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ABSTRACT

Background: Chronic myeloid leukemia is among the most common chronic
myeloproliferative neoplasms diagnosed at the National Institute of Hematology and
Blood Transfusion. The introduction of Imatinib represented a major breakthrough in the
management of chronic myeloid leukemia, markedly improving survival and quality of life.
However, a subset of patients develop resistance mainly due to ABL gene mutations or
intolerance to Imatinib therapy. Nilotinib, a second-generation tyrosine kinase inhibitor,
was developed to overcome these limitations and to achieve deeper and more durable
molecular responses. In Vietnam, Nilotinib has become the standard therapeutic option
for patients who are resistant or intolerant to first-line Imatinib.

Objective: This study was conducted to evaluate the treatment outcomes of chronic
myeloid leukemia patients receiving Nilotinib.

Patients and methods: The study describes a series of cases on 52 patients diagnosed
with chronic myeloid leukemia and treated with Nilotinib at the National Institute of
Hematology and Blood Transfusion.

Results: Molecular response was achieved in 92.3% of patients at 3 months, and major
molecular response was observed in 36.5% of patients at 12 months.

Conclusion: Nilotinib showed similar trends in molecular biological response in patients
with chronic myeloid leukemia after failure of first-line treatment with Imatinib.
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TOM TAT

Pat van dé: Bach cau man dong ty & bénh thudéc nhém tang sinh tiy man tinh khé phé
bién tai Vién Huyét hoc-Truyén mau Trung uong. Su ra ddi cla Imatinib da tao nén budc
ti€n quan trong trong diéu tri bénh. Tuy nhién, mot sé bénh nhan xuat hién khang thubc
do dét bién gen ABL hoac khdng dung nap vai Imatinib. Nilotinib la thuéc tc ché tyrosine
kinase thé& hé hai dugc phat trién nham khac phuc tinh trang nay, tir dé gitip cai thién dap
ing va kiém soat bénh bén virng han. Tai Viét Nam, Nilotinib hién & luva chon cho bénh
nhan khang ho&c khéng dung nap vdi diéu tri budc mot bang Imatinib.

Muc tiéu: Nghién cltu nay dugc thuc hién nhdm dénh gia két qua diéu tri cia bénh nhan
bach cau man dong tay dugc diéu tri bang Nilotinib.

Déi twong va phuong phap: Nghién cltu mo ta loat ca bénh trén 52 bénh nhan dugc chén
doan bénh bach cau man dong tly diéu tri tai Vién Huyét hoc-Truyén mau Trung uong.

Két qua: 92,3% dap rng sinh hoc phéan tirtai thgi diém 3 thang va 36,5% dat dap &ng phan
tlr I8n tai thoi diém 12 thang.

Két luan: Nilotinib cho thay xu huéng tuong déng vé dap ng sinh hoc phan tlr @ nhém

bénh nhan bach cau man dong tly sau that bai vdi diéu tri budc dau bang Imatinib.

Ttr khoa: Bach cau man dong tly, Imatinib khang hoac khéng dung nap, Nilotinib.

1. AT VAN BE

Bénh bach cau man dong tdy (chronic myeloid
leukemia - CML) la bénh ly ac tinh thuéc nhém tang
sinh tdy man tinh, dac trung bdi sy tadng sinh cac té
bao dong bach cau hat biét héa dan dén tang bach
cau hat & mau ngoai vi vdi du céc giai doan trudng
thanh. Bénh chi€ém khoang 15% céc trudong hgp lo
xé mi & ngudi lén; wdc tinh tai Hoa Ky nam 2023 c6
khoang 8.930 ca CML md&i méc véi khodng 42% la ni¥
gidi va 58% nam gidi [1].

Sy'ra doi clia thu6c Imatinib da tao budc ngoat trong
diéu tri CML khi giap ph&n l&n bénh nhan dung nap
tot, ty & song thém toan b va séng thém khong bién
c6 clia cac bénh nhan sau 10 ndm diéu trj lAn luot
dat 83% va 79,6% [2]a selective BCR-ABL1 kinase
inhibitor, improved the prognosis for patients with
chronic myeloid leukemia (CML. Tuy nhién, mot so
truong hop xuét hién khang hoac khong dung nap
Imatinib, diéu nay chd yéu do dét bién diém clia gen
ABL lam giam hiéu qua diéu tri gy khang thu6c. Cac

*Tac gia lién hé

thu6c (c ché tyrosine kinase (TKI) thé hé sau nhu
Dasatinib va Nilotinib dugc phéat trién nham khéc
phuc tinh trang nay, giup cai thién dap &rng va kiém
soat bénh bén virng hon.

