TAP CHi NGHIEN CPU Y HOC

KET QUA PIEU TRl HOI CHI’NG ROI LOAN SINH TUY
BANG DECITABINE TAI VIEN HUYET HOC - TRUYEN MAU

TRUNG UONG
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Vii Minh Phwong', Vi Blirc Binh?, Nguyén Ngoc Diing?,
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Héi chirng réi loan sinh tiy la mét nhém bénh ly &c tinh cua tiy xuwong. Viéc chén doan va diéu tri bénh tuong
déi phtrc tap. Nhitng ndm gén déy, céc thir nghiém Iam sang st dung cac thubc gidm methyl héa da cho két qua
day hira hen, ma dién hinh trong dé la decitabine. Muc tiéu ctia nghién ctru la danh gia két qua diéu tri bang phéc
dé decitabine don tri trén bénh nhén héi chimg réi loan sinh tuy & Vién Huyét hoc - Truyén méu Trung uong. Doi
twong nghién ctru la 43 bénh nhéan duoc chan doan héi chirng réiloan sinh tay theo WHO 2016 tai vién Huyét hoc
- Truyén méu Trung wong ttr 2018 dén 5/2020. Cac bénh nhan duoc phdn nhém nguy co theo tiéu chuén IPSS -
R va duoc diéu tri bang phéc dé decitabin don tri. Nghién ciru da thu duoc mét sé két qua nhuw sau: ty 1é dap tng
toan bé 1a 60,5%, trong d6 41,9% Iui bénh hoan toan va 18,6% lui bénh mot phan. Thoi gian séng toan bo ctia
bénh nhén la 25,6 + 2,9 thang. Thoi gian chuyén cép trung binh & 9 bénh nhan la 21,8 théang. Céc tac dung khéng
mong muén & mau ngoai vi gdm gidm bach céu trung tinh, gidm tiéu cau va gidm héng céu véi ty 16 I1an luot 1a:
27,9%, 18,6% va 41,9%. C6 9 tac dung phu khac thuong gép voi ty 1é & nhdm bénh nhéan nghién ctru nhuw sau:
chén &n 46,5%, dau dau 37,2%, tao bén 32,6%, nén 27,9%, ho 23,3%, sot 18,6%, tdang men gan 18,6%, tiéu
chay 16,3% va viém phdi ké 16,3%. Két qua tir nghién ctru nay cho thay phac db diéu tri decitabine don tri d4 cai

thién ré ty 16 dap tmg diéu tri, kéo dai thoi gian séng thém véi mét sé tac dung khdng mong mudn thuong gap.
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I. DAT VAN DE

nhirng thtr nghiém lam sang st dung cac thudc
gidm methyl héa ADN da cho két qua day hira
hen, dan dén viéc m& réng kho vl khi tri liéu
cho MDS. Nhém thuéc gidam methyl ADN c6
ban chat la azanucleosides v&i hai loai dang
duwoc chap thuan st dung réng rai hién nay la:
azacitidine va decitabine. Trong dé, decitabine
duwoc FDA chép thuan truéc va hién dang st
dung rong rai hon.

Decitabine can thiép canh tranh va lam giam
qua trinh methyl ADN cho phép tai biéu hién
céac gen trc ché khéi u, day la mét lwa chon diéu
tri m&i nhiéu trién vong cho bénh nhan MDS.?
Trong cac thlr nghiém lam sang giai doan Il va
I, decitabine c6 lién quan dén dap &ng lau dai

Hoi chieng rdi loan sinh tdy (Myelodysplastic
Syndrome - MDS) la mét nhém bénh ly ac tinh
cla tly xwong dwoc dac trung bdi giam té
bao ngoai vi va nhirng bién déi loan san trong
tly xwong véi cac dac diém lam sang khac
nhau.™® Bénh nhan MDS thuéc nhém nguy
co' trung binh, cao, rat cao c6 tién lwong xau.
Nén tang chinh cta diéu tri MDS la cham séc
hd tro va hoda tri liéu.* Trong hai thap ky qua,
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& bénh nhan MDS va tri hoan thdi gian chuyén
sang lo x& mi cap dong tly hodc tl vong so
v&i chdm soc hd tro.5 Vai tro cla decitabine da
duoc cdng bd nhiéu trong cac nghién ciru va
ther nghiém 1am sang & bénh nhan mac MDS
trén toan thé gi¢i. Tuy nhién & Viét Nam van
con rat it cac nghién clru danh gia vai trd cua
decitabine & nhém bénh nhan MDS. Chinh vi
vay, chung téi thuc hién deé tai nay v&i muc tiéu:

