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The trend of endocrine therapeutic approach in HR+/HER2-breast cancer
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[Abstract ] Breast cancer (BC) is one of the top types of the malignant tumors in today’s society, characterized by high mor-
bidity and mortality. In terms of molecular typing, breast cancer is categorized into five subtypes according to the expression level of
hormone receptor (HR) and human epidermal growth factor receptor type2 ( HER2). Patients with HR+/HER2- (includingLuminal A
type, Luminal B HER2- type) breast cancer subtype account for nearly 70% of the total cases. Except conventional therapies, inclu-
ding surgery and non-surgical chemoradiotherapy, endocrine therapeutic strategy is pivotally emphasized. A series of endocrine therapy
pharmaceutical studies have been emerged consecutively since the beginning of 20" century, and bring dawn to millions of patients to
live longer and more healthily. Here, we aimed to review the progress of endocrine therapy in hormone receptor-positive breast cancer
patients and the latest clinical research results from the aspects of selective estrogen receptor modulators (SERMs) , aromatase inhibi-
tors (AI), and endocrine therapy combined with targeted therapy.
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FLIRSE N BB IT B A SRR T 38 F) 19 W
2R T A2 E T Beatson £ 4 5Lk 09 2 WA 9 £
AV T 4 2 W S0 IR B A F AR, A
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DL 2 25 0 & 4 8] 1 3] 20 42 70 SR AT B TF 46
EHFE L DHATERRBAR EEERAT
WA IEIT AR E 4, 20 # 2 90 4R, B E A&
FRERARGEFR GRS, & =R FF B F A Z A
AEVEANTLE , h HR+FLIRE B R4 T R4 A
T®E, 20 LW, ARAET BT EENLRBTE
HENRIAIE AF PG T RN G A
BATHBENLRBEEAF W TR BT G0, KA
WAMBTEERETEANNBEERE, EdH
Fl g2 WA T AW ET R K K 4k K IR
TR E, HEK N2 WIETT KR EE, B E KR
Wt R B E BT BERE F B . PIBK-AKT-mTOR
4| 7| ,CDK4/6 #1 %] 5| , HDAC # ] 7| £ (& 15 1 4~
WHRGHARAER T REKAHR,
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2.1 BPEIhEEHNF (ovarian function suppression,
OFS) M xt ) 2wk & R IR X AE R 7 @A R
FW RN, B IR F BB E g R LA & 5 3
R, W AR I B B B BRI T 5 0 W AL AR
W B3, HE Charles 7 a8, 2 WM & F g
MR ILIRE BH NG REMEEN 32%
(23%~46%) , Z Ja ATZ& # AR B T & -2 (K
H B R 7 R BT AR A 2 0 R R EE R I
THAlT & = MR AWk T & i 2 K
VIt 1955 4 Luft 8 1f 5 5 5 9F #3677 7 % 7T B
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A, R, M G0 B K ARy & g RO
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F AR A, T 20 2K NHTLZ0%HILIR
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Xt B A & R0 a1k, & U4 A 4 4 BT HR
+/HER2-3L 8% B & OFS Bk & W 2 Wk 36 77 B #F %
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2.3 FHEWERINGHIFI ( aromatase inhibitors,Al)
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RGPWT R E R, Rl KA REEIE 6 ANET
SR Z A PTAR b | Sk o ek A K T X 38 o R
FSE%w FZANTAMER 2 £ 525 FE =
A Als 9T 34, EF Y 60 A E,S F e
4 75 & (disease free survival, DFS) 7& & 41 2 8] 3F &
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H-FRREN, BEA .5 ILIRE N7 E
ATEFAR, Howell £ B R M5 10 £ 42 7
ASEATHRSFTAM AT TAEREES
WM AR, BRERRG, B # LT ALEN £
% Ja B A IRSE B AR BT 7 %, MG Thurli-
mann %" B R A K, B TR E K B
4> (Chinese society of clinical oncology, CSCO) 4§ &
FEWBE T BB AT B WL 06T B
B ALS FIB9T 7 F, W T AP AT a6 9T B
HBRM, TR FPH AN LEERANAES,
FEWIT A %A AL BT 2~5 ERTATH, &
Z N THEEFH HR+ILIRE B3 Als X254 =
- F FHEY KNP WNBET TEARAR
MEdREGHEARKRTE, HUETE, ¥ TLEW
HR+ILBEEEE TE LS A2 WE T ZERE
Z Wik 97 F B, Francis %[14]@%%4}% 7 TAM #
% TAM+OFS DA R AK 7 % 3 +OFS = A~ 57 4Ly 7
WMER, 8FFMMBERE R, =487 4 DFS
L 45 K 78.9% 83. 2% 77 85.9% ,0FS Bt &7 £ &
FHEAFSFBEARRERS T 2.8% (88.4% vs
91.2%), 5 4N, Francis %" HF % 1% 1, OFS+1K

