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TOM TAT

Muc tiéu: M6 té dic diém Iam sang, cén lém sang ciing nhw danh gié hiéu qua
ctia diéu tri buée 1 phac dé docetaxel két hop trastuzumab trén bénh nhan ung thuw vi
HER2 dwong tinh tai phat, di can.

Déi twong, phwong phap: Nghién ciru mé té héi ciru két hop tién ciru trén 56
bénh nhén duoc chan doén xéac dinh la ung thw vi HER2 duong tinh tai phat, di cén
duoc hoa tri buée 1 phac db docetaxel két hop trastuzumab tirthang 01/2015 téi thang
10/2022 tai Bénh vién K.

Két qua: Tuéi trung binh & thoi diém tai phat, di cén & 53,1 + 14,3 tudi. Bénh nhan
tai phat di cdn thuong xuét hién & thoi diém 3 ndm déu sau khi diéu tri triét cén, chiém
64,3%. C&c vi tri di can thuong gap Ian lwot 1a gan, xuong chiém ty 16 44,6%, 37,5%. Ty
1é dép (rng chung cta phac dé la 64,3%; trong d6 7,1% dép trng hoan toan. Co 26,8%
bénh nhan dat bénh gitr nguyén, 8,9% bénh nhan tién trién Déc tinh clia phéac dé gép
VGi ty 16 thép, chi yéu la dé 1, 2. Ty Ié bénh nhan gidm bach céu hat trung tinh d6 1 va
2 lan ot 1a 30,3% va 21,4%. Bénh nhan ha bach céu trung tinh d6 3/4 chiém 19,6%.

Két luan: Su phéi hop doccetaxel va trastuzumab trong diéu tri buée 1 ung thu vi
HER?2 dwong tinh tai phat di cdn dem lai hiéu qua cao vé ti 1é dép trng, bénh nhan dung
nap thuéc tét, do d6 nén duoc ap dung réng rai trong thue hanh 1am sang.

Twr khoa: Ung thw vi téi phéat di can, HER2 dwong tinh.

ABSTRACT

THE EFFICACY OF FIRST - LINE DOCETAXEL PLUS TRASTUZUMAB IN
BREAST CANCER PATIENTS HER2 - POSITIVE RECURRENT OR METASTATIC
AT K HOSPITAL

Le Thanh Duct?, Bui Thanh Lap?

Objectives: Characteristics of clinical and paraclinical as well as efficacy of first-
line treatment doccetaxel plus trastuzumab in patients with recurrent or metastatic
HER2 - positive breast cancer.

Methods: A retrospective and prospective descriptive study on 56 patients
diagnosed with HER2 - positive metastatic or recurrent breast cancer at K Hospital
from January 2015 to October 2022.

Result: The mean age was 53.1 * 14.3 years. The majority of patients relapsed
after 3 years of treatment, accounting for 64.3%. The most common metastatic sites
were liver, bone and lung, respectively, accounting for 44.6%, 37.5% and 26.7%. The
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overall response rate of the regimen was 64.3%. The complete response rate was 7.1%.
26.8% of the patients were stable, 8.9% of patients were progressive. The toxicity of the
regimen was low, mainly grade 1/2. Patients with grade 1 and 2 neutropenia were 30.3%
and 21.4%, respectively. Patients with grade 3/4 neutropenia accounted for 19.6%.
Conclusion: Doccetaxel plus trastuzumab as the first - line in patients with recurrent

or metastatic HER2 - positive breast cancer is effective in high response rates, the

patient is well tolerated. Thisregimens may be more widely used in clinical practice.

