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DANH GIA KET QUA HOA TRI BO TRQ' TRUO'C UNG THU' VU
GIAI DOAN I, Il O PHY NU’ MAN KINH

TOM TAT

Muc tiéu: Danh gia dap tmg Iam sang va mot
s6 yéu t6 tién luong séng thém 3 nam cua héa trj
bé tro trrdc ung thuw va giai doan I, Il & phu niv
man Kkinh. )

Doi twong va phwong phap: nghién cutu tién
hanh trén 50 bénh nhan ung thw vu giai doan Il
Ill & phu ni¥ man kinh duoc héa tri bé tro truéc
don thuén hodc két hop trastuzumab. Péanh gia
dap ang lam sang theo RECIST 1.1, danh gia
séng thém 3 ndm theo phuong phap Kaplan
meier.

Két qua: Ty Ié dap tng toan bé la dap (ng
toan bo la 26%, dap tng mot phén ( 70%), bénh
6n dinh 2 truong hop (4%). Ty 1é sbng thém 3
nadm toan bo la 95,5%, ty Ié séng thém 3 nam
khéng tai phat di can la 95,5%. Ty Ié séng thém 3
nam cua nhém dap ung toan bo la 100%, dap
ung mét phan (96,9%), bénh én dinh (50%). Sy
khac nhau co y nghia thong ké (p = 0,004).

Két luan: Hoa tri bo tro trirdec don thuan hoac
két hop trastuzumab trén bénh nhan ung thw vi
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NGO TRUONG SON', VO HONG THANG??
'Bénh vién E

’Trwrong Pai hoc Y Ha Noi

*Bénh vién K

giai doan Il, lll & phu n man kinh c6 ty l¢ dap
g cao va cai thign song thém.

Ttr khéa: Hoéa chat bo tro trwrde, trastuzumab,
ung thuw va.

SUMMARY

Aims: To evaluate clinical response and some
predictive factors for 3-year survival of adjuvant
chemotherapy before stage Il,1ll breast cancer in
postmenopausal women.

Subjects and methods: The study was
conducted on 50 patients with stage Il, Il breast
cancer in neoadjuvant chemotherapy alone or in
combination with trastuzumab. Evaluation of
clinical response according to RECIST 1.1,
assessment of 3-year survival according to
Kaplan meier method.

Results: The rate of total response was 26%
complete response, partial response (70%),
stable disease in 2 cases (4%). The overall 3-
year survival rate was 95.5%, the 3-year survival
rate without metastasis was 95.5%. The 3-year
survival rate of the complete response group was
100%, partial response (96.9%), stable disease
(50%). The difference was statistically significant
(p = 0.004).

Conclusion:  Neoadjuvant chemotherapy
alone or in combination with trastuzumab in
postmenopausal patients with stage I, 1l
breast cancer has a high response rate and
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improved survival.

Keywords:  Neoadjuvant
trastuzumab, breast cancer.

DAT VAN DE

Ung thw va la bénh &c tinh phd bién nhét va
nguyén nhan t&r vong thir hai & phu nir trén toan
thé gi6i va tai Viet Nam. Hién nay cé nhiéu
nghién ctvu vé bénh hoc, sinh hoc phan tt va tién
bo vé& diéu tri nén mang lai hiéu qué diéu tri cao.
Tuy nhién héa tri van |a phwong phap diéu tri
toan than co ban déi véi ung thw v va dwoc chi
dinh d6i voi nhiéu giai doan ciing nhw nhiéu phan
nhém khac nhau, trong dé héa trj bo trgr trwdc co
xu huéng dwoc chi dinh nhiéu hon trén bénh
nhan ung thw vi giai doan sém va giai doan tién
trién tai chd. Vai trd hoa tri bd tro trwdc da dwoc
ching minh téng ty 1 diéu tri bao tén tuyén vi va
giam ty 1é phau thuat vét hach nach so v&i héa tri
bd tro sau phau thuat, ddng thoi 1am gidm ty e
tai phat va di can xa dac biét trén nhém co thu
thé HER2 duong tinh ho&c bd ba am tinh. Ngoai
ra c6 nhirng lgi ich khac nhw danh gia dap tng
va tién lwgng bénh dya trén mac dd dap wng.
Ung thw vu khi dwoc chén doan co kich thwdrc tir
2-3 cm, nguy co di can & hach nach hoac vi di
can xa I&n hon 50%. Khi s dung hoa tri toan
than tai thdi diém nay dé gidm nguy co' t& vong
do bénh ung thw lan tran. Mac khac bénh dwoc
kiém soat trwdc khi didu tri phdu thuat cé thé
mang lai két qua diéu tri t5t hon vi c6 thé tri hoan
bénh ung thw tién trién. Két qua tlr nhiéu nghién
clru cho thay réng trong qua trinh héa tri bo tror
truéc ung thw va hiém khi tién trién, hodc néu
bénh tién trién th| phadn anh khdi u khéng dap
tng v&i héa trit™ > * > & 7 Tuy nhién, Tai Viét
Nam hién chwa c6 nghién ctru ndo vé vai trd clia
héa tri bd tro' trwéc trén ung thw vi & phu ni
man kinh, vi thé chung téi tien hanh nghlen clu
v&i muc tleu danh gia dap (rng héa tri bd tro
trwdc va ty 1é séng thém 3 nam trén bénh nhan
ung thw va giai doan I, lll & phu nlr man kinh.

