vong lam tang ti 1é dap
Ung diéu tri ctia bénh, budc dau cho két qua
kha quan nhu Azacitidin két hop véi Etanecept
(yéu t6 chéng hoai ti khoi u) [13]

3. THUGC PIEU HOA MIEN DICH
(IMMUNOMODULATORY DRUG)

Thuécdiéuhdamiéndich (Lenalidomide,...)
khong chi cé tac dung Uc ché qua trinh tao
mach mau, ma ching tham gia qua trinh diéu
hoa mién dich thong qua diéu hoa Cereblon -
mét thanh phan ctia phic hgp Ubiquitin ligase.
Su thay déi Ubiquitination gay ra bdi liéu phap
diéu hoa mién dich tao ra nhiéu hiéu tng nhu
thay ddi yéu t6 phién ma, lugng cytokine, cac
té bao mién dich dugi nhom [14].

G nhém HCRLST nguy co thap cé del 5q,
Lenalidomide cho thay ti Ié dap Ung diéu tri la
85 %, cao hon nhiéu so vai tinh chung trong
nhém HCRLST la 25 %. Ti 1é bénh nhan khong
phu thudc truyén mau la khoang 70%. Tac
dung phu c6 thé gap la gidm bach cau, tiéu
cau, bién chiing than kinh ngoai bién. Cac tac
dung phu nay c6 thé chdp nhan dugc [15]. Do
vay Lenalidomide da dugc FDA va nhiéu hudng
dan diéu tri ctia cac hiép hoi trén thé gisi chap
thuan trong diéu tri HCRLST c6 del 5q.

4. THUGC PROTEIN LAIACTIVINRECEPTOR
Il (ACTIVIN RECEPTOR Il FUSION PROTEIN HAY
ACTIVIN RECEPTOR Il LIGAND TRAPS)

HCRLST nhém nguy co thap, c6 qua muc
nguyén hong cau sat vong trong ty xuong, cac
té bao dau dong hong cau co tinh trang lang
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dong sat qua muic trong ti thé. Nhiing dac diém
hinh thai hoc lién quan dén dot bién sinh dudng
clia cac t& bao méu. G déi tuong nay, c6 cac bat
thudng trong qua trinh biét héa hong cau. Hién
nay, Activin receptor Il fusion protein dugc coi
nhu thuéc mai cho diéu tri HCRLST c6 qua muc
nguyén héng cau sat vong nha viéc tc ché dac
hiéu cac tin hiéu bat thuong clia TGF beta, thuc
day qua trinh biét hoa dong hdng cau [16].

Cac thuoc dai dién gom Sotatercept
(Proteinlai Activinreceptor Il a) va Luspatercept
(protein lai activing receptor Il b), cac thuéc nay
hoat dong nhu mét ligand tray (bay phéi td),
lam mat vai tro diéu hoa ngugc am tinh ctia qua
trinh tao hong cau. Cac nghién ctiu thir nghiém
lam sang pha 2 da cho thay thuéc dung nap tét
va cai thién tinh trang thi€u mau & cac bénh
nhan HCRLST nhém nguy co thap that bai vai
yéu t6 kich thich tao hong cau truéc do [7], [6].
Hién nay cac nghién ctu thir nghiém lam sang
pha 3 dang duagc tién hanh.

5. KET LUAN

Nghién ctu da tién hanh téng quan moét
sO thudc va phac d6 cap nhat mdi trong diéu
tri HOi chiing rdi loan sinh tay. Cac két qua téng
quan c6 thé cung cap cac théng mdiva hituich
trong thuc hanh lam sang diéu tri Hoi chiing roi
loan sinh tUy taiViét Nam.
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ABSTRACT
NOVEL THERAPIES IN MYELODYSPLASTIC SYNDROME

Treatment of myelodysplastic syndrome (MDS) has remained challenges for physician. In Vietnam,
the treatment strategies for the majority of patients with MDS are supportive care with blood transfusion,
iron chelation and growth factors. Lenalidomide, hypomethylation agents has been received FDA
approval for treating MDS. But these drugs are not cure, aim at improving cytopenia, quality of life and
delaying disease progression. Several clinical trials have done to determine effective of new drugs for
MDS. This reviews provided several informations of novel therapies for MDS.

Keywords: Myelodysplastic syndrome, MDS, novel drugs, novel therapies.
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