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TOM TAT

Muc tiéu: Mé ta dic diém Iam sang, cén léam sang ciing nhw dénh gia hiéu qua cda
diéu trj noi tiét két hop thude (rc ché CDK4/6 trén bénh nhéan ung thu vii téi phét di can
thu thé noi tiét duong tinh, HER2 &m tinh.

Déi twong, phwong phép: Nghién ciru mo ta héi ciru két hop tién cuu trén 61
bénh nhéan duoc chén doan ung thw biéu mé tuyén vu téi phat di can thu thé néi tiét
dwong tinh, HER2 am tinh tai Bénh vién K tir thang 01/2020 t&i thang 10/2022.

Két qua: Tuéi trung binh & thoi diém tai phét, di cdn la 54,0 tubi. Pa s6 bénh nhan
tai phét sau 2 nam diéu tr triét can chiém 75%. Céc vj tri di can thuong gap Ian luot 1a
xuong, phéi va gan chiém ty 1é 70,5%, 36,0% va 24,6%. Ty Ié dép tng chung cta phac
do la 45,9%; trong do6 1,6% dap trng hoan toan, dap trng mét phén 13 44,3%, bénh fel[1
nguyén la 31,1%. Ty Ié dap tng & nhém diéu tri phac db budce 1 va bude sau lan luot
la 58,8% va 29,6%, suw khac biét c6 y nghia théng ké véi p = 0,023. Trung vi thoi gian
séng thém bénh khéng tién trién la 17 thang.

Két luan: biéu tri ndi tiét két hop thudc trc ché CDK4/6 trén nhém bénh nhan ung
thw vii tai phét di cén thu thé néi tiét duong tinh, HER2 &m tinh cho t 1é dap (ng, thoi
gian séng thém bénh khéng tién trién cao do vay phac dé co thé duoc st dung réng
réi hon trong thurc hanh lam sang.

Ter khéa: Ung thw va tai phat di cén, thu thé noi tiét duong tinh, HER2 &m tinh,
CDK4/6.

ABSTRACT

THE EFFICACY OF ENDOCRINE COMBINED WITH CDK4/6 INHIBITORS
IN PATIENTS WITH HORMONE RECEPTOR - POSITIVE, HER2 - NEGATIVE
RECURENT OR METASTATIC BREAST CANCER
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Ngay chinh sita: Objectives: To evaluate the efficacy of endocrine combined with CDK4/6 inhibitors
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Téc gia lién hé: Methods: A retrospective and prospective descriptive study on 61 patients
Lé Thanh Dt ' diagnosed with hormone receptor - positive, HER2 - negative metastatic or recurrent
Email: breast cancer at K Hospital from January 2020 to October 2022.
ducthanhle1972@gmail.com Result: The mean age was 54.0 years. The majority of patients relapsed after 2
SDT: 0913034559 years of radical treatment, accounting for 75%. The most common metastatic sites
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were bone, lung and liver, respectively, accounting for 70.5%, 36.0% and 24.6%. The
overall response rate of the regimen was 45.9%. The complete response rate was
1.6%, the partial response rate was 44.3%, 31.1% of the patients were stable. The
overall response rate in first - line therapy was better than that in the second - line of
treatment (ORR: 67,5% vs 37,5%; p = 0,039). The response rate in the first line and
subsequent lines were 58.8% and 29.6%, respectively, the difference was statistically
significant with p = 0.023. Median progression - free survival was 17 months.
Conclusion: Endocrine combined with CDK4/6 inhibitors is effective in high
response rates and progression - free survival for patients with recurrent or metastatic
of hormone receptor - positive, HER2 - negative breast cancer. This regimens may be

more widely used in clinical practice.

Keyword: Recurrent or metastatic breast cancer, hormone receptor - positive,

HER?2 - negative, CDK4/6.

