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TOM TAT

Ddt van dé: Theo Globocan 2020, ung thuw vi 13 loai ung thw phé bién hang dau & nir gidi trén thé gisi va & Viét
Nam. Ung thw v Her-2 duong tinh Ia phédn nhém cé tién luong xau. Liéu phap st dung Trastuzumab véi dich nham
Her-2 d& mé ra ky nguyén méi trong diéu tri ung thw vi Her-2 duwong tinh.

Doéi twong, phwong phap: M6 ta héi ciru két hop tién ctru tai Trung tdm Ung buwéu - Bénh vién Trung wong Hué
trong thoi gian tir 02/2020 dén ngay 02/2023. Péi tuong la cac bénh nhén ung thu vi chua di cén xa c6 Her-2 duong
tinh bang mé bénh hoc va héa mé mién dich.

Két qua: Trong nghién ctru ctia chiing téi (n = 215), do tudi trung binh la 50,75 + 0,72, giai doan I - Il chiém 71,2%
va ty Ié ¢6 di cdn hach vang chiém 56,3%. Ty Ié thu thé néi tiét ER-/PR-; ER+/PR+; ER+/PR- va ER-/PR+ Ian luot Ia
66,5%; 19,5% 3,7% va 10,3%. Ty Ié Ki67 thdp (< 15%) chiém 21,9%. Ty Ié diéu tri véi Trastuzumab chiém 65/215
bénh nhén. Ty Ié vé thoi gian séng thém khong bénh (DFS) - 2 ndm chiém 84,7% va thoi gian DFS trung binh la 22,2
+ 0,3 théng. Di can xa thudng géap tai ndo, gan, xwong. Yéu té tién luong xédu gdém T3 - 4, di can hach vung, khéng
diéu tri Trastuzumab.

Két luan: Bénh nhén ung thuw vi Her-2 duwong tinh nhan duoc loi ich véi liéu phap Trastuzumab bé tro trong 2 ndm
dau tién sau chan doan. Moi bénh nhan déu dung nap tét véi liéu phap Trastuzumab.

Ttr khéa: Her-2 duong tinh, ung thuw v giai doan sém, liéu phap Trastuzumab, thoi gian séng khéng bénh.

ABSTRACT
THE INITIAL EFFECTIVENESS OF ADJUVANT SYSTEMIC THERAPY FOR HER2 POSITIVE BREAST CANCER

Phan Thi Do Quyen’, Nguyen Viet Cuong’, Tran Trong Bao’, Truong Thi Duyen?, Huynh Thi Minh Chau’

Overview: According to Globocan 2020, breast cancer is the most frequent neoplasm occurring in women globally and
Vietnam. HER2-positive breast cancer is a subtype with a poor prognosis. Therefore, new advancements in treatment,
such as Trastuzumab therapy targeting HER-2, have ushered in a new era for treating HER-2 positive breast cancer.

Methods: Retrospective and prospective study at the Oncology Center - Hue Central Hospital from February 2020 to
February 2023. The selection criteria included subjects definitively diagnosed with HER-2 positive breast cancer through
histopathology and immunohistochemistry in the early breast cancer (EBC).

Results: In our study (n = 215), the median age at diagnosis was 50.75 + 0.72, with stages I - Il accounting for 71.2%
and regional lymph node metastasis rate being 56.3%. The rates of ER-/PR-; ER+/PR+; ER+/PR-; and ER-/PR+ were
66.5%, 19.5%, 3.7%, and 10.3%, respectively. Low Ki67 (< 15%) was present in 21.9% of cases. Trastuzumab therapy
was used in 65/215 patients. The study showed that the 2 - year disease - free survival (DFS) was 84.7% and the median
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DFS was 22.2 + 0.3 months. The most common sites of distant metastases were the lung, the liver and the bone. Poor

prognostic factors included T3 - T4 disease, positive regional nodes, and lack of access to Trastuzumab.
Conclusion: Patients with HER-2 positive early breast cancer derived substantial benefits from adjuvant Trastuzumab
therapy within the first two years following diagnosis. Furthermore, all patients tolerated trastuzumab therapy well.
Keywords: HER-2 positive, early breast cancer, trastuzumab therapy, disease-free survival.

