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KET QUA PIEU TRI TRASTUZUMAB KET HO'P HOA CHAT
TRONG UNG THU DA DAY GIAI POAN TAI PHAT DI CAN

Pham Tuan Anh!, Chan Thi Thuy Linh2, Nguy&n Hiru Thing?

TOM TAT.

Muc tiéu: Danh gia két qua diéu tri phac d6
Trastuzumab két hop hoa chat trén bénh nhan
ung thu da day giai doan tai phat di can.

P6i twong va phwong phap nghién ciru:
Nghién ctru mé ta, hoi ctiru két hop tién ciru, tién
hanh trén 41 bénh nhan dugc chin doan ung thu
da day tai phat di can, didu tri voi phac db
Trastuzumab két hop hoa chét trong khoang thoi
gian tir thang 9/2022 dén thang 11/2023 tai Bénh
vién K va Bénh vién Ung buéu Ha Noi.

Két qua: Ty 1¢ dap Gmg toan bo 1a 61,0%,
trung vi thoi gian sdng thém bénh khong tién
trién (PFS) 1a 6,3 thang. Pa phan cac tic dung
khong mong mudn chi gap 6 do 1,2; khong co
truong hop nao giam phén suét tong mau that
trai.

Két ludn: Phac do cho ty 1é dap ung cao,
thoi gian sdng thém PFS kha quan, bénh nhéan
dung nap diéu tri tdt.

Tir khéa: Trastuzumab két hop héa chét, ung
thu da day giai doan tai phat di can.
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IN RECURRENT/METASTATIC
GASTRIC CANCER

Aim: To evaluate the effectiveness of
trastuzumab combined with chemotherapy in
recurrent/metastatic gastric cancer.

Subjects and methods: This is a
retrospective and prospective descriptive study
on 41 patients diagnosed with
recurrent/metastatic gastric cancer, who were
treated with trastuzumab combined with
chemotherapy from September 2022 to
November 2023 at K Hospital and Hanoi
Oncology Hospital.

Results: Objective response rate was 61.0%,
median progression-free survival (PFS) was 6.3
months. The majority of adverse events were
seen at grade 1-2; there were no cases of reduced
left ventricular ejection fraction.

Conclusion: Trastuzumab combined with
chemotherapy resulted in high objective response
rate, promising PFS, and was well tolerated by
patients.

Keywords: Trastuzumab combined with
chemotherapy, recurrent/metastatic  gastric
cancer.

I. DAT VAN DE

Ung thu da day (UTDD) la bénh ung thu
phd bién trén thé gidi v6i hon 90% la ung
thy biu md. Theo théng ké cula
GLOBOCAN 2020, tai Viét Nam, UTDD
dung hang tha 4 vé ty 16 méi méc va tir
vong!, phan anh sy pho bién ciing nhu mirc
d6 nghiém trong cia UTDD. O hau hét cac
qudc gia (ngoai trir Nhat Ban va Han Quéc
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c6 chuong trinh kham sang lgc), con mot ty
16 rat cao cac truong hop UTDD dugc chan
doéan ¢ giai doan mudn, khong con kha nang
ph?lu thuat triét can. O giai doan nay, céc li¢u
phap diéu tri toan than dong vai tro chu dao.
Hoa tri da dugc ching minh gilp cai thién
thoi gian sdng thém va chit luong séng cho
ngudi bénh, nhung ti€n luong bénh con xAu,
thoi gian séng thém trung vi chi khoang 10-
12 thang va séng thém 5 nam chi dat 5-20%2.
Trong thoi gian qua, v6i sy hiéu biét ngay
cang sdu rong vé sinh hoc phén tir, cac liéu
phap diéu tri dich va mién dich da va dang
duoc tng dung, phan nao cai thién tién luong
bénh nhan. Trong do, viéc két hop
Trastuzumab v6i hoa chat di ching minh
duoc loi ich trong diéu tri UTDD giai doan
mudn. Hién nay trén thé giéi dd c6 nhiéu
nghién ctru danh gia hiéu qua cta phac do
nay; tuy nhién, tai Viét Nam chua cé nhiéu
nghién ctru dugc thuc hién. Do do, ching t61
tién hanh nghién ciru nay véi muc tiéu: Danh
gid két qua diéu tri va mot sb tac dung khong
mong mudn cua phic d0 Trastuzumab két
hop hoa chit trong UTDD giai doan tai phat
di can.

