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Két qua: Ti lé dap ung: 10,3%, ti Ié kiém
soat bénh: 72,4%, chua ghi nhan thoi gian trung
vi PFS va OS nhung ti I¢ séng con bénh khéong
tién trién 2 nam: 70%, ti 1& séng con toan bo 2
nam: 92%. Cac doc tinh ghi nhan bao gdm: phu
ngoai vi (13,7%), mét moi (10,3%), tiéu chay
(3,4%) va céc doc tinh nay chi yéu 1a do 1.
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v&i nhém bénh nhan budu mo6 dém duong tiéu
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SUMMARY

ASSESSMENT OF EFFICIENTCY AND

SAFETY OF IMATINIB IN THE FIRST

LINE TREATMENT OF METASTATIC
GASTROINTESTINAL STROMAL

TUMOR
Objective: To assess the effects of imatinib
in first line treatment of metastatic

gastrointestinal stromal tumor by response rate,
disease control rate, progression free survival,
overall survival and side effect of drug at
Medical Oncology of Breast, Gastroenterology,
Hepatology and Urology Department of
Oncology Hospital

Subject and method: Retrospective case-
series study on patients diagnosed with
metastatic gastrointestinal stromal tumor at
Medical Oncology of Breast, Gastroenterology,
Hepatology and Urology Department of
Oncology Hospital from 01/2021 to 12/2022.

Results: The response rate is 10.3%, the
disease control rate is 72.4%, the median time of
PFS and OS was not recorded but the 2-year
progression-free survival rate is 70%, the 2-year
overall survival rate is 92%. The toxicities are
edema (13.7%), fatigue (10.3%), diarrhea (3.4%),
but all are in grade 1.
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Conclusion: Imatinib in the first-line
treatment of patients with metastatic
gastrointestinal stromal tumors has good disease
control rates and tolerable toxicity.

Keywords:  Metastatic  gastrointestinal
stromal tumor (GISTs), first line treatment,
Imatinib and Metastatic gastrointestinal stromal
tumor,

I. DAT VAN DE

Buéu mbé dém duong tiéu hoa
(BMDbDTH) la loai budéu trung md thuong
gap ¢ duong tiéu hoa 8. Xuit do mac bénh
tai Hoa Ky hang nam 1a 4000-6000 ca [4. Vi
tri thudng gap cua buéu gdm da day, rudt
non, dai truc trang, thuc quan.Vi tri di can
thuong gap la gan va phic mac, cac co quan
it gap hon 1a xwong, phoi, hach 6 bung 1.

Trude nam 2000, bénh nhan budu md
dém dudng tiéu hoa giai doan tién xa hoic di
cin khong thé phiu thut c6 tién luong Xau
do BMBDTH thuong khong dap (rng véi hda
tri hodc xa tri. Vi su phat trién cua sinh hoc
phan ta, ghi nhan da s6 BMPDTH c6 chira
dot bién gen KIT chiém hon 80%, PDGFRA
(15%) va mé ra hudng diéu tri véi cac thude
nhidm trang dich.

Imatinib 1a thuc wc ché tyrosin kinase
thong qua thu thé KIT d4 ngan chan qué trinh
tang truong cua budu va dugc Cuyc quan ly
Thuc phiam va Dugc pham Hoa Ky (FDA)
phé duyét trong diéu tri budc 1 cho
BMDDTH giai doan tién xa di cin tir nim
2002. Theo nghién ctru cua tac gia Blanke va
cong su (nam 2008) trén nhom bénh nhan
BMDDTH giai doan tién xa, di cin véi 2
muac phan liéu 400mg/ngay va 600mg/ngay
cho thiy ti I¢ dap ang 1a 45% va ti Ié kiém
soat bénh la 75% [21. Vi nghién ciru trong
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nudc cua tac gia Po Hung Kién (2016) véi
muac lidu 400mg/ngay, ti 1é dap ¢ng va ti 1é
kiém soat bénh trén 50% [11. C4c nghién cuiu
trong va ngoai nudc déu danh gia hiéu qua
trén nhom bénh nhan BMDDTH giai doan
tién xa; bao gom bénh nhan tién trién tai chd
tai vung hoac bénh nhan da di can. Nay
ching téi thyc hién dé tai nay véi muc dich
mudn tim hiéu liu doi véi chi riéng nhom
BMDPDTH di cin hiéu qua diéu tri co dat
dugc nhu cac nghién ctru trén khéng. Nghién
ctru dugc thuc hién tai khoa Noi Tuyén v,
tiéu hoa, gan niéu bénh vién Ung budu
TPHCM véi cac muyc tiéu bao gom:

