Vietnam Journal of Community Medicine, Vol. 67, No. 2, 10-15

EVALUATED EFFECTS OF THE TREATMENT WITH IMATINIB OF
CHRONIC MYELOID LEUKEMIA PATIENTS WITH ADDITIONAL CYTOGENETIC
ABNORMALITIES IN HEMATOLOGY AND BLOOD TRANSFUTION CENTER,
BACH MAI HOSPITAL

Pham Thi Hang", Vu Minh Phuong?, Nguyen Thi Lan Huong?,
Tran Phuong Vinh', Nguyen Thanh Binh Minh', Phung Quoc Diep’, Kieu Thi Van Oanh’

'Bach Mai Hospital - 78 Giai Phong, Kim Lien Ward, Hanoi City, Vietnam
2Hanoi Medical University - 1 Ton That Tung, Kim Lien Ward, Hanoi City, Vietnam

Received: 09/12/2025
Revised: 27/12/2025; Accepted: 23/02/2026

ABSTRACT

Objectives: Evaluated effects of the treatment with imatinib of chronic myeloid leukemia patients
with additional cytogenetic abnormalities (ACAs) since 2012 to March 2025.

Subjects: Patients were diagnosed chronic myeloid leukemia (CML) in chonic phase with additional
cytogenetic abnormalities and were treated with imatinib in Hematology and Blood transfution
center Bachmai Hospital from 2012 to 3/2025.

Method: Retrospective cohort study.

Results: At the 35 patients CML with ACAs were treated with imatinib, the most common
additional cytogenetic abnormalities include additional Ph translocation (34,2%), complex
karyotype (28,6%), trisomy 8 (11,4%) and second Ph (11,4%). Rate of complete hematologic
response after 3 months was 91,4%. Rate of complete cytogenetic response after 12 months was
42,9%. Rate of major molecular response was 48,6%. The survival rate was 51,4%. The overall
5-years relative survival rate was 47,1%.

Conclusion: The patients with ACAs were treated with imatinib had rate of complete hematologic
response after 3 months was 91,4%, rate of complete cytogenetic response after 12 months was
42,9%, rate of major molecular response was 48,6%, the overall 5-years relative survival rate was
47,1%.
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TOM TAT
Muc tiéu: Danh gid k&t qua diéu tri cua bénh nhan lo xé mi kinh dong tuy (CML) ¢6 bat thudng nhiém
sac thé phéi hop (ACAs) bang imatinib tir ndm 2012 dén thang 3 nam 2025.

Péi tuong: Cac bénh nhan CML giai doan man tinh dugc diéu tri bang imatinib tai Trung tam Huyét
hoc- Truyén mau, Bénh vién Bach Mai tir 2012 dén 3/2025.

Phuong phap nghién cru: Nghién clru thuan tap hoi ciru.

K&t qua: Trong 35 bénh nhan Lo x& mi kinh dong tuy cé ACAs dugc diéu tri bang imatinib, cac ACAs
phé bién nhat bao gdm bién thé Ph (34,2%), dot bién nhiém sac thé (NST) phirc tap (28,6%), trisomy
8 (11,4%) va hai NST Ph (11,4%). Ty & dap (ng hoan toan vé huyét hoc sau 3 thang la 91,4%. Ty &
dap &ng hoan toan vé di truyén té bao sau 12 thang diéu tri la 42,9%. Ty l& dap (‘ng hoan toan vé
di truy&n phan tlr 1a 48,6%. Ty (& con s6ng dén thdi diém hién tai la 51,4%. Ty & s6ng trén 5 nam la
47,1%.

Ké&t luan: Bé&nh nhan CML c6 ACAs dugc diéu tri imatinib c6 ty & dap (rng hoan toan vé huyét hoc
sau 3 thang la 91,4%. Ty lé dap (ng hoan toan vé di truyén té bao sau 12 thang diéu tri 14 42,9%. Ty
& dap ing hoan toan vé di truyén phan tir 1a 48,6%. Ty 1& s8ng trén 5 nadm la 47,1%.

