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TOM TAT

Muc tiéu: Béanh gié két qué diéu tri tang liéu Imatinib trén bénh nhan u mé dém duwong tiéu héa giai doan
muén tién trién sau diéu tri buéc 1 liéu chuén.

Phwong phdp nghién cteu: Héi ciru két hop tién ctru 46 bénh nhan (BN) u mé dém duong tiéu hoa giai
doan mudn duoc chan doén va diéu tri Imatinib téng liéu tai bénh vién K ter 1/2015 dén 10/2019.

Két qua: Tubi mac bénh trung binh la 54,6+9,5, chd yéu la nam gi&i, chiém 58,7%. Pa phan BN c6 vj
tri u nguyén phét ban déu tai da day, chiém 60,8%. Thoi gian trung binh diéu tri Imatinib 400mg/ngay la
38,2+5,3 thang. Gan la vj tri tén thuong tién trién hay gép nhét chiém 71,7%, tén thuong u nguyén phét
tién trién gap 39,1%. Khong cé BN nao dat dép (rng hoan toan; ty ké dap umng dat 21,7%, bénh gii nguyén
chiém ty 16 45,7%. Ty Ié kiém soat bénh cta thubc dat 67,4%. Ty Ié dép tng cao hon & nhém bénh nhén
nip gi6i, u nguyén phét da day, chi sé toan trang tét, chi s6 gi¢i han binh thuong cla bach céu hat, huyét
séc t6 va albumin trudc diéu tri so véi cac nhém déi ching. Thoi gian diéu tri imatinib liéu cao trung binh
la: 22,5 + 3,4 (thang), (min: 2,0; max: 58,0), trung vi la 11,0 thang.

Két luan: biéu tri Imatinib téng liéu sau tién trién buéc 1 liéu chudn dem lai két qué va dung nap thubc
chép nhén duoc.

Tor khéa: U moé dém duong tiéu hod, Imatinib tang liéu.

ABSTRACT
TREATMENT RESULT HIGH DOSE IMATINIB OF METASTATIC GASTROINTESTINAL
STROMAL TUMOURS AFTER FAILURE STANDARD-DOSE FIRST LINE
Do Hung Kien', Nguyen Van Tai"", Nguyen Thi Bich Phuong’, Vu Thi Thu?

Objective: Evaluating the result of high-dose imatinib for metastatic gastrointestinal stromal tumours
after failure standard-dose first line.

Patients and method: Restrospective analysis of 46 patients with metastatic gastrointestinal stromal
tumours after failure standard-dose imatinib treated with high-dose imatinib at K hospital from 1/2015 dén
10/2019.
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Results: Median age was 54.6+9.5, male was 58.7%. The common primary tumor was gastric tumor.
The mean time to failure of imatinib standard-dose 400mg/day was 38.2+5.3 months. Liver lesions were the
most common lesions progressed after imatinib standard-dose failure (71.7%), primary tumor progressed
was 39.1%. There was no patient who had complete response with treatment, the proportion of partial
response accounted for 21.7% and stable disease was 45.7%. The clinical benefit rate was 67.4%. The
sex-female, primary gastric tumor, good ECOG performance status, neutrophils, hemoglobine and albumin
before treatment were the significant prognostic factors affecting the treatment response, p &lt;0.05. The

mean time to failure was 22.5 = 3.4 (months), (min: 2.0; max: 568.0), median was 11.0 months.
Conclusion: Treatment of high-dose imatinib after failure standard-dose 400mg/day showed the ef-

ficacy and good tolerance in metastatic GISTs.

Keywords: Metastatic gastrointestinal stromal tumor (GIST), high-dose imatinib.

I. PAT VAN PE

U md dém duong tiéu hoa (GISTs) 1a khdi u
trung mo cia duong tiéu hoa c6 ngudn gbc tir té
bao & thanh dng tiéu hoa hay té bao Cajal [1]. Bénh
chiém khoang 0,2% cac bénh 1y dudng tiéu hoa, voi
ty 1& mac bénh khoang 1,5/100.000 dén [2] .