Tai Viét Nam, trong thuc hanh lam sang hién nay,
Nilotinib la thu6c dugc st dung phé bién cho nhirng
bénh nhan CML khong dap ng hoac khéng dung
nap vdi Imatinib. Pay clng la thudc (c ché tyrosine
kinase thé& hé hai duy nhat dugc co quan bao hiémy
té chi tra va Vién Huyét hoc-Truyén mau Trung uong
da bat dau trién khai diéu tri bang Nilotinib tir thang
11/2015, tlr d6 md& ra cao hoi ti€p can liéu phap diéu
tri dich hiéu qua hon cho nhém bénh nhan that bai
sau diéu trj Imatinib.

Chung toi tién hanh nghién ctu nay nham danh gia
dac diém ldm sang, can ldm sang bénh CML va két
qua diéu tri bang Nilotinib.
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2. DOI TUONG, PHUONG PHAP NGHIEN CU'U
2.1. Ddi twgng nghién ciru

52 bénh nhan dudc chan doan CML diéu trj tai Vién
Huyét hoc-Truyén mau Trung uong tlr thang 1/2022
dén thang 1/2024.

- Tiéu chuén lua chon: bénh nhan dugc chin doan
CML giai doan man tinh theo tiéu chudn cta Bo Y té
nam 2022 [3]; bénh nhan khang hoac khéng dung
nap vdi Imatinib dugc chuyén sang dung Nilotinib.

-Tiéu chuén loai trir: b&nh nhan diéu tri khong du thai
gian t6i thi€u 12 thang do béat ky nguyén nhan nao;
bénh nhan c6 cac bénh ly khac di kém bao gobm bénh
ly tim mach, bénh phdi man tinh, suy gan, suy than.

2.2. Phuong phap nghién ctru
Nghién cru mo ta loat ca bénh.
2.3. Noi dung nghién c*u

- Pac diém chung cua déi tugng nghién clru: tudi,
gidi tinh.

- Déap ing mirc do vé huyét hoc va sinh hoc phan tur
trudc diéu tri.

- Pap Ung vé sinh hoc phan tir tai cac thai diém 3
thang, 12 thang sau diéu tri.

- X ly s6 liéu bdng phan mém SPSS 22.0.

2.4. Phuong phap thuwc hién

- Chan doén: huyét do, tiy dé chan doan bénh CML
giai doan man tinh, ty l& phan tram té bao blast trong
tiy xu'ong va mau ngoai bién.

- Panh gia dap &ng diéu tri: huyét do, tay do, xét
nghiém RT-PCR dinh lugng gen BCR-ABL.

- So d6 thiét k& nghién clru:

Bénh nhan CML cé6 khang
hoac khong dung nap vdéi
diéu tri bang Imatinib

Diéu tri Nilotinib

Pap ng huyét hoc; dap irng
sinh hoc phan tir tai thoi
diém 3 thang, 12 thang

Thu thap sé liéu Két qua

So d6 1. Thiét ké nghién ciru

-Tiéu chuan dé khangthuéc: khibénh nhan khéng dat
dugc dap ng diéu tri mong mudn theo cac méc thoi
gian quy dinh. Tiéu chuén danh gia dé khang thudc
trong nghién clru nay dugc ap dung theo khuyén céo
clla European LeukemiaNet (ELN) nam 2020 [4]a
new goal for treating CML is survival at good quality

320

of life, with treatment discontinuation in sustained
deep molecular response (DMR; MR4 or deeper.

