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[ Abstract ]| Hormone receptor-positive(HR ")/human epidermal growth factor receptor 2-negative (HER2") breast cancer is the most
common breast cancer subtype, with endocrine therapy as its core treatment modality. In recent years, the treatment paradigm has
shifted toward a comprehensive management model characterized by "endocrine therapy as the foundation plus targeted combination
therapy for enhanced efficacy". Based on the important research advances in 2025, this paper systematically reviews the evidence-
based evidence and clinical decision-making for this breast cancer subtype across different treatment phases by focusing on 10 key
hot issues. In the neoadjuvant setting for early-stage disease, endocrine therapy demonstrates comparable efficacy to chemotherapy
in specific patient populations. Cyclin-dependent kinase 4/6 (CDK4/6) inhibitors combined with endocrine therapy have exhibited
notable biological inhibitory effects. Novel agents such as lasofoxifene, giredestrant, antibody-drug conjugates (ADC), and
immunotherapies have expanded the preoperative treatment options, though they have not yet reshaped the current treatment
landscape. Adjuvant therapy for early-stage disease emphasizes an individualized strategy stratified by recurrence risk. The 15-year
follow-up results of the SOFT/TEXT trials have confirmed the long-term benefits of ovarian function suppression (OFS) combined
with aromatase inhibitors (AI) in premenopausal patients with intermediate-high risk. Long-term follow-up data of CDK4/6
inhibitors including abemaciclib, ribociclib, and dalpiciclib have established their core role in adjuvant intensification therapy for
intermediate-high risk patients. Additionally, the lidERA trial verified that giredestrant, an oral selective estrogen receptor degrader
(SERD), is superior to conventional endocrine therapy, thus emerging as a novel option for intermediate-high risk patients. In the
first-line treatment of advanced disease, the three major CDK4/6 inhibitors combined with endocrine therapy yield comparable
efficacy. Combination regimens containing phosphatidylinositol 3-kinase alpha (PI3Ka) inhibitors bring clinical benefits to patients
with PIK3CA mutations who develop endocrine resistance. Circulating tumor DNA (ctDNA)-guided monitoring of £SR/ mutations
enables "early identification and timely switching of therapies", facilitating the transition toward dynamic and precision treatment
management. In the post-CDK4/6 inhibitor era for second-line treatment of advanced disease, pathway-oriented strategies based on
molecular stratification have become the mainstream. Combination regimens with inhibitors targeting the PI3K/protein kinase B
(AKT)/mammalian target of rapamycin (mTOR) axis provide effective options for patients with aberrant PAM pathway activation.
Oral SERD and their combination strategies represent the key therapeutic direction for patients with ESR/ mutations, while dual
PI3K/mTOR inhibitors have achieved new breakthroughs for patients with wild-type PIK3CA. In summary, research advances over
the past year have gradually driven the transformation of HR'/HER2™ breast cancer treatment toward precision and dynamism. With
the discovery of more therapeutic targets and the development of novel agents in the future, the individualized treatment system will
be continuously refined, bringing more durable disease control and long-term survival benefits to patients.

[Key words] Hormone receptor-positive; Breast cancer; CDK4/6 inhibitor; Circulating tumor DNA; ESRI mutation; PIK3CA
mutation; Oral SERD
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# & %Z & (hormone receptor, HR) [H 1%
(HR" ) /N % £ K W 7 % {&£ 2 (human
epidermal growth factor receptor 2, HER2) [k
(HER2') LA Bdm i WA FLARE AL, N5
T B R S e T ek i L AR,
BARIRITR R E N “FREE NI e LA “
UL AERT . B MERA ORI AR T B LR
Ko FERWIFLRE S, B0 BsE TR
TR I R PR TR A & 5 R 5 T I A B 2 R AE A2
ST TRME LR SE 2 TR AR,
BAREIRIT B LUk ot BE T30, i e e
£ ) A o B B D g 0 il (ovarian function
suppression, OFS) ' sBAL N /M MAIGYY, IF7EHT
ar NBEH 51 A 40 R ) 8 A0 M U 4/6
(cyclin-dependent kinase 4/6, CDK4/6) il 5 LA
PE— AR R R S eI LR R,
S UAIRYT A CDKA4/6 $ il 77 & B o — £ 3RY7 5
a1 AMURFEIERK TR EAE Y (disease-free
survival, DFS), BE#EIR LTI i I 08 A 1 ol
77 BE T ZGHLRIR S TR A, 5 CDKA4/6 i}
REIBIT R ZL  Z30 PR 7 5% ) 52 T ESR1
PIK3CA &5 S5 43~ el A8 i 50 1) 0], 01 g 34
HRFLIRIE 67 R o