I. PAT VAN PE

Ung thu vi 1a bénh 1y ung thu phd bién nhat trong
cac loai ung thu & phu nir tai nhidu nudc trén thé giéi
va Viét Nam. Ung thu vu hién nay duogc phan loai
thanh nhiéu nhém khéc nhau dya trén dic diém nhom
phéan tir nhu 1ong éng A hodc B, bd ba am tinh va
nhom c6 Her-2 duong tinh. Ty 1¢ bénh nhan ung thu
v ¢6 Her-2 duong tinh chiém ty & tr 20-25% [ 1, 2].

Her-2 (Human Epidermal growth factor
Receptor-2) thudc vé gia dinh thu thé gém 4 loai
khac nhau bao gém Her-1, Her-2, Her-3 va Her-4
dugc ma hoa 4 loai gen tuong Gng. Sy ting bdc 10
Her-2 s€ tang su kich thich tang truéng va biét hoa
cua té bao, diéu nay co lién quan dén do ac tinh va
tién luong x4u & bénh nhan ung thu va [3].

Theo mo hinh kinh nghiém, dot biét gen Her-2
dan dén sy chuyén dang 4c tinh cta té bao biéu mo
tuyén vi; & nguoi thi dot bién gen Her-2 lam ting
su biéu 1o protein va tién luong x4u nén bénh nhan
c6 dot bién gen Her-2 ¢6 DFS ngén hon so v6i bénh
nhan binh thuong [4]. Do vay, Trudc day khi chua
¢6 phuong phap diéu tri ddc hiéu, phan nhém ung
thu v xam 14n Her-2 duong tinh 13 nhom c6 ty 16
thoi gian sdng con toan b (OS) va DFS thip nhat
khi so v6i cac nhom khéc, ké ca nhom bd ba Am tinh
[1]. Chinh vi vdy, Trastuzumab véi dich nhim dén
Her-2 dong vai tro quan trong & nhitng bénh nhan
ung thu vu c6 tang boc 10 Her-2 & ca giai doan di
can xa va giai doan tai chd. Piéu nay da dugc ching
minh qua nhiéu nghién ctru khac nhau trén thé gi6i
dua trén cai thién thoi gian séng bénh khdéng bénh,
thoi gian séng bénh khong tién trién va thoi gian
séng toan bg. Vay nén, Trastuzumab da dugc FDA
chap nhan trong diéu tri ung thu v vao nam 2006.

Hién nay, s lugng cac bai bao nghién ctru vé
diéu tri bd tro Trastuzumab tai Viét Nam con han
ché. Vi nhiing 1y do trén, chiing t6i tién hanh nghién
ctru dé tai nay, nham mo ta nhitng dic diém lam
sang va can lam sang cua ung thu via c6 Her-2 duong
tinh giai doan chua di can xa va danh gia hiéu qua
diéu tri thong qua: Thoi gian séng thém khong bénh

(DFS), ty 1&¢ DFS-1 nam, DFS-2 nim va cac yéu to
lién quan anh huong dén hiéu qua diéu tri.
IL. POI TUQNG VA PHUONG PHAP NGHIEN
cUuu
2.1. P6i twong nghién ciru

GOm 215 bénh nhan véi chan doan xac dinh ung
thu va va diéu tri tai Bénh vién Trung Uong Hué, tir
2/2020 dén 2/2023, vé6i tiéu chuan chon bénh: Nguoi
bénh dugc chan doan x4c dinh ung thu vii bang mo
bénh hoc véi két qua hoéa mo mién dich: Her-2 duong
tinh 3+, hodic két qua nhuom FISH: duong tinh. Nguoi
bénh co giai doan bénh khong phai la giai doan IV

Tiéu chudn loai trir: HO so bénh 4n khong day du
theo mau bénh an nghién ctru.
2.2. Phuwong phap nghién ciru

La nghién ciru hdi ciru va tién ciru, mé ta 1am
sang. C& mau duoc tinh theo cong thirc udc tinh
mot ty 1¢:

4= ZLa.un.p. (1-p)

d_

- Trong dé: n 1a ¢& mau, Z(1- a/2) = 1,96 va a. =
0,05), p 1a hiéu qua gia dinh, d =0,1.