Danh gia dap &ng diéu tri, tac dung khong
mong mudn va wéc tinh thdi gian sbng thém
ctia bénh nhan hoi chieng réi loan sinh tay duoc
didu tri bang decitabine don tri tai Vién Huyét
hoc - Truyén mau Trung wong.

Il. DOI TVQONG VA PHUONG PHAP
1. Péi twong

43 bénh nhan dwgc chan doan 1an dau hoi
chirng réi loan sinh tay theo tiéu chudn WHO
2016 tai vien Huyét hoc - Truyén mau Trung
wong tir 2018 dén 5/2020.
2. Phwong phap

Nghién ctru can thiép l1am sang khéng dbi
chirng.

Qui trinh nghién ctru

Bénh nhan duoc cac xét nghiém chan doan
va theo ddi diéu tri nhw huyét tay dd, sinh thiét
tdy xwong, cdng thirc nhiém sac thé, FISH ...

Phan nhéom bénh nhan theo phan loai cla

lll. KET QUA

WHO 2016°.

Phan nhém nguy co theo thang diém IPSS -
R c¢6 stra d6i nam 2014.7

Tién hanh diéu tri bang phac dd Decitabine
lidu 20 mg/m2 da/ ngay, truyén TM x 5 ngay/
dot (tbng liéu 100mg/m2 da), téi thiéu 2 dot."#

DPanh gia két qua theo tiéu chudn IWG stra
déi ndm 2006.°

Thoi diém danh gia sau khi két thac liéu trinh
diéu tri dot 2 cac tiéu chuan dap &ng dwoc duy
tri &n dinh it nhét trong 8 tuan.

Théi gian theo di bénh nhan tinh t khi bat
dau diéu tri dén khi két thuc qua trinh nghién
clru.

Uéc tinh thoi gian séng con toan bd (OS)
theo Kaplan Meyer theo tirng nhdm nguy co.

Danh gia céac tac dung phu theo tiéu chuan
doc tinh ctia NCI® sau 2 tuan diéu tri chu ky dau
tién.

3. Xt ly div liéu

Sé lieu dwoc tdng hop va phan tich béng
phan mém SPSS 20.0.

4. Pao dirc nghién ctru

Nghién ctru dwoc chap thuan cta Héi ddng
dao dlrc trong nghién clru y sinh hoc clia Vién
Huyét hoc - Truyén mau Trung wong, quyét
dinh s6 939/QD - HHTM ngay 31/5/2019.

1. Dac diém chung cua nhém bénh nhan nghién clru

Bang 1. Dac diém chung cia bénh nhan nghién clru

Pic didm n (%) Chi st trung Khoén.g gia
binh tri

Tudi 61 38-78
Giogi Nam 19 (44,2)

NG 24 (55,8)
Mau ngoai vi BC 9,5 1-75.2

BCTT 3,8 0,1 -36,1
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s Chi sé trung Khoang gia
Pac diem n (%) . .
binh tri
HST 88,8 54 - 144
TC 119 7 - 648
Tay xwong % blast 49 0-16
MSD - SLD 0
MDS - RS 0
R . MDS - MLD 5(11,6)
Phan loai theo WHO 2016
MDS - EB 38 (88,4)
MDS del (5q) 0
MDS - U 0
R4t thap 0
IPSS - R Thép 7 (16,3)
Trung binh 20 (46,5)
Cao 11 (25,6)
R4t cao 5(11,6)