Il. D61 TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Pdi twong nghién ciru

2.1.1. Tiéu chudn lwa chon

- Pugc chan doan xic dinh bang mo
bénh hoc 13 ung thu biéu mé cua da day.

- Chan doan ¢ giai doan tai phat-di can,
khong con kha ning phau thuat triét can.

- C6 khuéch dai gen HER2 (mau bénh
phim nguyén phat hodc di cin c6 HER2
dwong tinh qua héa mo mién dich (HER2 3+)
hoac (HER2 2+) c6 xét nghiém FISH duong
tinh (HER2:CEP17 ratio >2).

- Pugc diéu tri it nhat tir 3 chu ky tro 1én
v6i phac dd Trastuzumab két hop hoa chat.
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- Chtrc nang gan than, tuy xuwong trong
gi¢i han cho phép diéu tri hoa chit.

- Siéu am tim két qua phan suat tong
mau thét trai (LVEF) >50%, va khong co cac
bénh ly tim mach cép tinh.

- ECOG 0-2.

- C6 hd so luu trir va thong tin sau didu
tri day du.

2.1.2. Tiéu chudn logi trir

Bénh nhan vi pham mot trong nhiing ti€u
chuén lya chon & trén.

2.2. Phuwong phap nghién ciru

2.2.1. Thiét ké nghién ciru: Nghién ctru
md ta, hoi ctru két hop tién ciru

2.2.2. Thei gian va dia diém nghién ciru

- Thoi gian nghién ctru: Tir T9/2022 dén
T11/2023.

- Pia diém nghién ctru: Bénh vién K va
Bénh vién ung budu Ha Noi

2.2.3. Cé méu nghién ciru

Ap dung cong thirc tinh ¢& mau cho ude
tinh ty 1¢:

p(1-p)
N=Z21.qp @

Trong do:

- 1n: 12 ¢& mau nghién ctru

-p: ty 1& dap ung v6i phac do co
Trastuzumab, theo nghién ciru ToGA p=0,47
3

- 1-0/2
95%)

- d: ty 1¢ sai s6 cho phép (lay d=0,16)

C& mau can co trong nghién ctru 1a 37
bénh nhan. Nghién ciru cta ching t6i tién
hanh trén 41 bénh nhan.

2.2.4. Cdch thirc tién hanh nghién ciru

- Budc 1: Lua chon bénh nhan phu hop
v6i tiéu chuan Iya chon cta nghién ctru.

- Budc 2: Ghi nhén cac thong tin vé dic
diém 1am sang, can lam sang.

- Budc 3: Danh gia dap g diéu trj theo

= 1,96 ( = 0,05 do tin cay la
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lam sang va RECIST 1.1 sau mdi 03 chu ky.

- Budc 4: Panh gia doc tinh cia phac db
sau mdi chu ky theo tiéu chudn danh gia doc
tinh cia NCI-CTCAE 5.0.

2.2.5. Phan tich va xir Iy s6 ligu

S6 lidu nghién ciru duoc xir Iy va phan
tich trén may tinh, str dung phan mém SPSS
20.0.

Cac phuong phap théng ké dugc str dung
bao gdm:

- M6 ta: Trung binh, trung vi, d§ léch
chuén, gia tri max, min.

- Kiém dinh so sanh:

+ So sanh ty 1¢&: st dung test so sanh 2 ,
cac so sanh co ¥ nghia théng ké véi p < 0,05.
Trong truong hop mau nhé hon 5 thi sir dung
test 2 ¢o hiéu chinh Fisher.