Khi bénh tién trién sau imatinib liéu chudn budc
1 (400mg/ngay), viéc lua chon diéu tri budc tiép
theo cho bénh nhan ludn 13 vin dé khién cac nha
diéu tri gip kho khian. Nhidu nghién ctu chimg
minh vai trd cic thudc khac trong diéu tri sau tién
trién Imatinib, nhu Sunitinib, Regorafenib, li¢u
phap mién dich. Pay 1a cac thudc chi phi cao, kho
tiép can véi bénh nhan tai Viét Nam [2]. biéu trj
tang liéu v6i imatinib khi bénh tién trién 1a mot lya
chon, két qua cho thay ty 1& dap tmg va kiém soat
bénh, thoi gian séng thém dugc cai thién. Tuy nhién
chua c6 nghién ctru nao danh gia két qua diéu trj dbi
v6i nhiing bénh nhan nay. Chinh vi vay, chung t6i
thuc hién dé tai nham danh gia két qua diéu tri ting
lidu imatinib trén bénh nhan GISTs giai doan muén

tién trién sau diéu tri budéc 1 liéu chudn.

II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. P6i twong nghién ciru

46 bénh nhan chin doan xac dinh GISTs tai phat
di can, tién trién sau diéu tri budc 1 imatinib lidu
chuan va dugc diéu tri tang liéu imatinib tai Bénh
vién K tir 01/2015 dén 10/2019.

40

“Tiéu chudn lwa chon BN

- Chan doan xéc dinh bang xét nghiém mé bénh
hoc GISTs, ¢c6 CD 117 (+).

- Bénh tién trién sau diéu tri budc 1 imatinib
400mg/m?2.

- Chi sb toan trang (PS) theo thang diém
ECOG=0; 1; 2.

- C6 cac ton thuong c6 thé do duoc bing cac
phuong tién chan doan hinh anh: CT, MRI, ...

- Chuc nang gan than, tiy xuong trong gidi han
cho phép diéu tri.

“Tiéu chudn loai trir BN

- BN ¢6 két hop bénh ung thu khac.

- C6 cac bénh cép tinh va man tinh trAm trong
khac.

2.2. Phwong phap nghién ciru: Can thi¢p lam
sang, khong nhom ching.

2.3. C§ méiu

C& mau duogc tinh theo cong thirc:

2 p-(1-p)
= £

Trong do:

n: C& miu

a: Miic ¥ nghia thong ké, chon a = 0,05 (ing véi
do tin cay 1a 95%)

Z: Gia tri thu duoc tr bang Z tng voi gia tria =
0,05(Z, =1,96)

p: Ty 1€ dap ing trong nghién ctu trude do la
0,3 [4]

1-a/2
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e: Khoang sai 1éch tuong d6i. Chung t6i chon e
=0,2

C& mau ly thuyét 1a 41 BN. C6 46 BN du tiéu
chuén lya chon va loai tru.

2.4. Diéu tri ting liéu véi imatinib

Thubc ding trong nghién ctru la imatinib
(Glivec), ham lwong 100mg cia nha san xuét
Novartis (Thuy Si). Liéu lugng: 600-800mg/ngay,
udng 1 1an, udng 1 tiéng trudc an hodc sau an 2
tiéng; uéng lién tuc dén khi bénh tién trién, hodc co
tac dung phu khong thé uéng dugc nira.

Sau mdi dot (1 thang) diéu tri BN kham lai dé
danh gia lam sang, xét nghiém mau, danh gia doc
tinh dé c6 thé diéu chinh liéu thudc cho thich hop.
Sau mdi 3 dot (3 thang) diéu tri hay khi co triéu
chimg nghi ngo trén 1am sang déu duoc dénh gia
dap tng.

III. KET QUA VA BAN LUAN

3.1. Pic diém BN nh6m nghién ciru

3.1.1. Tuoi va gici

Tubi mic bénh trung binh 14 54,6£9,5. Tubi cao
nhat 12 72 va thap nhét 1a 31 tudi. Ngoai ra, nhom
BN nghién ctru ctia chiing t6i chii yéu 1a nam gidi,
chiém 58,7%, ty 1¢ nam/nit 1a 1,4/1. Nghién ciru
cua chung t6i tuong tu véi nghién cuu cua cac tac
gia George D (2002), Jaap Verveij (2004), John R.
Zalcberg (2005), Charles D (2008) v6i nhom tudi
hay gip trong khoang 50-60 tudi, nam giéi mic
bénh ty 1€ cao hon [3], [4], [5].

