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ABSTRACT

Objectives: To describe the clinical and paraclinical characteristics and evaluate the efficacy of
endocrine therapy combined with CDK4/6 inhibitors in patients with hormone receptor-positive,
HER2-negative (HR+/HER2-) recurrent or metastatic breast cancer.

Methods: A combined retrospective and prospective descriptive study (involving clinical and
imaging follow-up) was conducted on 32 patients diagnosed with HR+/HER2- recurrent or
metastatic breast carcinoma. Data collection took place at the Department of Internal Medicine
IV, Nghe An Oncology Hospital, from April 2023 to June 2026. The data cut-off date for analysis was
June 10, 2026. The median follow-up duration was 9.7 months (with a minimum follow-up of 3.1
months).

Results: The mean age at the time of recurrence or metastasis was 58.09 years. The majority of
patients had a good performance status (ECOG 0) at 78.1%; invasive ductal carcinoma accounted
for 81.3%, and 81.3% had histological grade 2. The rate of late recurrence (more than 1 year after
radical treatment) reached 65.6%. The most common metastatic or invasive sites included bone
(56.3%), lung (56.3%), and peripheral lymph nodes (43.8%). The overall response rate (ORR) of the
regimen was 37.5%; in which complete response was 3.1%, partial response was 34.4%, and
stable disease was 37.5%, resulting in a clinical benefit rate (CBR) of 75.0%. The median
progression-free survival (PFS) extended to 32.1 months.

Conclusion: The combination regimen of endocrine therapy and CDK4/6 inhibitors in patients
with HR+/HER2- recurrent or metastatic breast cancer demonstrated favorable results regarding
response rates and progression-free survival. This regimen proved feasible, was well-tolerated,
and provided positive clinical benefits in a real-world clinical setting.

Keywords: Recurrent or metastatic breast cancer, hormone receptor-positive, HER2-negative,
CDK4/6 inhibitors.
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KET QUA PIEU TRI NOI TIET KET HO'P THUOC UrC CHE CDK4/6
TREN BENH NHAN UNG THU VU GIAI DPOAN TAI PHAT,
DI CAN THU THE NOI TIET DUO'NG TiNH, HER2 AM TiNH
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TOM TAT

Muc tiéu: M6 ta dic diém [dm sang, can lam sangva danh gia hiéu qua cta phac do noi tiét két hdp
thu8c tic ch& CDK4/6 & b&nh nhan mac ung thu'va giai doan tai phat, di can cé dac diém thu thé noi
tiét duwong tinh, HER2 &m tinh (HR+/HER2-).

Déi twong, phwong phap: Thiét k€ mo ta két hgp gilra hoi cltu va tién clru (theo doi lam sang va
hinh anh hoc) dugc ap dung trén 32 ca bénh xac dinh ung thu biéu mé tuyén vi tai phét, di can co
(HR+/HER2-). Qua trinh thu thap di liéu dién ra tai Khoa NGi IV, Bénh vién Ung Budu Nghé An trong
khoang thoi gian tir thang 4/2023 dén thang 6/2026. Ngay khoa sé liéu phan tich la 10/06/2026.
Trung vi thdi gian theo ddi la 9,7 thang (thdi gian theo déi ngén nhat la 3,1thang).

Két qua: D6 tudi trung binh ghi nhan tinh trang tai phat, di can (& 58,09. Phan l&n ngudi bénh cé
chi s8 toan trang t&t (ECOG 0 diém) 78,1%, ung thu biéu mé 6ng xdm nhap chiém 81.3% va 81.3%
dé mé hoc 2. Ty L& tai phat mudn (trén 1 nam ké tir luc didu tri triét cdn) dat 65,6%. Nhirng cd quan
bi di can, xdm l&n nhiéu nhat bao gdm xuaong (56,3%), phéi (56,3%) va hé thdng hach ngoai bién
(43,8%). Ty & dap tng chung ORR (Overall Response Rate) clia phac do la 37,5%; trong do 3,1%
dap &ng bénh hoan toan, dap &ng bénh mot phan la 34,4%, bénh gilr nguyén (a 37,5%, ty & kiém
soat bénh CBR (Clinical Benefit Rate) la 75,0%. Thdi gian séng thém bénh khéng tién trién PFS
(Progression-Free Survival) trung vi kéo dai dén 32,1 thang.