Chung t61 chon p = 0,842 (La ty 1¢ DFS-2 nam
cua tac gia lan Smith [5]) =2 n =52.

C& mau trong nghién ctru n = 215.
2.3. Xir Iy va phan tich sb liéu

Céc thuat toan sir dung: Sir dung kiém dinh
tuong quan y2, kiém dinh Logrank, phuong trinh
héi quy Cox, phuong phap udc lugng ty 1& sdng
thém: Kaplan-Meier.

Xac dinh mirc ¥ nghia thdng ké khi p < 0,05.
IIL. KET QUA

Do tudi trung binh tai thoi diém chin doan 1a
50,75 £ 0,72. Méc du ty I¢ ¢6 di can hach (N+) l6n
hon so v6i khong cé di can hach (NO), nhung voi
p = 0,07. Gan 90% bénh nhan dugc chin doan giai
doan giai doan I - IIIA. Ty 1€ thu thé noi tiét Am tinh
16n hon c6 y nghia thong ké so vai ndi tiét duong
tinh, véi p < 0,001 va chi s6 Ki67 trung binh la
27,18 £ 1,3 (bang 1).
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Bang 1: Dic diém nhom nghién ciru (N = 215)

Pic diém llr?;lg % p Pic diém miig % p
Tudi Thé giai phiu bénh
<40 68 31,6 UTBM tai chd 1 0,5
40 - 50 93 433 UTBM thuy x4m ldn 3 1,4
51-65 20 9,3 UTBM bng xam lan 211 98,1
> 65 34 15,8 Pic diém thuy thé
Vi tri ung thw ER (-)/PR(-) 143 66,5

UT va trai 126 58,6 ER (+)/PR (+) 42 19,5 | p<0.001
UT vi phai 86 40 ER(+)/PR(-) 8 3,7
UT vii 2 bén 3 1,4 ER(-)/PR(+) 22 10,3

Phén loai T Pic diém Ki67
1 41 19,1 >30% 56 26
2 136 63,2 15-<30% 92 42,8
3 34 15,8 <15% 47 21,9
4 4 1,9 Khoéng danh gia 20 9.3

Phin loai N Piéu tri héa tri
NO 94 43,7 Khong diéu tri 10 4,7
N1 66 30,7 | p=0.07 | AC-T 180 83,7
N2 36 16,7 AT 7 3,3
N3 19 8,9 TC 8 3,7

Giai doan bénh Paclitaxel 2 2
IA 17 7,9 Khac 8 3,7
A 75 34,9 Diéu tri ndi tiét
1IB 61 28,4 Tamoxifen 29 40,3
IITA 40 18,6 Tamoxifen + OFS 11 15,3
1B 4 1,9 Al 29 40,3
IIC 18 8,3 Al + OFS 3 4,1
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Dic diém 50 % p Dic diém 50 % p
: luwgng : lugng
Giai doan bénh Str dung Trastuzumab

bo1 10 4,7 Co 65 30,2
bo2 139 64,7 Khong 150 69,8
b6 3 66 30,6
UT: Ung thu; UTBM: Ung thu biéu mo; ER: Estrogen Receptor; PR: Progesterone Receptor; AC-T:
Anthracycline va Cyclophosphamide theo sau boi Taxane; AT: Anthracycline va Taxane; TC: Taxane va
Carboplatin; Al: Aromatase Inhibitor; OFS: Ovarian Function Suppression.

Hiéu qua diéu tri ung thu vii Her-2 duong tinh véi thoi gian DFS trung binh 14 22,2 + 0,3 thang. Ty 16 DFS-1
nam 14 92,1% va DFS-2 nam 1a 84,7%. Hau hét bénh nhan tién trién dugc ghi nhén tai vi tri di cin xa (82%) 16n
hon so véi tién trién tai chd (18%) ¢ ¥ nghia thong ké vai p <0,05. Nhing vi tri di cin xa thuong gap nhu: nio,
gan, xuong, phdi va mang phoi. Trong d6 gan 14 vi tri thuong gap nhat (9/27 bénh nhan) (biéu db 1).