Do tudi trung binh cGia bénh nhan 1a 61. Ty 1é gi&i tinh: 44,2% nam gi&i va 55,8% nir gioi. Gia tri
trung binh ctia chi s6 bach cau trung tinh, lwgng huyét sic té, tiéu cau lan lvot la 3,8 G/L, 88,8 g/L
va 119 G/L. Ty lé trung binh cta té bao blast tiy xwong |a 4,9%. Ty I& bénh nhan theo phan loai clia
WHO 2016 gém: MS - MLD (11,6%) va MS - EB (88,4%). Ty 1& bénh nhan theo nhém nguy co clia
IPSS - R gdm: nhédm nguy co thap (16,3%), nhém nguy co trung binh (46,5%), nhém nguy co cao

(25,6%) va nhém nguy co' rat cao (11,6%).
2. Két qua diéu tri

60% \ \ \

Biéu do 1. Ty Ié bénh nhan khong phu thuéc truyén mau sau diéu tri

Ty I& bénh nhan khéng phu thudc truyén mau

dao déng tlr 44 - 100% va tang theo s chu ky

dwoc diéu tri: thAp nhat Ia nhom 2 chu ky 44%, 3 chu ky 60%, 4 chu ky 76%, 5 chu ky 100% va 6

chu ky 100%.
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Bang 2. Két qua dap trng diéu trj theo tiéu chuan IWG stra doi 2006

DPap &ng Sé bénh nhan Ty 1& (%)
Dap wng tbng thé 26 60,5
Dap ng hoan toan 18 41,9
Dap rng mot phan 8 18,6
Dap rng hoan toan tay 2 4.7

Bénh &n dinh 1 2,3

Thét bai 7 16,3

Tai phat sau CR va PR 3 7

Bénh tién trién 4 9,3

Ty lé dap ng tong thé 1a 60,5%, dap ng hoan toan la 41,9%, dap (rng mot phan la 18,6% va
16,3% bénh nhan thét bai diéu tri.

TV Survival Function
10 : i Cermored

08 .
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04+

Xac suat séng con

0

Thei gian (thang)

Biéu do 2. Wéc tinh thei gian séng toan bo (0S)
Uérc tinh thoi gian sbng trung binh clia nhém bénh nhan 1a 25,6 + 2,9 thang, ¢ 62,6% ( + 0,09)
bénh nhan séng dén 18 thang.

g

i 3§ &

Xac suat sébng con

M

Thai gian (thang)

Biéu do 3. Wéc tinh thoi gian sdng toan bo (OS) theo nhém nguy co

120 TCNCYH 139 (3) - 2021



U'éc tinh thoi gian sbéng toan bd nhém nguy
co thap 37 7,8 thang; nhém nguy co trung
binh 23,4 + 3,3 thang, nhdm nguy cao 18,3 *
3,4 thang (p > 0,05). Khéng c6 bénh nhén thubc
nhém nguy co' cao nao séng dén 30 thang.

3. Tac dung khéng mong muén cua
decitabine

Bang 3. Tac dung phu thwo'ng gap cua

decitabine trong qua trinh diéu tri

So
Tac dung phu bénh Ty lé (%)
nhan

Gidm bach cau trung

finh® 12 27,9
Giam hong cau* 8 18,6
Giam tiéu cau* 18 41,9
Chan an 20 46,5
Pau dau 16 37,2
Téao bdn 14 32,6
Non 12 27,9
Ho 10 23,3
Sét 8 18,6
Tang men gan 8 18,6
Tiéu chay 7 16,3
Viém phoi ké 7 16,3

* Phan d6 3 va 4 theo tiéu chuan danh gia
céc bién cé bét loi (NCI 2006)

Déi véi cac bién cb bat loi vé mau ngoai vi,
ty 1& bénh nhan gidm bach cau trung tinh, gidm
tiéu cau va gidm hong cau lan lwot 1a: 27,9%,
18,6% va 41,9%. C6 9 tac dung phu thwong
gap khac voi ty 1é nhw sau: chan an 46,5%,
dau dau 37,2%, tao bon 32,6%, nén 27,9%, ho
23,3%, sbt 18,6%, tdng men gan 18,6%, tiéu
chdy 16,3% va viém phdi ké& 16,3%.