FEREA IR TRESRIERE |, 2025 ARG IFSE IR R
BRI A R i — P 5. £
Tl PRI I R 7 45 SR 9 A A it — 2L ILIE T 4
251 R G B & Th OFS 8K & 55 & Ak 1 100 il 51
(aromatase inhibitor, AI) IR %5 . [F AT,
it By CDK4/6 41 il 77 75 v i 5 0 2L A 98 vh A i e
B2k ds BB . BN EEA R, LA I
DNA (circulating tumor DNA, ctDNA) Mt
Mo I F BN, FERAR SRt R 315
P 25455 (W& ESRI 2878 ) I S it i 4% Py
STUNEIT TS, A BETEMIAYT h i K PR
PEINR],  HESE AT H s 4k ) RS 3h
SEMHER ., BT EiRE R, ACHSEHRY
HER2 LRI IAIT HR ) 10 S b n) 3T, 454
2025 FFE BRI, XTANRAYT B B IE S
SEUEHE M RS AT RS54
1 REZREHEEGTT: BT EMNEITH
E5HBFRRER
1.1 #EEA L. #4845 5kg 97 5 # ik sk
J7 %F HR' - 80 SUB e AR 30 7

TE HR/HER2 R WIZLARSE v, i Bl 23 i
IR IEAE R A SRV, S B AT T ASORT
IR 2R I RS A A STR R AT ZE I 4 /1N

R B O i 7 T BT DR LA, T HR e
N IMIRTT RO . REAEZS AT s, P
TE 9 H 2% 58 4 2% i (pathological complete
response, pCR) 5 5EAR G fif 32 )5 T 25 7 JC
it egam XL 2025 4F 55 E IR MR o 4
(American Society of Clinical Oncology, ASCO)
iFo b, MD GRS AE o0 AT T — T A
611 1 3 o KR [m A o 0, % L1 14T
X 0~ L3932 /N9, % LB 8 B 9 2 3
ST SR BRIT TR S . AR R, A
pCRZFIMLT 5%, PRATARFMIL; 751047
WA R A DT, R R BN AR iR T A
(65%) WAL TR rdl (55%), H2ERIf
gt Ery R EEE L, R AR IR A
IIRER .

T CDK4/6 41l 70 76 37 4 Bie 7 [y BL Y 1o
W, BAR RN, KGN IiGT 5
BAAHTR BN 3 IAATT LR AR S 3 2~4 i Ki-67
BEPEAR B AL, PRI W Y AR )2
TR, A AR5 A U UL fife 22 1Y) [A] A0 4
b, SRR RIS R . HAT, CDK4/6 il
T FAVIDE A B B N 4 WY SR B ARy T AR LG
CDKA4/6 #1451 G N 3 WA 7 76 2 JA e St 1
SEA YN R S, AT RR LA S HR S BT
HHRAIT A R, R, ST A B
FE L IRIT I R BE T R TE ISE — b
i, HAE HR/HER2 0170 M Bl BB o7 v
R RE A A Rr it — e e
1.2 RERA2: LT FTRELAELKETH
FURE SR HT 40 Bh 6 T 09 45 ey 7

