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TOM TAT:

Béi canh va muc tiéu: Ung thw vu di c&n phén Ién van khéng thé chiva khéi véi thoi gian séng
con toan bo trung binh la 2-3 ndm tuy thudc vao phan nhém sinh hoc khéi buéu. Trong nhikng thap
ky qua, méc du mét sé liéu phap nhdm dich da duoc gidi thiéu, héa tri van tiép tuc la mét lva chon
diéu tri chinh, d&c biét Ia khi cac liéu phédp nhdm dich khdng con hiéu qua. Nghién ciru nay nham
danh gia hiéu qué va doc tinh cua hoa tri trong diéu tri ung thw vi tai phat, di can trong bbi cdnh
doi thure.

Phwong phdp: Nghién ctru hi ciru trén bénh nhén tir 1875 tubi méc ung thw va tai phat, di
can dwoc diéu tri héa tri tai Bénh vién Quén y 175. Tiéu chi danh gia chinh la ty Ié dap trng toan bé
(ORR). Céc tiéu chi phu bao gém thoi gian séng con sau di cdn (PMS), thoi gian séng con khéng
bénh tién trién (PFS), va tinh an toan.

Két qua: Téng céng 59 bénh nhén dap (ng tiéu chuén chon bénh tai Bénh vién Quén y 175
(Thanh phé H6 Chi Minh, Viét Nam) ter thang 01 ndm 2022 dén thang 12 ndm 2024 da duwoc phan
tich. Trung vi PMS la 33 thang (KTC 95%, 23,8 thang— NA). Trung vi PFS la 19,6 thang (KTC 95%,
3,4-25,3 thang). ORR la 61%. Céc ddc tinh lién quan dén diéu tri phé bién nhét la giam hemoglobin
(33,9%), gidm LVEF (25,4%) va gidm bach cau hat trung tinh (20,4%), céc déc tinh nay thuong
gap & dé 1-2.

Két luan: Hoéa tri kéo dai séng con sau di can va séng con khéng bénh tién trién & tat ca céc
phén nhém phén ti& ung thw vi. Tuy nhién, khéng dat dép g diéu tri la yéu té tién luong déc
1ap lién quan dén PMS va PFS kém. Hoa tri dat dwoc ty 1é dap g toan bé thuan lgi véi doc tinh
& mure chép nhan dwoc. Do dé, héa tri van la mét lwa chon diéu tri quan trong cho ung thw vu tai
phat, di can.

Twr khéa: hoa tri, ung thw va tai phat di can.
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EFFICACY OF CHEMOTHERAPY IN RECURRENT AND METASTATIC BREAST CANCER AT
MILITARY HOSPITAL 175

ABSTRACT

Background: Metastatic breast cancer remains largely incurable, with a median overall
survival of 2-3 years depending on tumor subtypes. Over the past decades, although several
targeted therapies have been introduced, chemotherapy continues to serve as a key treatment
option, particularly when targeted therapies are no longer effective. This study aimed to evaluate
the efficacy and toxicity of chemotherapy in recurrent and metastatic breast cancer treatment in
real-world settings.

Methods: A retrospective study of patients aged 18-75 years with recurrent or metastatic
breast cancer receiving chemotherapy at Military Hospital 175. The primary endpoint was overall
response rate (ORR). Secondary endpoints included post-metastasis survival (PMS), progression-
free survival (PFS), and safety.

Results: A total of 59 patients who met the inclusion criteria at Military Hospital 175 (Ho Chi
Minh City, Vietnam) between January 2022 and December 2024 were analyzed. Median PMS was
33 months (95% ClI, 23,8 months—not available [NA]). Median PFS was 19,6 months (95% CI,
3,4-25,3 months). The overall response rate (ORR) was 61%. The most frequent treatment-related
toxicities included decreased hemoglobin (33,9%), decreased left ventricular ejection fraction
(LVEF, 25,4%), and neutropenia (20,4%), which were predominantly grade 1-2.