I. PAT VAN PE

Theo GLOBOCAN 2020, ung thu va (UTV) la
loai ung thu ¢ ty 1& mic nhidu nhét va la nguyén
nhan giy tr vong hang dau ¢ phu nir trén toan thé
gi6i [1]. Phan 16n bénh nhan UTV dugc chan doan
& giai doan bénh tai chd, tai ving, tuy nhién 20 -
30% trong s6 d6 s& tai phat di can trong vong 5 nim
ké tir thoi diém chan doan ban dau [2]. Muc tiéu
diéu tri cua bénh nhan UTV tai phat di cin 1a kéo
dai thoi gian sdng thém, nang cao chat luong cude
song. Viéc lya chon phac d6 diéu tri UTV tai phat di
cin dya trén nhidu yéu t6 nhu tinh trang thu thé noi
tiét, tinh trang yéu t6 phat trién biéu mé HER2, thé
trang bénh nhan, cic phuong phap di diéu trj trudc
d6. Diéu tri noi tiét 1a Iya chon wu tién hang dau dbi
v6i UTV c¢6 thy thé ndi tiét duong tinh, HER2 4m
tinh. Ngoai ra, hién nay cac thudc trc ché CDK4/6
két hop v6i diéu tri ndi tiét da thay d6i phuong thirc
diéu tri & bénh nhan ung thu v di can thu thé ndi tiét
dwong tinh, HER2 am tinh. Sy két hop giita diéu tri
ndi tiét véi thude tre ché CDK4/6 nhu abemaciclib,
palbociclib hodc ribociclib da dugc chirng minh la
hiéu qua hon so voi liéu phap noi tiét don thuan
trong diéu tri ung thu vii bude 1 hodc bude 2 giup
cai thién ty 1& dap Gmg cling nhu thoi gian sdng
thém khong bénh tién trién (PFS) [3 - 5] va thoi
gian séng thém toan bo (OS) [6, 7]. Tai Viét Nam,
cac bénh nhan UTV méi duoc tiép can voi thude
{rc ché CDK4/6 va c6 rat it nghién ctru vé phuong
phap diéu tri nay. Vi vy chiing t6i tién hanh nghién
ctru danh gia hiéu qua cua diéu tri noi tiét két hop
thudc e ché CDK4/6 tai Bénh vién K v6i hai muc

tiéu: (1) Nhan xét dic diém 1am sang, can 1am sang
bénh nhéan ung thu va tai phat di cin thu thé noi tiét
duong tinh, HER2 am tinh. (2) Nghién ctru hi¢u qua
phac db ndi tiét két hop thude trc ché CDK4/6 trén
nhom bénh nhan nay.
IL. POI TUQNG VA PHUONG PHAP NGHIEN
CcUU
2.1. Pbi twong nghién ciru

61 bénh nhan nit duoc chan doan xac dinh 1a ung
thu biéu mo tuyén va thy thé noi tiét duong tinh,
HER2 am tinh tai phat di can, dugc diéu tri bang
phac d6 ndi tiét két hop thude trc ché CDK4/6 tai
Bénh vién K tir thang 01/2020 t6i thang 10/2022.

Tiéu chuén lya chon: Bénh nhan nit > 18 tudi
dugc chan doan xac dinh ung thu biéu mé tuyén vii
bé‘mg xét nghiém mo bénh hoc. Két qua nhudém hoa
m6 mién dich dénh gia thu thé ndi tiét ER hodc PR
dwong tinh va HER2 am tinh ciia ton thuong u ban
dau hay ton thuong tai phat di can. Chan doan tai
phat di can bang chian doan hinh anh hodc té bao
hoc hoac md bénh hoc. Bénh nhan da man kinh:
Cit budng tring hai bén, > 60 tudi, tudi < 60 va mat
kinh ty nhién > 12 thang, estradiol & mtrc man kinh.
Néu dung hoa chét, tamoxifen, toremifen hay chét
trc ché budng trimg thi FSH, estradiol & mtrc man
kinh. C6 ton thuong dénh gia dugc dép tng theo
tiéu chuan RECIST. Chi s toan trang ECOG < 2.
Chtre nang gan than tuy xuong trong gidi han cho
phép diéu tri hoa chit

Tiéu chuén loai trir: Bénh nhéan dang mic cac
bénh cip va man tinh trim trong khac. Ung thu
nguyén phat tai co quan khic. BN didu tri véi
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ribociclib c6 khoang QT > 450msec. Bénh tién trién
nhanh, di can tang 0 at, de doa tinh mang. Bénh
nhan c6 thai va cho con bii. Di img vé6i thude nghién
ctru hodc ngimg diéu tri thubc khong phai vi Iy do
bénh tién trién, doc tinh.

