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Year-end review of clinical research progress in breast cancer in 2023

ZHENG Wei, LIU Qiang

(Breast Tumor Center, Sun Yat-sen Memorial Hospital, Sun Yat-sen University, Guangzhou 510120, China)

Abstract

Breast cancer, as the most common malignant tumor globally, has been a hotspot of research for many
years. In 2023, significant progress was made in clinical research on breast cancer in both local and
systemic treatments. In terms of local treatment, evaluating axillary tumor burden and selecting
appropriate treatment methods have been the focus of research. The SOUND study found that sentinel
lymph node biopsy (SLNB) and axillary surgery had similar 5-year distant metastasis-free survival rates
for patients with early-stage breast cancer who were negative for axillary lymph nodes on preoperative
axillary ultrasound, avoiding SLNB when preoperative ultrasound screening results for axillary lymph
nodes were clear. The SENOMAC study provided evidence supporting the possibility of not performing
axillary lymph node dissection (ALND) for patients with low-burden sentinel lymph nodes. The
OPBCO5 study indicated that ALND did not improve long-term survival in patients with residual isolated
tumor cells (ITCs) after neoadjuvant therapy, suggesting the feasibility of exemption from ALND. The
NSABP B-51 study showed that regional lymph node irradiation (RNI) for axillary lymph node-negative
patients after neoadjuvant chemotherapy (NAC) did not significantly improve the primary study
endpoint. These studies emphasized the importance of personalized treatment regimens, providing
important guidance for the surgical and subsequent treatment of breast cancer. In terms of systemic
treatment, early-stage hormone receptor-positive [HR(+ )] breast cancer treatment mainly relies on
surgery, radiotherapy, and postoperative adjuvant endocrine therapy. However, approximately 30% of
intermediate- to high-risk patients still face the risk of recurrence and metastasis. The MonarchE and
NATALEE studies confirmed the effectiveness of CDK4/6 inhibitors in early-stage HR(+ )/human
epidermal growth factor receptor 2-negtive [HER-2(-)] breast cancer patients. In addition, studies on
immunotherapy, such as the KEYNOTE-756 and CheckMate 7FL trials, explored the potential of PD-1
monoclonal antibodies combined with NAC in increasing the rate of pathological complete response
(pCR) and reducing the risk of recurrence in high-risk patients. Standard treatment for advanced HR(+)
breast cancer has evolved from single-agent endocrine therapy to combined therapy with CDK4/6
inhibitors, but resistance remains an issue. New drugs such as ADC drugs and PI3K/Akt/mTOR
inhibitors are being explored to provide more treatment options. The TROPiCS-02 and
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TROPION-Breast01 studies validated the efficacy of TROP2-targeted ADC drugs in treating resistant
HR(+)/HER-2(-) advanced breast cancer patients. Meanwhile, the INAVO 120 and Capitello-291 studies
highlighted the potential of PI3K/Akt/mTOR signaling pathway inhibitors in improving treatment
outcomes, especially for patients with PIK3CA mutations. In the treatment of early HER-2(+) breast
cancer, the PHERGain study demonstrated the effectiveness of "*F-FDG PET/CT-based de-escalated
chemotherapy adjusted according to pCR in neoadjuvant therapy for early HER-2(+) breast cancer. The
APTneo study found that the addition of atezolizumab to chemotherapy had limited impact on increasing
the pCR rate in neoadjuvant therapy, requiring further research to optimize efficacy and safety.
Regarding advanced HER-2(+) breast cancer, the PHILA and HER2CLIMB-02 studies demonstrated the
effectiveness of TKI drugs in first-line and second-line treatment. The DESTINY-Breast series of
studies proved the efficacy and good safety profile of trastuzumab deruxtecan (T-DXd) in patients with
HER-2(+) metastatic breast cancer across all age groups, with significant efficacy in patients with treated/
stable and untreated/active brain metastases. Research on early triple-negative breast cancer (TNBC)
focuses on the combination of immunotherapy and chemotherapy. The KEYNOTE-522 study showed
that neoadjuvant therapy with chemotherapy plus pembrolizumab significantly increased pCR rates
and event-free survival rates, and FDA and EMA have approved its use in the treatment of high-risk
early-stage TNBC. However, the IMpassion030 study suggested that postoperative adjuvant
immunotherapy may not be an effective option for all early-stage TNBC patients. For advanced TNBC,
the KEYLYNK-009 study results showed that the combination of pembrolizumab and PARP inhibitors
with chemotherapy did not significantly improve prognosis compared to pembrolizumab plus
chemotherapy, but in patients with tBRCA mutations, this combination therapy significantly improved
median progression-free survival (PFS), indicating its potential as first-line maintenance therapy for this
patient population. The results of the BEGONIA study indicated that the combination therapy of Dato-
DXd and durvalumab showed high response rates and longer PFS, potentially providing new treatment
options for patients with advanced TNBC. In summary, research in the field of breast cancer treatment in
2023 has not only made breakthroughs in treatment methods but also innovated treatment concepts,
bringing new hope to breast cancer patients.