K&t luan: Phac do noi tiét két hgp thubc trc ché CDK4/6 trén di tugng ung thu v tai phat, di can
(HR+/HER2-) cho thay két qua kha quan vé ty & dap &ng va thdi gian s6ng thém bénh khong tién
trién. Phac do thé hién tinh kha thi, dung nap t6t va mang lai loi ich lAm sang tich cuc trong diéu
kién diéu tri thuc tién tai co sd.

Tarkhéa: Ung thu vi tai phat di can, thu thé néitiét duong tinh, HER2 Am tinh, thudc (c ché CDK4/6.

1. DAT VAN DE

Tai Viét Nam, ung thu vi dang la thach thic y té L6n véi
ty l& méc tadng va xu huéng tré héa [1]. Phan nhém (HR+/
HER2-) chiém da s6 (60-70%). Khi bénh budc sang giai
doantién xa hoéac dican, sy dé khang vdithudc noi tiét tr&
thanh trd ngai chinh khién bénh tién trién nhanh.

Viéc phéi hgp thudc trc ché CDK4/6 cung liéu phap noi
tiét da tao ra budc ngodt quan trong. Cac thir nghiém
pha lll (nhu MONALEESA-2, PALOMA-2) da chiring minh
phéc do nay mang lai gi ich vugt troi vé ca PFS, OS [2,3]
va dugc cac hudng dan uy tin (NCCN 2024, Bo Y té Viét
Nam) xép day la liwa chon diéu tri vu tién hang dau [4,5].
Va dir liéu thuc tién vé tinh an toan, dung nap ciing nhu
hiéu qua trén thé trang ngudi Viét Nam con han ché nén
chling toi ti€n hanh dé tai: “Két qua diéu tri ndi tiét két hop
thu6c trc ché CDK4/6 trén bénh nhan ung thu'va giai doan
tai phat, di can cé thu thé noi tiét duong tinh, HER2 &4m
tinh” tai Bénh vién Ung budu Nghé An v&i hai muc tiéu:
1. Nhan xét d4c diém ldm sang, can lAm sang bénh nhan
ung thu vua tai phat, di can thu thé ndi tiét duong tinh,
HER2 &m tinh.

2.Danh gia hiéu qua diéu tri clia noi tiét két hop thube e
ch& CDK4/6 trén nhom bénh nhan ung thu va giai doan tai
phat, di can c6 thu thé ndi tiét duong tinh, HER2 Am tinh.

*Tac gia lién hé

2. PHUONG PHAP NGHIEN CUU
2.1. Thiét k& nghién ciru: Nghién clru mé ta hoi ctru két
hop tién cliru.
2.2. Pia diém va thoi gian nghién ctu: Tir T4/2023 dén
T6/2026 tai Khoa N&i IV Bénh vién Ung Budu Nghé An.
2.3. Ddi twgng nghién ciru

- Tiéu chuén lua chon:

+ Bénh nhan nir trén 18 tudi dugc chan doéan xac
dinh Ung thu biéu mé tuyén vi bang két qua gidi phau bénh.

+Hoéa m6 mién dich danh gia thu thé noi tiét ER
hoac PR duong tinh va HER2 dm tinh. Dac diém nay c6
thé duoc xac dinh trén mau bénh pham ctia khéi u nguyén
phat hodc tai vi tri di can/tai phat.

+ Bénh nhan & giai doan tién xa khong thé can
thiép phau thuat (theo hé théng phan loai AICC/UICC
ban 8), bao gobm ca nhirng trudng hgp di can ngay tlr dau
(de novo) hoac tai phat di can da dugc xac nhan qua hinh
anh hoc, t&€ bao hoc hay mé bénh hoc.

+ Da budc vao thai ky man kinh, théa man toi
thiéu mot diéu kién: da phau thuatcatbd hai budngtring;
trén 60 tudi; hodc dudi 60 tudi nhung da tat kinh tu nhién
tir 12 thang tr¢ 1én kém néng do6 Estradiol dat ngudng man
kinh. D&ivdi cac ca cé tien sirhoa trihodc dung cac thuéc
tamoxifen, toremifen hay chét (‘c ché buéng trirng, chi
s6 noi tiét (FSH, Estradiol) phai tuong duong murc d6 cla
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phu n& méan kinh.