F3IEAHtk OFS+TAM ¥ B P # & # DFS (HR =
0.72,P=0.0002) , H it FHH<35 2 HEMHE
FHGHE =4 M AR F 3 F B OFS Bk & Al
AR EE R BT FH,
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Wl DNA 7E A E F 1 (DNA activated factor 1,
DNA-AF1) ty % & % & JiF 4 20 L o 8 3% 78 L, T
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3.1 PI3K-AKT-mTOR #J#l5] PI3K-AKT-mTOR
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B Akt  FREAEKEE TR - F THE
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B, 904 PI3K 12 538 B o0 5 % 500F 2 9L R E Sk
WE BT EENE , 3 A F (Alpelisib) £ — 2
o FF 50 PI3K #1420 /b 4 F % A, Rugo %
MUZA KA RETBER AL B LR AL
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M4k, 34| PIBK T i AKT 4T 287 9 — A&
Z 5 Jones %Pt B 4 B B F% 4 Capivasertib
(AZD5363, — # & 1 35 M 1 N 2 F AKT #7141 7))
ERETBEA(+LERA)MGERER LN, Kb
B2 R4 (PFS:10.3 m vs 4.8 m, 0S: 26 m vs
20m)BFXET EHTE, 74, mTOR(F WE
FHEOWNREAEL SR ENREELRGEEE
VBt # ., 20 # 4 K, Bachelot e Als F 25 &
) HR+/HER2-%2 # M 5 JRJE B 2 0 3 25 fh 2 &
GAFMMELEF+RELT A, FRETEH Lt
BAEBEH(8.6mus4.5m)WBEK, IGKHKTR
(61.1% vs 42. 1% ) 4 B % £ % , Baselga %> 4 %
PR, EREEZ ARG RTAB G L BITHT L
FNEAWEH, SREXEAGAML KEK
B+KT EE A mPFS I E Z K (11.0 m »s 4.1
m); & &R (12.6% vs 1.7%) 7215 K 3k 35 &
(51.3% vs 26.4%) 4 B F R &, BT HEKE
FEMBNHAAETEELANLREAEFKER
AR T R AT R N iZ X ARG BT I
hEEE T E,

3.2 CDK4/6 MMEIF 4040 B 11 & & 1K b o
(eyclin-dependent kinase , CDK) 4, /&2 — 2 %2 & B/ 7
AERE G, 5w E & & (Cyclin) W EE A,
ol B N i i ) o
FERB A AY I 4 R CDK4/6 31 %) 7 78 B
HR+IAMREEHFFWET BRI HOE, B 2015
4 JF 4, Palbociclib ( 1 1 7 K ) , Ribociclib ( 7 1§ 7
J&.) %1 Abemaciclib ( % # ¥ 2 ) % CDK4/6 #1 #| 7
AE 4k S (AR A B HR+IL IR B2 F 1y