Breast Neoplasms; Clinical Study; Tumor Burden; ErbB Receptors; Antineoplastic Combined Chemotherapy Protocols
CLC number: R737.9
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N R PR > T ORI R, FL
i 8 0 BT R DA SR ) B9 LR O 28 AR YA R ST R
AR A 2 182 3 40 4B T A0 B0 R IE AR F AR 2L
FTA, R THERIERETEAALELT, R
> TR TR BEGOR TR T AR ORI
55 b 46 Ak 3 5 2 AR AT R RS MEVR T R BESUIA
SERE AR o B ) 19 IS k2 45 75 49 (axillary
lymph node dissection, ALND) 1] fg 5 A J5 If &
SE L 0 b B EL K R AR S A2 PR, TR
Wi GR AR T B R R U MK L 45 5 K (sentinel
lymph node biopsy, SLNB) A9 % & fifi — &8 43 i 3 st
Yo T ALND, 2 8 s bk B8 &5 70 301 9 A 0 5 0%
SLNB ## e ALND 9 A BF o AR5 itk B2 45 B 1k
(ypNO) 4" J&2 3| IBCSG 23-01 14 il 5% #% ) Kz Z0011 1
N L AR il BN A N € R o (A 0 R v i
# % SLNB 1 T T AR i 53 ab 5 50 Bl B 12 M HL
AL BTG . RS O R B I S K P B 3R
fe L, AR TS o3 PP A RS e IR 07 ey Kl PR A2 A XU
HE— 255 B4 /N T ARG LA R 5k #A RO R J5 5R
Ity T B, BLFEOr 4 K7 ROR $ v B A 3 BT
R H AT FLIRIE AP BRI T BRI R
1.1 SOUND#Z

SOUND 58PV — Ui s 1k AR 5580t . BEAL
Xt B I PR IS, & 7R 4R 58 FL IR /& & P SLNB
M S FARMZES . HuT, SLNBAE NS M E
g5 oy W bR e 7 ik, A7 B T ypNO SR R A
ALNDM, AEATy 25 7 A — i B o B A FL IR 8 2 18
PR, B S R R BT TR Rk L A 5 T
JE L R ACRYT. SOUND F 5 07 T3 i T 6]
AR 22 BOR VT AL 300 70 I 98 S8 5 1 I3 A 2 250K
A, LAHLEEA B SLNB,

WP a REW, fEFLRE ER A B2 em,
AT B3 R P R A b L A B R AR b, SLNB 4
FTC R B35 T AR 2 1 5 4 TC I A 5% #% A4 77 % (distant
disease free survival, DDFS) 43 5l & 97.7% F11 98%
(HR=0.84, 90% CI=0.45~1.54, k% &1 P=0.02) ,
KBRS WA A . A AF (disease free
survival, DFS) . B A4F (overall survival, OS) . &
Wb R RBUKRAE R R 2 ki) R AR A R A
J7 T P 2 25 S A B . SOUND i 56 5 3¢ [ 40 B i 3
2 2> Choosing Wisely Campaign A9 #2138 — 21, Jp H
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X T AF % 270 % 1 B ¥ R 52 1K (estrogen receptor,
ER) FHPE[ER (+) 1. ANEREEKHE 7242
(human epidermal growth factor receptor 2, HER-2) FH
PEHER-2 (=) [, BT BG Y7 o) B 6 B
AI UL Z2 B SLNB . 5% 45 L 5 18 75 A Hif 8 75 0 i e
Uk L 45 0 A A5 SR W R (A B0 T, AT DL 4l A
SLNB [l gt . R0, Tk & 4
BAER A, DLAE S SLNB 1] BE S B0k 25 I eT bk
Sh R ELAE B, NI X S SR T T R R A R
PRI I o e T TR R
1.2 SENOMAC#%

SENOMAC #}F 75 g Jd 5 ik 12 45 11K £ 41 1) FL I
BB RO T EALND RER M T HEFL . EZ
HT A ST, NSABP B-32 BfF 7% 145 51 512 i e 4k 12
25 B BB 5 P LA e E AT ALND . SR, Z0011 BfF
8 PRI AMAROS #F 98 UV — & B2 FE B UESE T X T
1~2 M i IR 4 £ 4% BE 1 EL R 2 AR L F R 5L s 4 )
MR, TE S 2258 UBUT K4 B &R G2 iR 7 1Y i 4R
T, FTLLE e ALND . {H Z0011 A ZH 151 55 M0 A5 45 /)N
LA TEZ, W BEEZ T 50T &M
TE B CES k EE5 0T, ATRES I AR T . AMAROS BF
EAE Z0011 Fefill BN A T EL G AU A, HLFE
L SR B A R R AR B RGA R