Keyword: Recurrent or metastatic breast cancer, HER2 - positive.

|. PAT VAN PE

Theo GLOBOCAN 2020, ung thu va (UTV) la
loai ung thu ¢ ty 1& méc nhiéu nhat va 1a nguyén
nhan gy tir vong hang dau ¢ phu nit trén toan thé
gi6i [1]. Gan day, nho nhiing tién bo vuot bac vé phat
hién sém va diéu tri ung thu v, nén ty 1é tir vong do
bénh ndy giam dang ké dic biét & cac nudc phat trién.
Phan 16n bénh nhan UTV dugc chan doan ¢ giai doan
bénh tai chd, tai viing, tuy nhién 20 - 30% trong s6 do
s& tai phat di can (TPDC) trong vong 5 nam ké tir thoi
diém chan doan ban dau. Thoi gian song thém trung
binh cua cac bénh nhan giai doan nay la 18 - 24 thang
khi duogc didu tri ddy du va c6 khoang 5 - 20% song
thém duoc sau 5 ndm [2]. Viéc lwa chon phac do diéu
tri trong UTV téi phét di can (TPDC) dua trén nhiéu
yéu t6 nhu thé trang bénh nhan, cac phac do hoa chat
da dung trudc do, hiéu qua diéu tri, doc tinh ciia phac
d6 va diéu kién kinh té ctia bénh nhan.

Dbi v6i bénh nhan ung thu vi TPDC ¢6 boc 16
qua murc thu thé yéu t6 phat trién biéu md 2 (HER?2),
phac dd hoa chét két hop vai trastuzumab 1a mot
trong nhirng lya chon wu tién gilp kéo dai thoi gian
song thém va nang cao chit luong cude sdng cho
bénh nhan [3 - 5]. Phac d6 docetaxel va trastuzumab
da dugc ap dung trén toan thé gisi trong diéu tri
UTV tai phat di cin cho thiy ty 1é dap Gng tir 44
- 73% [3 - 5]. Thir nghiém M77001 nghién ctru
trén 188 bénh nhan ung thu va di can diéu tri véi
trastuzumab két hop véi docetaxel so sanh véi viéc
cac bénh nhan chi sir dung don tri b@ing docetaxel.
Két qua cho thiy nhom bénh nhan diéu tri két hop
c6 ty 1€ dap ung toan bo cao hon (61% so vai 34%;
p = 0.0002) [6]. Tai Viét Nam, phac db docetaxel
két hop trastuzumab dang dwoc ap dung diéu tri
cho bénh nhén ung thu vi TPDC, tuy nhién chua
c¢6 nhidu nghién ctru vé van dé nay. Vi vay chiing
t6i tién hanh nghién ciu dé tai nay véi myc tiéu:
(1) Nhan xét dic diém 1am sang, can Iam sang cua
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bénh nhan ung thu v tai phat, di can HER2 duong
tinh. (2) Panh gi4 hiéu qua diéu tri budc 1 phac
d6 docetaxel két hop trastuzumab trén ung thu va
HER2 duong tinh tai phat, di can.

I1. POI TUQNG VA PHUONG PHAP NGHIEN
cUu

2.1. P6i twong nghién ciru

56 bénh nhan nit duoc chan doan xac dinh 1a ung
thu vt HER2 duong tinh tai phat, di can duoc diéu
tri budc 1 phac d6 docetaxel két hop trastuzumab tir
thang 01/2015 téi thang 10/2022 tai Bénh vién K.

Tiéu chuén lya chon: Bénh nhan nit duoc chin
doan xac dinh ung thu biéu mé tuyén vii bang xét
nghiém mo6 bénh hoc. Co6 boc 16 qua mic HER2
duogc xac dinh khi THC (+++) hoac FISH (+) hoic
Dual-ISH (+). Pa duoc diéu tri triét can cho giai
doan tai chd, tai ving bang cac cac phuong phap
ph?lu thuat, hoa tri, xa tri, theo chi dinh hoac ung
thu v( giai doan IV ngay tir thoi diém ban dau chua
diéu tri hoa chat, khong c6 chi dinh diéu tri tai chd
tai ving. Bénh nhan tai phat tai chd tai ving khong
¢6 chi dinh hodc tir chdi diéu tri bang cac phuong
phép diéu tri tai chd tai ving. Chan doan tai phat,
di can béng hinh anh hoc hodc mé bénh hoc, té bao
hoc. Pugc diéu tri bude 1 phac d6 docetaxel két hop
trastuzumab cho bénh tai phat di can it nhat 3 chu ki.
Chi s6 toan trang ECOG < 2. Chirc ning tim mach,
gan, thin, tiy xuong trong gi¢i han cho phép diéu
trj hoa chét. C6 hd so ghi nhan thong tin diy du vé
chan doan va diéu tri trude do.