10 9
8 8

8 7
6
4 3
2
l:] -

Gan Nio Phoi, Xwong Hach

mang phoi

Biéu d6 1: Vi tri di cin xa ctia ung thu va Her-2 dwong tinh

Danh gia cac yéu td anh huong dén hiéu qua diéu tri cho thiy, bénh nhan ung thu vii Her-2 duong tinh.
Diéu trj Trastuzumab c6 hiéu qua hon so véi khong diéu tri véi p = 0,018 (Biéu d 2). Phan tich da bién
cung voi cac yéu td lién quan nhu do tudi, giai doan T, tinh trang di can hach, thu thé noi tiét va chi sd Ki67,
c6 diéu tri Trastuzumab c6 hi€u qua cao hon so véi khong diéu tri Trastuzumab, v6i p = 0,046 va HR = 0,34
(95% C1 0,118 - 0,982) (biéu dd 3).

100+

K == Trastuzumab
754 == Non-Trastuzumab
50

DFS-mean: 23 + 0.49 months
254 DFS-mean: 21 + 0.42 months
p=0.018
0 T T T

06 12 18 24

Months

Biéu d6 2: So sanh DFS ¢ 2 nhom c6 diéu tri giita Trastuzumab va khong diéu tri, don bién.
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Survival Function for patterns 1 -2
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Biéu dd 3: So sanh DFS & 2 nhom c6 diéu trj giita Trastuzumab va khong diéu tri, da bién.

Céc yéu t6 nhu giai doan T1 - 2, hach NO ¢6 vai trd giam thiéu nguy co tién trién, voi p < 0,05. Trong
khi cac yéu t6 khac nhu Ki67 > 30%, thu thé ndi tiét duong tinh va tudi < 50 chua thiy sy anh hudng co y
nghia thong ké (biéu d6 4).

o S6 lwong
Phan tich Didy tri Kho HR cho bénh ly
da bién T 1eu " b | did Oltlg. tién trién
rastuzuma icu tri (95% CI)
Tuoi (p* > 0,05)
<50 tudi 26 64 | 1,03(0.03 - 0,35)
> 50 tudi 35 70 p*** =0,932
T1-2 55 122 p***=0,019
T3-4 10 28
Phan loai hach N (p* > 0.05) H—
0,1(0,03 - 0,35)
NO 30 64 pREE = 0,00
N+ 35 86 ¢
Phén loai thu thé ndi tiét (p* < 0,05)
Y 1,5(0,74 - 3,03)
+
NQltle’t( ) 13 60 P = 0,264
Noi tiét (-) 52 90  —
Phén loai ki67 (p** > 0,05)
30% 4l 08 0,62}(&33 - 1,44)
>30% 20 36
Toan bd 61 150 | 034(0.12-0.98)
p*** =0,046 |
*: Chi-Square Test;
**: Fisher Test.
A N Khong Bénh ly
***: Phan tich hoi quy Cox. tien trién tien trién
Biéu do 4: Phan tich da bién cac yéu to -1 1 3

lién quan dén bénh 1y tién trién

d
]
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Phan tich da bién cua 4 nhom (C6 Trastuzumab-NO; c6 Trastuzumab-N+; khong Trastuzumab-NO va
khong Trastuzumab-N+) véi cac yéu t6 (Tudi, thu thé noi tiét, chi sé Ki67) c6 sy khac biét vé DFS giira 4
nhoém véi p*** =0,005. Trong khi nhém c¢6 Trastuzumab-NO khong ghi nhan bién c¢b nao thi nhoém khong

Trastuzumab-N+ c¢6 DFS thip nhét (biéu db 5).