DOI TUONG, PHUONG PHAP NGHIEN CUU

1. B6i twong nghién clru

50 bénh nhan ung thw vd man kinh giai doan
II, Il dwoe hoa tri bd tro trwdc tai Bénh vién Bach
Mai, Bénh vién K tir thang 1/2018 dén thang
5/202. Bénh nhan ung thw vu giai doan II, lll &
phu ni* man kinh tr thang 1/2018-5/2021 ftai
Bénh vién Bach Mai, Bénh vién K.

Tiéu chuan chon bénh nhan:

Bénh nhan ung thw vu giai doan I, lll & phu
nr man kinh.

Co chép doan xac dinh bang mé bénh hoc la
ung thw bieu mé.

C6 lwu trir hd so bénh an day du.

chemotherapy,

Chi sb toan trang: 0 - 2 diém (ECOG).

Tiéu chuén loai trir bénh nhan:

Khong c6 ho so bénh an day du.

Pa diéu tri trwdc

X Thé trang 1am sang va xét nghiém khong du
dé hoa tri.

2. Phwong phap nghién ctru )

Phuong phap nghién ctru hoi ctru, tién curu,
theo doi doc.

- Phac d6: Phac db héa tri don thuan hodc két
hop trastuzumab. .

- Sau liéu trinh diéu tri bo tro trwdc bénh nhan
dwoc ghi nhan dap ng 1am sang theo tiéu chuan
RECIST phién ban 1.1. Sau héa tri b tro trwéc
sé dwoc tién hanh phau thuat ct tuyén va triét
can bién déi. . .

- Bénh nhan khong mo dwoc sau héa tri bo tro
trwéc hodc tién trién trong qua trinh diéu tri sé
duoc chuyén phac d6 diéu tri hodc phau thuat
néu con chi dinh.

- Bé&nh nhan sau phau thuat néu cé chi dinh
sé duoc chi dinh xa tri b tro’ va diéu tri noi tiét,
khang HER2 du 12 thang néu dieu kién cho
phép. Banh gia song thém bang phwong phap
Kaplan-Meier.

KET QUA NGHIEN CUU

Bang 1. Phan bb tinh trang TTNT, HER2(+)

TTNT(+), HER2(+) Sotrwonghop | Ty 1é %
ER 35 70,0
PR 29 58,0
ER(+), PR(+) 29 58,0
HER2(+) 19 38,0

Nhan xét: TTNT(+) chiém ty 1& 70%, HER2(+)
la 38%, thé bd ba am tinh 6%.
Bang 2. Phan bd phac db héa tri bd tro trwéc

Phac do So trwong hop | Ty lé %
Hda chat don thuan 46 92,0
Hoéa chat+trastuzumab 4 8,0
Tong 50 100,0

Nhan xét: Hoa tri b0 tro' trwéc don thuan
chiém ty 1& 92%, hda tri két hop trastuzumab 8%.
Bang 3. Phan bd dap (rng trén Iam sang

Dap wng lam sang S0 trwdng hop Ty 1€ %
Toan bd 13 26,0
Mét phan 35 70,0
On dinh 2 4,0
Tbng 50 100,0

Nhan xét: Phan bo dap ng lam sang: Bap
tng toan bo 1a 26%, dap ng moét phan 70%,
bénh On dinh 2 trwdng hop 4%.

Bang 4. Thoi gian song thém sau 3 nam

Tinh trang song thém n % | SOng thém (%)

Toan bd 45 | 957 95,5

Khéng tai phatdican | 45 | 957 95,5
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Biéu do 2a. Sng thém toan bo sau 3 nam

Nhan xét: 'I:)’/ l&é sbéng thém toan bo 3 nam la
95,5%, ty 1& song thém 3 nam khong tai phat di
can 95,5%.