Tiéu chuén loai trir: Bénh nhan di can ndo. Bénh
nhan c6 ung thu thu hai. Bénh nhan c6 cac bénh ly
cép tinh tién lugng tir vong gan.

2.2. Phuwong phap nghién ciru

Thiét ké nghién ciru mé ta hoi ciru két hop tién
ctru, v6i c¢& mau thuan tién. Thu thap cac bénh nhan
du tiéu chuan nghién ctru duoc diéu tri tai Bénh vién
K tr thang 01/2015 t6i thang 10/2022.
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Phuong phéap thu thap s6 ligu:

Dic diém bénh nhén trude diéu tri: Tudi, phan
loai giai doan theo AJCC phién ban 8 nam 2017,
giai phau bénh, héa mé mién dich, phuong phap
diéu trj trudc do.

Thu thap thong tin chan doan tai phat di can:
Thoi gian phat hién bénh tai phat, vi tri tai phat di
can, Xét nghiém chan doan tai phat di can, CA 15 - 3.

Thu thap thong tin vé qué trinh diéu tri: Céc
thudc st dung trong nghién ctru: Docetaxel két
hop trastuzumab chu ki 21 ngay. Chu ki dau tién:
trastuzumab 8mg/kg duoc truyén tinh mach trong
90 phat, sau do docetaxel 80mg/m? duoc truyén
tinh mach trong 90 phit. Cac chu ki tiép theo:
trastuzumab 6mg/kg. Két qua diéu tri: Panh gia dap
g sau mdi 3 chu ki hodc néu 1am sang c6 chi dinh
(nghi ngo bénh tién trién): dya vao cac ton thuong
tai CAC co quan bi bénh, dugc danh gia dua vao
kham 1am sang va/hodc chan doan hinh anh sau mdi
3 chu ki diéu trj theo tiéu chudn RECIST 1.1
2.3. Xir 1y s6 liéu

Cac thong tin dugc ma hoa va xir Iy bang phan
mém SPSS 20.0. Cac thuat toan thong ké sir dung
trong nghién ctru: M0 ta: trung binh, d6 1éch chuan,
khoang tin cay 95%, gia tri 16n nhét, gié tri nh6 nhat.
2.4. Pao dire nghién ciru

Nghién ctru nay chi nhim muc dich nang cao
chat luong diéu tri, chat luong cudc sdng cho ngudi
bénh, khéng nhim muc dich nao khac. Cac thong
tin vé bénh nhan dugc gitr kin.

I1l. KET QUA
3.1. Mt s6 dic diém ciia ddi twong nghién ciru

Trong thoi gian nghién ciru chung t6i thu thap
thong tin dugc 56 bénh nhan diéu tri trong khoang
thoi gian tir thang 1/2015 dén thang 10/2022 du tiéu
chuin vao nghién ctru.
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Biéu dd 1: Tudi tai thoi diém tai phét di can
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Tubi trung binh ctia cac bénh nhan 12 53,1 + 14,3
tudi. Bénh nhan it tu6i nhit 1a 32 tudi, bénh nhan nhiéu
tudi nhat 1a 76 tudi. Nhom tudi hay gip nhit trong
nghién ctru 1a nhém tir 50 - 59 tudi chiém 32,1%.
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Biéu dd 2: Phan bd bénh nhan theo thoi diém

tai phat di can (n =42)

Trong nhém bénh nhén tai phéat di can, tai phat di
can thudng xudt hién & thoi diém 3 nam dau sau khi
didu tri triét can, chiém 64,3%. Trung vi thoi gian
tai phat 1a 28,5 thang, ngan nhat 1a 6 thang, dai nhét