+ So sanh cac gia tri trung binh trudc va
sau diéu tri bang test t ghép cip v6i kiém
dinh Wilcoxon.

- Tinh cac gia tri song thém bang phuong
phép udc luong thoi gian theo sy kién cua
Kaplan - Meier.

- Phan tich da bién: Str dung mé hinh hoi
quy Cox voi do tin cay 95%. Két qua kiém
dinh duoc coi 1a co ¥ nghia thong ké véi gia
tri p<0,05.

. KET QUA NGHIEN cU'U

3.1. Pic diém lim sang, cin laim sang

Trung binh tudi 1a 55,9 tudi (khoang tudi
tr 34-71); 70% la nam; phan 16n (70,7%)
vao vién vi dau bung; hang vi 1a vi tri nguyén
phat thuong gip nhat (56,1%); hau hét
(90,3%) c6 thé trang tot, PS = 0-1; 36,6% tai
phat di can, con lai la nhom di can tai thoi
diém méi chan doan; cac vi tri di can thuong
gip nhat 1a phiic mac (34,1%), gan (31,7%)
va phoi (24,4%) (Bang 1).

Bdng 1: Ddc diém cua doi twong nghién ciru

Pic diém N=50
Tudi (ndm): Trung binh (khoang) 55,9 (34-71)
Gioi: n (%)
Nam 35 (70)
N 15 (30)
Li do vao vién: n (%)

Dau bung 29 (70,7)
Chudng bung 14 (34,1)

Budn ndn, non 5(12,2)
Gay sut cén 23 (56,1)
Chan an 18 (43,9)

Thé trang: n (%)

PSO 7(17,1)
PS1 30 (73,2)

PS 2 4(9,7)

Vi tri u nguyén phat: n (%)

Hang vi 23 (56,1)
Thén vi 14 (34,1)

Tam vi 4 (9,8)
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Giai doan: n (%)
Tai phat di can 15 (36,6)
Di cin méi chan doan 26 (63,4)
Vi tri di can: n (%)

Phuc mac 14 (34,1)
Gan 13 (31,7)
Phoi 10 (24,4)

Hach canh BPMC bung 8 (19,5)
Khéc 8 (19,5)

S6 co quan di cin: n (%)

1 25 (61,0)
2 13 (31,7)

>2 3(7,3)

Tinh trang boc 10 HER2: n (%)

HER?2 (2+)/FISH(+) 2 (4,9

HER2 (3+) 39 (95,1)

3.2. Phac do diéu tri

Phac dd hoa chat phd bién nhit phdi hop véi Trastuzumab 1a Cisplatin-Capecitabine

chiém 34,1%, sau d6 dén XELOX chiém 24,5% (Bang 2).

Bdng 2: Phdac dé héa chit phéi hop Trastuzumab

Héa chat phoi hop S6 bénh nhéan Ty 18 (%)
Cisplatin-Capecitabine 14 34,1
XELOX 10 24,5
SOX 7 17,1
Paclitaxel 4 9,7
FOLFIRI 2 4,9
Paclitaxel-Carboplatin 3 7,3
CF 1 2,4
Tong 41 100
3.3. Két qua diéu tri
3.3.1. DPdp irng diéu tri
Céc triéu ching co ning déu cai thién sau diéu tri (Bang 3).
Bing 3: Pdnh gid triéu chirng co ning trwde va sau diéu tri
Triéu chirng co ning : Trude DT r Sau DT
’ So BN % So BN %
Dau bung thuong vi 29 70,7 17 41,4
Budn non, né¥n 5 12,2 2 4,9
Gay st can 23 56,0 5 12,2
Chén an 18 43,9 10 24,4
Chuong bung 14 34,1 8 19,5

Ty 1¢ dap ung dat 61,0%. Trong d6 7,3% (n=3) dap ung hoan toan va 53,7% (n=22) dap
rng mot phan. Ti 1é kiém soat bénh dat 90,3% (Bang 4).
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Bdng 4: Danh gia dap wrng theo RECIST 1.1