Tir khod: Lo x& mi kinh dong tuy, b4t thudng nhiém sac thé phdi hap, TKI,

2. DOI TUQGNG VA PHUONG PHAP NGHIEN CU'U
2.1. DB3i tuwgng nghién ciru

1. DAT VAN DE

Bé&nh CML do tang sinh mat kiém soét va trudng thanh
bat thuong dong bach cau hat, do sy cé mat NST
Philadenphia- Ph va’hoac gen BCR-ABL. Gen nay ma
hda téng hgp protein c6 hoat tinh tyrosin kinase néi sinh
manh tham gia diéu hoa sy phat trién clia té bao, dan téi
bat thudng vé phan bao, bat thudng qua trinh chét theo
chuong trinh va gy tang sinh té€ bao. Imatinib da tao ra

Tiéu chuan lua chon bé&nh nhan: B&nh nhan chan doén
xac dinh CML giai doan man tinh tai Trung tdm Huyét hoc-
Truyén mau Bénh vién Bach Mai; cé Ph1 duangtinh; T315I
am tinh. Bénh nhan dugc diéu tri bAng thudc imatinib.
Bénh nhan va gia dinh dong y tham gia nghién clru.

cudc cach mang lén trong diéu tri bénh Lo xé mi kinh dong
tuy. Liéu phap diéu tri nhdm dich nay da cho nhirng két
qua kha quan vdi ty |& sdng toan bo va ty lé s8ng khong
bi€n c6 sau 5 nam dat dén lan luot la 97,45% va 86,44%
& nhirng ngudi bénh Viét Nam. Tuy nhién, hiéu qua cla
thu6c cé thé thay ddi & cac bénh nhan cé bat thudng
nhiém sac thé phéi hgp. Vivay ching téi thuc hién dé tai
nay nham muc tiéu: Danh gia két qua diéu tri ctia bénh
nhan Lo x& mi kinh dong tuy (CML) cé bat thudng nhiém
séc thé ph6i hop (ACAs) bang imatinib tir nam 2012 dén
thang 3 nam 2025.

*Tac gia lién hé

Tiéu chuén loaitrir: BEnh & giai doan tang téc hodc chuyén
cap; Bénh nhan dudc didu tri bang céc thudc khang
tyrosinkinase khac; Ngudi bénh dang mang thai hoac cho
conbuhodc mac métsd bénh lytim mach, viemtuycap...

2.2. Phuong phap nghién clru: Nghién cltu thuan tap
hoi ctu. C& mau thuan tién. Thai gian tir 2012 dén thang
3/2025.

2.3. Cac budc nghién ctru:

-Bénh nhan dugc chan doan xac dinh CML giai doan man
tinh thda méan tiéu chuan dugdc ghi nhan ACAs.
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-Bénh nhan dudgc diéu tri imatinib 400mg/ngay.

-Déanh gia dap ing diéu tri sau 3 thang,12 thang: Dép ng
huyét hoc va dap &ng di truyén té bao.

- Dénh gia dap (ng didu tri: Dap (ng di truydn phan tu,
tlr vong, thai gian sdng toan bo (0S), thoi gian séng thém
khong su kién (EFS).

2.4. Tiéu chudn danh gia

2.4.1. Chan doan va phan chia giai doan bénh CML:
Theo T8 chirc y t& thé gidi 20161

- Giai doan man: Thod man day du céc tiéu chuén sau:
(1) S6 lugng bach cau trong mau ngoai vi tang >25 G/1, cé
thé kiém so4t t8t bang diéu tri chuan. (2) Ty l& t& bdo non
<10% trong mau ngoai vi hoac tuy xuong. (3) Ty & bach
CcAu &i kiem <20%. (4) S8 luong tidu cau = 100 G/L.