1a 96 thang. ’ W ’
Bang 1: Mot so dac diém cia doi tuong nghién ctru
S6 bénh | Ty l1é
nhan (%)
ECOG
0-1 45 80,4
2 11 19,6
Giai doan ban déu
| 2 3,6
] 19 33,9
Il 21 37,5
v 14 25,0
M0 bénh hoc
UTBM xam nhap, NST 46 80,3
UTBM tiéu thiy XN 5 11,5
UTBM thé nhay 32 4.9
Loai khac* 3 3,3
Py Mo hoc
bo 1 2 3,6
Y 46 82,1
bo 3 8 14,3
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S6bénh | Ty I¢
nhan (%)
Tinh trang ndi tiét
ER (+) va/hoac PR (+) 36 64,3
ER (-) vaPR (-) 20 35,7
Tinh trang Ki-67
Ki-67 < 20 11 19,6
Ki-67 > 20% 45 80,4
Phac di:) da diéu tri giai
doan bo trg trudc doé
Co trastuzumab 17 40,5
Khéng trastuzumab 25 59,5
Vi tri tai phat di can
Tai phat tai chd tai ving 16 28,6
Phoi 15 26,7
Gan L UTBM ik 25 | 446
uuu thfeh*1T-UTBMthctuy, T UTBM-thenhay;
begﬁm M4n thé di san 2 !
?(;c:)lérrllach thuong don 5 8.9
Hach trung that, 6 bung 16 28,6
Di can tang
Khong di can tang 22 39,3
Co di can tang 34 60,7

Cac bénh nhan trong nghién ctu phan 16n ¢
giai doan Il va Il tai thoi diém chin doan ban
dau, chiém lan lugt 33,9% va 37,5%. C6 14 bénh
nhan chin doan ¢ giai doan IV ngay tir dau,
chiém 25,0%. Phan 16n cac bénh nhan thudc thé
ung thu biéu md x&m nhap tip khong dic biét
(NST), chiém 82,1%. Cac vi tri di cin thuong gip
trong nghién ctru lan lugt 1a gan, xuong chiém ty
1€ 44,6%, 37,5%. Ty 1é bénh nhan di can tang
(gan hodc phoi) 1a 60,7%. Trong 42 bénh nhan
tai phat sau diéu tri, c6 17 bénh nhan duoc diéu
tri trastuzumab phdi hop voi hoa chat trude do,
chiém 40,5% (Bing 1).

3.2. Két qua diéu tri

W Ddp vng hoan toan
M Dip tng mét phan
Bénh gi¥ nguyén

M Bénh tién wién

Biéu dd 3: Ty 1& dap mg chung ctia phac d6
docetaxel va trastuzumab
Ty 18 dap tmg chung cta phéc db 1a 64,3%, trong
do ty 1€ dap tng hoan toan la 7,1%. C6 26,8% bénh
nhan dat bénh gitt nguyén, nhu vay loi ich 1am sang
dat 91,1%, c6 5 bénh nhén tién trién chiém 8,9%.

Bang 2: Mi lién quan giita ty 16 dap tng voi cac yéu t6 lién quan

Bénh dap ung Bénh khong dap @ng
S6 bénh nhan % S6 bénh nhan % i

ECOG

0-1 30 66,7 15 33,3 0,452

2 6 54,5 5 45,5
DP9 md hoc

bo 1l 1 50,0 1 50,0

D6 2 30 65,2 16 34,8 1000

b6 3 5 62,5 3 37,5
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Bénh dap ung Bénh khong dap wng
S6 bénh nhan % S6 bénh nhan % i
M0 bénh hoc
UTBM xam nhap NST 31 67,4 15 32,6 0,298
Loai khac 5 50,0 5 50,0
Tinh trang noi tiét
ER (+) va/hoac PR (+) 26 72,2 10 27,8 0,096
ER (-) vaPR (-) 10 50,0 10 50,0
Di can tang
Cé di can tang 19 55,9 15 44,1 0,103
Khong di can tang 17 77,3 5 22,7
Phac d6 da diéu tri bd tro
trude dé
Co trastuzumab 6 353 11 64,7 0,018
Khéng trastuzumab 18 72,0 7 28,0