BRI BEAN, 2025 45 H i B N 43066
I SR A Ty — I 2 O TR VAT T B RSk
Wil — RIH AL YT B A BG T SR AR R
PEWTIE TP RS Ee 5 , S ARG T IR I AL 32
HETRIEARYE . 2025 4F ASCOAESE Jeddl 18
RUE PR ME VR 32 149815 741 lasofoxifene 78 HR ™
WFLE R A BRI T IR RS R, R
/i, lasofoxifene MUFEA L5 B E T, TE/bm4
ZEHIT R IR AT B TR Ki-67 B 41 15 R R IROUL 8¢
B W 0 LE W i, HLRR R B2 v R T
b5, MU R 25 (Buropean Society for
Medical Oncology, ESMO) /A7 9 11 At 544
W 52 K B i 77 (selective estrogen receptor
degraders, SERD) H{JCHF5T 7~ , giredestrant
A i R A MEB K Z K (estrogen receptor, ER)
5 78 3 & Z 1K (progesterone receptor, PR)
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¥y (antibody-drug conjugate, ADC) 7RHF#HIEA
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YIbr &Y 5187 RO B R AT Bhia T SR g 1
SE T oA
1.3 I8 ST B Rk

FUI HR L RIE B A BN 0 a7 AN 6] 15
il Bh AT M pCRAE R E AT, Haksg i £ik
IRAEMIRE BRI . SR A I A AE, T M X
A3 VIR IT ORI W) e 22 B AR 1 2 4 bn AL [R] e
o BB N INIRTT R LR, TET TSR
ST 7 AR UEAL I R B, e ) 5 1 g A ) 2 R
fE. BEMEESR | IGIT SN A =4k 1
WIRZR, HARFUR @ ik ik s AFE-sh 81T
fEIRIT RO -TH AR T 227 iR TR, A
HEREVEAE AR 25 AR . ShAS MG T i AR v i 2k
YieEAs Ak, WA R HR LR B i Bh 9 4G
IT AR SR 1 DA o
2 BRHZLREEEIET: ETRESENETT
RERRIL
2.1 A EPFE3: e fTH E P 8% HR'F
HASURR S 3 0 5 B 1) sl v 7 SR w7

AR, HRFIIZL I BhIG 7 SRS 1
ot T IR 532 e m] . ZEARAE AR R IR YT R
By, TR Fh sy £ R v DU o 5 Ak N 4 Wi 7 DA
WEAR IS Ak 42 o KU 8 T o 22 i ER T
T ORI BERF LIS R, Balifh S TR e o rh
A oAb & e R IR DR AN TR 4,
L OFSJER “MEE”, LIRS ALSJE S st oF
G, BUASZI IIZE R OGS i, RS

Bk —[nli,  EPRFLEITIT PMELLT 2003 45
3l SOFT 5 TEXT WIS HLAE . bty o FEALXS
PRI R A 5T, 1Al OF S B A il 5 S5 5l AT
T 4 25 T HR W28 2L R 4 Bh R o b i Y
R, 2025 4E ASCO 4E 4 N H 15.0~16.6
R AREIZE R, OFSEEA N A Y7 W fE4n 22
I HR R 2L i R vl SR R e i 5 e XU e
ik, LA KV SEHER & OFS 11K #A 3K 25 £ by B
. SOFTHIZY W R, 154F DFS RAEAh s H 75
2 . B SFOFS SR P 32 3H+OF S 21 H 43531
67.0%. 70.5% #173.5%, V3% IH+OFS H# Ak
BEH N A 2h I 5 IR DFS FHE XU (HR=0.73,
95% CI: 0.61~0.86) . WAt —A s, HKPH
& HH+OFS AH# i 55 S5 +OFS 7E FF 4 vl 35 15 4F
DFS (74.9% vs 71.3%, HR=0.82, 95% CI:
0.73~0.92) , 4875~ B 58 M ik 3 00 ] 5 e A 7 5 AL
NBE HA R MR A G RNME . W4 H7 i
N, 2R EEETDTIRIKE G AR, iR
% CHY) MBI . ARl <35 B AL R H
MAALBUEG R 3R . FEXEETZ T, OFSHEK
& AL R 2 k3% DFS FIJCimab & R A, 35
Iy NEEHRIREE B OS fA FH ka3 122
22 M EPFF4: P& L HR/HERY #1530 7
# 3R ACER BY Y 4k is 97, CDK4/6 4 %) | 4e T
FEARY

