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TOM TAT: Nghién ctru thuén tép 86 bénh nhéan chén doéan xéc dinh réi loan sinh tiy theo tiéu chuén
WHO-2016, phén nhém nguy co theo tiéu chuén IPSS-R, diéu tri bang phac dé chdm séc hé tro va phac
db decitabine don tri tai Vién Huyét hoc - Truyén méau Trung wong, tir thang 01/2018-6/2021.

Két qua: Bénh nhén trung binh 63,65 tudi, ti Ié nam gi6i (48,8%) tuong duong ni¥ gi6i (51,2%). Ti 16
bénh nhan nhém MDS-EB-1 chiém 31,4%, nhém MDS-EB-2 chiém 29,1%, nhém MDS-SLD chiém 16,3%
va nhém MDS-MLD chiém 14,0%. Phan nhém nguy co theo IPSS-R: rét thap (10,5%), thép (30,2%), trung
binh (24,4%), cao (22,1%) va réat cao (12,8%). Vé diéu tri, 43,0% bénh nhan theo phéc dé chdm séc hé
tro va 57,0% bénh nhén theo phac dé decitabine don tri. Cé 66,3% bénh nhan dép (g diéu tri téng thé
(trong d6, 34,9% dap tng hoan toan, 31,4% dap tng mot phan). Ti lé dép (ng téng thé trén nhém diéu tri
chdm soc hé tror (81,1%) cao hon so véi nhém diéu tri decitabine (55,1%), khac biét c6 y nghia thong ké
v6i p = 0,012. Thoi gian séng toan bé trung binh la 26,49 + 1,55 thang va thoi gian song thém khong t/en
trién (PFS) /a 25,32 + 1,64 thang. Cac tac dung khong mong muén & méu ngoai vi gém: gidm héng céu,
gidm bach cau trung tinh va giam tiéu cau (v&i ti 16 1&n lwot la 41,9%, 27,9% va 18,6%); ngoai ra, c6 11 tac
dung khéng mong muén khéc, nhw chén &n, dau dau, tdo boén, nén, ho, sét, tiéu chay, viém phdi ké, ting
men gan, tdng dwong mau, giam albumin...

T khéa: Réi loan sinh tdy, decitabine.

ABSTRACT: A cohort study of 86 patients with a confirmed diagnosis of myelodysplastic disorders
according to WHO-2016 criteria, risk subgroups according to IPSS-R criteria, treated with supportive
care regimens and decitabine monotherapy regimens at the National Institute of Hematology and Blood
Transfusion, from January 2018 to June 2021.

Results: The average age of the patients was 63.65 years, and the proportion of men (48.8%) was
similar to that of women (61.2%). The proportion of patients in the MDS-EB-1 group accounted for 31.4%,
the MDS-EB-2 group accounted for 29.1%, the MDS-SLD group accounted for 16.3% and the MDS-MLD
group accounted for 14.0%. The risk subgroups according to IPSS-R: very low (10.5%), low (30.2%),
moderate (24.4%), high (22.1%), and very high (12.8%). Regarding treatment, 43.0% of patients were
treated by the supportive care regimen and 57.0% of the patients were treated by the decitabine monotherapy
regimen. There were 66.3% of the patients who responded to the overall treatment (in which, 34.9%
had a complete response, 31.4% had a partial response). The rate of overall response in the supportive
care group (81.1%) was higher than that in the decitabine group (55.1%), the difference was statistically
significant with p = 0.012.The mean overall survival was 26.49 + 1.55 months and progression-free survival
(PFS) was 25.32 + 1.64 months. The unwanted effects in peripheral blood included: erythrocythemia,
neutropenia, and thrombocytopenia (with the rate of 41.9%, 27.9%, and 18.6%, respectively); In addition,
there were 11 other unwanted effects, such as loss of appetite, headache, constipation, vomiting, cough,
fever, diarrhea, interstitial pneumonia, increased liver enzymes, hyperglycemia, hypoalbuminemia...
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1. DAT VAN BE.