2.2. Phuong phap nghién ctru

Thiét ké nghién ciru m6 ta hoi ctru két hop tién
clru v6i ¢& mau thuan tién. Thu thap cac bénh nhan
du tiéu chuin nghién ctru dugc diéu tri tai Bénh vién
K tr thang 01/2020 t6i1 thang 10/2022.

Phuong phép thu thap so lidu:

Pic diém bénh nhan trude diéu tri: Tudi, phan
loai giai doan theo AJCC phién ban 8 nam 2017,
giai phau bénh, héa moé mién dich, phwong phap
diéu tri trude do.

Thu thap théng tin chan doan tai phat di can:
Thot gian phat hién bénh tai phat, vi tri tai phat di
can, xét nghiém chin doan tai phat di can, CA 15-3

Thu thap thong tin vé qua trinh diéu tri:

Céc thudc str dung trong nghién ctiru: Thude ndi
tiét: Al non steroid: Letrozole 2,5 mg/ ngay, udng
hang ngay hodc anastrozole 1mg/ ngdy, udng hang
ngay. Al steroid: exemestan 25 mg / ngay, udng
hang ngay. Fusvestran 500 mg tiém bap vao ngay
1 va 15 cua chu ky 1; sau d6 vao ngay 1 cta chu
ky 28 ngay tiép theo. Uc ché CDK4/6: Palbociclip
125 mg / ngay, hodc Ribociclib 600 mg/ ngay, udng
hang ngay trong 3 tudn nghi 1 tuan, chu ky 28 ngay.

Két qua diéu tri: Sau mdi 3 chu ki diéu tri hodc
néu 1am sang c6 chi dinh (nghi ngd bénh tién trién)
bénh nhan dugc danh gia theo RECIST 1.1. Thoi
gian song thém khong bénh tién trién: 1a khoang
thoi gian tir luc bénh nhan bat dau duogc diéu tri cho
t6i thoi diém xac dinh bénh tién trién hodc bénh
nhan ti vong
2.3. Xir Iy s6 liéu

Céc thong tin dugc ma héa va xir Iy bang phan
mém SPSS 20.0. Cac thuat toan thong ké sir dung
trong nghién ctru: Mo ta: trung binh, d6 1é€ch chuén,
khoang tin cdy 95%, gia tri 1on nhat, gia tri nho nhét.
U'dc tinh thoi gian séng khong bénh, thoi gian song
thém st dung phuong phép Kaplan - Meier.

2.4. Pao dirc nghién ciru

Thong tin vé bénh nhan duoc dao bao bi mat,
nghién ctru cht nham myc dich nang

cao chit lugng chan doan va diéu tri, khong phuc
vu muc dich nao khac.

II. KET QUA
Bang 1: Mot s6 ddc diém cua ddi twong nghién ciru

wean | 1
nhan

Tudi
<41 7 11,5
41-50 16 26,2
51-60 21 34,4
61-70 14 23,0
>170 3 4,9
Trung binh (tudi) 54,0

Chi s6 toan trang theo

nhom hop tiac nghién ctru

ung thw Phuwong Doéng

(ECOG)
0-1 50 82,0
2 11 18,0

Giai doan ban dau
I 3 4,9
1T 15 24,6
I 30 49,2
v 13 21,3

Mo bénh hoc
R
LJ};I;;M tiéu thuy xam 7 1.5
UTBM thé nhay 3 4,9
UTBM vi nht 2 33

Do mo hoc
bol 7 10,9
bo 2 42 65,6
b3 12 18,8
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S6 o S6 -
bénh T(Z/l)e bénh T(f/l)e
nhan ? nhan ¢