7F = fi HR/HER2 L 81 2L B g 0% 6 B IR 97
Wi, CDK4/6 9l 351 (14 5 | A bR 525 1697 5 s R
gl AL N AU, E— 2030 X g Y 5
B RS T 9, BE A T monarchE #F5% 1 Al
NATALEE #F5% ' BAIESE, B CDK4/6 115
Al 35 0 HRYHER2 510 ZL AR 9 S8 4 i o iR i
PE R 9 4B - B (invasive disease-free survival,
iDFS) ., 7E20254F ESMO K4s /A i i 5 K BT
g5 WLk — 20 DU T Bl AR T R A
monarchE 5% ') %2 OS 4+ Hr s, 78 fifi
ViT6 A, SERAN AT AL, BT DLPE A
A AT IMIRTT BRI T 15.8% RYBET- XS (HR=
0.842, 95% CI: 0.722~0.981) , &5 HAE B &L
¥ iDFS 19 2t il b 2 % 4k b OS 1Y 3K 4% .
NATALEE #5525 4 (4 5 SRR Vi 45 - wos , 4l Eh
T 52 P IG5 I S AR 2 AL 5 4F iDFS JXURS: B A%
T 28.4% (P<0.001), Jf43 il BEAIK 29.1% %)z b
B R KBS I 30.1% BT Ak B2 Kk RUR 20
NATALEE fBF5E 9 A T 3  hia 2 2 A (NO
HHmERR) MEE, #t—2WET CDK4/6
6 700 B 40T 5 Ak A BIIR T R 2 AHERY IS . [
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iiF, 20254F ASCO A7 i) DAWNA-A 5% Ay [ 7=
CDK4/6 1 il 371 i /R 74 I #E 7 f& HR'/HER2 H.
AL BA YT o SR AL T EHEEE . i
ST R R, FEP IR Z 34T, 36
IRPURIEEA P MAR YT B35 2% iDFS,  24FiDFS
BRIk 94.7%, XTI 90.2%, RiEHMER &
K [ AR 29 44%  (HR=0.56, 95% CI: 0.43~
0.71) 8, Zx b, FETFLARTOLPER] | Fi i 76 ) e
RIRVERI AR R R, 26w T HAep
15 /s HR/HER2 10 L B 1l B s Ak T6 97 rh A%
DA
23 HEFMS: A5 akis T 2 HR I SLIR
WG IT ey 22, #A 2R SERD Zh ik &
BHARARME N k8 7 BOE HR -0 3L % 16 2R
T

A IATR YT 1 S HR R L B i DA 7 i
Hefr, BUTHECHAE, (A I R & A KU
FREA . RO R T S EAESE R, AT A R R
W T K. FEMTS SR, Bl ik SERD AE R R
WAL G N4 IR TN, 98 HR R FL AR 4
BIVG 7 M R, g A BRI R 6 1 A A% 0 1)

2S00 2025 AR 3% - 2 AR R WL IR BF 1 4

(San Antonio Breast Cancer Symposium, SABCS)
ST B HAERA BF5T, LA AR RAH T
WA R, X RE—TAERZ 0 ITYIREH LA ks
ZeimIkialse, AT o HR/HER2 R FLAR
e B I BhIAIT AL, R A4 17061 T ~TT3H
B, MR EEERAE . WA R R
(anfpdss B AE>1 em HALZ12E 3 9% . Ki-67 B3 45
H=20%55) ANBE, 457 ik giredestrant, X}
21 Sy B I PR B bR o N 23 AR T, B A S
I5 . s AR ARE | ARTESEI G2, o
Rt 175 32.3 1~ H J5, giredestrant 2 3 4F iDFS ik
92.4%, 3= T R4 89.6%, SLFL2.8% K
YaXPRas, [P R s e T XU R 30%
(HR=0.70, 95% CI: 0.57~0.87, P<0.01), Ail4:
TEBYE R AR, HESIHFIE RS 1E
R 20 AER AN E R LA BA YT T e S
TARG a7 i TG R ST, &R Efis T
H ik SERD 7£ f# BiG 97 th i % o #ifii, i HRY/
HER2 B e & & B 0 L 43 T 3 2L
SRR A DRSS, N T AR
s R o (BIZRAAAE— R R YE, BT
3234 H R BT [, B AR AR
S IR 2R 45 T B A B R BE TSI ; MR AR E
55 CDK4/6 i 18K 5y ZE 0 Sk Xk xd 1, % 1

W fa B, giredestrant B2 5EARIT RIILS
PSR, BRI S, HAERAWFST Y PHAES,
brai g HR O HAZL G R B N -6 97 N “brifE
67 RSMELL . SRRk . Aefl” R OCHE
R, A HECAR GRS B, AR TS fE HRY
HER2 HHAZL IR B MR r e 88, Hesh
FUBME “feRfbin@” HARAysze B,
2.4 F-IAEEBh G T BAR K .