- Panh gia ti 1& dap tng, ti 1& kiém soat
bénh, sbng con bénh khdng tién trién, séng
con toan bo cua imatinib trén bénh nhan
BMDDTH giai doan di can

- Banh gia tac dung phu caa imatinib.

II. DOl TUONG VA PHUONG PHAP NGHIEN cUU

2.1. Pbi twong nghién ciru

TAt ca bénh nhan BMPDTH c6 di cin
dugc chi dinh diéu tri véi Imatinib tai khoa
Noi Tuyén va, Tiéu hoa, Gan niéu bénh vién
Ung Buéu TPHCM tir thang 01/2021 dén
thang 12/2022

Tiéu chi chen bénh:

- Bénh nhan BMDDTH di can ngay tu
lic chan doan hodc tai phat co di cin ma
khong thé diéu tri bang phuong phap phiu
thuat hay xa tri.

- Giai phau bénh: Buéu mo dém dudng
tiéu hoa c6 xét nghiém CD117 duong tinh.

- Chi s6 toan tong trang theo ECOG < 3

- CO6 két qua xét nghiém mau, chtrc nang
gan, than, tim mach binh thudng truéc hda tri

- C6 hd so bénh an luu trir day du
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Tiéu chi logi tri:

- C6 tién can hodc dong mic ung thu
khac

Quy trinh nghién ciru

Bénh nhan dugc chan doan xac dinh
BMDDTH giai doan di can thong qua kham
lam sang, can lam sang hinh anh hoc Xxac
dinh budu nguyén phat va co quan di can, co
két qua giai phau bénh.

Bénh nhan xac dinh hién céc tén thuong
khong thé can thiép khéac va chi dinh diéu tri
Imatinib:

- Liéu diéu tri 400 mg/ngay d6i véi bénh
nhan di can ma chua tirng su dung imatinib.

- Lidu diéu tri 600mg/ngay dbi vai bénh
nhan méi xuat hién di can khi dang diéu tri
400mg/ngay véi muc dich bd tic hoic do
bénh tién trién tai chd ma khong thé phiu
thuat hoic bénh nhan da hoan tat diéu trj bo
tuc dudi 6 thang da xuat hién di can.

Bénh nhan duoc theo doi thaim kham mdi
thang, thuc hién cac can lam sang hinh anh

ll. KET QUA NGHIEN CcUU

hoc (cong hudng tir hoic cit I6p vi tinh) mdi
3-6 thang dé danh gia dap tmg diéu tri theo
tiéu chuan RECIST 1.1.

Bénh nhan dugc danh gia tac dung phu
théng qua khadm I&m sang, xét nghiém sinh
hda mau mdi thang theo tiéu chuan CTCAE
5.0.

Céc thong tin vé dap ang diéu tri va tac
dung phu cta bénh nhan déu duoc ghi nhan
vao hd so bénh an va duoc thu thap theo tidu
chuan chon bénh néu trén. Cac sé liéu dugc
tong két va phan tich vao ngay 01/01/2024.

2.2. Phwong phap nghién ciru

Phuong phap thu thap sé liéu 1a hoi ciru
cac truong hop thoa tiéu chi chon mau tur
thoi gian thang 01/2021 dén thang 12/2022
tai khoa Noi tuyén va, tiéu hoa, gan niéu

Phan tich di liéu: Bang phan mém SPSS
phién ban 25.0, so sanh ti 1& bang phép kiém
Chi binh phuong hoic Fisher, biéu hién song
con bang biéu 6 Kaplan Meier.

