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TOM TAT

Imatinib mesylate dwoc st dung trong diéu tri bénh bach cau kinh dong tiy. Bay la phuong phéap diéu
tri hoan toan mai: thudc diéu tri nhdm dich va dat hiéu qué cao.

Muc tiéu: Danh gia két qua didu trj bach cau kinh dong tiy véi imatinib tai Bénh vién Trung wong Hué
ter ndm 2012 dén 2016.

Déi twong va phwong phap nghién cieu: Nghién ctu tién ciu.Bénh nhan duoc chadn doan méc bénh
bach cau kinh dong tdy tai khoa Huyét hoc Ldm sang Bénh vién Trung wong Hué.

Két qua: Dap ing hoan toan vé huyét hoc la 92,6%, vé sinh hoc phan tl: dap tng hoan toan la 50,9%,
c6 dap tng la 27,8%.

Két ludn: imatinib mesylate dat hiéu qué diéu tri cao cho bénh nhan chan doan bénh bach cau kinh
dong tuy giai doan man tinh. ’

Tw khéa: Bach céu kinh dong tdy, imatinib mesylate, sinh hoc phan tc.

ABSTRACT
RESULTS OF CHRONIC MYELOID LEUKEMIA WITH IMATINIB MESYLATE
AT HOSPITAL HUE CENTRAL IN 2012 TO 2016
Pham Thi Ngoc Phuong’, Nguyen Duy Thang’, Nguyen Van Son’,
Cao Nguyen Truong Nguyen', Nguyen Dinh Thien '

Imatinib mesylate is a drug of chronic myeloid leukemia. This is an entirely new treatment: targeted and
highly effective.

Objective: Results of chronic myeloid leukemia with imatinib mesylate at Hospital Hue Central from
2012 to 2016.

Subjects and methods: A prospective study on. Patients diagnosed chronic myeloid leukemia at the
Department of Clinical Hematology, Hue Central Hospital.

Results: Complete response was 92.6% in hematology. In molecular biology: complete response and
response were 50.9%, 27.8% respectively.

Conclusions: imatinib mesylate achieve high treatment effectiveness for chronic myeloid leukemia

patients in chronic phase.
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——vaphanta;-6n-dinh-cudc-songtau-dai-tientdi-khoi

Dénh gid két qua diéu tri bach ciu kinh dong tiy...

I. PAT VAN DPE

Bénh bach ciu kinh dong tiy (CML) la bénh
thudc hdi chirng tang sinh tuy man ac tinh, dic trung
boi sy tang sinh ndi troi dong tuy, su hién dién cua
nhidm sic théd bit thuong dic hiéu la nhiém sic
thé Philadelphia (NST Ph,) va hodc bt thudng vé
phan ti: su sip xép doan breakpoint cluster region-
Ableson leukemia virus (BCR/ ABL) ma co ché
bénh sinh (va phin nao d6 chinh la bénh nguyén cta
bénh) da dugc xac dinh. Day la co s& dé ung dung
cic phuong phap didu tri hoan toan méi: didu trj
nhém dich bing céc thudc wc ché hoat tinh tyrosine
kinase (tyrosine kinase inhibitors - TKI). CML la
bénh ly mic phai va bénh gip chi yéu & lua tudi
trudng thanh [2], [6].

C6 t6i trén 90% bénh nhan bj bénh bach cau kinh
dong tay ¢6 nhidm séc thé Ph, (Philadelphia) trong
t& bao tay. O Viét Nam bénh chiém 18% trong cic
bénh lo x& mi, ty I¢ nam / niv 1a: 2/1 [2].

Céc phuong phép diéu tri ¢ dién nhu: Busulfan,
Hydroxyurea, Interferon- o, tach bach clu, tia xa
lach, cét lach va di ghép tiy xuong®.

Bét thuong di truyén dic trung ctia bénh bach
cdu kinh dong tay 1a NST Ph, do su chuyén doan
nhanh dai cia NST s6 9 va NST 6 22, tao ra td hop
gene BCR-ABL. Gene nay ma hda protein KDa goi
1a protein 210 BCR-ABL la protein tyrosine kinase
hoat hoa co vai trd quan trong trong viée didu hoa sy
phét trién ctia té bao.