- Giai doan tién trién: Khi c6 1 trong céc tiéu chuén sau:
(1) Ty L& t€ bao non trong mau ngoai vi hoac tuy xuong
tlr 10-19%. (2)Ty l& bach cau ai kiem 220%. (3) Giam s6
lwgng tiéu cau<100 G/l khdng lién quan vdi diéu tri hodc
gia tang s8 lugng ti€u cau >1000 G/l khéng dap ing vdi
diéu tri. (4) Lach to ra va tang sé lugng bach cau khéng
dap &ng vdi diéu tri. (5) C6 bang ching vé su hién dién 1
gen bat thudng mdi ma khdng ghi nhan dugc tai thai diém
chan doan giai doan man cla bénh. (6)C6 tinh trang xo
hoa tuy (d6 3,4).

- Giai doan chuyén c4p: Khicé 1 trong cac tiéu chuan sau:
(1) C6 su hién dién =220% té€ bao non trong mau ngoai vi
hoac tuy xuong. (2)Tang sinh t& bao non ngoai tuy.(3)Hién
dién nhitrng dam l&n clia t€ bao non trong sinh thiét tuy.

2.4.2. Tiéu chudn danh gia dap (rng diéu tri: Theo huéng
dan clia Mang wGi bénh bach cau Chau Au (ELN) 20132.

- Dap &ng huyét hoc: Dap Ung huyét hoc hoan toan khi:
Bach cau dudi 10G/L trong cdng thirc mau ngoai vi; tiéu
cau dudi 450 G/L; khéng cé tudi trung gian dong bach cau
hat hoé&c blast trong mau ngoai vi; Lach khéng to. Néu
khéng théa man mot trong nhirng tiéu chuén trén, ngudi
bénh dugc xem la khéng dat dap &ng huyét hoc hoan
toan.

-Dép ting di truyén t& bao (DTTB): C6 4 mrc do:

+ Dép tng DTTB mét phan (PCyR) La khi ty 1& NST Ph
1-35%.

+ Dap tng DTTB hoan toan (CCyR) la khi ty 1& NST Ph
bang 0%.

+ Pap tng DTTB phan l&n (MCyR) la khi ty & NST Ph
<35% (bao gdbm PCyR va CCyR).

+ Khong dat dap Gng DTTB t6t khi ty & NST Ph
=235%.

- Pap ng vé di truyén phan tl: c6 2 mic do:

+Dép Ung sinh hoc phén tir phan lén (MMR) la khi ty 1&
ban sao clia té hgp gen BCR-ABL < 0,01%

+ Dap ng sinh hoc phan t&r hoan toan (CMR) la khi
ban sao clia t6 hgp gen BCR-ABL 4m tinh 2 [an lién tiép
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bing k§ thuat RQ-PCR.
2.4.3. Binh nghia thoi gian séng:

Th&i gian séng thém toan bd (Overall survival- OS): Thoi
gian tinh tr thai diém bat dau tham gia nghién ciu dén
thoi diém t& vong do bat k& nguy&n nhan nao.

Thai gian song thém khéng sy kién (Even-free
survival- EFS): Thai gian tinh tirthdi diém bat dau tham gia
nghién cttu dén thai diém phai ngirng diéu tri do mot “su
kién” dugc dinh nghia trudc nhu: ddc tinh khéng thé chap
nhan, nguyén vong cia bénh nhan mudn thay ddi diéu tri,
bénh tai phat, tién trién hoac tr vong...

3. KET QUA NGHIEN CcUU
3.1. P3ac diém chung cta ddi tugng nghién ciru
3.1.1. Pac diém vé tudi

Tudi trung binh ctia nhém c6 ACAs 14 41,38+13,28 (tudi).
Nhém tudi thudng gap nhat la tir 18 dén 62 tudi.

3.1.2. Pac diém vé gidi

Ty 1& gidi & nhdm c6 ACAs la 52,9% nam, 47,1% n{; Ty &
nam/nrla1,12.