Bang 5. Lién quan séng thém 3 nam theo
phac do co trastuzumab

Trastuzumab| So trwong | Ty 1é % | BN séng thém
hop (%)
Co 4 8,5 4 (100,0)
Khéng 43 91,5 41 (95,3)
Tong 47 100,0 P=07

Nhan xét: Phac do chira trastuzumab cé 4
trudng hop, chiém ty 1& 8,5%, phac dd khéng
chtra trastuzumab cé 43 trwdng hop chiém ty é
91,5%. Ty Ié song thém 3 ndm cula phac do co
trastuzumab la 100%, cla phac do khong chira
trastuzumab (95,3%). Sy khac nhau khdng co6 y
nghia théng ké (p = 0,7).

Bang 6. Lién quan sbng thém 3 nam theo dap
rng l&dm sang

SO Tylé| BNsong |Giatrip
trvong hop| % thém (%)
Toan bd 13 27,7 13(100,0) | 0,004
Mét phan 32 68,1 | 31(96,9)
On dinh 2 4,3 1(50,0)

Nhan xét: C6 32 trwdng hop dap rng mét
phan chiém ty 1& cao nhét (68,1%), c6 13 truwdng
hop dap (ng toan bd (27,7%), bénh bn dinh c6 2
trwong hop (4,3%). Ty & sbng thém 3 nam cda
nhom dap tng toan bd 1a 100%, dap ng mot
phan (96,9%), bénh 6n dinh (50%). Sy khac
nhau cé y nghia théng ké véi p = 0,004.

BAN LUAN

1. Dac diém lam sang, can lam sang

Trong nghién ctru cla chung t6i cd 50 bénh
nhan ung thw va giai doan I, lll & phu n®* man
kinh chan doan tir 45 dén 72 tudi, trong dé Itra
tudi < 60 chiém ty 1& cao (72%), két qua nay
twong ty nhw cac nghién clru khac. Phan loai
sinh hoc phan t& cta khéi u, nhém BN duoc

Survival Function
104 + = Censored

T8 %

0.4+

0.0

T T T T r T
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Sé thing séng thém khéng bénh

Biéu dd 2b. S6ng thém khdng bénh 3 ndm

tham gia nghién ctru co ti 186 HER2(+) chiém ty l&
38%, cao hon so v&i cac nghién ciu khéc trén
thé gidi nhung twong tw nhw cac nghién ctu
trong nwéc do dbi twong 1a phu ni man kinh
nguwdi Viet Nam. Nhém giai doan Il chiém ty 1&
cao (94%) so voi nhom giai doan Il (6%).

2. bap rng ve lam sang

Trong nghién clru cda chung t6i cé 19 trwdng
hop HER2(+) chiém ty 1€ 38% nhuwng chi ¢ 4
bénh nhan duwgc diéu tri trastuzumab chiém ty 1é
8%. So v&i cac nghién ciru trén thé gidi thi ty 18
bénh nhan dugc diéu tri trastuzumab thap hon
do d6i twong nghién ctru clia ching t6i la phu ni
mam kinh nén nhiéu tudi va thuwong két hop cac
bénh ly tim mach nén chi dinh diéu tri
trastuzumab sé& han ché hon. Ty 1& dap &ng toan
bd la 26%, dap wng mét phan (70%), bénh 6n
dinh 2 trwong hop (4%). Theo nghién clru cla
Nguyén Ba Buc va CS nam 2004 nghién cltru
trén 57 bénh nhan dwoc diéu tri bang phac do
paclitaxel két hop doxorubicin cho ty 1&é dap tng
toan bo la 64,9%, bénh 6n dinh (24,6%). Theo
nghién ctru clia Mariko Asaoka va CS nam 2020
héa tri bé tro’ trwdc (phan tich 12 nghién ctru vé
mai lién quan gilra dap ng toan bd voi ket qua
lau dai). Nhém két luan rang mai lién quan gilra
dap &ng toan bd va két qua lau dai Ién nhat &
cac phan nhém ung thw vi xam lan. Pap &ng
hoan toan vé md bénh hoc, dwgc dinh nghia la
khoéng cé khdi u con soét lai & vi hodc cac hach
bach huyét nguyén phat, chiém ty 1& cao nhat
(50,3%). Ty lé dap rng toan bd & nhém bd ba am
tinh la 33,6%, nhém (HER2(+), TTNT(-)) khéng
c6 trastuzumab (30,2%) va nhém do II(TTNT(+),
HER2(-)) (16,2%). Trong nghién clu cua
Nekljudova va CS gan day ty I1é dap (rng toan bo
cao hon dang k& & nhém (HER2(+),TTNT(-))
(52,9%) va TNBC (34,2%), so v&i nhom TTNT(+)
(14,7%). Ty 1é dap &ng toan bd cling twong tw
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nhw trong nghién ctru I-SPY2 trén ung thw va
giai doan I, Il. Ty & dap ung thap nhat déi voi
nhom TTNT(+) va HER2(-) la (174%) va tang
lén gan nhw cong thém doi v&i nhom HER2(+)
va TTNT(-), ty Ié dap ung la 68% dbi voi
HER2(+) va TTNT(- ).