Imatinib mesylate 1a thudc &c ché men BCR-
ABL tyrosine kinase, kiém soat dugc bénh trong
thoi gian dai va c6 thé didu tri lanh bénh véi it tac
dung phu [2].

Nho st dung thudc imatinib, bénh nhan da
dugc cai thién nhanh chéng vé két qua diéu tri: dat
duoc muc d6 lui bénh vé huyét hoc, t& bao di truyén

bénh [6].

Dé gbp phin danh gia két qua, ching toi da thuc
hién dé tai nay nhim muc tiéu: Panh gia két qua
diu tri bach cdu kinh dong tiy véi imatinib tai
Bénh vién Trung wong Hué tir nim 2012 dén 2016.
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II. PHUONG PHAP VA DPOI TUQNG
NGHIEN CUU

2.1. P6i twong nghién ciru

Tiéu chudn chon bénh

Bénh nhan dugc chin doan bach cdu kinh dong
tiy, tai khoa Huyét hoc Lam sang Bénh vién Trung
wong Hué dép tmg di cac tiéu chuén sau:

Tubi > 15.

Puoc chin doan xac dinh CML, nhiém séc thé Ph,
(+) ¢ giai doan man tinh.

Tu nguyén tuan thi phéac dd didu tri v6i imatinib
va theo doi dinh ky dap tng diéu tri v& huyét hoc va
sinh hoc phén tu.

Tiéu chudn logi triv

Bénh nhan & giai doan ting tc va giai doan
chuyén cép. :

Bénh nhén c¢6 cac bénh ly khac di kém, tim mach,
bénh ly vé gan...

2.2. Phwong phap nghién ciru

Thiét ké nghién ciu: Sir dung phuong phéap
nghién clru tién ctu, mau thuin tién, thoi gian ti
2012 dén 2016, xét két qué sau 1 nam diéu tri.

Cic buéc tién hanh nghién ciru:

Buwéc I: Tht ca nhiing bénh nhan dén khim c6
) luong bach clu tang cao, lach 16n déu duoc thim
kham 1am sang, lam cac xét nghiém vé huyét hoc,
sinh héa, tim NST Ph ngay tu déu khi chua didu tri,
dinh lvong BCR-ABL.

Buée 2: Chon céc bénh nhan c6 du cac tidu chuén
chin doan bénh CML véi Ph, duong tinh, s& bit dau
dugc didu tri v6i imatinib 400mg/ 1 1an/ ngay.

Theo dai v& 1am sang, xét nghiém huyét hoc, xét
nghiém sinh héa va dinh lugng BCR-ABL.

Buwée 3: Thu nhap s ligu, phan tich va tién hanh
déanh gia:

Hiéu qua didu tri sau 1 nam diéu tri;

Tac-dung phu-cta-imatinib:
Tiéu chuin dinh gia két qua diéu tri imatinib
- Ddp iing vé huyét hoc
Mau ngoai bi€n binh thudng.
Sé luong bach ciu <10 G/1, khong cd té bao chua
trudng thanh.
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S6 lugng tiéu clu < 450 G/.

Hién dién < 5% tiy bao va hau tuy bao.

Khéng ¢6 nguyén tiy bao va tién tay bao trong
mau ngoai Vvi.

Lam sang on dinh.

- Ddp tkng sinh hoc phdn tir

Danh gid qua xét nghiém dinh luong ban sao
BCR-ABL bang phuong phap Real time PCR.

Dap Gng hoan toan: Khong tim thdy ban sao
BCR-ABL nghia 1a khong phat hién duoc ban sao
BCR-ABL trén 10°té bao.

bap Gng khong hoan toan: Nong do ban sao
BCR-ABL giam it nhit 1 log.

NI KET QUA NGHIEN CUU
3.1. Dic diém cia miu nghién ciru

Tu thang 01/2011 dén thang 01/2016 c6 108
bénh nhén thoa céc tiéu chudn chon miu dugc dua
vao nghién clu, véi cac dic diém:

Tuéi trung binh la: 44,39+13,28 tudi.

Phdn bé theo giGi: nam 55,6%, nit 44,4%.