Conclusion: Chemotherapy prolongs PMS and PFS across recurrent or metastatic breast
cancer molecular subtypes. However, failure to achieve a treatment response is an independent
prognostic factor associated with poorer PMS and PFS. Chemotherapy achieves a favorable ORR

with acceptable toxicity; therefore, it remains an important treatment option.

Keywords: chemotherapy, recurrent and metastasis breast cancer.

1. DAT VAN BE

Ung thw va (UTV) la bénh Iy ac tinh phd
bién nhat & phu ni trén toan thé gidi, gay ra
ganh nang bénh tat dang ké trén toan cau. Khi
bénh & giai doan di can, ganh nang bénh tat la
vO cuing I&n, day la giai doan nghiém trong nhét,
khong thé chira khdi véi thdi gian séng con toan
bd (OS) trung binh la 2-3 nam tuy thudc vao loai
phan nhom sinh hoc, va la nguyén nhan gay ra
hau hét cac ca t& vong do ung thw vu, 1am gidm
dang ké ty lé sbng sét va chat lwong cudc sdng
cla bénh nhan.

Mac du trong nhitng thap ky qua, nhiéu
liéu phap nham tring dich méi nhu thubc Gc
ché CDK 4/6, thubc rc ché PARP, thubc (rc
ché PI3K, liéu phap mién dich va céac liéu phap
khang HER2 da dwoc trién khai, nhwng héa tri
liéu van 1a mét lwa chon diéu tri hiéu qua trong
viéc kiém soat tinh trang bénh va kéo dai thoi
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gian séng cho bénh nhan.

Trong cac phac dd héa tri khuyén cao cho
UTV tai phat di can, anthracycline-taxane co ty
I&é dap wng toan bé (ORR) cao hon so véi cac
phac d6 khong chiva taxane (57% so v&i 46%)
va gidm nguy co tién trién bénh (HR 0,92; KTC
95%: 0,85 - 0,99) [1]. Tai Viét Nam, Nguyén
Van Cau va cong sw (2013) nghién ctru hoa tri
két hop doxorubicin va paclitaxel trong diéu tri
UTV giai doan llIB-1V cho két qua c6 ORR dat
74% va ty 1& kiém soat bénh (DCR) dat 97%,
ddng thoi cé cai thien OS & nhém da tirng diéu
tri anthracycline trwédc do [2].

Viéc téi wu héa lwa chon diéu tri hoa tri rat
quan trong. Chung téi thuc hién dé tai: “Danh
gia dap trng héa tri trong diéu tri ung thw
vu tai phat, di can tai khoa Hoéa tri Bénh vién
Quan y 175” v&i 3 muc tiéu:

1. Xé&c dinh ty |& dap (ng toan bo phac dé
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hoa tri trén bénh nhan ung thw vu giai doan tai
phat, di can.

2. Danh gia thoi gian sdng con sau di can,
thoi gian séng con khéng bénh tién trién cua
phac dé hda tri trén bénh nhan ung thw va giai
doan tai phat, di can.

3. Danh gia mirc d6 doc tinh trén hé huyét
hoc va ngoai hé huyét hoc clia phac dd hda tri
trén bénh nhan ung thw vu.

2. bOI TUONG -
NGHIEN CcUU

2.1. B6i twong nghién ciru

PHUONG PHAP

Bénh nhan nr dwoc chan doan 1a UTV tai
phat, di can dwogc hoa tri tai Khoa Hoéa tri A20.c
— Vién Ung Budu & Y hoc hat nhan — Bénh
vién Quan y 175 tr thang 01/2022 dén thang
12/2024.

% Tiéu chuan Iwa chon BN

- Tubi tir 18-75.

- Chi sb toan trang ECOG 1-3.

- Chén doan mé bénh hoc |a ung thw biéu
mé di can tir tuyén va.

- Céc tén thwong cé thé do dwoc bang
phuwong tién chan doan hinh anh: CTscan, MRI.

- Chtrc nang gan, than, tuy xwong trong gici
han cho phép diéu tri hda chét.