3.1.3. Bac diém di truyén té€ bao:

Bang 1. C4c loai bat thudng nhiém sic thé phéi hop

_ Batthudng S8 lugng
nhiém séc thé phéi hgp N %
Bién thé Ph1 11 31,4
POt bién NST phirc tap 7 20
Trisomy 8 4 11,4
Hai NST Ph (+Ph) 4 11,4
v 2 (l;’n:)
+20 1 2,85
+22 1 2,85
i17q 1 2,85
der17 1 2,85
add12p 1 2,85
add(22p11) 1 2,85
inv18 1 2,85
Téng 35 100

Nhan xét: Trong cac ACAs, bién thé Ph c6 ty l& cao nhat
(31,4%), tiép theo la dot bi€n NSTphtrc tap (20%), trisomy
8 (11,4%), hai NST Ph (con goi la thém NST Ph) (11,4%).

3.2. Danh gia dap (ng diéu tri
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3.2.1. Béap i'ng huyét hoc 3.2.4. Cac dién bién diéu tri khac

3.2.4.1. Ty lé s6ng s6t

= Dap Ung hoantoan = Khéng dép ¢ng hoan toan = Consbng = DA chét

Biéu dd 1. Dap ng huyét hoc Biéu d6 2. Ty l& bénh nhan séng dén thdi diém hién tai.
voiimatinib sau 3 thang dieu tri Nhan xét: T 1& bénh nhan CML c6é ACAs dugc didu tri
Nhan xét: Ty (& dap (ng hoan toan vé huyét hoc véi  bangimatinib con séng dén thoi diém hién tai la 51,4%.
imatinib sau 3 thang cac bénh nhan CML c6 ACAs dugc Ty lé bénh nhan t& vong la 48,6%.
diéu tri bang imatinib 14 91,4%.
3.2.2. Bap rng vé di truyén té bao
Bang 2. Dap (ng di truyén té€ bao
sau 12 thang diéu trj imatinib

dz'g;,’p Hoan | Mét | Dép T6i | Khoéng
trng toan | phan rng it thiéu | dap &ng
T‘Fﬁ:‘e 0% | 1-35% | 35-65% | 65-95% | >95%
. s Trén5nam = Dudi5nam
S6
ll;rfjnf 15 4 2 4 9 Biéu d6 3. Ty l&é bénh nhan séng trén 5 nam.
én
nhan Nhan xét: Ty & bénh nhan CML cé ACAs dugc diéu tri
bang imatinib séng trén 5 nam & 45,7%.
Ty lé o A
(3;/0)' 441 11,8 5,9 11,8 26,5 3.2.4.2. Thoi gian séng toan b6
Nhan xét: Ty & dap ing di truyén té bao hoan toan sau 10— Loai it thuong nhiém
12 thang cla cac bénh nhan CML c6 ACAs dugc diéu tri Ty 6175 hirg
L ~Hai 33 than,
béng imatinib & 44,1%. Ty (& bénh nhan khong dép tng o
N Dt bién NST phirc tap (70,
la 26’5%' g‘:rl;ga)! thudng nhiém séc thé
(1132 théng?
3.2.3. Bép *ng vé di truyén phén t&r 2o —
. . ) @ + | P=648
Bang 3. Dap &ng di truyén phan t&r = ’
Mrc dé dap (ng bap u’n‘g hoan Khopg dap 02
toan ng
S6 lwong bénh nhan 17 18 : o
Biéu d6 4. Thai gian séng toan bd clia cac nhém bat
- thudng nhiém séc thé
TV 18 (%) 48,6 51,4 ng nhiem sac the
Nhan xét: Thoi gian s6ng toan bé clia cac bénh nhan CML

Nhén xét: Ty & dép Ung di truyén phén tr clia cac bénh  c6 ACAs dugc diéu tri béng imatinib la 113,29 théng.
nhan CML c6 ACAs dugc diéu tri bang imatinib 14 48,6%.  Banh nhan c6 hai bat thudng NST Ph ¢6 thoi gian s6ng
Ty & bénh nhan khéng dap ing la 51,4%. toan bo la 48,33 thang.