Hoi chieng réi loan sinh tdy (RLST) 1a mot nhém
bénh li ac tinh cla tdy xwong. Bénh dac trwng boi
tinh trang gidm cac dong té bao mau ngoai vi va
nhirng bién ddi loan san trong tly xwong véi cac
d&c diém |am sang khac nhau [1], [2], [3]. Bénh
nhan (BN) RLST thudéc nhém nguy co cao va réat
cao thuéng co tién lwong xau. Trong hai thap ki
qua, nhirng thlr nghiém lam sang s dung cac
thudc gidam methyl héa (nhw decitabine) diéu tri
cho BN RLST nguy co cao (gdbm nguy co trung
binh, nguy co’ cao va nguy co rat cao theo IPSS-R)
da cho két qua day hra hen. Cac thir nghiém lam
sang giai doan Il cho thay, decitabine c6 lién quan
dén dap (rng lau dai trén BN RLST va tri hoan thoi
gian chuyén sang lo-x&-mi cip dong tdy hodc tlr
vong so v&i chdm séc hé trg [4]. Trong khi do,
cham soc hé tro van 1a lwa chon hiéu qua cho BN
nhém RLST nguy co thap.

Hién nay, Vién Huyét hoc - Truyén mau Trung
wong la co s& dau nganh diéu tri cac bénh huyét
hoc, 1a mét trong sé it don vi c6 cac phac dd hoan
thién va déy dd cho cac BN RLST. Chung t6i thyc
hién nghién clru nay nhdm danh gia két qua diéu
tri BN RLST tai Vién Huyét hoc - Truyén mau Trung
wong; md td mot sé tac dung khéng mong mudn
cua decitabine.

2. DOI TUQNG VA PHUONG PHAP NGHIEN CUU.

2.1. B6i twong nghién ciru:

86 BN chan doan xac dinh RLST theo tiéu
chuidn WHO-2016, phan nhém nguy co theo tiéu
chuén IPSS-R, diéu tri bang phac d4 cham séc hd
tro va phac dd decitabine don tri, tai Vién Huyét
hoc - Truyén mau Trung wong, to thang 01/2018-
6/2021. Cac BN ddng y tham gia nghién ctu.

2.2. Phwong phap nghién ctru

- Thiét k& nghién ctvu: nghién ctru thuan tap.

- Chan doan xac dinh RLST theo tiéu chuan
WHO-2016 va phan nhém nguy co theo IPSS-R.

- Quy trinh diéu tri:

+ Diéu trj bang phac d cham séc hd tro, gdm
truyén ché phdm mau, dung khang sinh khi c6
nhiém trung, cac yéu td kich thich tang trudng
dong hoéng cau, bach cu hat.

+ Diéu tri theo phac dd decitabine liéu 15 mg/m?
da/ngay, truyén tinh mach x 5 ngay/dot (téng liéu
100 mg/m? da), tbi thiéu 4 chu ki [5], [1].

- Danh gia két qua theo tiéu chuan IWG-2018
[6]: thvi diém danh gia sau khi két thic liéu trinh 4-6
chu ki diéu tri, cac tiéu chudn dap &ng dwoc duy
tri 6n dinh it nhat trong 8 tuan. Thoi gian theo dbi
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BN tinh ttr khi bat dau diéu tri dén khi két thuc qua
trinh nghién cwru.

- Panh gia tac dung khéng mong muén cula
decitabine theo tiéu chuan déc tinh ctia NCI [4].

- Van dé dao dwrc trong nghién ctru: dé cwong
nghién ciru dwoc Hoi ddng dao dirc trong nghién
ctu y sinh hoc cta Vién Huyét hoc - Truyén méau
Trung wong chap thuan.

- Xt li sb lieu: tbng hop va phan tich bang phan
mém SPSS 20.0. Phan tich thoi gian sbng theo
Kaplan Meyer vé&i kiém dinh Log rank.