Tinh trang Ki-67 Khodng thai gian tai phat
. di cin
Ki-67 <20 I <24 thang 12| 250
Ki-67 > 20% 44%* 84,6%* > 24 thang 36 75,0
Vi tri tai phat di ciin Diéu tri buéc
Tai phat tai chd 8 13,1 Budc 1 36 59,0
Phéi 22 36,0 Budc sau** 25 41,0
Gan 15 246 Thudc e ché CDK4/6
Nio 4 6.6 Ribociclip 40 65,6
Palbociclib 21 344
Xuong 43 70,5 - -
Thuoc tre noi tiét
Hach 20 32,8
Al 33 54,1
Di can tang
Fulvestrant 28 459
Khéng di can tang 35 57,4 Chu thich:* trong 52 bénh nhén biét Ki67. ** Gom
. 19 bénh nhan diéu trj budc 2, 4 bénh nhan diéu tri
Codicant 26 42,6 i T ’
o dicantang ’ budce 3 va 2 bénh nhan diéu tri budc 4.

61 bénh nhan tham gia nghién ctru. Tudi trung binh ctia cac d6i tugng nghién ciru 1a 54,0 tudi, tudi nho
nhét 14 32 tudi, cao nhit 1a 78 tudi. Lira tudi tir 51 - 60 tudi c6 ty 1& cao nhat chiém 34,4%. Cac bénh nhan
trong nghién ciru phan 16n & giai doan II va III tai thoi diém chan doan ban dau, chiém lan lugt 24,6% va
49,2%. C6 13 bénh nhan chan doan & giai doan IV ngay tu dau, chiém 21,3%. Phan 1én cac bénh nhan thudc
thé ung thu biéu mé xam nhép tip khong dac biét, chiém 80,3%. Trong nhom 48 bénh nhan tai phat, c6 12
bénh nhan ¢ khoang thoi gian tai phat di can < 24 thang chiém 25%. DPa s bénh nhan tai phat sau 2 nim
diéu tri v6i 36 bénh nhan chiém 75%. Céc vi tri di cin thuong gap trong nghién ctru lan lugt 1a xwong, phoi
va gan chiém ty 18 70,5%, 36,0% va 24,6%. C6 36 bénh nhan duoc diéu trj biang thudc trc ché CDK4/6 budc
1, chiém 59,0% va 41% bénh nhan nhan diéu tri thudc (rc ché CDK4/6 budc sau. Ty 1¢ bénh nhan sir dung
thude ribociclip va palbociclip lan luot 12 65,6% va 34,4%. Trong d6 33 bénh nhan dugc diéu tri b::ing thude
trc ché CDK4/6 két hop véi thude Al chiém 54,1%. 28 bénh nhan dugc diéu tri bang thudc (rc ché CDK4/6
két hop véi thude fulvestran chiém 45,9% (Bang 1).

Bang 2: Mdi lién quan giita ty 1 dap tng voi cac yéu td lién quan

Bénh dap tng Bénh khong dap wng
P
nl % n2 %
Do mé hoc
Do 1 4 57,1 3 42,9
0,798

bo 2 19 452 23 54,8
bo 3 5 41,7 7 58,3
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Bénh dap tng Bénh khong dap wng
nl % n2 % P
Mo bénh hgc
UTBM xam nhép tip khong dac biét 24 49,0 25 51,0 0,333
Loai khac 4 33,3 8 66,7
Khodng thoi gian tai phat di can
<24 thang 4 33,3 8 66,7 0,401
> 24 thang 17 47,2 19 52,8
Piéu tri bwéc
Budc 1 20 58,8 14 41,2 0,023
Budc sau 8 29,6 19 70,4
Thube e ché CDK4/6
Ribociclip 19 52,5 21 52,5 0,730
Palbociclib 9 429 12 57,1
Thudc tre ndi tidt
Al 12 36,4 21 63,6 0,105
Fulvestrant 16 57,1 12 429
Di can tang
Co di can tang 20 48,8 21 51,2 0,518
Khoéng di cén tang 8 40,0 12 60,0