Bénh nhan chua duogc diéu tri bang phac dd bo tro c6 trastuzumab trude do co ty 1& dap tng cao hon so
v6i nhitng bénh nhan da duogc diéu tri b tro c6 trastuzumab (72,0% so vai 35,3%; p = 0,018) Chua tim thiy
su khéc biét co y nghia thong ké giita ty 1& dap ung diédu tri v6i cac yéu td lién quan nhu thé trang bénh nhan,
d0 mo bénh hoc, thé mo bénh hoc, tinh trang thu thé noi tiét, tinh trang di can tang, (p > 0,05) (Bang 2).

Bang 3: Ty 1& mot s tac dung phu trén cac co quan

Téc dung phu })0@ 0 P 1 Pj 2 o 3 o 4
Yo % % % %
Giam bach ciu hat 28,6 30,3 21,4 12,5 71
Giam tiéu cau 80,3 14,2 5,5 0 0
Giam huyét sic t6 60,7 21,4 12,5 5,4 0
Tang GOT/GPT 66,1 23,2 10,7 0 0
Tang creatinin 92,3 7,7 0 0 0
Phan Uing truyén 91,1 7,1 1,8 0 0
Viém day than kinh ngoai Vi 92,9 5,3 1,8 0 0
Non, budn nén 59,0 33,9 7.1 0 0
Rung toc 62,5 26,7 10,8 0 0
Tiéu chay 66,3 26,7 7.1 0 0

Doc tinh cua phac d6 gip vai ty 18 thap, chu yéu 13 d6 1, 2. Ty 18 bénh nhan giam bach cau hat trung tinh
d6 1 va 2 1an luot 1a 30,3% va 21,4%. Bénh nhan ha bach cau trung tinh d6 3/4 chiém 19,6%. Ty 18 bénh
nhan thiéu mau do 3/4 1a 5,4%, khdng c6 bénh nhan nao giam tiéu cau do 3/4. Trong nghién ctru, khong cé
bénh nhéan xuat hién giam phan sé tong mau that tréi tir 10% trd 1én so véi trudce diéu tri, khong co bénh
nhan nao xudt hién suy tim.
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IV.BAN LUAN

Cac nghién ctru da chi ra c6 sy khac biét ty 1€
cac vi tri di can & cac phan nhém sinh hoc khac
nhau cua ung thu vii. Nam 2010, Kenecke va cong
su tién hanh nghién ctru dic diém di can cua hon
3700 bénh nhan ung thu va thudc cadc phan nhom
sinh hoc khac nhau, trong d6, nhém Luminal B/
HER2 (+) céac vi tri di can thudong gip nhat la
xuong (30,9%), gan (21,3%), phoi (17,7%), tran
dich mang phoi/mang bung (16%), hach ngoai
vung (10,5%), ndo (7,9%). Trong khi d6 nhom
HER2 (+) khéng Luminal di cdn xuong 30,1%;
phoi 24,1%; gan 23,3%; tran dich mang phdi/mang
bung 16,2%; di can hach ngoai vung 13%; dac biét
ty 1é di can ndo Ién t&i 14,3% [7]. Trong nghién
ctru ctia chung toi, vi tri di can hay gip nhit la gan,
xuong chiém ty 186 1an luot 1 44,6%; 37,5%. Két
qua nay tuong tu nghién ctru ctia Vi Thi Trang va
cong su (2019) cho két qua co quan di cin thuong
gip nhat ciing la gan (55,3%) [8].