IV. BAN LUAN
Két qua diéu tri hoi chirng rdi loan sinh tdy
bang phéac dd decitabine don tri dwoc thuc hién

TAP CHi NGHIEN CPU Y HOC

trén 43 bénh nhan, tr nam 2018 dén thang
5/2020. T4t ca bénh nhan déu la nguoi Ion
tudi v&i do tudi trung binh 61, twong dwong voi
nhirng nghién ctru khac.'®" Ty 1&é bénh nhan
nam la 44,2% va bénh nhan nir la 55,8%. Cac
nghién ctru déu ghi nhan MDS la bénh cla
ngudi cao tudi, 80 - 90% bénh nhan MDS dwoc
chan doan trén 60 tudi, ty 1& bénh & nam va ni
twong dwong nhau.™ 12

Truwdc day, MDS gén lién véi khai niém thiéu
mau dai dang (refractory anemia) v&i dic diém
gidm mot hodc nhiéu dong té bao & mau ngoai
vi. Trong nghién ctru nay, gia tri trung binh cla
chi s6 bach cau trung tinh, lwong huyét séc t6,
tiéu ciu lan lwot 1a 3,8 G/L, 88,8 g/L va 119 G/L
déu thap hon gi¢i han binh thwéng tai thoi diém
chan doan. O tly xwong ty 1é trung binh cta
té bao blast 1a 4,9%, twong tw nhw cac nghién
ctu khac. Bay 1a mot chi sé quan trong dé chan
doan réi loan sinh tay (5 - 20% blast) cling nhw
chan doan phan biét v&i bach cau cip dong tay
theo WHO 2016 ( > 20% blast).'® 43 bénh nhan
nghién ctru xuat hién & trong 2 trong 6 nhom
phan loai cia WHO 2016 v¢&i ty 1é€ nhw sau: MS
- MLD (11,6%) va MS - EB (88,4%). bay la 2
phan nhém thwong gap, dwgc ghi nhan véi ty
I& méc cao hon phan nhém con lai.”® Viéc phan
nhoém tién lwong ctia MDS ciing twong déi phirc
tap v&i 4 mirc d0 nguy co theo IPSS (1997)'* va
5 mirc d6 nguy co theo ban cap nhat IPSS - R
(2012)."5 Ty |é bénh nhan theo IPSS - R & 43
bénh nhan MDS Ian lwot 1a: nhém nguy co thap
(16,3%), nhém nguy co trung binh (46,5%),
nhém nguy co cao (25,6%) va nhém nguy co
rat cao (11,6%). Day la can c& quan trong dé
lwa chon liéu trinh diéu tri phu hop cho bénh
nhan.617

Trong diéu tri réi loan sinh tdy hién nay
nhém thubéc gidm methyl hoa ADN duwoc st
dung khéa réng rai va ghi nhan hiéu qua tét &
cad nhém nguy thap va dac biét 1a nhém nguy
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co cao. Ngoai trtr phan nhém MDS véi del (5q)
don doc dwoc diéu tri hiéu qua bang thubc diéu
hoa mién dich lenalidomide.’®'” Trong nghién
clvu cla chung tdi, tat cd 43 bénh nhan duoc
lwa chon diéu tri bang thubéc gidm methyl hoa
decitabine. V&i dac diém la nghién ctru tién ciru
va lia chon mau thuan tién nén mdi bénh nhan
sé c6 s6 chu ky diéu tri bang decitabine khac
nhau. Cho dén thoi diém hién tai bénh nhan cé
qué trinh diéu tri ngén nhat 1a 2 chu ky va dai
nhét la 6 chu ky véi ty 1& nhw sau: 2 chu ky c6
20,9%, 3 chu ky c6 11,6%, 4 chu ky c6 39,5%, 5
chu ky c6 14% va 6 chu ky c6 14%. Ty Ié bénh
nhan khéng phu thudc truyén mau va phu thudc
truyén mau trong méi nhém theo sé chu ky diéu
tri dao dong tir 44 - 100% va tang theo sb chu
ky dwoc didu tri, dwoc thé hién trong Biéu db 1.
Ty I& & méi nhém cu thé nhw sau: nhém diéu tri
2 chu ky c6 44% bénh nhan khéng phu thudc
truyén mau, 3 chu ky cé 60% bénh nhan khéng
phu thudc truyén mau, 4 chu ky c6 76% bénh
nhan khéng phu thudc truyén mau, 5 chu ky
va 6 chu ky déu dat 100% bénh nhan khéng
phu thudc truyén mau, két qua nay phu hop voi
nhirng nghién ctru khac. T4t ca cac thir nghiém
lam sang déu cho thay ty 1& bénh nhan doc lap
v&i truydn mau va truyén tiéu cau tng sau 2
chu ky diéu tri decitabine.

