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TOM TAT

Dit vin dé: ung thu vii la bénh ung thu hay gap nhat ¢ phu nit va ciing la nguyén nhdn gay
tur vong do ung thur nhiéu nhdt tai cdc nuéc trén thé gidi, hign dang duroc tirng budc tién bg diéu tri da
md thitc phoi hop nhie phdu thugt, hod tri, xa tri, ngi tiét va mién dich. Piéu tri hda chat két hop khang
thé don dong khdng Her-2 14 tiéu chuan vang cho bénh nhan cé thy thé Her-2 duong tinh, ddc biét 1a
trastuzumab. Muc tiéu nghién cieu: Pdnh gid ti 1é ddap vng héa trj tan hé tro két hop trastuzumab
diéu trj bénh nhan ni ung thuw vii giai doan I-111. Déi twgng va phwong phdp nghién ciru: Nghién
ciu md td cat ngang trén 111 bénh nhan ni ung thie vii Her-2 dwong tinh giai doan WW-1II duwoc chi
dinh héa trj trieéc phau thudt phdac do trastuzumab, docetaxel, carboplatin tai Bénh vién Ung burou
thanh phé Ho Chi Minh tir 01/2022-03/2024. Két qud: D¢ tudi trung binh ciia quan thé nghién cizu la
49 tudi, da sé bénh nhan trong nghién ciu ¢ giai dogn 111B. Sau héa tri tan hé tro, hiéu qua diéu tri
dat dwoc rat kha quan kém doc tinh ghi nhdn rat thap. Ti 1é ddap 1ng hoan toan vé md bénh hoc tai u
va hach (tpCR) dat t6i 45%, trong dé ddap 1ng hoan toan tai u chiém 55,9% va ddp iing hoan toan tai
hach chiém 64%. Két lugn: Hoa trj tan ho tro két hop trastuzumab ting ti \é dap vmg md bénh hoc
ngogn muc, gilp gidm giai doan bénh, ting ti 1é phau thudt c6 y nghia va ti 1é phau thugt bao ton va.

Tir khoa: ung thu vii, héa tri tan hé tro, trastuzumab, ddp 1mg hoan toan md bénh hoc
(pCR), ddp irng hoan toan vé md bénh hoc tai u va hach (tpCR).

ABSTRACT

EFFICACY OF NEOADJUVANT CHEMOTHERAPY COMBINED WITH
TRASTUZUMAB IN STAGE Il AND 111 BREAST CANCER
AT HO CHI MINH ONCOLOGY HOSPITAL

Duong Doan Yen Ngoc”, Le Thanh Vu
Can Tho University of Medicine and Pharmacy

Background: Breast cancer is the most common cause of death among women. Consequently,
multimodal treatment has been studied, researched, and developed such as surgery, chemotherapy,
endocrine therapy, radiotherapy, targeted therapy, and immunotherapy. Trastuzumab is the first-line
anti-Her-2 monoantibody for positive Her-2 receptor breast cancer patients. Objectives: To evaluate
the efficacy of neoadjuvant chemotherapy combined with trastuzumab in stage Il1-111 breast cancer
female patients. Materials and methods: Cross-sectional descriptive study on 111 patients with Her-
2 positive breast cancer stages Il-111 prescribed: trastuzumab, docetaxel, carboplatin regimen at Ho
Chi Minh Oncology Hospital from January 2022 to the end of March 2024. Results: The average age
of the study was 49 years old. The majority of patients in the study were in stage I11B. Treatment results
was satisfactory and toxicities were minimal. The total pathological complete response (tpCR ) rate
reached 44.1%, of which tumor pathological complete response accounted for 55.9% and lymph node
pathological complete response accounted for 64%. Conclusion: Neoadjuvant chemotherapy
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combined with trastuzumab increases patholological complete response rate and disease downstage
dramatically, ensures efficacy for mastectomy and breast-conserving surgery.

Keywords: breast cancer, neoadjuvant chemotherapy, trastuzumab, pathological complete
response (pCR), total pathological complete response (tpCR).

I. PAT VAN PE

Ung thu va 13 bénh ung thu hay gip nhét & phu nit va ciing 14 nguyén nhan gay tir
vong do ung thu nhiéu nhat tai cac nuéc trén thé giéi, hién dang duoc diéu tri da mo thirc
nhu phiu thuat, hoa tri, xa tri, noi tiét va mién dich. Diéu tri hoa chat két hop khang thé don
dong khang Her-2 1 tiéu chuan vang cho bénh nhan cé thu thé Her-2 dwong tinh, dic biét
trastuzumab 1a thubc diéu tri dau tay. Hon nira, viéc lya chon phac dd diéu tri thuong dua
trén nhirng khuyén cdo, nhitng chitng ci tir nhirng nghién ctu trén thé gigi ma chwa rd hiéu
qua trén bénh nhan tai Viét Nam. Nghién ciru ndy duoc thuc hién nhim danh gia bude dau
hiéu qua diéu trj tn hd tro trén nhitng bénh nhan ung thu va c6 thé bénh Her-2 duong tinh.
I1. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciru

Cac bénh nhan nir ung thu va giai doan lI-I1I, duwoc hda tri tdn hd trg phac dd
trastuzumab, docetaxel, carboplatin tai Bénh vién Ung budu Thanh phé H6 Chi Minh tir
thang 01/2022 dén hét thang 03/2024.