3. KET QUA NGHIEN CUU.

3.1. Dac diém chung cta BN nghién ciru:

Bang 1. Bac diém chung ctia BN nghién ctru.

Pac didm S6 BN (mﬁ(ni_?ngx)
Tudi (nam) (gg;gg)
Gioi Nam 42 (48,8%)
tinh NG 44 (51,2%)
MSD-SLD | 14 (16,3%)
MDS-RS 5 (5,8%)
Phan |MDS-MLD 12 (14%)
'tﬁi'o MDS-EB1 27 (31,4%)
WHO |MDS-EB2 | 25(29,1%)
2016 |MDS del (5q)| 2 (2,3%)
MDS-U 0
MDS/MPN 1(1,2%)
RAt thap 9 (10,5%)
Nhém | Thap 26 (30,2%)
{‘hge”g €% I Trung binh | 21 (24,4%)
IPSS-R |Cao 19 (22,1%)
R4t cao 11 (12,8%)

BN tir 28-90 tudi, trung binh 63,65 tudi; ti I& BN
nam gi¢i (48,8%) twong dwong nir gidi (51,2%).
Ti 1é BN theo phan loai cia WHO 2016: MDS-SLD
(16,3%), MDS-RS (5,8%), MDS-MLD (14%), MDS-
EB-1 (31,4%), MDS-EB-2 (29,1%), MDS del (5q)
(2,3%) va MDS/MPN (1,2%). Phan nhém nguy co
theo IPSS-R: rat thap (10,5%), thap (30,2%), trung
binh (24,4%), cao (22,1%) va rat cao (12,8%).

- Phwong phéap diéu tri (n = 86):

+ Diéu tri cham soc hé tro: 37 BN (43,0%).

+ Theo phac d6 decitabine don tri: 49 BN
(57,0%).
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3.2. Két qua diéu tri:

Bang 2. Két qua dap ing diéu tri (n = 86).

Dap (rng diéu tri S6BN | Tilé %
Dap wng hoan toan (CR) 30 34,9
Dap ng mot phan (PR) 27 31,4
Dap trng hoan toan tly (mCR) 2 2,3
Cai thién huyét hoc (HI) 5 5,8
Bénh 6n dinh (SD) 4 4,7
Thét bai 18 20,9
DPap (rng tdng thé (CR + PR) 57 66,3

66,3% BN dap (rng diéu tri tbng thé (trong do,

34,9% BN dap tng hoan toan, 31,4% BN dap wng
mot phan), 2,3% BN dap (ng hoan toan tiy va
5,8% BN céi thién huyét hoc. S6 BN bénh 6n dinh

va théat bai lan lwot 12 4,7% va 20,9%.

Bang 3. Dap (rng diéu tri theo phac db.

Phac db didu trj | DaPtng | Nhom
tong thé con lai
. . Lz 30 7
Cham séc ho tro
i 81,1% 18,9%
( T 0) | ( 22 0) 0,012
Decitabine (55,1%) (44.9%)

Ti 1& dap (rng tdng thé trén BN diéu tri cham
séc ho tro (81,1%) cao hon so véi phac dd diéu tri
decitabine (55,1%), khac biét cé y nghia thdng ké,
vGi p = 0,012.

- Thoi gian séng toan bo (overall servival - OS)
va thoi gian sdng thém khong tién trién (progression
free survival - PFS):

Survival Function

Cum Survival
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Biéu dé thoi gian OS va thoi gian PFS
cta cac dbi twong nghién ciru.

Nghién ctru thdi gian OS trén 86 BN, thay cé
49 BN t&r vong; thoi gian OS trung binh ctia BN la
26,49 * 1,55 thang. Nghién ctru thoi gian PFS trén
86 BN, thdy c6 21 BN chuyén cép, thoi gian PFS
trung binh ctia BN la 25,32 * 1,64 thang.

3.3. Tac dung khéng mong muén:

Bang 4. Céc tac dung khéng mong muédn thudng
gap cla decitabine trong qua trinh diéu tri (n = 49).