Tham khdo hwéng dan clia NCCN va cac
nghién ctru da tién hanh chung t6i lwa chon
phac d6 diéu tri decitabine: 20 mg/m? da tiém
truyén tinh mach lién tuc hon 3 gi& 13p lai méi 8
gid trong 5 ngay mbi 4 tudn.'s'".1® Két qua dap
&ng diéu tri bénh trong Bang 3 cho thay ty 1&
dap &ng tdng thé Ia 60,5%, dap rng hoan toan
la 41,9%, dap ng mot phan |a 18,6%, bénh
6n dinh la 2,3% va 16,3% bénh nhan that bai
diéu tri. Ty 1& nay twong tw nhw nghién ciru cla
Zagonel (1993) va cua Kantarjian (2006) voi
cung phac do diéu tri. Nhirng phac db véi liéu
cao hon va thoi gian ngan hon ciing cho ty lé

dap (ng tbng thé twong tw vé&i khoang 50%.
Bang chu y la nghién ctru ciia Kantarjian (2007)
cho ty l&é dap &ng téng thé kha cao 73% véi
phac d6 diéu tri 3 giai doan: (1) 20 mg/m? da
tiém truyén tinh mach 5 ngay méi 4 tuan, (2) 20
mg/m? da tiém dwdi da 5 ngay méi 4 tuan, (3) 10
mg/m?2 da tiém truyén tinh mach 10 ngay méi 4
tuan. Bang 3 cling cho thay ty 1& bénh nhan dat
4n dinh la 2,3%, day 1a nhivng bénh nhan duy
tri dworc trang thai bénh khoéng tién trién. Truéc
khi két thuc nghién ctru, ching téi ghi nhan 9
trwdng hop bénh tién trién thanh bach cau cép
dong tly v&i 2 bénh nhan da qua doi voi thoi
gian chuyén cép trung binh 1a 21,8 thang. Day
la nhirng bénh nhan thuéc nhdém nguy co trung
binh va nguy co cao, bénh nhan khong dap
ng v&i decitabine ngay sau 2 chu ky diéu tri
hoac tién trién sau khi da dap ng & chu ky
diéu tri thtr 6 (di¥ liéu khong thé hién trong bao
cdo). Két qua nay cho thay, hién nay decitabine
van la Iya chon hiéu qua cho ca nhém nguy co
thap, nguy co trung binh va nguy co' cao, véi ty
l&é dap ng téng thé cao 60,5% (Bang 3).

Muc tiéu chinh trong diéu tri cho bénh nhan
rbi loan sinh tdy la cai thién chat lwong cudc
sbng & nhém nguy co thap, kéo dai thoi gian
sbng va kéo dai thoi gian chuyén cép & ca
nhém nguy co' cao va rat cao. Bé danh gia muc
tiéu nay can dwa trén thoi gian sdng téng thé &
nhém bénh nhan nghién ctru. Trong nghién ctru
nay, chuing tdi phan tich téng thé thdi gian sdng
cla bénh nhan con sbng ti khi bat dau diéu tri
béng decitabine cho dén thoi diém nghién ciru,
v@i nhirng bénh nhan da t& vong thi thoi gian
séng dwoc tinh tlr khi bt ddu diéu trj dén khi tor
vong. Biéu db 2 chi ra wéc lwgng thoi gian séng
tdng thé cho thay thdi gian sdng trung binh ctia
bénh nhan la 25,6 + 2,9 thang, ty I& bénh nhan
sébng dén 18 thang 1a 62,6% ( + 0,09). Biéu
dd cho thay rd hon thoi gian séng cla bénh
theo 3 nhém nguy co: nhém nguy co thdp 37
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+ 7,8 thang; nhdm nguy co trung binh 23,4 +
3,3 thang, nhém nguy cao 18,3 + 3,4 thang. Cu
thé la & nhdm nguy co thp 80% sbng dén 13
thang, két qua nay twong dwong véi nghién
clru clia Lee (2020) c6 81% bénh nhan nguy
co thdp sbéng dén 12 thang™ va nghién ctu
clia Jabbour (2017) c¢6 87% bénh nhan nguy
co thap séng dén 12 thang.?° Két qua nay mét
lan nira cho thay hiéu qua cua viéc diéu trj rbi
loan sinh tdy bang decitabine. Chinh vi vay mot
sb thor nghiém Iam sang da Iwa chon decitabine
cho nhirng bénh nhan réi loan sinh tdy that bai
v&i azacitidine.?! Mac du hiéu qua chwa thwe sy
rd rang, tuy nhién decitabine cling da gép phan
kéo dai thoi gian sdng & nhirtng bénh nhan that
bai v&i azacitidine ma khéng dwoc khuyén céao
véi liéu phap ghép té bao gbc ddng loai khat
khe va tén kém.?"