DPap wng diéu tri S6 BN Ty 18 (%) |Tong (%)
L e Pap ing hoan toan 3 7,3
Co ddp ing Dap tng mot phan 22 53,7 61,0
Khoéng dap Bénh 6n dinh 12 29,3 39.0
ing Bénh tién trién 4 9,7

Di can phuc mac co ty 1¢ dap ting kem hon c6 y nghia thong ké (p=0,04), cac yéu t6 khac
nhu tudi, gioi, chi sd toan trang, tinh trang bénh mdi chan doan hay tai phat, sé lugng vi tri di

can khong anh hudng téi ty 1€ dap ung véi p >0,05 (Bang 5).
Bdng 5: Mot so yéu to lien quan dap wng diéu tri

Yéu to DPap ting Khong dap iwng Tong p
N <60 tudi 13 (65,0%) 7 (35,0%) 20
Tuoi >60 tudi 12 (57,1%) 9 (42,9%) 21 0,57
N Nam 14 (66,7%) 7 (33,3%) 21
Gisi Nit 11 (55,0%) 9 (45,0%) 20 | 961
s 0 4 (57,1%) 3 (42,9%) 7
Chltrs;’ntoa” 1 19 (63.3%) 11 (36,7%) 30| 041
ang 2 2 (50,0%) 2 (50,0%) 4
Tinh trang Méi chan doan 15 (57,7%) 11 (42,3%) 26 0.34
bénh Tai phat 10 (66,7%) 5 (33,3%) 15 !
S6 lwgng vi tri 1 17 (68,0%) 8 (32,0%) 25 015
di can > 8 (50,0%) 8 (50,0%) 16 ’
Di can phic Co 6 (42,9%) 8 (57,1%) 14 0.04
mac Khong 19 (70.4%) 8 (29,6%) 27 :

3.3.2. Thoi gian song thém bénh khong tten trlen
Trung vi thoi gian song thém bénh khong tién trién 1a 6,3 thang (Hlnh 1).

PFS

T

s00

T
1000

al Functon

¢+ Censored

Théi gian (thang)
Hinh 1. Thoi gian song thém bénh khong tién trién (PFS)
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3.3.3. Tdc dung khong mong muén

Pa phﬁn cac tac dung phu chi gap ¢ do 1,2. Boc tinh nghiém trong (dd 3,4) chi gdp non,
budn non (2,4%), hoi chirg ban tay-chan (2,4%) va giam bach cau trung tinh (4,9%). Khong
c6 trudng hop nao giam phan suat tong mau that trai (Bang 6).

Bing 6: Tdc dung khong mong muon

Do 1 (%) Do 2 (%) Do 3-4 (%)

Nén, budn non 12,2 31,7 2,4
Ti€u chay 29,2 49 0

Hoi chirng ban tay-chan 9,8 26,8 2,4
Tri€u chirng than kinh ngoai vi 2,4 39,0 0
Giam phan suat tong mau thét trai 0 0 0
Tang AST va/hoac ALT 61,0 9,7 0
Tang creatinine 12,2 49 0
Tang bilirubin 7,3 0 0
Thiéu mau 51,2 14,6 0
Ha bach cau 36,6 17,1 0

Ha bach cau trung tinh 34,1 9,8 4,9
Ha tiéu cau 14,6 4,9 0

IV. BAN LUAN

* Pic diém lam sang, cin lim sang

Trong nghién cGu cua ching toi, tudi
trung binh cua bénh nhan la 55,9 tudi
(khoang tudi 34-71 tudi). Két qua nay tuong
dong voi két qua nghién ctru cua tac gia
Nguyén Thi Vuong (2013) (56,36+8,37
tudi), Vii Van Thé (2015) (57 tudi) hay Ajani
(59 tudi) 345, Vé dic diém gidi, trong nghién
clru cia ching t6i s6 bénh nhin nam va nir
gan tuong duong nhau véi ty 16 nam/nir 1a
1,1/1. Nhin chung hiu hét cac nghién ciru
trén thé gi¢i vé UTDD néi chung déu cho két
qua ty 16 mic cua nam nhiéu hon nit, vé6i ty
16 dao dong tir 1,5/1 d&én 2,5/1.