Téac dung khéng mong muén | S6BN | Tilé %
Giadm bach cau trung tinh (*) 29 59,2
Giam tiéu cau (*) 16 32,6
Giam hoéng cau (*) 5 10,2
Chan an 18 36,7
Dau dau 14 28,6
Téo boén 13 26,5
Noén 11 22,4
Ho 10 20,4
Sét 6 12,2
Tiéu chay 8 16,3
Viém phdi ké 8 16,3
Tang men gan 8 16,3
Tang duwdng mau 10 20,4
Giam albumin 9 18,4
(*) Phén d6 3 va 4 theo tiéu chuén
danh gia cac bién co bat lgi 2006

DPéi véi cac biér] cd bat lgi vé mau ngoai vi, ti
& BN giém bach cau trung tinh, gidm tiéu cau va
gidm hong cau lan lwot la 59,2%, 32,6% va 10,2%.
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C6 11 tac dung khédng mong mudn thuwdng gap
khac, cu thé: chan an 36,7%, dau dau 28,6%, tao
boén 26,5%, nén 22,4%, ho 20,4%, sbt 12,2%, tiéu
chay 16,3%, viém phéi ké 16,3%, tang men gan
16,3%, tang dwong mau 20,4%, giam albumin
18,4%.

4. BAN LUAN.

TAt ca dbi twong nghién ctru déu la ngudi 16n,
tudi tlr 28-90 tudi, trung binh 63,65 tudi; twong
tw két qua nghién ciru cta Jung K.S [7] va cla
Rollison D.E [8]. Ti I& BN nam gi¢i (48,8%) twong
dwong BN nir gidi (51,2%). Cac bao cao trwdc day
déu ghi nhan, RLST la bénh cta ngudi 1&n tudi, voi
80-90% BN chan doan RLST trén 60 tudi, ti 16 BN
nam va BN n{r twong dwong nhau [8], [9], [10].

Theo phéan loai WHO-2016, 86 BN RLST trong
nghién clru nay xép thanh 7 phan nhém: MDS-
SLD (16,3%), MDS-RS (5,8%), MDS-MLD (14%),
MDS-EB-1 (31,4%), MDS-EB-2 (29,1%), MDS
del(5q) (2,3%) va MDS/MPN (1,2%). Trong do,
phan nhém MDS-SLD, MDS-MLD, MDS-EB1 va
MDS-EB2 dwoc ghi nhan véi ti 18 mac cao hon cac
phén nhém con lai [7]. Pé viéc lwa chon phac do
diéu tri hiéu qua hon, nam 1997, IPSS da dé xuét
bang phan nhém nguy co 4 mirc dd va cap nhat
bang phan nhém 5 mirc d6 nguy co theo IPSS-R
nam 2012 [11], [12]. Trong nghién cu nay, phan
nhém BN theo nhém nguy co ctia IPSS-R gbém: rat
thap (10,5%), thap (30,2%), trung binh (24,4%),
cao (22,1%) va rat cao (12,8%). Viéc phan nhém
nguy co theo IPSS va IPSS-R la can c quan trong
dé Iwa chon liéu trinh diéu tri pht hop cho méi BN
[13] [14].

Hién nay, hai phac dd chinh dwoc khuyén céao
cho diéu tri RLST la phac db diéu tri chdm séc hd
tro cho nhém BN RLST nguy co thap hon va phac
dd diéu tri bang thudc gidm methyl héa dwoc khu-
yén céo cho nhém BN RLST nguy co cao hon. Bén
canh do, phan nhém RLST véi del (5q) don déc
dwoc diéu tri hiéu qué bang thudc diéu hoa mién
dich lenalidomide [13], [14].

Trong nghién ctru nay, 37 BN dworc didu tri bang
phac dé cham séc hd tro va 49 BN diéu tri bang
phac dd decitabine don tri. Déi v&i phac dd decit-
abine don tri, chung téi lIwa chon liéu trinh: 15 mg/
m2 da, tiém truyén tinh mach lién tuc hon 3 gio, l1ap
lai m&i 8 gi® trong 5 ngay méi 4 tuan [13], [14], [15].