; Crossref@ 13
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4. BAN LUAN
4.1. Dac diém chung cha ddi tugng nghién clru

4.1.1. Tudi: TuBi trung binh clia cdc bénh nhan CML ¢c6
ACAs dugc diéu trj imatinib trong nghién cltu ctia chang
tdi la 41 tudi, thadp hon so vdi d8i tugng nhién cliu cua
cac tac gia Nguyén Thu Chang (2025) (45,87 tudi)[3],
Bach Quéc Khanh (2025) (46,7 tudi)[4], Quach Tu Thanh
(2025) (51,74 tudi)[5]. K&t qua trén phu hgp véi dich té
hoc clia b&énh CML, bénh gap ch yéu & nhom bénh nhan
trung va cao tudi.

4.1.2. Gidi: Ty l& nam/n( trong nghién clru clia ching toi
(4 1,12 tuong ty tac gid Nguyén Thu Chang (2025)[3] va
tac gid Quach Phu Thanh (2025)[5], thap han so vdi tac
gid Bach Qudoc Khanh (2025)[4].

4.1.3. Bac diém di truyén té bao

Trong 35 bénh nhan cé ACAs dudc diéu tri bang
imatinib, ty & bién thé Ph (& cao nhat (31,4%), tiép theo
& dot bi€n NSTphic tap (20%), trisomy 8 (11,4%), hai
NST Ph (con goi la thém NST Ph) (11,4%), -Y (11,1% s6
bénh nhan nam). Tac gid Wei Wang va cong su (2016)
cling cho thay 6 ACAs thudng gap nhat trong CML la
trisomy 8 (6,1%), -Y (4,8%), thém NST Ph1(5,8%), i(17)
(g10) (2,8%), -7del7q (2,3%) va 3q26(3,8%)[6]. Tac gia
Richard E. Clark va cong s’ (2021) nghién clru cong thic
NST ctia 763 bénh nhan CML nhan thay 27 bénh nhan
c6 cac doét bién nghiém trong (trisomy8 hoac 19, iso17q
hoac thém NST Ph) va 5 dot bién b8 sung dugc md ta
(trisomy 21, 3g26.2, monosomy 7/7g-, 11923 va bat
thuong NST phirc tap[7]. Tac giad Btazej = Ratajczak va
codng sy (2023) cling nhan thay cac ACAs don déc thuong
gap nhat a trisomy 8, -Y, thém NST Ph, i(17) (9q10), = 7/
del(7q) va sép x&p lai 3g26.2[8]. Nhu vay, nghién cliu clia
chung t6i tuong déng vdi cac tac gia trén thé gidi, déu
nhan thay cac dot bién NST phdi hop phd bién & bénh
nhan CML la dot bién NST phuc tap, trisomy 8, hai NST
Ph (thém NST Ph) va mat .

4.2.Déanh gia dap &ng diéu tri
4.2.1. Pap rng huyét hoc

Sau 3 thangdiéu tri bAngimatinib, ty |& dap 'ng hoan toan
& nhém c6 ACAs (91,4%) K&t qua cao han so vGi nghién
cltu cua tac gia Quéach T Thanh (82,4%) va Nguyén Thu
Chang (87,6%). Nhin chung ty & dap (ng huyét hoc sau
3thang diéu tri bAng imatinib déu & mic cao thé hién tac
dung diéu trj uu viét ctia thuéc nham dich.

4.2.2. Bap rng vé di truyén té bao

Ty & dap Ung di truyén té bao hoan toan sau 12 thang cua
cac bénh nhan CML c6 ACAs dugc diéu tri bdng imatinib
& 44,1%. Ty l& nay thap hon so véi nghién cltu clia téc gia
Nguy&n Thu Chang ( 2025) (64,3%). Piéu nay c6 thé do
cac bénh nhan CML trong nghién cu clia chung tdi cd
céc bat thudng NST phdi hop. Tac gid Bach Qudc Khanh
nghién cu cac dac diém xét nghiém va di truyén clia cac
bénh nhan CML mang dét bién khang thudc taivién Huyét
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hoc-Truy&n mau trung uong cho thay ty & xuat hién cac
bat thudng di truyén khac ngoai NST Ph dugc quan sat
thay & khoang 30% bénh nhan CML khang thu6c TKls. Tac
gia Btazej * Ratajczak (2023) da nhén dinh cdc ACAs xuét
hién tai thoi diém chan doan hay trong qua trinh diéu tri
bang TKI & b&nh nhan CML déu a d4u hiéu cdnh bao that
bai digu tri[8].