3.1.2. Vi tri u nguyén phat

Badng 3.1: Vi tri u nguyén phat

Vi tri S6 BN | Ty 18 (%)
Da day 28 60,8
Hong hoi trang 19,6
Pai truc trang va mac treo 19,6
Thyc quan, ta trang 0 0
Téng 46 100

Da phan cac bénh nhan c6 vi tri u nguyén phat
ban du tai da day, chiém 60,8%. Két qua nay twong
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dong voi cac tac gia Pd Hung Kién (2017), George
D (2002), Jaap Verveij (2004), John R. Zalcberg
(2005), Charles D (2008) [3], [4], [5].
3.1.3. Théng tin diéu tri truéc
Bdng 3.2: Théng tin diéu tri tricdc

Thei gian dieu tri imatini
TO%I?lg/ige:yt(éhénig) ’ 38,253
Min (thang) 5
Max (thang) 58
Dudi 12 thang (%) 41,3
Trén 12 thang (%) 58,7

Thoi gian trung binh didu tri Imatinib 400mg/
ngay la 38,2+5,3 thang, trong d¢6 BN diéu tri ngin
nhét 12 5 thang va BN diéu tri 1au nhat 13 58 thang.

3.1.4. Vi tri tién trién tgi thoi diém bit dau diéu
tri tiang liéu

Bang 3.3;' V,l"l‘l’l' tién trién tqi l‘{’l(}’i diem
bat dau diéu tri tang liéu

Vi tri S6 BN (n=46) | Ty 1& (%)
U nguyén phat 18 39,1
Gan 33 71,7
Phoi 6 13,0
Mang bung 4 8,7

Tai thoi diém bt dau diéu tri tang lidu, gan 13 vi
tri ton thuong tién trién hay gap nhét chiém 71,7%.
T6n thuong u nguyén phat tién trién gap 39,1%
3.1.5. ECOG tai thoi diém diéu tri tang liéu
Badng 3.4: ECOG tgi thoi diém bat dau diéu tri

tang liéu
Chi s6 toan trang e 2 TR (1
ECOG S6 BN Ty 1€ (%)
ECOG 0 17 37
ECOG 1 15 32,6
ECOG 2 14 30,4
Tong 46 100

Pa phén cc bénh nhan co thé trang tdt, chi sb
toan trang tir 0-1, chiém 69,6%. Két qua cua ching
toi phu hop véi nghién clru cia cac tac gia George
D (2002), Jaap Verveij (2004), John R. Zalcberg
(2005), Charles D (2008) véi ty 1€ nhom bénh nhan
ECOG 0-1 chiém trén 60%.
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3.2. Két qua diéu tri
3.2.1. Pdp irng diéu tri
Bang 3.6: Ty l¢ dap ung

Pap vmg S6 BN (n=46) | Ty 1& (%)
bép ting hoan toan 0 0
Dap tng mot phan 10 21,7
Bénh gilt nguyén 21 45,7
Bénh tién trién 15 32,6
Tong 46 100

Ty ké dap ung dat 21,7%, bénh gii nguyén
chiém ty 1& cao nhat 45,7%. Ty 1& kiém soat bénh
ctia thude dat 67,4%. Nghién ciru ciia tac gia George
D Demetri (2002) trén 74 BN diéu tri liéu 600mg/
ngdy, ty 1& dap tmg 1 phan dat 58,1%, bénh giir
nguyén dat 18% va ty I¢ kiém soat bénh dat 82,4%.
Tac gia Charles D Blanke ghi nhén trén 349 BN
diéu tri liéu 800mg/ngay, ty 1¢ dap ung 1 phan dat
42%, bénh 6n dinh dat 22% va ty 1¢ kiém soat bénh
dat 64%.