- Tiéu chuén khdéng dung nap thuéc: khi bénh nhan
Xuat hién bat ky doc tinh khéng phai huyét hoc nao
tlr do 3 trd lén, hodc dbc tinh tlr do 2 trd lén nhung
kéo dai trén 1 thang, hoac tai di tai lai trén 3 lan bat
ké giam liéu hay diéu tri hé trg t8i da, hodc xuat hién
doc tinh huyét hoc do 4 kéo dai trén 7 ngay.

-Dap tng sinh hoc phén tu:

Bang 1. Theo tiéu chudn danh gia ctia ELN (2020) [4]
a new goal for treating CML is survival at good quality
of life, with treatment discontinuation in sustained
deep molecular response (DMR; MR4 or deeper

Thoi - .
. : Pap tng Canh bao That bai
gian
Khong dap ing vé
Ban huyét hoc hoac
dau khong dat dap iing vé
di truyén hoc té€ bao
3 BCR-ABL BCR-ABL >
- > 0,
thang| <10% BCR-ABL>10% 10%
6 BCR-ABL BCR-ABL >
- _ 0,
thang| <1% BCR-ABL 1-10% 10%
12 |BCR-ABL BCR-ABL >
- _10
théng| <010 | BCR-ABLO1-1% 1o
BCR-ABL >
Thoi 1%
digm | o BCR-ABL>0,1% hoéc"cé
bat ho&c matMMR (< 0,1%) L
. dot bién
ky o
maoil

3. KET QUA NGHIEN cUU

Nghién ctu dugc thyc hién trén 52 bénh nhan CML
giai doan man tinh, dé khang hoac khong dung nap
vdi Imatinib dang dugc diéu tri bang Nilotinib véi ligu
300 mg x 2 lan/ngay. Tinh dén thai diém nghién clu
da diéu tri dugc 12 thang.

Bang 2. Dac diém vé tudi va gidi (n = 52)

Pac diém n %
< 50 tui 29 (55,8%)
Tudi > 50 tudi 23 (44,2%)
Trung binh (tudi) 49,6
Nam 33 (63,5%)
Gidi
N 19 (36,5%)

Do tubi trung binh trong nghién ctru la 49,6 tudi, cac
bénh nhéan tré < 50 tudi (55,7%) chi€m ty l& cao han
so vdi nhom > 50 tubi (44,2%); ty & nam/nir la 1,74.
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Bang 3. Dac diém sinh hoc phan t& trudce diéu tri
Nilotinib (n = 52)

BCR-ABL n %
<10% 22 42,3%
>10% 30 57,7%

Trong 52 bénh nhén trudc khi diéu tri Nilotinib, cé
42,3% bénh nhan dat dap ng vé sinh hoc phén tu,
con lai 57,7% bénh nhan khéng dat dap ung.

Bang 4. Dac diém sinh hoc phan tir sau 3 thang
diéu tri Nilotinib (n = 52)

BCR-ABL n %
<10% 48 92,3%
>10% 4 7,7%

Sau 3 thang diéu tri Nilotinib, c6 tdi 92,3% bénh
nhén dat dugc dap (rng vé sinh hoc phan tirva chico
7,7% bénh nhan khéng dat dugc dap ing.

Bang 5. Pac diém sinh hoc phéan tlr sau 12 thang
diéu tri Nilotinib (n = 52)

BCR-ABL n %
0,1 19 36,5%

>0,1-1% 17 32,7%
>1% 16 30,8%

Sau 12 thang diéu trj Nilotinib, khi danh gia vé dap
’ng sinh hoc phan tl, c6 36,5% bénh nhan dat dugc
MMR; 63,5% bénh nhan khéng dat dugc miuc MMR,
trong dé cé 32,7% bénh nhan trong ngudng canh
béo, 30,8% théat bai vdi diéu tri tai thdi di€ém 12 thang.