+C6 céactdn thuong dich cé thé do ludng va danh
gia dap Ung dua trén hé théng RECIST 1.1.

+ Tinh trang thé lyc danh gia theo thang diém
ECOG khéng vuot qua 2.

+ Céc chi sb xét nghiém vé chirc nang gan, than
va dy trif tiy xuwong ndm trong ngudng an toan cho phép
diéu tri.

+ Luwu trir bénh an day du théng tin chi tiét vé qua
trinh chén doén cling nhu cac phuong phap da can thiép
trudc day.

- Tiéu chuén loai trir:

+Phat hién déng thoibénh ly 4c tinh nguyén phat
& mot ca quan bat ky khac.

+Pang méc kém theo cac bénh ly ndi khoa cap
tinh hodc man tinh @ mirc do nang.

+ C6 sy kéo dai khoang QT trén 450 msec trén
dién tdm do (ap dung riéng cho nhom dy kién dung
Ribociclib).

+ Phu n{t dang trong thai ky hodc dang nudi con
bang sira me.

+ Nguoi bénh tir chéi tham gia vao dé tai nghién ctu.
2.4. Phuong phap chon mau: Ldy mau thuan tién, thu
nhan toan bd bénh nhan dat tiéu chuan.

2.5. Bién sé nghién ciru

- Nhém l~ém sang va can lém~séng: Tubi, ECOG, dac
tinh gidi phau bénh, héa mé mién dich (ER, PR, HER2,
Ki-67), DFI, tinh trang di can lic khdi dau, loai thuéc diéu
tri va s6 budc diéu tri.

- Déanh gia diéu tri: Mc do dap ing (theo RECIST 1.1),
thoi gian s6ng thém bénh khéng tién trién va cac phan
ing bat lgi.

2.6. Phuong phap va quy trinh thu thap

- K&t hop trich xuat dir liéu hdi ctu tir bénh &n va giam
sat tién clru qua trinh can thiép.

- Quy trinh ti€n cru: Ngudi bénh sir dung thuéc Uc ché
CDK4/6 (Palbociclib/Ribociclib uéng ngay 1-21, chu ky 28
ngay) phoi hgp liéu phap noi tiét (Als hoac Fulvestrant).
banh gia lam sang qua ting chu ky; kiém tra dap ng khai
u theo RECIST 1.1 moi 3 chu ky hoac khi nghi ngg bénh
tién trién.

2.7. X lythéng ké: Toan bd dit liéu dugc méa hda va thong
ké théng qua phan mém SPSS 20.0. Phan tich s6ng con
(thoi gian séng thém khéng tién trién - PFS) dudc thuc
hién bang thuat toan Kaplan-Meier nham udc luong trung
vi va khodng tin cay 95% (KTC 95%). Trong md hinh nay,
trang thai "cat cut" dugc gan cho céc trudng hgp ngudi
bénh chua ghi nhan tinh trang ti€n trién hoac bi mat dau
tai thoi diém khoa sé liéu. D& déi chiéu su khac biét vé
PFS gitta cac phan nhom dac diém diéu tri (loai thudc,
lidu khdi dau), nghién cttu s dung kiém dinh Log-rank
(phan tich dan bién) véi mic y nghia théng ké p < 0,05.
2.8. Pao dirc nghién clru: Dé tai da dugc Hoi dong Khoa
hoc Bénh vién Ung Budu Nghé An phé duyét. Toan bo ho
sovathéngtin ca nhan clia ngudi bénh déu dugc bao mat
tuyét déi, phuc vu duy nhat cho muc tiéu nang cao hiéu
quay khoa.
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3. KETQUA