SENOMAC fiff 78" J& — 3t [ b 22 vty o BEALAE
HRBORE, MICZETIETE, BAERWHEAR &,
Hh 85% HEA W, 362% NaetIRE, X
G — W7 7 % . WEE 9 A 2 539 {4 ¢T1~3NO Ji &
P LR g A 1~2 (91 i W bk O 4 R R R B IR I R
PEAT ALND  (BR#fE4L) AAHEAT ALND (FHidl) .
TE 5 46 Ji 25 42 /R Je B FL IR BF T 25 (San Antonio
Breast Cancer Symposium, SABCS) H, #5545 T
TE K EHFW (recurrence-free survival, RFS) X —
KL T IR WK, ALK R 3704 H .
MAH 104 15 K, FRifELL R 544 (4.5%), T
24 50 5] (3.7%) , #H 18] RFS JC W % 2 5% (HR=
0.89, 95% CI=0.65~1.20) . SENOMAC fiff 7% 45 5 A i
M Ik L8 45 0 97 fir 199 L A A8 R AL TR E 4T ALND
R 36 4
1.3 OPBCO5ffz

L 95 T Bh A T T S IR RN, AR
BA RS ALND WAl g8, Y ATaF5E, #1210 IR
CLA5 B TE (eNO) A9 LM s 28 35 76 8 4 B iR T s i
7 SLNB, W55 G B, AT 0 pr ALNDY
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T BT )R SINCE SRS | SR & s N SL i
A0 M8 (isolated tumor cells, ITCs), Alliancell102 Fl
TAXIS P 300 0F 75 1E 78 8 58 ST e 5 2 U ALND . X
THIS I A PR B, e S RERIT M
RS HE T 5 M T4 T, B A BB YT JE ITCs 5% B
RETH Sl ALND 47577 418

OPBCOS AT 52" g [ul Jit P 5, 2 A T 412 ]
cT1~4NO~3 8, B et 2o ihinyy, R)nitts
SLNB o¥ #8 7] i %3 7% 41 (targeted axillary dissection ,
TAD) #EAT IS 431 H & L% B 1TCs . 78 ALND 4
i, 29.5% (43/146) K A S PEMR D 45, T
HITCs (158%) . WFFELHRERW], 2 ALNDIRST
158 5K HE 2 ALND IR T 1 B8 38 70 Mas 52 R %
Jar#B X 18k &2 & (locoregional recurrence, LRR) DA M
EEERBEE RN RER EERTES I FE L.
P W ST RS2, 7 3l B IR 7 Jim 5% B ITCs /Y S 3%
i 988 AT B AR, AR WLEE B ALND IR 7 25036 K0 A4 77
Haio PG, X TR HBNA T S A ITCs 19 &5,
T4 ALND AJ RE HA — € Al AT
1.4 NSABP B-51#t%

B4 B LYY (neoadjuvant chemotherapy, NAC)
TEFL R IR0 T vh X 9 1 5 IR 25 R0 43 0 A 0
YERT, T NAC J& B ypNO #5 6f IA D SRR 8 s
UG 8 AR R BT TR RE 2 FLR R R T R
B4y, A B TR AR LRR R IF 4 | 0S R, {H ]
REDIAE AN BRI, S 1 B 48 0 JUE 45 43 21
H A% T NAC J5 35 21 ypNo [ (8 #0275 75 2 5 i itk
[ 45 Jit 97 (regional nodal irradiation, RNI) #F 1
il

NSABP B-51/RTOG 1304 J& — WU 461, 44
AT 1556 1] cT1~3N1MO FL IR 72, il id NAC )5
PR Sy ypNO . 8 Bl Bl AL 23 BC 21 i B RNT 2
[FL 5 VI BR R J5 W g8 a8 Ik 8 5L 5 T AR (breast
conserving surgery, BCS) J& T4 5 B A (whole
breast irradiation, WBI) |5 RNIZH (# Il YN
HEAT Mo BE R +RNI 2} BCS Ji5 #£ 47 WBI+RNI) . 4 %
W58 26 pd ot JC IR PR FLIR R S L [ BB (invasive
breast cancer recurrence-free interval, IBC-RFI), K2
2 S AL AE T R F A2 K AL B (locoregional recurrence-
free interval, LRRFI) . JCit At & % 8] B%  (distant
recurrence-free interval, DRFI) . DFS f1 OS, %% %
7 RNITIFANAE i 2035 IBC-RFI (HR=0.88, P=0.51).
LRRFI. DRFI. DFS fil 0S. It , NAC )5 ik %