Phédn bé theo dé tudi: nhém < 20 tuéi chiém
2,8%; nhém 21-40 tudi chiém 41,7%; nhém 41-60
1ubi chiém 47,2%; nhém trén 60 tudi chiém 8,3%.

3.2. Tri¢u chirng 1Am sang khi nhip vi¢n

3.2.1. Diém Sokal

Pa s6 bénh nhan duogc nghién ctu ¢6 thang diém
Sokal & muc ¢6 nguy co thdp va trung binh chiém ty 1&
cao, trong dd nguy co thap chiém ty 1¢ 47,2%, nguy co
trung binh c6 ty 1€ 47,2%. Bénh nhén c6 thang diém
Sokal & murc nguy co cao, chiém ty 18 5,6%.

3.2.2. Téng trang chung (BMI)
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Biéu dé 1: Tong trang chung ctia bénh nhan theo BMI

3.2.3. Ly do vao vién

Bdng 1: Ly do vao vién cua mdu nghién cuu

Ly do vao vién n %

U ha suodn trai 66 61,1

Tinh c& phat hién bach ciu ting cao 33 30,6
Mét- da xanh 9 8,3

Téng 108 100
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3.2.4. Tinh trang thiéu mdu

# Binh thwong
© Thiéu mau nhe
# Thiéu mau vira va ning

Biéu do 2: Tinh trang thiéu mdu trén ldm sang
3.2.5. Triéu chitng cdn ldm sang khi nhdp vién
Bang 2. Triéu chimg cdn ldm sang khi nhdp vién

Chi s danh gia Phén logi n(%), N= 108
, . . <4,0 T/l 63 (58,3)
SO lugng hong cau
4,0-5,5T/ 45 (41,7)
<10 G/ 0
) . 10,1 - 50 G/I 27 (25,0)
SO lugng bach cau
50,1- 100 G/I 27 (25,0)
> 100 G/I 54 (50,0)
<150 G/ 0
] U 150 - 450 G/I 72 (66,7)
SO lugng ti€u cau
451 -700 G/ 24 (22,2)
> 700 G/1 12 (11,1)
Binh thuong 42 (38,9)
Thiéu mau nhe 48 (44,4)
Luong hemoglobin :
Thiéu mau vira 15(13,9)
Thiéu méu ning 32,8
<5% 100 (92,6)
% blast mau ngoai vi
> 5% 8(7,4)
<5% 100 (92,6)
% blast ¢ tiy
>5% 8(7,4)
o Binh thuong 87 (80,6)
Axit Uric
Téng 21 (19,4)
Dinh lugng sé ban sao BCR-ABI 10% 108-(100,0)
<12 cm ©18(16,7)
12 - 14 cm 24 (22,2)
Kich thudce ctia lach trén siéu am
15-17 cm 36 (33,3)
> 17 cm 30 (27,8)

72 Tap Chi Y Hoc LAm Sang - S6 46/2017



Bénh vién Trung wong Hué

3.3. Két qua dap ing diéu tri

Badng 3: Két qua dap ting diéu tri

Chi s& danh gis Phan logi T('I\}‘;"l gg;“o;:' g\;‘: f(;g‘)‘ “;')
. ) Binh thuong 63 (58,3) 96 (88,9)
cahien Véntli';lll: ARRE AT Thiéu mau nhe 27 (25) 4.(3,7)
‘ Thiéu mau vira va ning 18 (16,7) 8(7,4)
. . <4,0 T/lit 45 (41,7) 8(7,4)
Dép ung vé hong cau
> 4,0 T/t 63 (58,3) 100 (92,6)
<4 G/l 0 2(1,9)
4-10G/ 0 98 (90,7)
Pap tmg v& bach ciu 10,1 - 50 G/I 27 (25) 8 (7,4)
50,1 - 100 G/I 27 (25) 0
> 100 G/1 54 (50) 0
<150 G/l 0 2(1,9)
NP 150 - 450 G/I 72 (66,7) 98 (90,7)
Dbap ung ve ti€u cau .
451 - 700 G/l 24 (22,2) 8 (7,4)
>700 G/l 12 (11,1) 0
Binh thuong 63 (58,3) 96 (88,9)
. Thiéu mau nhe 27 (25) 43,7
bap ung vé hemoglobin -
Thi¢u méau viua 15(13,9) 8(74)
Thiéu mau ning 3(2,8) 0
% blast @ mau ngoai vi <5% 105 (97,2) 108 (100)
va tuy >5% 3(2,8) 0
) 0% 0(0) 55(50,9)
el ‘gﬁﬁiﬁhiém 0-10% 0(0) 3027.8)
> 10% 108(100) 23(21,3)
<12 cm 18 (16,7) 18 (16,7)
Cai thién kich thudc cia 12- 14 cm 24 (22,2) 51(47,2)
lach trén siéu am 15-17 cm 36 (33,3) 39 (36,1)
> 17 cm 30 (27,8) 0
Dap tng vé chi sb cua axit Binh thuong 87 (80,6) 108 (100)
uric Ting 21(19,4) 0