- Tiéu chuan chon mau: Bénh nhan chan doan xac dinh bang mé bénh hoc 1a ung
thu biéu md v xam nhap, giai doan 11111, thy thé Her-2 duong tinh trén xét nghiém hda mod
mién dich hozc xét nghiém ky thuat lai huynh quang tai chd, chi dinh hda tri tan hé trg va
dugc hda tri tan h trg phac do trastuzumab, docetaxel, carboplatin (TCH), tw nguyén tham
gia nghién cuu.

- Tiéu chuan loai trir: Mac ung thu thir hai, ung thu hai v, c6 bénh ly noi khoa
diéu tri chwa 6n dinh nguy co cao khi hoa tri.

2.2. Phwong phap nghién ctru
- Thiét ke nghién ciu: Phuong phap nghién ctru mo ta cat ngang.
- Cé& mau va phuong phap chon mau: Ap dung cong thirc uwéc lugng 1 ti 16
He zf_% y p(ld2 p)

Trong d6: n 1a ¢& mau, d 12 sai s cho phép (chon d=10%), p la ti & thanh cong
mong mudn. Theo nghién ciru cia NeoCarh cua tac gia Hong-Fei Gao va cong sy (nim
2021), ti 1é dap tng hoan toan vé mé bénh hoc (pCR) dat 55,9% [1]. Vay p = 0,559. Z Ia
hé s6 tin cay (voi do tin cay 95%). Z?_« = 1,962

2

Thay cac gia tri vao cdng thic trén ta duoc sb lugng mau nghién ctu:
1,962 x 0,559 x (1 — 0,559)
0,12 B ,

Tur thdng 01/2022-3/2024 ching t6i da chon dugc 111 bénh nhén tién hanh nghién cuu.

- N§i dung nghién ciu: Tat ca bénh nhan (BN) thoa diéu kién chon mau sé tién
hanh ghi nhan: tudi, Iy do vao vién, tinh trang kinh nguyét, bénh Iy nén, siéu am tuyén va,
chup nhii anh, chup cét 16p vi tinh 16ng nguc hodc chup cong huong tir 16ng nguc, xét
nghiém cong thic mau, hoa sinh méu bao gom danh gia chirc ning gan, than trudc mdi chu

n=
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ky hoa tri, siéu am tim vao mdi 4 chu ky hoa tri. Panh gia doc tinh caa hoéa tri két hop
trastuzumab trong sudt qué trinh diéu tri.

Duya vao thé trang, do tudi, chirc ning tim, gan, than, tinh trang dap ¢ng voi hoa tri
ma bac si 1am sang quyét dinh dirng hda tri tan hd trg cho bénh nhan, téi thiéu 4 chu ky va
t6i da 6 chu ky TCH.

- Xir ly théng ké sé ligu: nhap gia tri va xu ly cac bién s6 vao bang dir liéu thuoc
phan mém Statistical Package for Social Sciences 22.0 (SPSS 22.0).

- Pao dirc trong nghién ciru: nghién ciru nay duoc thong qua Hoi dong Pao duc trong
nghién ctu y sinh hoc caa Truong Pai hoc Y Dugc Can Tho (s6: 22.084.HV/PCT-HPDD).

I11. KET QUA NGHIEN CUU

40% 37,8%
35%
30% 26,1%

25% -
% 18,9%

15% 11,7%
10% 5,4% l
5%
O |

<35tubi  36-40 tudi  41-50 tuéi 51-60 tudi > 60 tudi
Nhom Tudi

Biéu d6 1. Nhom tudi dbi twong nghién ctru
7 Nhép Xéti Do tudi trung binh ctia nhoém nghién ctru 1a 49 tudi, tré tudi nhat 1a 30
tudi, cao tuoi nhat la 77 tuoi.
Béang 1. Vi mang buéu

V(U mang budu n (N=111) Ti & (%)
VU tréi 65 58,6
V phai 46 41,4
Nhén xét: Vi mang budu gip ¢ v trai nhiéu hon va phai, chiém 58,6%.
45.0% 40,5%
40.0%
35.0%
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15.00% 126%  12,6%  4A4%
10.0%
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0.0%
A 1B A 1B 1nc