Bang 2 cho thay, ti 1& dap (rng tdng thé |a 66,3%;
twong tw két qué nghién clru cta Jabbour ndm
2017 (ti 1é dap (ng tong thé |a 62%) [16] va cua
Benton nam 2018 (ti 1& dap (rng téng thé dat 63%),
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hay Nguy&n Quang Hao nam 2021 (ti 1& dap &ng
tbng thé dat 60,5%) [17]. Bang 3 cho thay, i 1é dap
&ng tbng thé & nhém dwoc diéu tri theo phac dd
cham soc hé tro' (81,1%) cao hon so véi nhom diéu
tri bdng phac dd decitabine don tri (55,1%), khac
biét c6 y nghta théng ké véi p = 0,012. Didu nay
phan anh dung thwc té khi nhém BN diéu tri bang
phac d6 chdm séc hd tro la nhém nguy co thap
hon, trong khi nhém diéu tri bang phac d6 decit-
abine la nhém nguy co cao hon. Két qua nghién
ctu nay kha twong déng véi cac nghién clru cta
cac tac gia trong nwdc va qubc té theo phac dd
diéu tri diu tay cho RLST.

Trong diéu tri BN RLST, muc tiéu chinh la cai
thién chat lwong cudc sébng & BN nhém nguy co
thap; kéo dai thoi gian sbng, thoi gian chuyén cép
& ca nhém nguy co cao va rat cao. D& danh gia
muc tiéu nay, can dwa trén thoi gian séng thém cla
cac BN. Nghién ciru thoi gian OS, thy c6 49/86
BN t&r vong, thoi gian OS trung binh la 26,49 + 1,55
thang. Nghién clru thoi gian PFS, thay c6 21/86 BN
bénh tién trién sang lo-x&-mi cép, thdi gian PFS
trung binh 1a 25,32 + 1,64 thang. Két qua nay thap
hon nghién clru clia Greenberg nam 2012 (th&i
gian séng thém trung binh 1a 55,2 thang) [18]. Sw
khac biét nay c6 thé dén tlr c& mau trong nghién
clu cla ching t6i kha khiém tén so vé&i nghién
ctru trén.

DPéi voi phac d6 decitabine don tri, bén canh
dap (rng diéu tri va thdi gian séng thém thi tac
dung khéng mong muén ciing can dwoc quan tam.
Hau hét tac dung khdng mong muén cla thubc da
dwoc ghi nhan va cé thé lwdng trwde dwoce. Tuy
nhién, v&i dac tinh BN RLST la ngudi cao tudi va
thwong kém cac bénh i nén thi tdc dung khéng
mong muén cla thubc thwdng kha phd bién. Cac
thtr nghiém lam sang cho thay, gan 90% BN cé
xuét hién tac dung khédng mong muén. Déi véi cac
bién cb bat loi vé mau ngoai vi, gobm ti 1& BN giam
bach cau trung tinh, gidm tiéu cau va gidm héng
chu (IAn luot 1a 59,2%, 32,6% va 10,2%). Ti & nay
thap hon két qua nghién ciru ctia Kantarjian (ndm
2006) [19], nhwng cao hon két qua nghién ciru cla
Lee (nam 2020) [20]. Nghién ctru nay cling ghi
nhan 11 tac dung phu thuwdng gap khac véi ti 1é
nhw sau: chan an 36,7%, dau dau 28,6%, tao bdn
26,5%, ndn 22,4%, ho 20,4%, sbt 12,2%, tiéu chay
16,3%, viém phéi ké 16,3%, tang men gan 16,3%,
tang dwong mau 20,4% va gidm albumin 18,4%.
Nhin chung, nhitng tac dung khéng mong muén
cla decitabine déu dwoc kiém soat va khong gay
nguy hiém dén tinh mang cta BN.
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Tw két qua nghién ctu nay, chung t6i cho rang
diéu tri BN RLST theo phac dd decitabine don tri [a
an toan v&i BN.