Survival Function for patterns 1 -4
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T T
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Biéu d0 5: So sanh DFS da bién ctia 4 nhom dua vao diéu tri Trastuzumab va hach, da bién
Vé tac dung phu ghi nhin duoc cua liéu phap Trastuzumab chiing t6i ghi nhan duy nhat 12 triéu ching
mét moi, tuy nhién chi ngang mic d6 1 va chiém 5/65 bénh nhan.

IV. BAN LUAN

V& dic diém c& mau trong nghién ctru cua ching
t6i ghi nhan. P9 tudi trung binh khi chan doan la
50,75 + 0,72, diéu nay tuong tu voi do tudi chan
doan ung thu vu giai doan chua di can xa la 51,34 +
0,57 tai Viét Nam (Pac diém mé bénh hoc va thang
diém tién luong NPI). Bdi v6i phan bé ty 18 thu thé
noi tiét thi ty 1¢ bénh nhan Her-2 duong tinh c6 thu
thé noi tiét duong tinh chi chiém 34%, thap hon so
v6i nhom noi tiét 4m tinh 14 66% vai p < 0,05. Su
phan bd thu thé noi tiét duong tinh tuong tu véi
nghién ctru trong nudc, nhung lai thip hon so véi
cac nghién ctru nude ngoai. Tac gia Youn Bea ghi
nhan ti 16 ndi tiét dwong tinh chiém 51,3% [5]. Trong
thdng ké cia SEER-17 ghi nhan ti 18 ndi tiét duong
tinh chiém 71,3% [6]. D4i v6i tac gia Phing Thi
Huyén ghi nhan ti 1& ndi tiét duong tinh 1a 31,7%
[7]. Piéu nay cho thay sy khac biét vé phan nhom
phan tir ung thu vu theo vi tri dia Iy khac nhau. Bénh
nhén dugc chan doan giai doan [ va Il chiém 71,2%
(n=215), p < 0,05; ti 1&¢ nay thap hon so v6i nghién
clru ctia tac gia Phung Thi Huyén 13 85,6% (n = 63).
Chung t6i cho rang 1a do sy khac biét vé c& mau va
vi tri khdo sat. Trong nghién ctru cua ching t6i, chi
s6 Ki67 trung binh 27,18 + 1,3 va khong ghi nhan

16

duoc mdi lién quan voi giai doan bénh hoac boc 16
thu thé noi tiét.

Khi théng ké ty 1& diéu tri khang Her-2, chiing toi
ghi nhan ty 1& diéu tri khang Her-2 v¢i Trastuzumab
thap, chi 30,2%. Piéu nay ching toi cho rang lién
quan dén van dé chi tra kinh phi vi theo pham vi bao
hiém y té chi tra quy dinh tai Phu luc 01 Théng tu
30/2018/TT-BYT la thanh todn 60% ddi v&i ung thur
vu ¢6 Her-2 duong tinh.