Ty 18 dap g chung cua phéc d6 12 64,3%, trong
do ty 1é dap ung hoan toan 1a 7,1%. C6 26,8% bénh
nhan dat bénh gitt nguyén, nhu vay loi ich 1&m
sang dat 91,1%. Thir nghiém M77001 nghién ctu
trén 188 bénh nhan ung thu vi di can diéu tri véi

trastuzumab két hop véi docetaxel. Két qua cho thay
ty 1é dap tng chung ctia phéc dd két hop cao hon so
véi chi st dung don tri docetaxel (61% so vai 34%;
p = 0,0002). Viéc st dung két hop trastuzumab véi
docetaxel co ty 1¢ dap ung ting hoan toan, dap ting
mot phan 1an luot 12 7% va 54%. C6 27% bénh nhan
on dinh va bénh nhan tién trién chiém 12% [6].
Ngoai ra, Valero va cong sy (2007) nghién ctru trén
131 bénh nhan duoc diéu tri bang phéc dd docetaxel
- trastuzumab, két qua cho thdy ty 1& dap tmg tng
hoan toan 18%, dap tmg mot phan 54% va ty 1¢ dap
{mg toan bo 1a 72%. Co 18% bénh nhan 6n dinh va
8,4% bénh nhan tién trién [9].

Tai Viét Nam hién chua c6 nhidu nghién ciru vé
hiéu qua cia phac d6 doccetaxel va trastuzumab
trong ung thu va c6 boc 16 qua miac HER2 TPDC.
Tuy nhién da c6 nghién ciru ctia Lé Thi Yén (2017)
nghién ctru trén 33 bénh nhan ung thu va TPDC cd
diéu tri trastuzumab va vinorelbine cho thy ty 1&
dap tng toan b dat trén 57%. Nam 2019, Vi Thi
Trang va cong su cling tién hanh nghién ctru vé tac
dung cta phac d6 vinorelbin két hop trastuzumab
trong ung thu va di can, két qua: ty 18 dap tmg hoan
toan dat 21,0%, ty 1& dap ing mot phén 1a 41,8%, ty
1¢ dap ung toan bo dat 63,2% [8].

Bang 4: Ty 1é dap ing chung ctia mot vai nghién ctru trén thé giéi

TAc gia Phac d6 hoa chat docetaxel | S6 bénh nhan | Ty 1¢ dap ung (%)
Montemurro va cs (2004) [4] | 75 mg/m? chu ky 3 tuan 23 67
Tedesco va cs (2004) [5] 35 mg/m? chu ky hang tuan 26 50
Michel Marty va cs (2005) [6] | 100 mg/m? chu ky 3 tuin 188 61
Sato va c¢s (2006) [3] 70 mg/m? chu ky 3 tuan 40 65
Robert N va cs (2006) [10] 100 mg/m? chu ky 3 tun 110 73
Valero va cs (2006) [9] 100 mg/m? chu ky 3 tuan 131 73
Chung toi 80 mg/m? chu ky 3 tuan 56 64,3

Chua tim thay sy khac biét c6 ¥ nghia thong ké giita ty 1¢ dap ung diéu tri voi cac yéu t6 lién quan nhur
thé trang bénh nhan, d md bénh hoc, thé mo bénh hoc, tinh trang thu thé ndi tiét, tinh trang di cin tang (p >
0,05) (Bang 2). Tuy nhién, ching tdi nhan thay rang nhitng bénh nhan chwa duoc diéu tri bo trg bang phéac
dd c6 trastuzumab trude dé cd ty 1& dap tng cao hon so voi nhitng bénh nhan da duogc diéu tri bd trg ¢o
trastuzumab (72,0% so véi 35,3%; p = 0,018). Nghién ctru ctia ching tdi chi tién hanh trén s6 lugng bénh
nhan nho so vai cac nghién ciru trén thé gidi nén tinh dai dién chua cao. Cac nguyén nhan khac dan téi sy
khéc biét nay can c6 cac nghién ctru 16n hon thyc hién trén quan thé nguoi Viét Nam dé danh gié cu thé hon.
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V.KET LUAN

Su phdi hop doccetaxel va trastuzumab trong
diéu tri budc 1 ung thu vi HER2 dwong tinh tai phat
di can dem lai hi¢u qua ve ti 1é dap ung, muc do an
toan va thoi gian séng thém khong bénh tién trién
cao, do d6 nén dugc ap dung rong rai.
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