- Chc nang tam thu that trai trong gidi
han binh thuwoéng (chi sé tdbng mau that trai,
LVEF = 50%).

- Khéng méc cac bénh cép tinh va man
tinh trdm trong c6 nguy co t& vong trong thoi
gian gan.

- Khéng méc ung thw thir 2.

% Tiéu chuan loai trir

- Khéng dap (rng di céc tiéu chuén trén.

- Dij &ng voi thubc va khéng két thuc
duoec liéu trinh diéu tri khéng phai vi ly do bénh
tién trién.

- B6 d& diéu tri.

2.2. Phwong phap nghién ctru

Nghién ctu hdi cteu cat ngang mo ta.

2.3. Quy mdé mau va lay mau

C& mau thuan tién.

2.4. Quy trinh nghién cru

< Buwdc 1: lwa chon BN theo cac tiéu

chuén nghién ctu.

T danh sach BN c6 chan doan UTV tir
thang 01/2022 dén thang 12/2024 cia Bénh
vién Quan y 175, chung t6i chon cac bénh nhan
thoéa tiéu chi nghién ctru. Ghi nhan cac théng
tin:

- Tién st va bénh st

- Xét nghiém mau: cong thirc mau, sinh
héa mau. Siéu am tim, dién tim.

- Giai phau bénh, héa mé mién dich: ER,
PR, HER2, Ki67.

- Chan doan hinh anh: CTscan nguc
bung, MRI so n&o, xa hinh xwong.

% Buwdc 2: diéu tri hoa tri .

Cac phac dd héa tri dwoc tham khao theo
khuyén cdo clia Hiép hoi NCCN, ESMO.

% Budc 3: Danh gia két qua diéu tri

- DPanh gia dap wng: Bao gbm xét
nghiém chan doan hinh anh sau méi 3 dot
diéu tri hoac khi BN ¢6 triéu chirng Iam sang
b4t thwdng. Phwong phap danh gia dap (rng
theo tiéu chuan RECIST 1.1 (2009) [3]. Ty lé
dap &ng toan bd (ORR) bao gdm dap rng hoan
toan va dap rng mét phan.

- Panh gia séng con sau di can — post-
metastasis survival (PMS): Khoang thoi gian
sau khi bénh di cin cho dén khi bénh tt vong
do bat ky nguyé&n nhan nao.

- Danh gia séng con khéng bénh tién
trién (PFS): thoi gian tlr khi bat dau diéu tri
dén khi bénh tién trién hodc t& vong do bét ky
nguyén nhan nao.

- DPanh gia ddc tinh: ghi nhan déc tinh
trén hé huyét hoc va ngoai hé huyét hoc sau
mdi dot diéu tri hodc khi c6 d4u hiéu lam sang.
Tiéu chuadn danh gia doc tinh theo CTCAE
phién ban 5.0 [4].

2.1. Phwong phap thong ké

Cac sb lieu thu thap dwgc ma hoa va x
ly bdng phan mém théng ké R 4.4.1. St dung
cac phwong phap théng ké y hoc théng thuwéong
trong xt ly va phan tich két qua.

2.2,

Nghién ctru nay la nghién ctru mé ta, khong

Cac can nhac vé dao dirc
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can thiép vao qua trinh chan doan hay diéu tri  vu cho muc dich nghién ctru va dwoc bao mat.
cla bénh nhan, moi théng tin thu thap chi phuc
3. KET QUA
3.1. Pac diém déi twong nghién clru
Péi twong nghién cru la 59 bénh nhan nir ung thw va giai doan tai phat, di can phu hop tiéu
chuan chon bénh.
Béng 3.1 Ddc diém déi twong nghién ciru