Biéu d6 2. Nhom giai doan bénh quan thé nghién ctru
Nhén xét: Nghién ctru ctia chiing t6i nhoém giai doan IIIB chiém da sd, toi 40,5%.
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Biéu d6 3. Ti 1¢ dap ung 1am sang
Nhén xét: Ti 1¢ dap ng lam sang sau hoa tri tan hd trg TCH, dap tmg mot phan
chiém ti 1& 85 ,6%, cao nhat trong quan thé nghién ctru. Theo sau la dap img hoan toan chiém
8,1% va bénh 6n dinh chiém 5,4%. Bénh tién trién chiém ti 1& thap khoang 0,9%.
70.0% 55,9% 64% 55%
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Biéu do 4. Pap tng mo bénh hoc tai u, hach va dap tng chung
Nhan xét: Ti 1€ dap ting m@ bénh hoc hoan toan tai u la 55,9% va dap tng mé bénh
hoc hoan toan tai hach 1a 64%, déu cao hon ti 1¢ dap ing khong hoan toan. Ti 1¢ dap tng
hoan toan mo6 bénh hoc tai ca u va hach (tpCR) tuong doi cao, dat to1 45%.

IV. BAN LUAN

Tudi: Do tudi trung binh cia nhém nghién ciu ching toi 12 49,1 + 10,1, tré tudi nhat
1a 30 tudi, cao tudi nhat 1a 77 tudi. Nhém tudi tir 41 dén 50 tudi chiém ti 1é cao nhat 37,8%.
So véi cac nghién cau tai Viét Nam: tudi trung binh cua téc gia Lé Tran Thi My Hoa nam
2016 14 45,8 tudi (32-66 tudi) [2]. Nghién ciru cua tac gia DS Thi Thanh Mai nam 2022 c6
25/33 (75,8%) bénh nhan 16n hon 50 tudi [3]. Qua day cho thdy nghién cau cua ching toi
giéng hau hét cac nghién ctru truée do. Khac biét khong c6 y nghia thdng ké (< 0,001). Ti
16 mac bénh tang phu thugc vao do tudi tang nén hau hét cac nghién ciru trong nudc hay
ngoai nuéc déu gap & nhitng @i tugng 16n tudi.
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Trong nghién ciru ndy, budu wu thé & va trai (58,6%) hon vi phai. Nghién cau cia
tac gia Tran Nguyén Ha ciing cho két qua gan tuong tu, ti 16 budu v trai 1a 68,2% [4]. Diéu
nay phu hop véi y van ghi nhan ung thu v thuong xay ra ¢ va trai hon va phai vai ti 1€
khoang 5% [5].

Hau hét trong c4c nghién ctru tuong tu cua nuéc ngoai khdng chd trong dén giai
doan bénh ma thuong ghi nhan yéu t6 T, N dé mo ta vé dic diém caa nhém nghién ciu. Do
d6 chiing t6i chua ghi nhan duoc s6 liéu vé giai doan bénh cua cac nghién ciu tuong tu &
nuéc ngoai. Nghién ctru trong nudc cia tac gia D6 Thi Thanh Mai trén 33 BN ung thu va
giai doan I, I1I duoc hoa tri tAn hd tro trudc phau thuat phac do6 TCH c6 giai doan Il chiém
ti 1€ 12,1%, giai doan 111 1a 88,9%. Nghién ciru cua chdng toi ti 16 BN ¢ giai doan |1 1a 25,2%
cao hon cua tac gia P6 Thi Thanh Mai va giai doan 111 1a 74,8%.

Ti Ié dap (rng hoan toan vé& mo bénh hoc tai u va hach (tpCR) hién nay la mot trong
nhitng tiéu chi danh gia chinh cua céc nghién ctu trong diéu tri tan hd tro. Ti 1 tpCR da
dugc chirng minh qua nhiéu nghién cau c6 lién quan t6i viéc giam ti 18 tai phét va tir vong.
Muc tiéu chinh trong nghién ctiu ciia chung toi 13 dénh gia ti 18 dat dugc dép wng hoan vé
md bénh hoc hoa tri trudc phau thuat bang phac 6 TCH. C6 2 thr nghiém 1am sang ngau
nhién lién quan dén hoa tri tan hd trg két hop trastuzumab vai pCR la tiéu chi danh gia.
Trong nghién citu HERA, s6 BN dugc héa tri tan hd tro rat it ma chu yéu 1a diéu tri hd tro.
Do d6, két qua cia nghién cau HERA khdng thé sir dung dé phan tich hiéu qua cua hoa tri
tan hd trg. Nghién ctu thir hai duoc tién hanh bai Buzdar va cong su nham khao sét hiéu
qua cua phac d6 P+H—FEC+H (trastuzumab 24 tuan). Nghién ctu nay du kién thu nhan
164 BN, nhung da ngung tai thoi diém thu nhan BN thir 42 vi hiéu qua vuot troi vé pCR &
nhom cd trastuzumab [6]. Ti 1€ pCR & nhdm BN c0 st dung trastuzumab la tir 55 — 65%, so
Vvéi chi 26,3% nhom diéu tri véi phac d6 T-FEC. Mot nghién ctiu 16n khac, NOAH, véi pCR
1a tidu chi danh gia phu cho thay su khac biét tuyét ddi trong nhém HER2 duong tinh co str
dung trastuzumab cao hon 20% so véi nhém chi héa tri (p = 0,0002) [7]. Loi ich vé ti I¢ dap
g ciing chuyén hoa thanh lgi ich séng con khong bién ¢ (EFS), qua d6 dua ra Iya chon
diéu tri qui chuan cho BN ¢6 HER2 duong tinh 1a phéi hop héa tri va trastuzumab.