ypNO 19 8 & 8 /F AT DL 2% [ 4B RN,

2 %% =& (hormone receptor, HR) BH 14
[HR(+)]ZLAR R ST it

21 BEHHR(+)ZLARENHE

HR (+) ZLR 82 5 i DL 0 20 i AL, 24
o7 LR BB 70% . BT, R HR (+) FLAR
Pl IR T EER TR ST & R IR 9T 7
JFEE G ARG BN W RS IRIT . KR, K24
30% (I H  fE HR (+) /HER-2 (-) FLIRmHREHS
KR KWW, ARG SFENE L 2R &G
BAEWIET, HiL, FxxX o fE, R%ITE
BRI T %, VARRARE R KRS | SE A A2 ]
2.1.1 CDK4/6 47 4] #] (CDK4/61) ££ F#1 HR (+) 5L
B 9% F 49 & A (MonarchE #F % 5 NATALEE #F %)
CDK4/6i &,y HR (+) /HER-2 (-) B3 3L IR 9
) — Ze bR iEiR T 250, YT ARCIE R HR (+) /
HER-2 (-) ZLAom 838 004 BG 7 v k47 7o 2>
#RE . MonarchE 58" T#EHR (+) /HER-2 (-)
1o 52 R XU B0 L M g AR A L ke ol e s BTG oy
IR B A5 ol AS B A CDK4/6i BT DU PG ) (%) A Ji5 4l BiiG I7
RO Mz e o m A R KRS 8 R RS ke 4
>4 Meal 1~3 8 B B2 A 5 & M =5 em; g 2 40
O3 G Ki-67220% S5 im KUK RRAE . BIFSY 32
2N ok TR T ME B A2 AE (invasive disease-free
survival , iDFS ) o ¢ 8 ¥ 2 0F 58 & 00 U &
Ki-67 (>20%) A BfW)IiDFS, Joit kb &2 % A 17 19
(distant recurrence free survival, DRFS) . OS M % 4
PEAE . 2023 4F BROU i 987 B2 “% 25 (European Society
for Medical Oncology, ESMO) K4 /NAi T MonarchE
WE5E 5 LR AR gl S s BT DLV R 5 I8 43 W
RIT BE R T 5 4E IDFSHR, BEREK T iDFSFHX
K (83.6% vs. 76.6%, HR=0.680, 95% CI=0.599~
0.772) F1 DRFS 5 4 K K (HR=0.675, 95% CI=
0.588~0.774) , H WG 7 i B A R H 4
(treatment emergency adverse event , TEAE) % 4% 4H
8l . MonarchE i 581" 15 YK IIE 55 CDK4/6i AT 5 3 B fIK
HR (+) /HER-2 (-) 7 i 50 20 M i S8 5 0 8
52Kk B R UG . T NATALEE B 28 2 5] & #8 5%
T CDK4/6i /£ HR (+) /HER-2 (-) FHIFL A
J& 4 Bh 5% AL V6 7 B JT 32 o 5 MonarchE B 5% K [A]
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NATALEE 99 AbRIEH RS THA BB E, WA T
WEL S B B — R S e m BB E . I
FEAR T 30 56 25 4 790 R e T T R DL R AROR B
N LA T HCE AR D o 5T B 3 BN iDFS
KB AL FERFS, DDFS, 0S. 24P &2 155 .
2023 SABCS A A Haf 5 45 3L . A (i B 17 33.3 1~ H
Je . WEFEES S SR B Uk TE R G 9 43 IR IT A AR
TN IEYT, WEARE T IDFS % (90.7% vs.
87.6%, HR=0.749, 95% CI=0.628~0.892, P=0.0006),
HAEW A i — 33k 25 . MonarchE fiff 5% 1 NATALEE
fF 5% L[] UF 55 CDK4/6i B D1 74 | i % 3% 9§ A XF
HR (+) /HER-2 (-) BrhEasl i ss (g
5 B 25 B R e JR A ) T e B A I R AR
i 2 R SRS R L A K A A B TR R s BB R
I7 JE AR R R