Bdng I1: Dic diém ciia doi twong nghién ciru

Pic diém N =29 Ti lé (%)
.. Khoang tui 30-79
Tuoi R
Trung binh 54,64 + 10,51
Nam 18 62,1
Gidi
N 11 37,9
. ECOG=0 24 82
Tong trang
ECOG=1 5 17
Da day 4 13,8
Ta trang 6 20,7
Vi tri u nguyén phét Ruot non 16 48,3
Mac treo 4 13,8
Gan 1 3,4
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s4 dica Pon & 14 483
0O CO quan di can Da 6 15 51’7
Gan 18 62,1
Phlc mac 20 69
Phoi 1 34
Vi tri di ca '
Hidiean Xuong 2 6,9
Khéac 5 17,2
Gan 18 62,1
. < 5/50 quang truong 8 21,6
Chi s6 nhéan chia
190 ! >5/50 quang trrong 21 72,4
A aed 400mg/ngay 25 86,2
Liéu diéeu tr
cu diet 600mg/ngay 4 138

Nhgn xét: Tuoi trung binh cia nhom
bénh nhan nghién ctru 1a 54,64 + 10,51 (tudi).
Gioi tinh Nam/Ni ti l¢ 1,63:1. Tong trang
nhém nghién cau ECOG 0 chiém 82,1%,
ECOG 1 chiém 17%.

Vi tri u nguyén phat thuong gap trong
nhém nghién ctu la ruot non (48,3%), ta
trang (20,7%). Vi tri di can thuong gap la
phic mac (69%), gan (62,1), cac vi tri khac

Bdng 2: Pdp irng diéu tri

(17,2%), xuong (6,9%), phéi (3,4%). Di cin
don 6 va da 6 ciing tuong dwong nhau.

Chi s6 nhan chia >5/50 quang trudng
chiém 72,4%, chi s6 nhan chia <5/50 quang
truong chiém 27,6%.

Liéu diéu tri thong thuong 400mg/ngay
chiém 86,2%, liéu tri diéu tri 600mg.ngay
chiém 13,8%

DPap wng diéu tri N=29 Ti lé (%)
Dap wng hoan toan (CR) 0 0
Dép ng mot phan (PR) 3 10,3

Bénh 6n dinh (SD) 18 62,1

Bénh tién trién (PD) 8 27,6
Ti & kiém soat bénh 21 72,4

Nhdn xét: Ti I¢ dap ung bénh la 10,3% (chi c6 dap ung PR, khong c6 dap ing CR)Ti Ié

kiém soat bénh 1a 72,4%.

Bdng 3: Lién quan ti I¢ kiém soat bénh va liéu Imatinib

Kiém soat bénh
C6 (CR+PR+SD) | Khong (PD) Tong P
Lidu 400mg/ ngay 19 (76%) 6 (24%) 25 (100%)
Imtinib | 600mg/ngay 2 (50%) 2 (50%) 4(100%) | 03
Tong 21 8 29

Nhdn xét: Khong c6 su khac biét vé dép tmg diéu tri gitta 2 muc liéu diéu tri 400
mg/ngay va 600mg/ngay véi p>0,05 (kiém dinh Fisher)
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Bdng 4: Lién quan ti I kiém soat bénh va vi #ri bwéu nguyén phat

Kiém soat bénh
C6 (CR+PR+SD) | Khong (PD) Téng P
Vit Da day 3 (75,0%) 1 (25,0%) 4 (100%)
' Ngoai da day 18 (72,0%) 7 (28,0%) 25 (100%) | 0,6
Tong 21 8 29

Nhdn xét: Khdng c6 su khac biét vé dap ung diéu tri giita vi tri budu nguyén phét da day
hodc khong phai da day véi p>0,05 (kiém dinh Fisher)
Bdng 5: Lién quan ti I¢ kiém soat bénh va liéu Imatinib

Kiém soét bénh
C6 (CR+PR+SD) | Khang (PD) Téng P
Di ciin |——0LC0 quan 10 (71,4%) 4(28,6%) | 14 (100%)
Nhiéu co quan 11 (73,3%) 4 (26,7%) 15 (100%) | 1.0
Tong 21 8 29