3. Séng thém 3 ndm va mét sé yéu té lién
quan

Trong nghién clru cda chung t6i cé 47 trwdng
hop con théng tin, chiém ty 1& 94%, cé 3 truwdng
hop mét thong tin (6%). Hién tai c6 45 truwdng
hop con song, 2 trwong hop t&r vong. Thoi gian
theo ddi trung binh 20 thang, dai nhat 38 thang,
ngén nhét 4 thang. Sau 1 nam co 46 trudng hop
con song, ty 1& song thém 1a 97,9%, sau 2 va 3
nam co 45 trwong hqp con song, ty 1é séng thém
la 95,7%. Ty lé song thém toan b 3 nam
(95 5%), ty 1& sébng thém 3 n&m khong tai phat di
cén (95,5%). Dap &ng véi hoa tri bd tro trwde co
32 trwdng hop dap trng mot phan chiém ty 1& cao
nhat (68,1%), cd 13 trwong hop dap tng toan bo
(27,7%1, bénh 6n dinh cé 2 trwdng hop (4,3%).
Ty & song thém 3 nadm clia nhom dap ng toan
bd la 100%, dap rng maot phan 1a 96,9%, bénh
4n dinh (50%). Sy khac nhau co y nghla théng ké
(p = 0,004). Theo nghién clru cia Thang Vu
Hong va CS nam 2018 trén 248 trwdng hop, ty &
thém toan bd 5 nam 1a 80,6%, ty 1&é séng thém
khdng bénh 5 nam la 75,8%. Nghién ctu cla
Nekljudova V va CS danh gia loi ich séng thém
khi dung trastuzumab kéo dai (diéu tri bd tro
trwéc va bd tro) trén bénh nhan ung thw va dang
viém hodc tién trién tai chd co6 HER2 dwong tinh.
Téng sb 235 bénh nhan dwoc chon ngau nhién
thanh 2 nhom; 1 nam diéu tri bang trastuzumab
(bd trgr va bd tro trwdc; n = 117) va khdng céd
trastuzumab (n=118). Héa trj bd tro' trwéc bao
gdm doxorubicin, paclitaxel, cyclophosphamide,
methotrexate va fluorouracil. Ty 1& sbng thém
khéng bénh tét hon & nhirng nguwdi cd nhom
trastuzumab so v&i nhitng nguwdi khdong co
trastuzumab (DFS 3 nam; 71% so v&i 56%, ty 1é
nguy co; 0,59 so v&i 0,013). V&i két quéa nay,
viéc két hop trastuzumab bd tro va bd tro trwde
voi nén dugc xem xet cho nhirng phu nlr bi ung
thw va dang viém hoac tien trien tai chd c6 HER2
dwong tinh dé cai thién két qua lau dai. Nghién
clru cla Yee D va CS ciing phat hién twong tw
cling duoc quan sat thay trong thtr nghiém I-
SPY2, trong dé phu ni bi ung thw vu giai doan Il
hodc Ill. Ty 1& pCR thap nhat dbi véi nhém
TTNT(+) va HER2(-) 1a 17,4%, va ty 1& nay tang
lén xap xi doi v&i nhom HER2(+) va TTNT(-),
nhom HER2(+) va TTNT(-) la 68%. Bbi voi
nhirng bénh nhan duoc diéu tri bang nai tiét, ty 1é

nay thap khoang 15% doi v&i nhdm TTNT(+),
HER2(-), nhom TTNT(+), HER2(+) la 17% va
khoang 21% d06i v&i nhom TTNT(-), HER2(-),
nhoém TTNT(-) va HER2(+) la 42%. Ty Ié soOng
thém sau 3 nam khong co bien co 1a 95% doi voi
bénh nhan dat pCR so v&i 78% doi voi khdng
PCR, vo&i ty 1€ nguy co la 0,19 (Cl 95% 0,12-
0,31). Twong tw, ty 1& song khong tai phat sau 3
nam la 95% doi véi pCR so voi 81% doi voi
khong cé [pCR voi ty 1&é nguy co 0,21 (Cl 95%:
0,13-0,34)

KET LUAN . )

Hoa tri bd tro trwéc don thudn hodc két hop
trastuzumab trén bénh nhan ung thw va giai doan
II, Il cé ty I1&é dap tng cao va cai thién sdng thém
& phu ni» man kinh. .
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