2.1.2 ZEBFLETFHHR(H)ILBREFHRA Z
FIASBF ST & B0, luminal B IPY | 28 2% 0 44 3 4
RT3 A1 G 0 I I 5 7 LR R AR B X NAC B AT T
Y 9 PR 24 52 2 S8 (pathological complete response ,
pCR) . W4 G y7 & sy = B M 3L I 9@
(triple negative breast cancer, TNBC) #r % BhiGJ7 i)
PRifEdE P2 —, MFEm X ER (+) /HER-2 (-) R
9 2L MR g %) B il B IR YT B, R A R A e iR T
DL 1 3L pCR R, 0D i fa B 1 &2 & KURS: A
FER A AF], HETE AW . KEYNOTE-756 & — T
T30 Bt ML U R 3612, 5 7 2 Ak i 8 0D Bk o it B¢
A NAC I J 225 B N 43 W3R 97 X & fE ER (+) /
HER-2 (-) FMWZLARE B RO i 2k . o
4N 12785 Tle~2 ¢N1~2 5 T3~4 ¢NO~2; ER (+) /
HER-2 (-). FLIREMHMSEmISEE, 2 NH
A BR B HT+NAC 4 M2 B +NAC 41 . %58 P A
FEL N JE pCR R (ypT0O/Tis, ypNO) FlJC F 44
17 (event-free survival, EFS) M. W3 2 5 4145
0S. pCR (ypTO ypNO ¢ ypTO/Tis) & J % 4= Pk
2023 SABCS iz & W7~ , fEH i BE VI 332 1 H JF
A TR BR PR BT 4 pCR R B R B (24.3% s,
15.6%), HEAS 22 X (P=0.000 05), 2023 4
ESMO K25 EXF PD-L1 RS AH 7 Ar A WL 22 7, 1
TE 2023 4 SABCS b 28 A1 1Y W 41 43 #r 84 h PD-L1
F kB A FHYE %0 (combined positive score, CPS)
>10 i 2 # pCR F i3 40% (42.3% vs. 29.0%) ,
CPS=20 (1) . # 8 i 50% (53.6% vs. 36.4%) ),
CheckMate 7FLPJE — IR I & foo0 DUE IR 56, PEAS
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g4 5 A G BT (nivolumab, NIVO) B4 NAC K
B2 A YT X R fE HR (+) /HER-2 (-) JR &M
FUMR e BB RCR A et . WF 5T g A 510
Tle~2N1~2 HA 5L T3~4N0~2 ¥, 439 J 2% (ER1%~
10%) 339 (ER=1%) FLAEEE, 5 ik
7 + 94 50 A) T BB 4 R NAC+ 2 BRI 2 . E BT
L MR E MR JT (modified intent-to treat ,
mITT) A pCR (ypTO/Tis, ypNO) & ; WL 5 4
F5 PD-L1 BHTE (SP142>19% ) 3 0 pCR 3R | 5% A fib
i 1L faf  (residual cancer burden, RCB) 0~1 2% % %
LMW, WRMELENEFS, 2023 4 ESMO K4
W SR, A3 A BT + 0 R JC BT 4L pCR R
i T NAC+ B 4 (24.5% vs. 13.8%, OR=
2.05, P=0.002 1), PD-L1 [H¥: % 552 %0697
pCR I B 32 (44.3% vs. 20.2%) . 1F 2023 SABCS
13k 2 45 2 it T CheckMate 7FL BIF 5% 48 2 M43 #7
(45, WA Hr Boas, PD-L1 ik THi 5 98 il A
JCRPLIR YT RO IEAH & . 18 PD-L1 CPS [ & 3K 25 9
2P 3K W IRE 5T AR PR A T PD-1 BB G NAC &
WA ER (+) /HER-2 (-) R4 BRI 097
e, SR, PHIRRSEAE A CLH bR E . PD-L1 A Az BH
HERME . MRAQE AL & 257
KEYNOTE-756 #f 5% i) BT A5 & & 32 50 Sk 3 9%, i
CheckMate 7FL F 5% 54 Jin T — 241 43 ¢ 4 2 9% H ER
19%~10% ) 35 . PD-L1 AP &9 ) 5 bs o B R A,
53 B ok SP142>19% 1 CPS=1., KEYNOTE-756 7
2023 ESCO K2x R B/R 25, JFE0K CPS=101E N
PD-L1 A FHE, 764050 Hr 45 2] 5 CheckMate 7FL
45 LR 0L B PD-L1 35 T 5 886 7 RO &2 IE A
X KEYnote756 P A 3 % 28 45 J& pCR 2R A1 EFS 1 .
1M CheckMate 7FL #f 7% & Z £ X} pCR % . B R
KEYNOTE-756 1) EFS #H 0 £ 45 i K fig &5, A A ik
B A= 473K 25, %F 8 f& PD-L1 CPS & B iU ER (+) /
HER-2 (=) FLAR B, H%0 Bl e + by or ]
REL 2 — 5 id I
2.2 MBHIHR(+)ZLBRERIHEE

Mo HR (+) FLARI B i bn MR T L2
N G W B2 96 T K JE Sl CDK4/61 BX A N 41 WA iR
JriP, W E PR T TR E Y AR A I AR AR 0 R
RLAE Tt 25 J5 A7 SR A7 A6 S0 F e 0y IR 8, H i — &
GBI 25), AAEPUIAR YY) (antibody-drug
conjugates, ADC) . PI3K/Akt #Jl il 57 L & mTOR #1 i
FIEC IR R HAEHR (+) MWFLIRE R FH G &
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TRIT BERE T Ve AE N .