3.1. Pac diém chung mau nghién ctru
Bang 1. Dac diém chung ctia nhém bénh nhéan khao sat

Pac diém n %
<40 1 3,1
. 40 -60 17 53,1
Tubi
> 60 14 43,8
Trung binh (tuéi) 58,09
. 0 25 78,1
Chisb
toan trang 1 4 12,5
(ECOG)
2 3 9,4
UTBM thé 6ng xam
nhap 26 81,3
M6 bénh " N
; UTBM tiéu thuy xam
hoc nhap 4 12,5
Khac 2 6,3
b6 1 5 15,6
Bé mo hoc bo2 26 81,3
b6 3 1 3,1
Tinh trang Ki-67 <20 15 46,9
Ki-67 Ki-67 = 20% 17 | 53,1
, Tai phat sém <12 thang 2 6,3
Khoang
thoi gian tai | Taiphatmudén>=12thang | 21 65,6
phat, di can
De novo 9 28,1
Di can Khéng 14 43,8
xuong cé 18 | 56,3
Di c&n phdi Khéng 14 43,8
hoac mang
phoi Co 18 56,3
Khéng 23 71,9
Dican gan
Co 9 28,1
Dicéan hach Khéng 18 56,3
ngoaivi
hoac phan cé 14 | 43,8
mém
Khéng 24 75
Di can khac
Co 8 25
Khéng 9 28,1
Dicantang
Co 23 71,9
1 11 34,4
S6 co quan 2 1 34,4
di can 3 8 25
4 2 6,2
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Pac diém n %
Loai thuéc Ribociclib 25 78,1
Urc ché CDK
4/6 Palbociclib 7 21,9
noitiet Fulvestrant 7 21,9
Budc dléu Budc 1 14 43,8
trl Budc sau (22 budc) 18 | 56,2

D6 tudi binh quan ctia mau nghién ctru 14 58,09 tudi, trong
dé nhém 40-60 tudi chiém da sé. Khi bat dau liéu trinh cé
t6i78,1% bénh nhan dat thé trang vdi chi s6 ECOG bang0.
Ung thu biéu md thé 8ng xam nhéap dudgc ghi nhan nhiéu
nhat vdi 81,3%, phan dé mé hoc 2 1a 81,3% va 53,1% ghi
nhan chi s6 té bao Ki-67 & mitc cao = 20%. Pa phan bénh
nhan thuéc nhom tai phat mudn véi khoang thoi gian
sach bénh = 12 thang (65,6%), c6 28,1% truong hgp de
novo, co téi 71,9% bénh nhan di can ndi tang va 65,6%
trudng hdp mang tén thuong da 6 ,di can tir 2 co quan tré
&n. Trong do6 xuong, phéi la hai vi tri di can thudng gap
nhat véi cung ty 1& 56,3%, ti€p theo la di c&n hach ngoai
vi/phan mém (43,8%) va gan (28,1%). Phac d6 chu dao
dugc ap dung la thudc trc ché CDK4/6 Ribociclib (78,1%)
vathubc nditi€t nhém Als (78,1%), trong d6 56,2% trudng
hgp dugc chi dinh tir buée 2 trd di.

3.2. K&t qua diéu tri

3.4. Th&i gian séng thém bénh khéng tién trién véi cac
yéu td lién quan

£
5
£
E
® 0
&
)
£
-8
?

Ve

Théi gian séng thém khéng bénh tién trién (Thang)

Biéu dd 2. Dudng cong Kaplan-Meier danh gia PFS
phén tang theo liéu khé&i dau cua Ribociclib
Nhan xét: Trung vi PFS & lieu 400mg la 11,9 thang (KTC
95%: 2,58 - 21,21), @ lidu 600 mg la 32,1 thang (KTC
95%: 2,26 - NR), khéc biét nay khong c6 y nghia thong ké

(p=0,125)

Lo
1:

g khong bénh tién tri

v

100 20 0 «
Théi gian séng thém khéng bénh tién trién (Thang)