4.2.3. Bap 'ng vé di truyén phan tr

Trong nghién clru, ty & dap &ng hoan toan vé di truyén
phan t&r @ nhédm c6 ACAs la 48,6%. Ty lé khéng dap ing
vé di truyén phan t& la 51,4%. Ty l& nay cao hon so vdi
k&t qua nghién cliu clia tac gia Nguyén Thu Chang (2025)
(35,7%). Pidu nay c6 thé do trong nghién clfu clia ching
t6i, cdc bénh nhan c6 cdc ACAs nén lam gidam dap &ng vdi
thudc. Tac gia Richard E. Clark va cong su' cling nhan thay
céc doét bién chinh nhu trisomy8 hoac 19, iso17q, thém
Ph1 hodc cédc dot bién bd sung dugc md ta gan day nhu
trisomy 21, 3926.2, monosomy 7/792, 11923 va dét bién
NST phtrc tap c6 mirc dé tién trién bénh cao hon dang ké
s0 vdi nhirng bénh nhan khong cé doét bién nay[7].

4.2.4. Céc dién bién diéu trj khac:
4.2.4.1. Ty lé s6ng s6t

VGi 35 bénh nhan CML cé ACAs dugdc diéu tri bang
imatinib dugc theo doi trong thoi gian 157 thang, ty &
con sdng dén thai diém hién tai & 51,4%, ty & tr vong
la 48,6%.

Ty & t& vong cao hon so vdi nghién clru cla tac gia
Andreas Hochhaus va cong sy (2017): Ty lé séng so6t
khong bién c6 udc tinh sau 10 ndm & nhém bénh nhan
dugc chi dinh ngau nhién dung imatinib dao déng 64,4%
dén 84,4%; ty & tlr vong da biét la 16,1%9. Sy khac biét
do d&i tuogng nghién clfu clia ching toi la cac bénh nhan
CML c6 ACAs. Két qua nghién ctru phu hgp vdinhan dinh
clia tac gia Alice Fabarius va cong su: ACAs nghiém trong
tai thoi diém chén dodn c6 tac dong tiéu cuc dén su' séng
sOt va thé hién su tién trién sang giai doan tang t6c va
chuyén c&p[10].

Trong nghién ctu cla chuing toi, ty & song trén 5 nam
la 45,7%. K&t qua tuong ty nghién clru cla tac gia Alice
Fabarius va céng su: ty l& s6ng trén 5 nam clia cac bénh
nhan cé ACAs nghiém trong la 53%. BN c6 ACAs nghiém
trong co thai gian dat dap (rng hoan toan vé di truyén té
bao, ditruyén phan tr dai hon, thoi gian séng khdng bénh
va thdi gian s8ng toan bd ngén hon[10].

4.2.4.2. Thoi gian séng toan bo

Trong nghién clu cla chidng t6i, nhém cé ACAs cé thoi
gian séng toan bo la 113,9 thang. Trong d6, nhém bénh
nhan coé trisomy 8 va bién thé Ph c6 thdi gian s6ng toan
bd dai hon so véi cac nhém con lai. Tac gid Wei Wang va
cong sy cho rang cac bénh nhan cé cac dot bién nghiém
trong phd bién nhu trisomy 8 hoac 19, thém NST Ph1,
i(17) (910) c6 kha nang séng sét tuong duong cac bénh
nhan khéng cé ACAs, va kha nang séng sot tét hon so vdi
cac bénh nhan c6 ACAs nhe[6].
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5. KET LUAN

Bénh nhan CML c6 ACAs dugc diéu tri imatinib c6 ty (&
dap &ng hoan toan vé huyét hoc sau 3 thang la 91,4%.Ty
& dap i'ng hoan toan vé ditruyén té bao sau 12 thang diéu
tri la 42,9%. Ty & dap ng hoan toan vé di truyén phan tor
& 48,6%. Ty & sOong trén 5 nam la 47,1%.
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