Trong s0 61 bénh nhan nghién ctru. Ty 1¢ dap tmg chung cua phac d6 la 45,9%, trong do ty 1€ dap ung
hoan toan 1a 1,6%. Co6 31,1% bénh nhan dat bénh gilt nguyén, nhu vay loi ich 1am sang dat duoc 1a 77,0%.
Ty 1¢ dap tmg & nhém bénh nhan diéu tri phac d6 budc 1 1 58,8%, cao hon so vi nhém bénh nhan dicu
tri phac d6 nay & budc 2 1a 29,6%, véi p = 0,023. Khong c6 su khac biét c6 y nghia thong ké giita ty 1¢ dap
tng diéu tri vi cac yéu t6 lién quan nhu d6 mé bénh hoc, thé mé bénh hoc, khoang thoi gian tai phét di can,

thudc trc ché CDK4/6 hay thudc ndi tiét duge st dung, tinh trang di can tang (p > 0,05) (Bang 2).
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Thei gian séng thém bénh khéng tién trién (thang)

Biéu d6 1: Thoi gian sdng thém bénh khong bénh tién trién
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Thoi gian trung binh song thém khong tién trién
1a 14,2 thang. Trung vi thoi gian séng thém bénh
khong tién trién 1a 17 thang. Ty 1¢ song thém bénh
khong tién trién tai thoi diém 12 thang va 24 thang
lan lugt 14 56,7% va 10,0%.

IV. BAN LUAN

Trong nghién ctru ctia chiing t61 cac vi tri di can
thuong gap lan luot 1a xuwong, phdi va gan chiém
ty 1€ 70,5%, 36,0% va 24,6%. Cac phan nhom ung
thu va ¢ lién quan dén cac kiéu di cin khac nhau
va gay ra cac tac dong tién lwgng khac nhau. Phan
nhom phan tir c6 thé xac dinh nhitng bénh nhén co
nguy co ting di can theo vi tri cy thé. Nhom thu
thé noi tiét duong tinh, HER2 am tinh c6 nguy c6
di cin xwong ting cao, trong khi nhom thu thé noi
tiét am tinh, HER2 dwong tinh ¢6 ty 1& di cin phoi,
gan, ndo cao hon. Nam 2010, Kenecke va cong su
tién hanh nghién ctru dac diém di can cta hon 3700
bénh nhan ung thu v thudc cac phan nhom sinh hoc
khac nhau, cho thiy xwong 1a vi tri di can thuong
gap nhét v&i cac nhom luminal A (66,6%), luminal
B (71,4%) va luminal/HER2 (65%) tuy nhién lai la
vi tri di can it phd bién hon trong phan nhém bo ba
am tinh (39%) [8]. Nhiéu nghién ctru ciing cho thiy
rang d6i véi UTV noi chung dic biét trong phan
nhom UTV c6 thu thé noi tiét duong tinh, ty 16 UTV
di xwong gip tuong ddi cao tir 50-80%. Tuy nhién
trong UTV bd ba am tinh, bénh c6 ai tinh di can tang
nhu phéi, ndo, gan nhiéu hon trong khi d6 lai c6 xu
hudng it di can xuong hon (20 - 40%) [9, 10].

Trong nghién clru cua chung t61, ty 1¢ dap Gng
chung ctia phac dd 1a 45,9%, trong d6 ty 1¢ dap tng
hoantoanla 1,6%. C6 31,1% bénh nhan dat bénh gitr
nguyén, lgi ich lam sang dat 77,0%. Trung vi thoi
gian song thém bénh khong tién trién 1a 17 thang.
Thur nghiém lam sang pha II nghién ctru trén 666
bénh nhéan ung thu va di can, hau mén kinh, thu thé
ndi tiét duong tinh, HER2 am tinh cho thay viéc két
hop palbociclib va letrozole da cai thién thoi gian
khong bénh tién trién (24,8 thang so voi 14,5 thang;
HR 0,58, 95% CI 0,46 - 0,72) va tang ti 1¢ dap Ging
khach quan (42% so v6i 35%) cling nhu ty 1€ lgi ich
am sang (84,9% so voi 70,3%) so voi letrozole don
thuan [3]. Ribociclib ciing di duoc FDA chip thuan
trong diéu tri két hop véi letrozole dya trén nghién
ctru pha III (MONALEESA-2) véi 668 bénh nhan
ung thu vu tai phat hoac di can, hdu man kinh, co