Trong qua trinh diéu tri béng decitabine, tac
dung phu cta thudc cé thé ludng trudc dwoc.
Tuy nhién, v&i dac tinh bénh nhan rdi loan sinh
ty la nguwdi cao tudi va thuong kém cac bénh
ly nén thi tac dung phu cta thudc thwdng kha
phd bién. Cac thir nghiém 1am sang cho thay
gan 90% bénh nhan c6 xuét hién tac dung phu
khéng mong mudn. Déi véi cac bién cb bét loi
vé mau ngoai vi gdm ty & bénh nhan gidm bach
cau trung tinh, gidm tiéu cau va gidm hdng cau
lan lwot 1a: 27,9%, 18,6% va 41,9%; ty & nay
cao hon nghién clru cia Lee (2020)'" va thap
hon nghién clru cta Kantarjian (2006)??Nghién
clru clia chung t6i cling ghi nhan 9 tac dung
phu thuwdng gap khac cla decitabine v&i ty 1
@ nhém bénh nhan nghién cu nhw sau: chan
&n 46,5%, dau dau 37,2%, tao bon 32,6%, non
27,9%, ho 23,3%, sbt 18,6%, tang men gan 18,6%,
tiéu chay 16,3% va viém phéi k& 16,3%. Dang chu y
la khéng c6 bénh nhan i vong do bién chirng hay
tac dung phu cta thuéc. Nhin chung tac dung phu
clia decitabine déu c6 thé duoc giai quyét va khéng
gay nguy hiém dén tinh mang ctia bénh nhan.

TAP CHi NGHIEN CPU Y HOC

V. KET LUAN

Két qua tlr nghién ctu nay cho thdy phac
dd diéu tri decitabine don tri da cai thién rd ty
Ié dap (ng diéu tri, kéo dai thoi gian séng thém
véi mot s tac dung khéng mong mudn thwéng
gap.
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Summary
CLINICAL OUTCOMES OF DECITABINE TREATMENT FOR
MYELODYSPLASTIC SYNDROME PATINENTS
AT THE NATIONAL INSITUTE OF HEMATOLOGY
AND BLOOD TRANSFUSION

This study was conducted to evaluation of clinical outcomes of decitabine treatment for MDS
patients. 43 MDS patients (according to WHO 2016) have been diagnosed and treated at the
National Institute of Hematology and Blood Transfusion, Hanoi, Vietham. Patients were grouped
based on their risk level according to IPSSR standard and were singly treated with decitabine.
Results showed that 43 patients treated with decitabine achieved a significantly high overall
response rate of 60.5%, including 41.9% achieving complete responses and 18.6% partial
responses. Median time progression to acute myelogenous leukemia stage was 21.8 months. The
most common adverse effects included myelosuppression (neutropenia 27.9%, anemia 18.6% and
thrombocytopenia 41.9%), constipation 32.6%, vomiting 27.9%, cough 23.3%, fever 18.6%, diarrhea
16.3%, and pneumonia 16.3%. Decitabine was found to be clinically effective in the treatment of
patients in both lower - risk group and higher - risk group MDS, with proven durable responses.
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