BRBRREHRME,

Finn £ P A4t Hode W T AR B A R dh ok 5 K
ok 25 25 B Bt X F . &£ ER+/HER-4 £ J5 B
IREBEH MG KAUALELEKT A
4 % ¥ (PFS: 24.8 m vs 14.5 m, HR = 0. 58,
P<0.000 001), 2019 4 Tripathy %7 £ 2 §
T, EE+TAM KES KAl TR ERELZ
A LR R A 8 B £ F E (overall survival,
0S)(HR=0.71, P=0.00973) , # W &+ % %
B ERKEABMTA RS 0S, - N
MeA% T 28% . Slamon 2PV BF 52 3F 52 A 4 B B
A E R4 PFS B 1k Tt B 41 (4 L PFS:
20.5 m vs 12.8 m,HR=0.593,95% CI: 0.480 ~
0.732; P= 4.10x107), M 4h, Slamon % ' B 5%
BRIEE T CDK4/6 M4 Fl Bk A& R4 F B T H K
BRI RO B/ B BT >12 AN A
SAMBEFEFNTRREZA2HE, tXtF -4
CDK4/6 ¥ 4] 7| 5% 7 7 & 7 % 89 Goetz % R 3
HOHRBENE RS AT Al £+ 2 RUA 4,
Al £ +3 2 7 B 4 PFS B % %2 K (28.18 m s
14.76 m,HR=0. 540, P<0.001) , % W% % % (ob-
jective response rate, ORR) & # & & (61.0% uvs
45.5% ,P=0.003), Sledge %'®' 35 1 3% 5 7 J +
REFBETARAEFBHELHTELK OS
(46.7muws 37.3 m), X — LW EFUHAT &4
] # +CDK4/6 3 % 7 B & 97 3 42 e 41 9L 108 1 1
R, 2019 4 BCM BYE AR ¥ 4 (ESMO) 2
F,EFE 4t E AR HFH MONARCH plus #F % 4
MERBR, ZERFETAELTESE Al LALE
AHBKAHIEHEETEAE FHRA,

B4 BRI 4 R AR 4 b CDK4/6 31
Fle B M E R B A A W e T B R T T F ALY,
ELd T -0k v 97 A 2B A A RGE BT E R
RN R RT3 T 3 DU B AE K A 3 0 I R &
e AR EMTHIRNEETRR N K
REERNFEATRNOES Z5E N, LA AKE
F = T,

3.3 HDAC MHEIF & G LB AT EE A
F kAL 5 i 2 907 R R U R ET X W A 8 A
KT, 4% A & B4 B (histone deacety-
lase, HDAC) # 3t % R 4 & & # & B (Lys) & 3 £ &Y
UBARR T RE AW TR T ERE &4, W
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B B AT B R A A R, DAtk O 4 A TR A #E R
F ik, HDAC 3| 7| = & 3t 378 A F A {2 8 = 2
W E ARk IR B E A K RS2 AT S
5 R 2 Fn ke Ak, ARG B ORI R A
K E SR TE M, w%jf&(]ﬂnhnostat)ﬂi — fp i
M HDAC #1471, 7 t 3 ERa Fn 7% & 1482 2 H 1
Fik, KA MM EE S Rk AL WBUR L Yardley
SR B R B R E I+ B 4R
TEHE+ZRF M EFE P PFS 2K (4.3 mus 2.3
m, HR=0.73, P=0.036), ¥ fL OS . H — & 2 F &
% (28.1muvs 19.8 m,HR=0.59, P=0.036), #E 4
FHF & B9 ¥ 3k A B (Chidamide ) B 7 &% L3 I K 3%
%ng%WHmesmiﬁﬁ%ﬁlwmﬁw
BT B K SRR MY 46 22 & HR+/HER2- B 31 9L R & A
HHERLARBE+HKE LG TR +RE ZHEWNFT
B, PALMT 13.9MHAJE, &R E & F AL PFS £ 8
AV AABAA R HE(T.4/MA vs 3.8 H ,HR=
0.75, P=0.033), 7 b #F % i R o9 & ah F,2019
£ K NMPA #0087 3k K B2 +Als A T HR+/HER2-£
Wb iE 9T B B K B R R SR B R o 2 2
LT BB T
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