DPic diém S6 BN (n=59) Ty 1é (%)
Tudi Khoang tudi 25 — 72 tudi
Trung vi 51 tudi
Giai doan IV (De novo) 22 37,3
Tai phat 37 62,7
Phan nhém sinh hoc tai phat
Luminal A 4 6,8
Luminal B (HER2 -) 13 22,1
Luminal B (HER2 +) 10 16,9
HERZ2 enrich 22 37,3
TNBC 10 16,9
Thay déi phan nhém sinh hoc 6 10,2
Dieu tri trwéc do
Hoa trj tan bé tro 6 10,2
Phéau thuat 45 76,3
Héa tri b tro 28 47,5
Xa tri 33 55,9
Noi tiét 15 25,4
Trastuzumab 10 16,9
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Dac diém S6 BN (n=59) Ty 1€ (%)

Co quan di can

Phoi 27 45,8

Gan 21 35,6

Nao 5 8,5

Xuwong 27 45,8

Hach 23 39

Thanh ngwc 9 15,3

Khac 9 15,3
S0 co’ quan di can

Mbt co quan 21 35,6

Da co quan 38 64,4
Khing hoang tang

Co 20 33,9

Khéng 39 66,1

3.2. bac diem dieu tri
Béang 3.2: Bac diém diéu tri
Dic diém S6 BN (n=59) Ty 1é (%)

Cac phac db hoa tri

Anthracycline base 18 30,5

Taxane base 29 49,1

Gemcitabine/platinum 4 6,8

Vinorelbine 2 3,4

Eribulin 2 3,4

Capecitabine 4 6,8
Liéu phap trang dich

Trastuzumab 25 42 .4

Trastuzumab-Pertuzumab 3 5,1

Pembrolizumab 3 5,1

Khong 28 47,4
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Dic diém S6 BN (n=59) Ty 1é (%)

Cac bwéc diéu tri

Buwoc 1 37 62,7

Bwéc 2 11 18,6

Buwéc 3 9 15,3

Buéc 4 1 1,7

Buéc 5 1 1,7

3.3. Panh gia dap trng diéu tri
Béang 3.3: Pdnh gia dép irng diéu tri héa tri

Dap tng diéu tri Ty 1& (%)
Dap tng hoan toan (CR) 8,5
DPap (rng moét phan (PR) 52,5
Bénh 6n dinh (SD) 25,4
Bénh tién trién (PD) 13,6
ORR =CR + PR 61

Nhan xét: Ty & dap ng toan bo khi diéu tri hda tri dat 61%.

Bang 3.4: Panh gia dap trng trén nhém s dung liéu phap tring dich

Liéu phap CR PR SD PD ORR
trung dich N % N % N % N % %

Co 4 12,9 14 45,2 9 29 4 12,9 58,1
Khong 1 3,6 17 60,7 6 21,4 4 14,3 64,3

Nhan xét: BN c6 diéu tri liéu phap tring dich kém theo c6 ORR dat 58,1%.

3.4. Séng con sau di can - PMS

- PMS trung vi: 33 thang [KTC 95%: 23,8 thang — NA] (Biéu db 3.1).
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Biéu d6 3.1: Uéc tinh Kaplan—Meier vé séng con sau di cén
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3.5. S6ng con khong bénh tién trién - PFS
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Biéu db 3.2: Uéc tinh Kaplan—Meier vé séng con khéng bénh tién trién
- PFS trung vi 19,6 thang [KTC 95%: 3,4 thang — 25,3 thang] (Biéu db 3.2).

3.6. Doc tinh didu tri

Khi diéu tri hoa tri, ching tdi quan tdm dén nhirng doc tinh trén hé huyét hoc, doc tinh trén gan

va than, va dbc tinh trén hé tim mach.

Béng 3.5: Phan dé déc tinh diéu tri

D6 1-2 Do 3-4
Poc tinh
N % N %
Gidm BC hat 8 13,6 4 6,8
Gidm hemoglobin 17 28,8 3 51
Giam tiéu ciu 6 10,2 1 1,7
Tang AST/ALT 7 11,9 3 5,1
Tang bilirubin 2 3,4 1 1,7
Tang creatinin 4 6,8 2 3,4
Giam LVEF 11 18,6 4 6,8

Nhan xét: Doc tinh diéu tri thwong gép 1an lwot 1a gidm hemoglobin (33,9%), gidm LVEF
(25,4%) va gidm bach ciu hat (20,4%). Cac doc tinh thwdng gap & do 1-2.