Nhdn xét: Khdng c6 su khac biét vé dap tng diéu tri gitta nhom di cin mot co quan va di
cin nhiéu co quan v&i p>0,05 (kiém dinh Fisher)
Bdng 6: Lién quan ti |é dap wrng va dé phan bao

Kiém soat bénh b
C6 (CR+PR+SD) | Khbéng (PD) Tong
Do phan |  <5/50 quang truong 6 (75%) 2 (25%) 8 (100%)
bao >5/50 quang trudng 15 (71,4%) 6 (28,6%) |21 (100%)| 0.9
Tong 21 8 29

Nhdn xét: Khong c6 su khac biét vé dap ung diéu tri gita nhom d6 phan bao thap va
nhém phan bao cao.

t0

Ti 1é séng con bénh khéng tién trién (%)

10 2 v &
Thai gian séng con bénh khéng tién trién
Biéu dé 1: Song con bénh khéng tién trién
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Biéu do 2: Séng con toan b

Bdng 7: Tilé doc tinh khi s dung Imatinib

Do 1 Do 2 Do 3 Do 4
Huyét hoc 0 0 0 0
Phu ngoai vi 4 (13,7%) 0 0 0
Tiéu chay 1 (3,4%) 0 0 0
Mét moi 3 (10,3%) 0 0 0
Nhdn xét: Poc tinh xay ra chii yéu 1a d6 1, khong ghi nhan trudng hop doc tinh d6 2,d6 3,
do 4
Bdng 8: Ti lé dgc tinh va liéu diéu tri
Kiém soat bénh
Co Khoéng Tong P
Liéu 400mg/ ngay 5 (20%) 20 (80%) 25 (100%)
Imtinib 600mg/ngay 1 (25%) 3 (75%) 4 (100%) 0,6
Tong 6 23 29

Nhdgn xét: Ti 1€ bénh nhan c6 doc tinh
khéng khac nhau gitta 2 mac phan lidu
400mg/ngay va 600mg/ngay

IV. BAN LUAN

Trong nghién ctu cua ching tdi, tudi
trung binh IGc chan doan 1a 54,64 =+
10,51(tudi) twong duong vai tudi trung binh
trong nghién ciru cua tac gia 6 Hing Kién
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la 55,3 + 11,3. (tudi) 11, hoi thap hon so véi
tudi trung binh trong nghién ctru cua tac gia
Parab TM 1a 65 tu6i [61. Ty l¢ phan bd
nam:nir trong nghién cuu cua ching téi la
1,63:1 ciing gan gidng voi tac gia DS Hing
Kién la 1,85:1 [ va so véi ty 1é nghién ciu
cua tac gia Parab TM la 1:1 [6],

Theo y van trén thé gigi vi tri thudng gap
cia BMDPDTH la da day (chiém 56%), rugt
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non (chiém 32%), dai-truc trang chiém (6%),
thuc quan (0,7%), vi tri khac (5,5%) 6], va
theo nghién ctru trong nudc vi tri thuong gap
nhat van la da day (chiém 43,1%), hoi hdng
trang (chiém 26,1%), mac treo (13,8%), dai
truc trang (12,8%),ta trang,thuc quan (<5%)
(11, Tuy nhién, nghién ctru cua ching toi vi tri
gap nhiéu nhit 1a rudt non (48,3%) tiép dén
la: ta trang (20,7%), da day (13,8%), mac
treo (13,8%), gan (3,4%); su khac biét nhu
thé 1a do ching t6i chi khao sat nhitng bénh
nhan da di can va thong thuong budu nguyén
phat ngoai da day thuong co tién luong
khong tot so véi budu nguyén phét tai da
day.