2.2.1 CDK4/6i #3 & B (SONIA #F % .PALMIR A #F 7.
& Maintain #F 50 )  CDK4/6i 18 3=F BH Kt Jit 923 41 Jfd G139
2SI RL U, AHE B R RORPY, 2 IR
(1 PALOMA-3, MONARCH2., DAWNA-I,
MONALEESA-3 4§ ) ESE T N 43 W36 97 (endocrine
therapy, ET) 5 CDK4/6i BX A I Xt HR (+) b
LR B B I AE 2% T 2 R T K Y O e R
HEH ( progression-free survival, PFS ) s ab . E PR
V] P Y A R L I 48 7 S HE#F ET 55 CDKA4/6i Bk
AYENHR (+) /HER-2 (-) Bl 2L AR B 1) —
RIRYFN, KT, ET 5 CDKA4/6i 1697 5 A7 15 it 25 45
[F] L, A1 O 7 B 326 45 4 ] CDK4/6i L 52 B 5 A4
T A B g 9 1k JRé Jim 4k 2 fif B CDK4/6i #E 17 25 2R R 9T
R, A RpE— 2 WE9E . SONIA 52§ 7E 1T
f& 7€ ET " il A CDK4/6i A J7 HR (+) /HER-2 (-)
i 300 2L MR g AR I R AR AL . 1 050 3] % A% LR
I B B AL ) I % CDK4/6i — 6697 40 (524 191])
Fl CDK4/6i — 23R 97 4 (526 4] ) o DR 5% 45 228 0
e TERYT SR W E R AEAE I (PFS2) T OS
. 2023 4F 36 = i R MR %25 (American Society of
Clinical Oncology, ASCO) K2 T SONIA BT 5% 1Y
gER BN, TP 373 4 AR, —RIRIT M
TRIRIT AL AE PRS2 R OS T G W 22 (R A
PFS: 31.0 ™ H vs. 26841~ H , HR=0.87, 95% CI=
0.74~1.03, P=0.1; 0S: 4594 H vs. 537, HR=
0.98, 95% CI=0.80~1.20, P=0.83). {H —£AJ74H
()23 BARFRL (42% vs. 22%) . WFIE Bm—2k
16 Y7 W FH CDK4/6i oK fE W 3% $2 =5 0S % | 238 Ak
i i BUAE A PFS. H — 23R Y7 CDK4/6i IE T 24
F ) 16.5 4N A, M TR B F R 2 A,
W #ET 52 HR (+) /HER-2 (-) Bl
FLIRE R —LRIT ik . (BESEEMNE,
ARG BT J7 T 5 G R S8 B A AR — 8 R AN
Il R 52 82 v %F T CDKA4/61 — 2616 97 I ik 8 114 3%
— WA 23 il T A WA R 2GR 9T . R IGZAIE SE R
T R S5 B Y Fe T A A AR 4P MAINTAIN
I PALMIRA #ff 55 %124 Sy &t X} CDK4/6i BX & ET 85
RIGITRIIESY . MAINTAIN B 58 PFA 9 48 w) B /4K 74
I B 5 BN B G S i 78 R 7R BE 1T #E 52 CDK4/6i
(87% WRAHVE F ) W& N4 iRYT #F R HR (+) /
HER-2 (-) M0 308 h 0997 0 &2 2k . 45

WoR L BEA IR YT M RO B AL B 3% P A PES

(529 ™ A ws. 276 &~ F, HR=0.57, 95% CI=0.39~
0.95, P=0.006) ., Ifi 7£ PALMIRA # 5% ', CDK4/6i
K& ET ¥R 7 #F i J5 7 Xl F CDK4/6i+ 55 —FP ET,
A PRSI TR E 2SS (49 H vs. 3.6 T~ H) L,
W, H AT T CDK4/6i 5 28 34 97 7F CDKi &3R8 A
BEUEDE A 858, I IR AR 25 A2 7E 4o

2.2.2 ADC(TROPICS-02 #F % #» TR OPION-Breast01
FE5L)  ADC g — 28 3T 4F R 1 30 A e %2k AR
PR | % 4 R A0 B RE VR 25 ) 2H B, e Ak
WG VAL 36 200 B 5 M 25 W & g A P, DA S B )
Pe b g AR, Trop-2 J& —Fh I RS MR SR 10, 2=
5 i b i Ca (5 51 5, AEZ g 4

ARk, R RE R T YR LR TR 4
Hii, 215 Trop-2 #HC ) ADC 25 ¥ 7E SC AR iR I7
R B R 49T AL . BB B 98 TROPICS-028 F11
TROPION-Breast01" X} 7 Ft £ % Trop-2 1) A~ [7] ADC
9| KV ZER BT (sacituzumab govitecan, SG) Al
1k % BRI (datopotamab deruxtecan, Dato-
DXd) 73R Y7 HR (+) W 30 L Bt i 7 18 19 97 4580 F1
G AT T AT, TROPICS-02 J2& — Hi 111 1
I R 3, B FE AL V> R BT AR R T R A
EFE VAT (treatment of physician's choice, TPC),
e BEAE 4% 52 3 N 43 IR JT . CDK4/6i L f 2~4 2%
fEIF B HR (+) /HER-2 (-) Mzl ipsE b i
JrRR e etk . B BENL A B 2 U 2 BR R ATIR
JPLALRI TPC 4 o WFIE I BT JE PFS, IREA N
£ 15 0S. % W 2% fi % (objective response rate,
ORR) Ml HMWAGLE)H. 202348 A 23 H, (Minft
J1Y) TEZR % 3 T TROPICS-02 [ B A3 Wi 46 e, 4%
WRRA T HR (+) HER-2 (=) 1by7 . W4
IBIT . CDK4/6i it 24 i 2L I o /8 3, 78 v o7 Bl U
125N HJa, X2 BRAPOHB TAITIEPFS A
WERL (5.5 Hws. 40115 HR=0.665, P=0.0003),
OSWIHER: 3.2 4 H o FET- KUK P&k 21% (HR=0.79,
95% CI=0.65~0.96, P=0.020) "2, 2023 4E % 46 J@
SABCS A T HAR R WAL Hr i S, S5 R Won e
AR e, VD 22 R ML bT 4LAR SR I L TPC 41 B
KB A7 PRS F1OS,  H % 4k SR A L. SR,
TEAR IS B K v, TEAE S EUE )T H W %
W, fH R 22 4 P Al 50 TROPION-BreastOl &
TROP2 ADC 1 i5 1 2 5 40 76 ZL R 88 0 5 19 & 301
UG R A 520, B 2 PP Al s i 2 s g, 547
5% # 8 b 9T 7 % (investigator's choice of