16,7% xuong con 7,4%

PV AN-T-F AN
IV.BANLUAN—

4.1. Hi¢u qué didu tri

Thuoc ¢6 hiéu qua tot trong giai doan man vai su

cai thién nhu sau:

4.1.1. Dap irng lim sang

Ty 1€ bénh nhan thiéu mau vira va ning giam ti
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4.1.2. Dap irng cin lam sang

Dép tng hoan toan v& huyét hoc 14 92,6%.

S6 luong hdng cdu < 4,0 T/Iit: tir 41,7% giam
xuéng con 7,4%.
S lugng bach cau> 10 G/lit: tir 100 % giam xudng




Ddnh gid két qua diéu tri bach cau kinh dong tiy...

con 7,4%. Déc biét SLBC >100 G/lit tir 50% giam
xubng 0.

V¢é sinh hoc phan tir; ty 18 bénh nhan dap Gng
hoan toan 1a 50,9%, c6 dap ing la 27,8%.

4.2. So sanh két qua nghién ciu véi mot sb
tiac gia

Trong nghién clru cla tac gia Baccarni M. va
cong sy, trong 108 bénh nhan bach cu kinh dong
ty, bénh nhan cé ) lugng bach clu thép nhét 1a
14 G/I, bénh nhan c6 sb lugng bach cdu cao nhét
1a 500 G/I. Sb lugng bach clu trung binh cta tht ca
bénh nhan la 148 G/I [1].

Theo Nguyén Thi Thao (vién Huyét hoc Truyén
méau Trung wong): ty 1& lui bénh v& huyét hoc la
95,4% vai thoi gian trung binh 1,28 & 1,25 thang; ty
8 lui bénh v& muic 46 phan tir 14 46,8% véi thoi gian
trung binh 1a 17,1 £ 8,5 thang, thip nhét 14 3 thang
va cao nhét la 35 thang [6].

Theo Nguyén Thi My Hoa: ty 1& dap (mg hoan
toan vé& huyét hoc 1a 96% véi thoi gian trung binh la
| thang; ty 1& dap tng vé sinh hoc phén ti 1a 85%,
thoi gian dé c6 dap Gmg sinh hoc phan tir (hoan toan
hay c6 dap tng) thay dbi tir 12 thang- 42 thang. Ty
1& nay ting cao vao thang thu 12, sau do ting déu
trong khoang thoi gian con lai. Thoi gian trung binh
clia ddp ing sinh hoc phan tir 1a 15 thang ké tir ngay
bt dau diéu trj [4].

Két qua cua thir nghiém IRIS (International
Randomized Study of Interferon and STI571) ddi
v6i imatinib (biét duge Gleevec) - thude TKI thé hé
| - cho thiy ty 1&¢ dap tmg nhidu & mic do phén tir
1én t6i 86%, ty 1¢ sdng thém khong tién trién bénh va
song thém toan bo tuong ung la 92% va 85% sau 8
nam. Ddng thoi, da s& bénh nhan dung nap thudc tdt
va ty 1& tac dung phu rét thdp. Két qua nay thyc sy
ngoan muc khi so sénh v6i cac phuong phap diéu tri

St dung thubc Interferon dat dugc ty 1é dép tng
sinh hoc phan tir thap;

Ghép té bao gbc tao mau la mot phuong an tbi
wu ¢6 thé didu tri khoi cho bénh nhan bach ciu
kinh dong tdy, tuy nhién cé nhidu bién chimg c¢6
thé gy tir vong. PSi v6i nhiing bénh nhan con
sdng sau ghép c6 ty 1é dap tng hoan toan khong
cao hon nhidu so v&i sir dung thubc imatinib,
trong khi thudc imatinib lai it gdy tac dung phu
nang né.