Nghién ctru caa chuang toi, ti I¢ di can
don co quan la 48,3% va da co quan la
51,7%, V&i Vi tri co quan di cin nhiu nhét la
phic mac (69%) va gan (62,1) khéac vaoi tac
gia Po Hung Kién c6 ti & di can don co quan
la 69,1% va da co quan la 30,8% trong do
nhiéu nhat van 1a di cian gan (57,1%), phiic
mac (36,8%) [1. Nghién ciru cua ching toi
giéng véi cac sb lidu trong y van vé vi tri co
quan di can nhiéu nhat la phic mac va gan [3!
.Chi sb nhan chia 1a mét trong nhitng yéu té
tién lugng bénh, trong nghién ciru nay ching

t6i ghi nhan c6 72,4% bénh nhan BMPDDTH
di can co chi s nhan chia cua budu >5/50
quang truong va 27,6% bénh nhan c6 chi sé
nhan chia ciia budu <5/50 quang truong dicu
nay ciing gan gibng vaéi nghién ciu cua
Miettinen va cong su ghi nhan ti 1€ di can
chiém 86% & bénh nhan cé chi s6 nhan chia
cia budu >5/50 quang trwong [l Nhin
chung, so véi cac nghién cuau khac, bénh
nhan trong nghién ctru cua chang téi co vi tri
budu nguyén phét ngoai da day nhiéu hon, ti
I¢ di can da co quan ciing cao hon, co quan
di can nhiéu nhét la phdc mac, va giai phau
bénh c6 chi s6 nhéan chia >5/50 quang trudng
chiém ti 1& cao hon, c6 thé thly nhém bénh
nhan nay c6 nhiéu yéu té tién luong khdng
thuan lgi hon so véi cac nghién cau khéc
trugce day.

Trude kia, khi chwa c6 diéu tri bang
Imatinib, két qua diéu tri caa BMPDTH la
rat thap. ty 1 dap ung dudi 10% ké ca viéc
sir dung phac d6 két hop 3-4 hoa chét do
BMDDTH khong nhay vai hda tri va xa tri.
Trong nghién ctru cua chang toi, du cac bénh
nhan di di cin, nhung két qua ciing tuong
d6i kha quan, vai ti 16 kiém soét bénh chiém
72,4% voi 10,3% dat PR va 62,1% dat SD.

Bdng 9: Pdp irng diéu tri trong mgt s6 nghién citu

TAac gia N Tilé dap wng | Tilé Kiém soat bénh
Blanke va CS (2008) 2] 345 45% 75%
Chun-Nan Yeh va CS (2011) "] 171 57,3% 87,1%
D6 Hung Kién (2016) [ 188 58,5% 86,7%
Nghién ciru nay 29 10,3% 72,4%

So véi nghién ctru trong va ngoai nudc, ti
¢ dap ung bénh cua nghién ciru ching toi
thap hon, c6 thé do nhém bénh nhan cua
ching tdi la nhdm bénh nhan da di can co
nhiéu yéu té tién luong khdng thuan loi (da
s6 1a bénh nhan c6 budu nguyén phét ngoai

da day, do phan bao cao); nhung ti I¢ kiém
soat bénh khéng thap hon nhiéu so véi cac
nghién ctu khac, nén cé thé thiy rang
Imatinib ¢6 kha niang kiém soat bénh tuong
dbi tot trén nhom bénh nhéan d3 di can tuong
tw nhu v6i cdc nhém bénh nhan tién xa — di
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cin cua cac nghién cau khac. Ti I8 kiém soét
bénh ciing khong c6 su kh&c biét gitra nhom
bénh di can don co quan va da co quan, diéu
nay phi hop véi nghién ciru cua tac gia Do
Hung Kién [, i vai mot sb yéu td khac
nhu vi tri budu nguyén phéat ngoai da day,
hodc phan bao >5/50 quang truong la yéu té
khong thuan loi, nhung ti 1& kiém soéat bénh
khong cé su khac biét gitra cAc nhom trén.
Theo nghién ctru cua tac gia D6 Hing Kién
thi yéu t6 budu nguyén phat da day co ti Ié
Kiém so4t cao hon budu ngoai da day va
budu cb d6 phan bao thip ciing co ti 18 kiém
soat cao hon budu ngoai da day. Thiét nghi
diéu nay trong nghién ctru cia chdng tdi con
han ché vé c& mau khao sat dé két luan vé
tuwong quan giira ti I¢ kiém soét va cac yéu td
tién luong da néu.