4. BAN LUAN

1.4. Pap trng diéu tri

Trong nghién ctru cla chung t6i, ORR dat
61%. Nghién clru cla tac gid Matikas ghi nhan
ORR sau diéu tri hoa tri 1a 43,5% [5]. Nghién
clu cla tac gia Criscitiello dat ORR cla diéu
tri hoa tri la 18,9% [6]. Ty 1é ORR trong nghién

clru cla chung t6i cao hon cac nghién cltru
tham khao nwéc ngoai. Sy khac biét nay chu
yéu do nghién ctru ctia ching t6i c6 ty 1& bénh
nhan diéu tri buéc 1 cao (62,7%), trong khi cac
nghién cru tham khao bao g6m bénh nhan
da diéu tri nhidu bwéc va hiéu qua gidm dan
theo trng bwédc. Ngoai ra, phan I&n bénh nhan
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duoc diéu tri bang cac phac dé haéa tri két hop
véi lieu phap nham trung dich (trastuzumab,
pertuzumab hodc pembrolizumab), gép phan
cai thién ORR. Bén canh do, nghién clru cla
chang t6i cé ¢& mau nhd (n=59) va thiét ké hoi
ctru, do do co thé dan dén sai s6 chon mau va
xu hwéng danh gia cao hiéu qua diéu tri. Trong
khi d6, nghién ctru cla tac gia Matikas cé c&
mau l&n (n=950) va thdi gian theo déi dai, phan
anh sat hon thyc hanh Iam sang. Nghién ctru
clia tac gia Criscitiello tuy c6 ¢c& mau trung binh
(n=151) nhwng lai mang tinh chon loc cao vé&i
déi twong bénh nhan ndng, do do két qua ORR
thap hon.

4.2. Séng con sau di cin

Trung vi PMS trong nghién ctu clia ching
toi dat 33 thang [KTC 95%: 23,8 thang — NA].
Nghién ctru tac gid Grinda c6 sbng con trung
vi la 38,8 thang [7]. Nghién clru cua tac gia
Matikas dat séng con trung vi 52,4 thang [KTC
95%: 47,7 — 57,1 thang] [5]. Séng con trung vi
trong nghién ctru cla tac gia Xie chi dat 8,69

thang, thAp nhéat trong cac nghién ctu tham
khao [8]. Nghién ctru cua chlng téi cé thoi gian
sbng con thp hon cac nghién ctru tham khao,
dé ly giai cho sy khac biét nay, cac gia thuyét
dwoc dat ra nhw nghién clru clia chung t6i co
c® mau nhd va phwong phap chon mau thuan
tién, sw khac biét vé dac diém dan sb nghién
cu ban dau khi c6 dén 62,7% BN UTV tai
phat di can, trong d6 hon 50% BN thudc phan
nhém sinh hoc cé yéu té tién lwong xau nhuw
HER2 dwong tinh va TNBC. Ngoai ra, cac yéu
t6 lién quan dén tién lwong xau nhw phan 16n
BN c6 di can da co quan (64,4%) va 33,9% BN
c6 khiing hoang tang, va su khac biét vé& nhiéu
loai phac dd hoa tri lwa chon ciing nhw kha
nang tiép can cac liéu phap méi con han ché
nén dan dén két qua nghién clru clia chang
tdi chwa twong déng véi cac nghién ciru tham
khao. Trong khi nghién clru cua tac gia Grinda
ghi nhan ty 1& st dung thubéc khang HER2 thé
hé méi lén téi >70%, gép phan céi thién sbng
con sau di can.