Piéu tri bénh CML bang thudc imatinib 13 mot
phuong phap hién dang duoc chon lya dau tién do
thude d& dung nap, giup dat duoc hiu qua cao vé
dap tng didu tri, kéo dai thoi gian séng. Cac tac
dung phu néu ¢6 chi & mac do nhe dén trung binh,
da phén c6 thé ty hdi phuc.

4.4. Tac dung phu cia thudc imatinib

V& huyét hoc: giam bach ciu, giam tiéu ciu va
thiu mau & muc do nhe, ¢ thé ngung trong mot
thoi gian ngén va sau do tiép tuc sir dung thude véi
liéu nhu cii. Khong c6 truong hop ndo phai ngung
thude hén.

Tac dung phu khéac: phu mat, gitt nudc va ting
can; dau nhuc co, xuong; rdi loan tiéu héa (budn
non, ti€u chay); ngha; ting men gan. Cac tac dung
phu nay chi & mic do nhe, bénh nhan c¢6 thé chip
nhén duoc nén khéng can phai ngung thudc.

V. KET LUAN

Qua danh gia hiéu qua diéu tri cua imatinib
mesylate trong bénh bach cau kinh dong tiy ¢ NST
Philadelphia tai Bénh vién Trung uong Hué, chung
t6i rat ra cac két ludn sau:

5.1. Hi¢u qua diéu tri

Thudc ¢6 higu qua tdt trong giai doan man véi sy
cai thi¢n [dm sang va cén lam sang nhu sau:

—— ———CMLkhicting- duge-dpdung 33— — S LL-Ddp ieng lim sing

4.3. Imatinib té ra ¢6 wu thé hon hin khi so
v6i nhitng thudc da dwoc sir dung trwdc diy

St dung thudc Busulfan, Hydrouxyrea- hiu
nhu khong tao duge ddp ung vé sinh hoc phan ti
dang ké;

74

Ty 1¢ bénh nhan thiéu mau vira va niing giam tur
16,7% xuéng con 7,4%.

5.1.2. Ddp teng cin lam sang: Sau didu tri, tinh
trang bénh nhan da duoc cai thién rd rét thé hién qua:

Dap tmg hoan toan vé huyét hoc 1a 92,6%.
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S6 luong hdng cdu < 4,0 T/lit: tir 41,7% giam
xubng con 7,4%.

S luong bach cdu> 10 G/lit: tir 100% giam xubng
con 7,4%. Dic biét SLBC >100 G/lit tir 50% gidm
xuéng 0.

Tét ca bénh nhan déu cé chi 6 axit uric ndm
trong gioi han binh thuong.

Kich thudc cua lach trén siéu dm da giam déng
ké tir27,8% BN trude didu trj c6 lach 16n trén 17cm,
sau diéu trj khéng con bénh nhin nao cé lach 16n
trén 17cm ma chi tap trung vao khodng 12 — 14cm.

Vé sinh ho¢ phan tir: ty 1& bénh nhan dép tmg

hoan toan la 50,9%, c6 dap Gng la 27,8%.

5.2. Tac dung phu cia thudc imatinib

V& huyét hoc: giam bach cdu, giam tiéu clu va
thiéu mau & muc d6 nhe, c6 thé ngung trong mot
thoi gian ngén va sau d6 tiép tuc str dung thude voi
lidu nhu cii. Khong c6 trudng hgp nao phai ngung
thude han.

Tac dung phu khéc: phu mit, gitt nudc va tang
can; dau nhic co, xuong; r6i loan tiéu hc')a'(buf")n
non, ticu chay); nglra; ting men gan. Céc tac dung
phu nay chi & mic do nhe, bénh nhén c6 thé chép
nhan dugc nén khéng can phai ngung thude.
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