Chi dinh diéu tri v&i Imatinib véi 2 mirc
phan liéu 400 mg/ngay (chiém 86,2%) va
litdu 600 mg/ngay (chiém 13,8%). Trong do,
nhitng bénh nhan duoc chi dinh liéu 600
mg/ngay déu Ia c4c bénh nhan dang diéu tri
hd tro véi imatinib 400mg/ngay thi phat hién
¢6 di can moi. So sanh ti 1é kiém soat bénh
gita cac nhom liéu 400mg/ngay va
600mg/ngay ciing khong thdy c6 su khac
biét, diéu nay phu hop véi két qua trong cac
nghién ctu Blanke va CS (2,

Theo nghién ctu S0033 da trung tam,
thoi gian song con bénh khong tién trién
trung vi (PFS) la khoang 18 thang va thoi
gian sdng con toan bo (OS) trung vi khoang
55 thang [3. Con nghién ciu cua tac gia
trong nudc vai thoi gian PFS la 45,8 thang,
thoi gian OS la 62,2 thang [H. Con trong
nghién ctu cua chang t6i chua ghi nhan
duoc trung vi PFS va OS sau 31 thang theo
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dai, diéu nay c6 thé cho thay Imatinib c6 kha
nang kiém soat bénh di cin tbt véi ti 16 song
con bénh khong tién trién trong 2 niam la
70% la va ti 1é séng con toan bo 1 nam la
96%, 2 nam 1a 92%. Tuy nhién c¢& mau con
nho va thoi gian theo d&i chua du dai.

V¢ tinh an toan caa Imatinib trong nghién
cau cta ching toi thi khéng cé bénh nhén
hodn diéu tri do doc tinh, ti & doc tinh ghi
nhan chi & grad 1 bao gém phl ngoai Vi
(13,7%), tiéu chay (3,4%), mét moi (10,3%);
s6 lidu doc tinh it hon so véi nghién ciu cua
tac gia trong nudc trén 188 bénh nhan ghi
nhan gém phu ngoai vi (52,1%), tiéu chay
(45,2%),tang men gan (9,6%) . Do s
lugng bénh nhan it nén trong nghién ctru cua
chung tdi khong ghi nhan dugc nhiéu doc
tinh khac nhu cic y van nhung nhin chung
thi bénh nhan déu dung nap tét vai Imatinib

So sanh ti 1& doc tinh gitta 2 muirc liéu
400mg/ngay va 600 mg/ngay ciing khong
thay khac biét, con nghién ctru pha 1 cua téc
gia Blanke cho thiy nhém 600mg/ngay co ti
I¢ doc tinh cao hon (thuong gap la phu ngoai
vi, mét moi), trong nghién curu cua ching toi
nhom 400mg/ngay va 600mg/ngay khodng
phan bb déu véi nhau, trong d6 nhém bénh
nhan lidu 600mg/ngay ciing khong nhiéu nén
c6 thé chua ghi nhan duoc sy khac biét nay.
Vé anh huong doc tinh 18n nhom tudi, thi
trong nhom dan s cua ching toi c6 10%
bénh nhan >70 tudi dugc diéu tri véi
imatinib nhung khong c6é bénh nhan nao
hodn diéu tri. TUr d6 cho thay Imatinib Ia
thude diéu tri c6 hiéu qua d6i voi BMPDTH
di can, nhung doc tinh khéng nhiéu va co thé
dung nap duoc ké ca véi nguoi 16n tudi.
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Nghién ctu caa chung t6i chi khao sat
nhém bénh nhan BMDDTH di di can, qua
d6 cho thay Imatinib van kiém soét bénh tét
gan gidng nhu cac nhém bénh nhan
BMDPDTH giai doan tién xa, voi ti 1& kiém
soat bénh 1a 72,4%, ti 1& séng con bénh
khong tién trién 2 nam 1a 70%, ti 1& séng con
toan bo 2 nam la 92%. Tuy nhién, ti 1€ dap
rng con thap do nhém bénh da di can; Hau
hét cac bénh nhan déu dung nap tét voi
thudc, khong c6 bénh nhan tri hodn diéu tri
do doc tinh thudc. Han ché caa nghién ctu la
¢ mau vé bénh nhan di cin con it nén can
thoi gian thu thap va theo d6i thém.
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