£ HR/HER2 B W1 2L e A Blnay b,
BN R BB T 2 A, SR RS 2R R
BAE N UNEYT o SR BT — iRy T
FEAAEART 225 . MFHfafid, wIrESN
TN shfife, s &SRS OFS LI
SRINIRTT AP A BERERE , TECRIE 32 P Y [ )
E— P BRI A &2 R RS . TiAE e fa A, PR
Al N IR T AR A LU B KIS £
T R AILAE 58 CESE, FE N A AR T Al o
CDK4/6 I 5, wIFE4T B IR YT B B B 35 k36 T
REWPIRAAE, IZ A KB REA RS
A, Pk SERD FEE sl RE /R LS, 75 HR'
LR R BRI R SR S, Ny
WARTT R T 2k . R, FEE K
R EFE T T, R B MIRYT RN
—— ARG XU J2 0 sh SR N A AT TSR, FE
SR L SEEEI, R RN BRI, Bk
41 HR/HER2 A ZL BRI 4 BRI M 2 R

JEI5 T o
3 MEAZLARE LG NS REEI
SEEEE

3.0 #EFHG: BA—ZKEHF P, wTETA
kB ST OB ERIIT W T ., STAEARAERK
ARl b S I A2

3 T PALOMA ' | MONALEESA ' &
MONARCH " ZFIFEHLIT ST A4S R, CDK4/6
PHIFVEEA P9I YT E A 57 o8 HR/HER2 1]
U — IR F RS A7 BT SRE N IR
S U TR UL AL 2N WA YT 259
(S B A, SR, 3 Fl CDK4/6 Hl il 551 2 1] &
BAAEITRE S, 65w TCHT B Sk Xt 3k AL
ST AL, 2025 4F ESMO il I & % T ESMO
Open [ P-verifY L5 HH S5 T 22 [ 8540 A 40
A 9 146 5|32 52 CDK4/6 $I il 77 B A ATHE A —2&
BT, RGeS R IAUR RS, 341
B LG BT R AR A ] (progression-free
survival, PFS) @ifE—3, 4308227 (WRAIPY
1)L 229 (EaPEPEA]) F122.9 4 (B bl pg
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F) Aok, XTI MAA T RUR R
— 283577 3 Fh CDK4/6 1071 77 447 5k 7% ) W EL
FHIE TR, BRI JC 30 0 WESE SO FL Rl A7
FES, BRI PN TR A BT &
I 24 B AR PR A T AL B

X LA N 43 WA TR T T 24 FE R AIE (1) HR'Y
HER2 BRI ZLARE B, — IR T N iR T
25 H USRI T T (B A
R B ) AT PR B [ R, PIK3CA 9878 4 ¥
IR L T B E M IR T R S 2 — . INAVO120
WG AE R AL N 43 W3R 7 it 25 HLAEF PIK3CA 5878
(1) HR/HER2 B HA LA g 28 & e S, 7F CDK4/
6 I 7 E A5 SR LE R RE () 6 R L, I BERE IEAL
B 3- 3 i (phosphoinositide 3-kinase, PI3K) «
55 inavolisib P B: H 42 PFS 1 7.3 4~ A I 35 4
K& 172401, Bk XU P AL 58% (HR=
0.42, 95% CIL: 0.32~0.55, P<0.001) "*/ | Jf7F
2025 4F ASCO i b i/ Bk OS 3k 25, Hi{2 OS
H127.0 M HIEK E 234048 9, kg RiE
N, TEWIBAEAE PIK3CA 5875 1 N A3 MAE T i 25
NHEH, 75 CDKA/6 il 57565 4 v LAl T
T A PI3KC A1 i) 700 S BRI A, m S A
s 1 S IE] L O — D ol R K W AR A
g5k
32 #EFIHT. ctDNA B ESRI B T4 & 5
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