http://www.zpwz.net
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chemotherapy, 1CC) #lt, FEWN3 AT (ET) J&
Pg E R BN TE A BT H R AR 2 40 1~2 4k & B 1k
J7 (chemotherapy, CT) BJHR (+) /HER-2 (-) 17
W10 F R B0 Ak e B i 3L R TP T S
GAtE, B RN B A Ik 1 22 BT 4l s ICC
M. TEPAREY10.8 0 J5, S50 R sk 2 st
AHAZ T ICC HE PFS A &M% (6.9 H vs. 491 H
HR=0.63, P<0.000 1), H>3Z8¥7 LA R F MR
KA RBAK . TROPICS-02 Al TROPION-BreastO1 1 1
BF 58 09 &5 S ¥ 3E 52 7 TROP2 4 i) ADC 25 ¥ 7%
CDK4/6i 2834 HR (+) /HER-2 (-) KI5 9 &
HMMEEMME, X - RERRRELETEZE
LARITIEFE .

2.2.3 PI3K/Akt 47 4 7 (INAVO 120 5 Capitello-291
#F5)  PI3K/Akt/mTOR (PAM) 15 5 1 i 78 3L R
KRy G ff f, PIK3CA 278 2 S EUM R A
Z P A L B RVRIXS N 4 W YR 9T R AR
i, K#Z40% B HR (+) /HER-2 (-) Mozl
I f8H HLA PIK3CA 527807 w5 BN 43 WA R 97 % T
AR B ERBCRANE . BT, PAM 5 5 38 4
FI4y = K2, 4 4F PIBK M5 (4 alpelisib |
taselisib . inavolisib) . Akt #1J ]
ipatasertib) Fl mTOR #1J i 7] ( 40 4K 4 5€ & ) .
INAVO 120 BF 5281 Capitello-291 #F 28 P gl /2 P A4S 56
F PAM {5 53 I 76 HR (+) /HER-2 (-) B
99 2L g R T AU & R FSE o Inavel20 A
FE B 76 P4k PI3K 1) il 71 inavolisib X & WK 41 75 )
FHR4E 5] B 7E PIK3CA €42 1) HR (+) /HER-2 (-)
LR BB T AR e . B TR PFS,
B AL G 0S. ORR AL R 3k 25 % (clinical
benefit rate, CBR) 4. WMV 213 N HE, 4
R IR, inavolisib Bk 56 97 1 3 K T L PFS
(1504 H ws. 7.3 1~ H ;3 HR=0.43, P<0.000 1), [%
KT 57% P o R s A8 T AR, L& 2Pk nl ¢
Capitello-291 A 55 ¥V & 76 ¥4k Akt #1131 7] capivasertib+
4 RE A T 57 A AL B 6 77 (aromatase inhibitors,
AD) THZ5HHR (+) /HER-2 (=) B3 3L 7 98 8 & 1
PRt FELE SN BAR AR A Akt
% SR B E W PFS, S5 R IR, I capivasertib G
EOGE T AL PFS, iR SR AR (7210 H
vs. 3.6 ™ H, HR=0.60, 95% CI=0.51~0.71, P<0.001)
MAEA Akl % 88 (7340 H o 3110 H
HR=0.50, 95% CI=0.38~0.65, P<0.001), &AL TR

(capivasertib .

http://www.zpwz.net

ik FEEEAE TS KUK . 2023 ESMO K £s b B 5 1 I IR
A R & PE PFS 20 BT &5 5, capivasertib B A 96
Yt BB AE N R I PR O 20 2 22 30 0 20 PRS 4R 25 8
. INAVO 120 #F 5%l Capitello-291 BF 57 45 5 4 PAM
i A 1 3R 7E PIK3CA 2278 By e ) HR (+) /HER-2
(=) LR B3 rp RS fE R R T SR TR
SCHE, AR Bl AL T 3 AR I Y FLR R TR T EA
K B AR