So sénh vai cac nghién ciru trong nudc, ti 16 tpCR cua chung t6i cling gan tuong tu
vé6i két qua cua tac gia DS Thi Thanh Mai va cong su 1a 45% so véi 57,6%, ngoai ra ti Ié
dap (g hoan toan vé mé bénh hoc tai vi va hach lan luot 12 55,9% va 64% so véi 66,7%
va 60,6% cua tac D6 Thi Thanh Mai.

Gan day hon, nghién ctru NeoCarh 12 nghién ctru ngau nhién, da trung tam, giai doan
11 so sanh hiéu qua ciing nhu tinh an toan ctia phac d6 EC-TH va TCH trong hda tri tan hd
tro ung thu vt & BN HER2 duong tinh. Trong nghién ctru nay c6 140 BN ung thu vi giai
doan 11 —III c6 HER2 duong tinh, dugc phan ngau nhién vao 2 nhanh sir dung phac d6 EC-
TH 8 chu ky hoic TCH 6 chu ky trudc phau thuat. Két qua cua nghién ctiu nay cho thay ti
1& dat dugc pCR cuia 2 nhanh khac biét co y nghia thong ké, véi ti 1é pCR tuong tng 1a
37,3% va 55,9% vai p = 0.032 [1]. Trong nghién cuu caa chang toi ti 1€ dap tng mé hoc
hoan toan & mo vu la 55,9%, ti 1€ dat dap tng mé hoc hoan toan & mo hach la 64% va ti 1é
dat dap tng hoan toan vé mé hoc tai budu va hach (tpCR) la 45% gan tuong tu vGi nghién
ctru NeoCarh & nhanh dugc hda tri tn hd trg bang phac d6 TCH.

Ho&n hoa tri: nghién ctru chung t6i sau dot diéu tri thi chi co 1 truong hop hodn hoa
tri dén 2 tuan do giam tiéu cau do 3 (0,9%), hon 50% céc trudng hop doc tinh huyét hoc ghi
nhan 1a giam bach ciu hat do 3, c6 thé do 100% bénh nhan trong nhém nghién ciu cua
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chung t6i déu duoc tiém dudi da peg-filgrastim sau 24 gio hoa tri ¢é du phong giam bach
cAu hat. Khéng ghi nhan dugc truong hop nao giam LVEF trén 15% sau diéu tri.

Nghién ctru giai doan 111, nhdn m& KATHERINE tién hanh khao sat trén 1486 BN
ung thu va c6 thu thé HER2 dwong tinh giai doan sém d duoc hoa tri tan hd tro ma két qua
sau phau thuat ghi nhan van con ung thu xdm 14n & buéu va hach duoc ngau nhién chia lam
2 nhém diéu tri hd tro sau mé véi T-DM1 hoic trastuzumab, cho két qua ti 1& sng con
khong bénh xam lan (IDFS) sau 3 nim lan luot 12 88,3% so vai 70,0% (khéc biét 11,3%)
[8]. Nhém nghién ciru ctia chiing t6i, trong nhimg BN khong dat dwoc tpCR rat tiéc 1a khong
¢6 truong hop nao duoc sir dung T-DM1 diéu tri hd tro sau phau thuat, ma chi tiép tuc duoc
duy tri bang thudc trastuzumab.

V. KET LUAN

D6 tudi trung binh ciia nhom nghién ciru 1a 49,1 + 10,1 tudi. Ti 1 dap tng toan bd
(bao g@)m dap tng hoan toan va dap img mot phén) 1 93,7%, bénh 6n dinh chiém 5,4%,
bénh tién trién chiém 0,9%. Ti 1& dap tng hoan toan vé md bénh hoc tai u va hach (tpCR)
1a 45%, ti 1€ dap ung hoan toan tai u 1a 55,9%, ti 1€ dap ung hoan toan tai hach la 64%.
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