5. KET LUAN.

Nghién ctru 86 BN RLST, diéu tri bang phac dd
cham séc hd tro va phac dd decitabine don tri, tai
Vién Huyét hoc - Truyén mau Trung wong, tir thang
01/2018-6/2021, két luan:

- Tubi trung binh ctia BN 13 63,65 tudi. Ti 1& BN
nam (48,8%) twong dwong BN nir (51,2%). Ti 1é
BN theo phan loai cia WHO-2016: MDS-SLD
(16,3%), MDS-RS (5,8%), MDS-MLD (14%), MDS-
EB-1 (31,4%), MDS-EB-2 (29,1%), MDS del (5q)
(2,3%) va MDS/MPN (1,2%). Phan nhém nguy co
theo IPSS-R: rat thap (10,5%), thap (30,2%), trung
binh (24,4%), cao (22,1%) va rat cao (12,8%).

-43,0% BN theo phac db diéu tri chadm séc hd tro,
57,0% BN theo phac dd diéu tri decitabine don tri.

- 66,3% BN dap tng diéu tri tdng thé, trong do,
34,9% BN dap trng hoan toan, 31,4% BN dap wng
mot phan. Ti 1é dap ng téng thé trén BN diéu tri
cham séc hd tro (81,1%) cao hon so véi phac dd
diéu tri decitabine (55,1%), khac biét co y nghia
théng ké véi p = 0,012.

- Thoi gian séng toan bd (OS) trung binh Ia
26,49 + 1,55 thang va thoi gian sbng thém khong
tién trién (PFS) 1a 25,32 + 1,64 thang.

- Céc tac dung khéng mong muén & mau ngoai
vi gdm gidm hoéng ciu, gidm bach cau trung tinh
va gidm tiéu cau (ti 18 1an lwvot 1a 41,9%, 27,9%,
18,6%). Ngoai ra, c6 11 tac dung khdng mong
muén thudng gap khac la: chan &n, dau dau, tao
bén, nén, ho, sét, tiéu chay, viém phdi k&, tang men
gan, tang dwd'ng mau va giam albumin.
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NGHIEN CUU - TRAO BOI

vao mét vj tri dau, khién viéc chi quan danh gia dau
sé tang hon.

Vé&i két qua nghién clru nay va tham khao
cac nghién clru twong tw, chiang téi cho rang xa
tri ngoai la phwong phap hiéu qua dé kiém soat
dau v&i nhirtng BN ung thw giai doan 1V, c6 di can
xwong cot séng.

5. KET LUAN.

Nghién ctru 106 BN ung thw giai doan 1V, di can
xwong cot séng, diéu tri gidm dau bang phuwong
phap xa tri ngoai, tai Vién Ung budu va Y hoc hat
nhan, Bénh vién Quan y 175, tlr thang 5/2021 dén
thang 4/2022, két luan:

- BN trung vi 58 tudi. Da s6 BN la nam gidi
(63,2%), ung thw phdi nguyén phat (53,8%), ung
thw nguyén phat di cadn xwong cot sébng dang hiy
xwong (81,6%), ung thw nguyén phat di can xwong
cot sdng da 6 (84,0%).

- Diém dau trung binh ctia BN giam rd rét & ca
nhém BN di cin xwong cot sébng don 6 va da &
tai thoi diém sau diéu tri xa tri 4 tudn va 8 tuan.
Ki thuat xa tri ngoai hiéu qua cao trong giam dau
xwong cot séng do di can (tai thdi diém 4 tuan va
8 tuan sau xa tri, cho ti 1& dap &ng 1a 86,8% va
91,5%). Ti I&é BN dap &ng gidm dau & nhém xa tri
két hop dung thudc gidm dau bac 2 va bac 3 cao
nhét vao tuan th 8 (56,6% va 34,9%), tuy nhién
sw khac biét khéng cé y nghia thdng ké.
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