Ty lé dap &ng .
Bang 2. Ty & dap &ng Bi€u do 3. Pudng cong Kaplan-Meier danh gia
i PFS phan tang theo thudc trc ché CDK 4/6
Pap orng n % Nhan xét: Trung vi PFS & nhém dung Palbociclib dat 13,8
thang (KTC 95%: 0,0 - 27,8). Trong khi dé, & nhdm bénh
Dap Ung hoan toan 1 3,1 nhan s dung Ribociclib trung vi PFS dat la 32,1 thang
(KTC 95%: 2,9 - 61,2) va su khac biét nay khong co y nghia
Pap ing mot phan 11 34,4 thong ké voi p=0,71€. L,
3.4. Panh gia mot so6 tac dung khong mong mudn cua
B&nh gif nguyén 12 37,5 phacdo ) o
Bang 3. Ty lé cac tac dung khong mong mudn cua phac do
Bénh tién trién 8 25,0 Téc dung phu n %
Téng 32 100 Ha bach cau trung tinh 11 34,4%
Ha bach cau do 2 2 6,3%
Nhan xét: Ty l& dap ¢ng chung cua phac do la 37,5%; N
trong doé 3,1% dap Ung hoan toan, dap (ng mdt phan (a Ha bach cau do 3 8 25%
3‘4,4%, bénh gilt nguyén a 37,5%, ty |& kiém soéat bénh Ha bach cau do 4 1 3,1%
la 75,0%.
3.3. Thoi gian s6ng thém bénh khong tién trién Ha tiéu cau do 1 1 3,1%
ey eores Mét moi do 2 2 6,3%
Trén da do6 2,3 2 6,3%
Tang men gan do 1,2 4 12,5%

Ty 1é séng thém

Biéu do 1. DPuwong cong Kaplan-Meier danh gia
thdi gian sdng thém khong bénh tién trién
Nhan xét: Trung vi thgi gian s6ng thém bénh khong tién
trién la 32,1 thang (KTC 95%: 9,3 - 54,9). PFS 6 thang, 12
thang, 24 thang lan lugt la 75%, 59,2%, 51,8%.

Nhan xét: Cac tac dung khong mong mudn chdiyéu la ha
bach céu hat (34,4%), cht yéu ha dé 2-3, hiém gap ha do
4 (3,1%). Ha ti€éu cau, mét mai, doc tinh trén da va tang
men gan déu & mirc do nhe dén trung binh, ty & thap.

4. BAN LUAN

Pac diém quan thé nghién cltu tuong dong vdi tho
nghiém MONALEESA-2[2] hay PALOMA-2 [3] vé tudi trung
binh va thé trang. Tuy nhién nhém mang ganh nang bénh
tatlén honvaéi 71,9% di can tang (cao hon MONALEESA-2
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(59%) [2] hay PALOMA-2 (48,2%) [3]) va 65,6% di can da 6.
Hiéu qua cualiéu phap nditiét phdi hgp cung nhém thuéc
(rc ch& CDK4/6 d6i vdi ung thu va tai phat, di can tiép tuc
dugc cung ¢ qua nghién cfu nay. Phan tich dit liéu cho
th8y kha nang kiém soéat bénh l&n t&i 75% (dap ng hoan
toan chiém 3,1%, mot phan dat 34,4% va 6n dinh bénh 14
37,5%), trong khi bénh tién trién chi dirng lai & mic 25%.
Con s0 nay rat sat vdi ty l& CBR 74,9% tirng dudc tac gia
Phan Thi Héng Blc va cong sy cong bd [6].

Trong nghién cru clia ching t6i, trung vi PFS dat murc la
32,1 thang (KTC 95%: 9,3 - 54,9) va con s nay c6 vé kha
quan khi dat canh dr liéu thuc té tai Viét Nam (nhu béo
céo cuatac gia Phan Thi Hong Durc vdi trung vi 20,9 thang)
[6] hay céc th* nghiém pha Il qudc té (PALOMA-2 dat
24,8 thang[3], MONALEESA-2 dat 25,3 thang [2]). Mac du
khoang tin cay trong nghién clu ctia ching téi con kha
rong do gidi han vé cd mau va s6 lugng bién cé tich lay
chuwa nhiéu tuy nhién nhirng dit liéu s6ng con nay mang
y nghia phan anh birc tranh thuc té budc dau tai cg sd,
dong thoi nhdn manh sy can thiét clia viéc tiép tuc theo
doi trong thai gian dai han hon.

- Chién lugc cé thé héa t8i uu lidu lugng va lua chon
thudc: Ben canh két qua klem soat benh nghién cutu
cung cap bang chu’ng thuc tién gid tri vé méi tuong quan
gitta PFS va céc yéu t6 diéu tri.