Cac khdi u nguyén phat thuong gip hon
¢ vung hang vi, chiém ty 1€ 56,1%. Bac diém
nay phu hop véi dich té tai cc nudc phuong
Pong, u thuong gip nhiéu hon ¢ cuc dudi
(hang mon vi), trong khi & phuong Tay c6 xu
huéng gap ¢ cuc trén da day (than vi, tdm
phinh vi va chd ndi da day thuc quan) 6.
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Trong sb cac BN ¢o di cin xa trong
nghién ctru cua chung to61, vi tri di cdn hay
gip nhat 1a di can phic mac va di cin gan,
chiém ty 1& lan Iuot 1a 34,1% va 31,7%.
Tuong ty, nghién ctru cua Koizumi va cong
sy ciing cho thay phuc mac (60,4%) va gan
(36,2%) la nhiing vi tri di can xa thuong gap
nhit 7.

* Két qua diéu tri

Céc triéu chirng co nang cua bénh nhan
déu cai thién sau diéu tri. Pau bung 1 triéu
ching co ning hay gip nhat (70,7%), ¢6 cai
thién dang ké sau khi didu tri (con 41,4%).
Céc triéu chirng khac nhu chuéng bung, gay
stt can, non, budn ndn, chan in cling c6 cai
thién.

Trung vi thoi gian séng thém khong tién
trién trong nghién ctru 1a 6,3 thang. Nghién
cttu ToGA (nghién ciru pha III ngiu nhién)
cho két qua tuong ty voi trung vi PFS 14 6,7
thang, cao hon so v6i nhém hoa tri don thuan
la 5,5 thang (p<0,05) 3. Nghién ctru doi thuc
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cua tac gia Kim trén 47 bénh nhan UTDD
giai doan mudn diéu tri Trastuzumab phéi
hop héa chat, trung vi PFS 14 6,9 thang 8.

Mot sd nghién ciru vé UTDD giai doan
mudn duoc diéu tri hoa chat don thuan &
Viét Nam cho két qua PFS thap hon nghién
ctru cua chiing toi: tac gia TrAn Mai Phuong
béo cao két qua diéu tri phac dd XELOX véi
trung vi PFS 1a 5,6 thang®, nghién clru cua
Nguyén Vian Hung v&i phac 6 FOLFIRI cho
két qua trung vi PFS 1a 5,1 thang 1°. UTDD
1a bénh ung thu co tién lugng xau, thé hién
qua thoi gian PFS ngin trong cac nghién
ctu. Do d6, viéc hop thém thudc dich
Trastuzumab v&i hoa chat di cai thién chét
lwong cudc sdng, dong thoi kéo dai thoi gian
song thém cho ngudi bénh.

* Tac dung khéng mong mudn

Pa phan cac tac dung khong mong mubn
chi gdp & do 1,2. Boc tinh nghiém trong (do
3,4) chi gip non, budn noén (2,4%), hoi
ching ban tay-chan (2,4%) va giam bach cau
trung tinh (4,9%). Nghién ctru cua chung to61
khong ghi nhin trudong hop nao gidm phan
suit tong mau that trai. Két qua nay ciing
twong ty véi cac tic gia nghién ctru vé phac
dd Trastuzumab két hop héa chit trong
UTDD giai doan tai phat di can.

V. KET LUAN

Phac d6 Trastuzumab két hop héa chat
trong diéu tri bénh nhan UTDD giai doan tai
phat di can c6 ty 1¢ dép ung cao (61,0%),
trung vi thoi gian séng thém khong tién trién
dat 6,3 thang; kha nang dung nap v6i phac do
tuong ddi tét, cac doc tinh chu yéu lado1-2
va ¢ thé quan Iy dugc.
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