Vé danh gia hiéu qua diéu tri trong nghién ciru
chung t6i ghi nhan thoi gian DFS trung binh: 22,2
+ 0,3 thang va ty 1¢ 2 nam la 84,7%, tuong tu vdi
nghién ctru nhom tac gia lan Smith DFS-2 nam la
84,2% [5]. Tién trién di can xa chiém >80%, 16n
hon so véi tién trién tai chd. Pidu ndy twong tu véi
nghién ciru nhom tac gia Ian Smith khi ty 1¢ tién
trién di can xa chiém cha yéu vé6i 71,4%. Didu nay
phu hop véi dic diém cta phan nhom ung thu vi
Her-2 dwong tinh vi su biéu 16 Her-2 1am té bao ting
di can dén nhiéu vi tri khac nhu no, phdi [8]. Gan,
ndo, xuong dugc ghi nhan 1a nhiing vi tri di can xa
thudng gip trong nghién ctru cia ching toi. Diéu
nay tuong tu véi nghién ciru ciia nhom Kenneth R
[9]. Khi so sanh c6 diéu tri Trastuzumab va khong
diéu tri ghi nhan thoi gian DFS trung binh nhoém
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c¢6 diéu tri Trastuzumab la 23 + 0,5 thang, trong
khi nhom khoéng diéu trj Trastuzumab 1a 21,8 + 0,4
thang. Mic du danh gia ban dau trong 2 nim nhung
d3 thay co cai thién hiéu qua diéu tri & nhom co
Trastuzumab, v6i p = 0,018. Piéu ndy twong tu véi
nghién curu cua tac gia lan Smith [10]. Pang chu y,
khi phan tich da bién cac yéu t6 lién quan dén DFS
giita 2 nhom c6 va khong diéu tri Trastuzumab nhu
tudi, giai doan khdi u (T), hach di can (N), thu thé
noi tiét va chi s6 Ki67 thi su khac biét vé DFS giita
2 nhom gia ting dang ké c6 ¥ nghia thong ké véi p
= 0,046 va HR = 0,34 (95% CI). Diéu nay ching
t6i cho rang 1a do su khac biét vé phan bd ty 1¢ noi
tiét duong tinh giita 2 nhom, khi nhoém khong diéu
tri Trastuzumab co ty 1€ ndi tiét duong tinh cao hon
nhom c6 diéu tri Trastuzumab, véi p < 0,05. Piéu
nay tuong ty véi nghién ctru tac gia Naoki Hayashi,
khi thém liéu phap ndi tiét bd trg & nhitng bénh
nhan ung thu vi Her-2 duong tinh c6 thu thé noi tiét
duong tinh Iam gia tang ca DFS va OS hon so véi
khong diéu tri ndi tiét b tro [11].

Dbi vai so sanh phan tich dudi nhém - 4 nhom:
C6 Trastuzumab-NO; c¢6 Trastuzumab-N+; khong
Trastuzumab-NO va khong Trastuzumab-N+ chiing
t61 nhan thay mic du diéu tri bd trg Trastuzumab &
nhoém ung thu va Her-2 duong tinh da chirng minh
duoc hiéu qua uvu viét & ca DFS va OS trén nhiéu
nghién ctru, nhung mot s6 bénh nhan van tién trién
sau khi dung Trastuzumab b6 trg (Trong két qua
chung toi 14 4/65 bénh nhan tién trién trong 2 nam
dau theo ddi). Chung toi tién hanh phan tich da
bién (voi cac yéu t tudi, chi sé Ki67, thy thé nodi
tiét) thi nhom khong diéu tri Trastuzumab-N+ ¢
thoi gian DFS thap nhit. Pang chi ¥, khong ghi
nhan bat ky bénh Iy tién trién nao trong 2 nim
dau & nhom NO duoc diéu tri Trastuzumab. Thém
vao d6, 4 bénh nhan diéu tri Trastuzumab c6 bénh
ly tién trién déu c6 tinh trang N+, diéu nay phu
hop v&i nghién ctru APHINITY khi N+ 1a yéu t6
nguy co cho sy dé khang liéu phap Trastuzumab,
va viéc thém Pertuzumab (c ché bo dbi) lam cai
thién thoi gian song thém khong bénh (IDFS) véi
HR = 0,77 (0,62-0,96) va p = 0,02 ¢ nhom N+ so
voi gia duoc [12].

V. KET LUAN

Bénh nhan ung thu va Her-2 duong tinh da

nhan duogc lgiich ro rét véi liéu phap Trastuzumab

bd tro ngay trong 2 nim dau tién tir khi chin
doan. Hiéu qua nay cang duogc gia tang & nhiing
nhom bénh nguy co tién trién cao nhu T3 - 4, di
can hach vung, thu thé noi tiét am tinh. Moi bénh
nhan trong nhom nghién ctru déu dung nap tot
voi ligu phap Trastuzumab.

Dao dirc trong nghién ciru

Tat ca nhimg ngudi tham gia nghién ctru déu
duogc giai thich rd rang vé muc tiéu nghién ctru va
su tham gia hoan toan ty nguyén. Tinh an toan di
lidu: Néu cong trinh nay duge cong bd thi s& khong
néu dich danh tén bénh nhan.

Xung dét loi ich
Tac gia khang dinh khong co xung dot loi ich
dbi voi cac nghién clru, tac gia, va xuat ban bai bao.
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