- V& liéu khdi dau: Trung vi PFS dat 32,1 thang & nhém
dung lieu 600mg va 11,9 thang & nhém 400mg. Mac du
quan sat thdy cé chénh léch vé mat s hoc, tuy nhién
kiém dinh Log-Rank cho thdy su khac biét nay chua dat
murc y nghia thong ké (p = 0,125). Két qua nay tuong dbng
véi di liéu ti thlr nghlem AMALEE, khi trung vi PFS cla
nhém khéi dau 600mg va 400mg lan luot dat 25,1 va 26,9
thang [7]. Diéu nay gagi y rang, trong c& mau gidi han cua
nghlen culu, V|ec chu dong giam liéu khdi dau trén tirng ca
thé nhdm glam thiu déc tinh chua cho tha'y Sy sut giam
déang ké vé hiéu qua diéu tri; tuy nhién can thém dir liéu
dai han dé khang dinh chic chan.

-Veé loai thuéc: Phan tich ghi nhan trung vi PFS 8 nhém
dung Ribociclib dat 32,1 thang, so vdi 13,8 théng cla
Palbociclib. DU c6 su chénh l&ch kha l&n vé s6 hoc, kiém
dinh thong ké chua cho thay sy khac biét co y nghla (p=
0,716). Nguyén nhan c6 thé xuat phattlrcd mau ctia phan
nhom Palbociclib con qua nho (7 bénh nhan) va thai gian
theo d6i ngan, dan dén nhiéu théng ké. K&t qua chua co
y nghia thong ké nay budc dau phi hgp véi bao cdo phan
tich gép cuia Petrelli (2019) khi khéng ghi nhén sy khac
biét l&n vé nang luc kim ham chu ky té€ bao gitra cac loai
thuéc CDK4/6i [8].

- V& tinh an toan: Céac bién c6 bat lgi dugc phan dé

theo thang diém CTCAE 5.0. Tac dung phu phé bién nhat
la gidm bach cau hat (34,4%), thap hon dang ké so vdi
MONALEESA-2 (73,7%) [2] hay PALOMA-2 (82,1%) [3].
Tuy nhién, su chénh léch nay cd thé xuét phat tir han ché
clia dit liéu hoi clitu, dan dén kha nang ghi nhan thi€u trén
bénh an, két hgp vdi chién luge chu dong giam lieu khai
dau trén thuc t€ lam sang. Nhin chung, tinh trang ha bach
cau dé dang dugc kiém soat théng qua diédu chinh ligu.
Céc tac dung phu ngoai huyét hoc déu &'ty L& thap va chi
dirng & mic dé nhe dén trung binh.
Khao sat nay khong tranh khéi mot vai rao can nhat dinh.
Dién hinh la viéc chithu thap dirliéu tai mot trung tam duy
nhéat (Bénh vién Ung budu Nghé An) nén s6 lugng bénh
nhan con han ché (n= 32) cong thém thdi gian theo doi
chua thu’c su dai, dan dén nguy co chiu tac dong tu cac
bién s6 gay nhiéu. Do do6, viéc trién khai cac nghién ctu
tién clu & quy mé da trung tdm cung c& mau ma rong la
rat can thiét nham khang dinh vitng chic hon vé tinh hiéu
qua cling nhu hd so an toan clia phac doé nay.
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5. KET LUAN

Phac dé phdi hgp gilra liéu phap ndi tiét va thudc tc ché
CDK4/6 cho bénh nhan ung thu vu tai phat, di can coé thu
thé néitiét duongtinh, HER2 &m tinh da ghinhan ty & dap
(ng kha quan cung thdi gian séng thém bénh khong tién
trién tich cyc. Nghién cu budc dau cho thay day la mot
chién luge diéu tri an toan, mang lai hiéu qua lam sang
thiét thuc trong bdi canh thuc tién y khoa.

LOICAMON

Nhom tac gia chan thanh cam on Ban Giam déc Bénh
vién Ung Budu Nghé An, lanh dao va cac dong nghiép tai
khoa N6i IV Bénh vién Ung Budu Nghé An da tao diéu kién
ho trg cho nghién clu.
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