4. BAN LUAN

Trong nghién cu clia ching t6i, 52 bénh nhan CML
giai doan man tinh dugc diéu tri Nilotinib sau that bai
hodc khéng dung nap diéu tri Imatinib, dd tudi trung
binh & 49,6 tudi, trong d6 nhém < 50 tudi chi€ém uu
thé (55,8%). Ty l& nam gidi cao hon nit (63,5% so vGi
36,5%), ty l& nam/nir la 1,74. K&t qua trén phu hgp
véi dac diém dich té chung ctia CML la bénh thudng
gap & nam gidi trong dé tudi trung nién. So sanh vdi
nghién cltu ctia Hochhaus A va cong sy (2017), tudi
trung binh ctia cdc bénh nhan CML tai thdi diém chan
doén la 55 tudi vdi phan bé da s8 do tudi tir 40 - 60,
ty l& nam/n{r trong nghién clru dao dong tu 1,2-1,8.
[5] Nghién c(ru ctia Kantarjian H.M va cong su (2006)
cling cho két qua tuong dong véi dé tudi trung binh la
tir 46-50 tudi va ty l&é nam gidi chiém khoang 60% [6].

Trong cac khuyén cao clia ELN giai doan 2006-2013,
dap trng diéu tri bénh CML dugc phan thanh 3 muec:
huyét hoc, t€ bao hoc va sinh hoc phén tir. Tuy nhién,
cung vdi su phat trién cua ky thuat dinh lugng BCR-
ABL theo thang quéc té& (IS), huéng dan ELN (2020)

da chuyén trong tdm sang dap (ng sinh hoc phan tr
nhu tiéu chuén chinh dé theo déi va danh gia hiéu
qua diéu tri, thay thé vai trd trung tdm ctia dap ung té
bao hoc trudc day.

Sau 3 thang diéu tri bdng Nilotinib, c6 48 bé&nh nhan
dat dap ng vé sinh hoc phan tl, chiém ty & 92,3%,
con lai 4 bénh nhan khdng dat dap ung, chiém ty L&
7,6%. K&t qua trén cho thay Nilotinib mang lai hiéu
qua kiém soéat bénh sém va manh mé ngay trong 3
thang dau. K&t qua nay gan tuong dong vdi nghién
clru ENESTNnd cua Kantarjian H.M va cong su (2021)
VvGi 91% [7]with 210 years follow-up in patients with
newly diagnosed chronic myeloid leukemia (CML va
cao haon sovdinghién cu ctia Phu ChiDiingla 89,3%
[8]. Sau 12 thang, c6 19 bénh nhan (36,5%) dat MMR,
con lai 33 bénh nhan (63,5%) khéng dat dap Ung sinh
hoc phan tl, trong d6 c6 32,7% c6 chi s6 BCR-ABL &
muc canh bdo va 30,8% bénh nhan that bai diéu tri.
So sanh vdi nghién ctru ENESTnd ctia Kantarjian H.M
va cong su (2021), ty & MMR sau 12 thang la 44%,
cao hon so véi nghién ctu clia chung t6i [7]with =10
years follow-up in patients with newly diagnosed
chronic myeloid leukemia (CML. Tuy nhién, sai biét
c6 thé giai thich do ¢& mau trong nghién clu cua
chung t6i nhd hon so véi nghién clru clia Kantarjian
H.M va cong su, cling nhu do cach chon doi tugng
nghién cltu; trong khi cdc bénh nhan ctia chung t6i
la khéng dap «ng hoac khéng dung nap véi Imatinib
-von la nhém bénh nhan cé tién lugng dap ing kém
so vé&i nhém bénh nhan mdi trong nghién cu cla
Kantarjian H.M va céng su. Tai Viét Nam, nghién cltu
clia Phu Chi Diing (2020) cho két qua dat MMR cua
nhém bénh nhan diéu tri sau 12 thang la 22,3%, thap
hon nghién cu clia chung t6i [8]. Tuy c6 chut khéac
biét trong cac k&t qua nghién cttu, Nilotinib van cho
thay xu hudng tuong déng vé dap irng sinh hoc phéan
tlr & nhdm bénh nhan CML sau that bai vdi diéu tri
budc dau bang Imatinib.

5. KET LUAN

Trong nghién cltu cuia chlng t6i vdi 52 bénh nhan, do
tudi trung binh ctia nhom nghién ciu la 49,6 vdi ty
& nam/n(r la 1,74. Ty & dap &ng vé sinh hoc phan tlr
trudc diéu tri la 42,3%. Sau diéu tri 3 thang, ty & dap
Ung vé sinh hoc phan t&r dat 92,3% va sau 12 thang
c6 36,5% bénh nhan dat mi'c MMR.
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