3.2.2. Lién quan ddp irng diéu tri véi mét so

yéu 10 o
Bdng 3.7: Lién quan dap wrng voi mot so yeu to
Dap ung Dap ung Kh(;lllggdap p
*Toan trang ECOG
ECOG 0-1 7 (15,2%) | 25 (54,3%) 0,048
ECOG 2 3(6,5%) | 11(23,9%)
*U nguyén phat
Da day 7 (15,2%) | 21 (45,7%)
th)ng‘phéi da 3(65%) | 15(32.6%) 0,043
dgy
*Chi so BC hat
Binh thuong | 5 (10,9%) | 24 (52,5%) 0.462
Cao (>5G/1) | 5(10,9%) | 12 (26,1%)
*Chi s6 HST
Bi’nh thuong | 8 (17,4%) | 13 (28,3%) 0,003
Thap (<120g/1) | 2 (4,3%) | 23 (50%)
*Chi 56 albumin
Biph thuong | 9 (19,6%) | 20 (43,5%) 0.046
Thap (<35g/1) | 1(2,2%) | 16 (34.8%) |
42

Ty I¢ dap ung o nit gidi, u nguyén phat da day,
toan trang tdt, chi sd binh thuong BCH, HST va
Albumin trude diéu tri cao hon so véi cac nhom dbi
chimg. Su khac biét c6 y nghia thong ké véi p<0,05.

Nong dd Hemoglobin truéc diéu tri

Qua phan tich mdi lién quan giita ty 1 dap tung
va nong d6 HST trude didu tri, két qua cta ching
t6i cho thdy cac BN c6 nong do HST thép co ty
16 dap tng thdp hon nhém chimg (2,2% so véi
19,6%), khac biét v6i p=0,028. Nhiéu gia thiét cho
rang, ndng do Hemoglobin thip c6 anh huéng dén
dugc dong hoc ciia thude bao gom: giam luu lugng
tudn hoan, giam thoi gian ban thai thudc, tir d6 anh
hudong dén van chuyén va phan b thude trong co
thé. Nghién ciru cua tac gia Demetri (2002) ciing
ghi nhan két qua twong ty. Tac gia DS Hung Kién
(2017) ciing ghi nhan két qua twong tu trén nhém
BN li¢u 400mg/ngay.

Chi s6 albumin méu

Imatinib duoc van chuyén trong méau chii yéu
bang albumin gin vao, chinh vi vay theo 1y thuyét
viéc nong d6 albumin méau thip c¢6 anh huong dén
hiéu qua diéu tri thuc. Ching toi ghi nhan nhiing
BN c6 nong d6 albumin méu thap dudi 35g/1 ¢6 ty 18
dap tmg thip hon nhém albumin mau binh thuong
(2,2% so véi 19,6%), khac biét c6 y nghia théng ké
v6i 0,046. Két qua nghién ctru ctia chiing t6i tuong
tu voi nghién clru cua tac gia trong va ngoai nudc
trén nhém bénh nhan diéu tri liéu 400mg/ngay.

3.3. Thoi gian séng thém

Thoi gian song thém cé li ich lam sang — TTF
(time to failure)

10

o S S
T T ki

Ty 1 séng thém bénh khéng tién trién

T T T T
oo 120 240 360 430 60.0
Théi gian sdng thém bénh khéng tién tién (thang)

Biéu d6 3.3: Thoi gian song thém khong tién trién
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Bdng 3.8: Song thém khong tién trién

Séng thém c6 lgi ich 1am sang (TTF)

Trung binh Trung vi Min Max 1 2 nim (%) 3
(thang) (thang) (thang) (thang) nam (%) ° nam (%)
22,5+3,4 11,0 2,0 58,0 49,0 39,6 25,7

Thoi gian TTF trung binh 1a: 22,5 + 3.4 (thang), (min: 2,0; max: 58,0), trung vi la 11,0 thang. TTF 1 nam

la: 49,0%; 2 nam: 39,6%; 3 nam: 25,7%.

Khi so sanh voi cac két qua cua cac tic gia
trén thé gidi voi lidu trén 400mg/ngay, két qua

cua ching toi kha twong dong voi cac nghién ciru
khac. Cu thé, theo tac gia Charles D va CS (2008)
trén 349 BN diéu tri liéu 800mg/ngay cho thay:

thoi gian PFS trung binh dat 20 thang. Tac gia
Jaap Verweij va CS (2004) nghién cuu trén 473
BN diéu trj liéu 800mg/ngay cho két qua thoi gian

PFS trung binh 1a 729 ngay (24 thang) so vi nhém
400mg/ngay dat 16,7 thang.

IV. KET LUAN

Dicu tri Imatinib tang licu sau tién trién budc 1

liu chuan dem lai két qua va dung nap thudc chap
nhén dugc, 1a mot trong lya chon cho cac bénh nhan
GISTs tién trién.
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