thu thé ndi tiét duong tinh, HER2 am tinh duoc diéu
tri v6i letrozole c6 hoac khdng c6 ribociclib. Nhom
bénh nhan dugc diéu trj véi ribociclib ¢6 cai thién
thoi gian khong bénh tién trién (25,3 thang so véi 16
thang, 95% CI1 0,45 - 0,7) tai thoi diém trung vi theo
doi 26 thang. Tang ti 1€ dap tng toan bd (43% so
vGi 29%). Poc tinh d6 3, do 4 thuong gap khi diéu
tri két hop, chii yéu 1a giam bach cau hat (62% so
v6i 1,2%), giam bach cau (21% so véi < 1%) va xét
nghiém chirc nang gan tang. Mac du ti 1¢ tac dung
phu cao hon nhung chi cé 8,1% bénh nhan phai
ngung didu tri vinh vién cé ribociclib va letrozole
[4]. Trong diéu tri budc 2 palbociclib két hop véi
fulvestrant ciing cho thiy cai thién thoi gian khong
bénh tién trién theo nghién ctru PALOMA-3. Day la
nghién ctru gdm 521 bénh nhan ung thu va tién xa,
hau man kinh, tién man kinh (c6 trc ché chirc ning
budng trimg) thy thé ndi tiét duong tinh, HER2 4m
tinh da tién trién voi didu tri bude 1, duoc phan
ngau nhién vao 2 nhanh 1a palbociclib két hop véi
fulvestrant hodc gia dugc va fulvestrant. Tai thoi
diém trung vi theo ddi 8,9 thang, nghién ctru cho
thdy palbociclib két hop voi fulvestrant cai thién
thoi gian dén khi bénh tién trién (9,5 thang so véi
4,6 thang; HR 0,46; 95% CI (0.36 - 0.59) cling nhu
cai thién ty I¢ dap tng toan b (19% so vdi 9%; OR
2,47;95% CI (1,36 - 4,91), loi ich 1am sang (67% so
v6i 40%; OR 3,05; 95% CI (2,07 - 4,61) [5].

Ty 1& dap tng & nhém bénh nhén diéu tri phac do
bude 1 1a 58,8%, cao hon so v&i nhom bénh nhan
didu tri phac d6 nay ¢ budc 2 1a 29,6%, voi p =
0,023. Khong c6 su khac biét c6 ¥ nghia thong ké
giita ty 1& dap ung diéu tri v6i cac yéu td lién quan
nhu thé moé bénh hoc, thube rc ché CDK4/6 hay
thube ndi tiét duge st dung, tinh trang di can tang
(p > 0,05). Ty I¢ dap Gng ctia nhom di can tang va
khong di can tang 1an luot 1a 48,8% va 40,0% khac
biét khong co ¥ nghia thong ké véi p > 0,05. Trong
mot téng quan hé théng thuc hién trén 16 thur nghiém
(trong d6 c6 cac thur nghiém pha II1) voi hon 13.000
bénh nhan ung thu va di cin cho két qua, khong c6
su khac biét vé dap ung diéu tri v6i hoa chat giira
nhom bénh nhan co di can tang va khong di can tang
[11]. Nhu vay, mic du duoc biét dén nhu 1a mot
yéu té tién luong xau, nhung véi cac bang ching
hién tai, co I& di can tang khong cé tac dong rd rang
dén dap ung diéu trji. Nghién ctru cta ching t6i chi
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tién hanh trén sé lwong bénh nhan nhé so véi cac
nghién ciru trén thé gidi nén tinh dai dién chua cao.
Céc nguyén nhan khac dan t6i sy khac biét nay can
c6 cac nghién ctiru 16n hon thyc hién trén qu'ém thé
nguoi Viét Nam dé danh gia cu thé hon.
V. KET LUAN

Diéu trj noi tiét két hop thude e ché CDK4/6
trén nhom bénh nhan ung thu vu tai phat di can thu
thé noi tiét duong tinh, HER2 am tinh cho ti 1¢ dap
{mg, thoi gian sdng thém bénh khong tién trién cao
do vay phac dd co thé duoc st dung rong rai hon
trong thuc hanh lam sang.
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