Béang 4.1: Phan tich héi quy Cox da bién cho séng con sau di can

Bién sb Hazard ratio (KTC 95%) Giatrip
Khiing hoang tang 0,001
Co 4,64 (1,81—-11,94)
Khong 1 (tham khao)
S6 co quan di can 0,008
Mot co quan 1 (tham khao)
Pa co quan 0,14 (0,03 - 0,59)
Tinh trang dap ng diéu tri 0,05
C6 dap wng diéu tri 1 (tham khao)
Khong dap @ng didu tri 0,42 (0,18 — 0,98)

Qua bang 4.1 cho thay trong phan tich hdi quy Cox da bién cho sbng con sau di can trén 59
bénh nhan, khiing hodng tang, di can da co quan va khéng dat dwoc dap (ng diéu tri 1a yéu td tién
lwong doc 1ap vé két qua sbng con kém (véi p <0,05).

4.3. S6ng con khéng bénh tién trién

PFS trung vi trong nghién ctru cta chung téi dat 19,6 thang [KTC 95%: 3,4 thang — 25,3 thang].
Tham khao nghién ctru cua tac gia Cristiello dat PFS trung vi 11,4 thang [KTC 95%: 10,4 — 12,4

thang] [5].
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Bang 4.2: Phan tich héi quy Cox da bién cho PFS

Bién sb Hazard ratio (KTC 95%) Giatrip
Tinh trang dap &ng diéu tri <0,001
C6 dap (rng diéu tri 1 (tham khao)
Khéng dap &ng diéu tri 0,13 (0,06 — 0,26)

Qua bang 4.2, phan tich hdi quy Cox da bién cho PFS cho thdy khéng dat dwoc dap (ng diéu
tri la yéu tb tién lwong doc lap vé két qua PFS kém (v&i p <0,05).

4.4. Doc tinh diéu tri

Cac doc tinh hé huyét hoc cap khong phai 1a hiém gap, déc biét 1a gidm hemoglobin (33,9%),
gidm bach cau hat (20,4%) va gidm tiéu cau (11,9%), cac doc tinh ngoai hé huyét hoc khac it gap
hon nhw tang AST/ALT, tang creatinin va tang bilirubin. Tuy nhién cac déc tinh ghi nhan thudng
gdp & do 1-2, doc tinh dd 3-4 it gap hon véi ty & cac doc tinh <10%. Cac doc tinh cé thé quan Iy
t6t trén 1am sang.

Bén canh dé doc tinh trén hé tim mach giadm LVEF gap & mc d6 1-2 v&i ty 1€ 18,6%, mirc dd
3-4 it gap hon vé&i ty 1€ 6,8%. Dac biét doc tinh tim mach sé lién quan dén tudi, bénh ly tim mach
nén, tién can diéu tri phac dd cé chira anthracycline, trastuzumab,...

Béng 4.3: Phan tich da bién v&i déc tinh giam LVEF

Bién sé Giatrip Phwong phap kiém dinh
Phéac d6 chira anthracycline 0,35 Kiém dinh Fisher
Phéac dd chira trastuzumab 0,82 Kiém dinh x?
Phéac d6 anthracycline-trastuzumab 1 Kiém dinh Fisher

Khi phan tich da bién v&i ty 1& doc tinh giam LVEF, phac dd co chira trastuzumab, anthracycline,
hay c6 sw phéi hop anthracycline-trastuzumab khéng lam tang ty & doc tinh. Tuy nhién nghién
ctru clia ching t6i c6 c& mau nhd va phwong phap chon mau thuan tién, nén cac két qua khao sat
khéng mang tinh dai dién.

5. KET LUAN

Hoa tri kéo dai séng con sau di can dat 33 thang va sdng con khong bénh tién trién 19,6 thang
& tAt ca cac phan nhém phan t&r ung thw vi. Hoa tri dat dwoc ty 1& dap (rng toan bo thuan loi 61%
véi doc tinh & mirc dd chap nhan duwoc. Dac biét, phan tich da bién cho thay khong dat dwoc dap
&ng diéu tri 13 yéu tb tién lwong doc 1ap lién quan dén PMS va PFS kém (p < 0,05), do dé nhan
manh vai trd ctia hoa tri va tdm quan trong cla viéc lwa chon phac d6 diéu tri hiéu qué nham cai
thién két cuc sdng con trong ung thw va tai phat, di can.
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