3 HER-2(+)ZBREHRHERE

3.1 HER-2(+)RHEAZLIREMA R IR

3.1.1 PHERGain #F % X FI#H HER-2 (+) FLA%
EEE, —BRALEFAR, RFHEITERZERI
ZIRBHUIRYT o XTI S HER-2 (+) FLARE
i B E R EE A B va T 00 S (8 R il 22 Bk o it Bk
A Z R P HOR AT (IR yT ) KRG 2k
fE¥¥ , W TCHHP Al AC-THP J5 &, AR J5 4 Bh iR 7
AR A T i BTG T R ) 24 ) fef R 50 R pCR Sk P
EWL SR, AT 51 I 2 AR & M T RN
EAEGIRIT W RN, F O, 7E A
J7 R R A R R, ] BB BRI 9T A
HER-2 (+) FMWZLMRE QIR HE >
R B9 A, R AR A AR, sl R A IR T
P2 5 A2 W i B . PHERGain BIF 28192 — T 11 48 B AL
I IR B, HIE T SF-FDG PET/CT X 357 4 Bh it i va
Y7 1O R0 AR A e B S N AT R AR, E T )
fE HER-2 (+) 20 o A8 35 v SR s g s 1y P
WG BB B AL T Y AT REE . ST, HER-2 (+)
I~IITA ] EBC B2 E 940 M A 41 . TChHPIRYIT4L (n=63)
MBZ: PH (ETx) JRI74l (n=285). Frf BHTEH
AR RIRRIT 2 RS (6 ) #4147 PET H
fio RJGHYE pCRIGOLEREF NG TR . AdlB
HORHIAT TCHP 6 1N JE ], R4 PH (ETx) JRYT
B 2 jB 8 XA 2 Y PET H A W 8 R J5 35 pCR
M4kZ: PH (ETx) 097, & W4 H TCHPIRYT . 45
W R, B4 P 79.6% 1Y B ¥ 315 PET B,
H i 37.9% 1k #) pCR . 2023 4 ASCO K&t T
B2 B R A, EBAHT, BEZFARE
H W 3 4 iIDFS 4 954% (95% CI1=92.8%~98.0% ) ;
MK 2 B E (n=86) MY 3 4 iDFS K ik
98.8% (95% CI=96.3%~100.0%) ., Z4VEJIT i, A4
3 LI B TEAE M BN R R AR ST BA
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(23 9% TEAE : 61.8% vs. 32.9%, P<0.001; " R
FERER: 279%vs. 13.8%, P=0.01) ¥, RIKIIS,
TEHER-2 (+) F W20 A s 5 T PET/CT 48 3 AR 4
pCR 5% 1) [ By B8 6 97 SR W& 7T 76 O GIE &8 35 iDFS 1Y
[, 5 2 AR T A OGN R sy S5k
JPICE MR AR LE R Y, HZetE s, #n
HER-2 (+) HLI09Z0 M98 A8 5 29 1/3 AT 42 4 1R
FRI7 BB B I, A AL B 1 o

3.1.2 APTneo #F 50 I WF IR I7 HE A 467 87 i B i
F7 OB IB T B fE HER-2 (+) LI 98 9 b o 7
KW HET, REBRITMZ I AL LA /R
T TNBC. Z W5, BEA R in T 1E
HR (+) /HER-2 (-) ZLASE 8l BhiG 7 Rl g
4R pCR 2, (HEE S %R JT 7E HER-2 (+)
L W g B Al Bl VR T BT 80 B Z H i . APTneo
PR — I I R K56, B 7F 3R R I F 2
o A B i BA 7 HER-2 (+) FLIRIERYIT 8. WF
AT 661 5 HER-2 (+) B35 1G5/ 5 30 ik i 1)
FLIR I BE L o A4l AR YT N5 AL B AR
oA W G yT . RJE Miihiayy (n=223)
WA, LR BY (n=438), BA—45 0 B1 4.
B 25 ) + PR B Ik B 3 4 8 017 B 58 A2 BE AN R 40
3ANJE IR AT, AR i LA BAT R ) BR BT H 4l B iR
J7 . R JE I o7 + B R 2R B B R Bl IR T i
14E; FIB24l (n=220) WA HFHB F R+ 2R
B A ZR BTG YT, RS il ma e o7 i e A R
U BIIRIT I 14 . I8 I R R EFS, K
B S ALTE pCR | 254 % A R 32 PR 45 . WF IR 4
R, BAMpCRAWE S T A4, HERAEH
(57.8% vs. 52.0% , HR=133, 95% CI=0.95~1.86 ,
P=0.091 ) ; BI141F1B24] pCR K [FIFE T B H 2%
(61.9% vs. 53.6% , HR=1402, 95% CI=0.95~2.07 ,
P=0.089) . 1fii BI ZHAH# T A 2 00 & 5 $2 % T pCR
% (61.9% vs. 52.0%, HR=1.58, 95% CI=1.07~2.33,
P=0.022) . fEZ&4MHriH, BAHM™EARFMHLE
ERBEHT AN (14.1% vs. 6.8%, P=0.006 4) ,
MBI E T B2 (16.7% vs. 11.6%) ™, W57 45
W, Bl R R R A BT K A HPCT JF 2K 2 25 38 il pCR
R HAE BT F BR BA ST +AC J5 F UEAT HPCT 7] fig 42
1 pCR R, HE B WG TR R F 4R kA%,
XAIRE S BRI PUEE R . 25 A B AE
A KL R EA R R RIERA &, Tt

— R AT EFS F1OS (1 25 5L LA 6 166 & 5 B8 IR
JYTE HER-2 (+) L6 Bl B v o7 i 97 3.

3.2 HER-2(+)RgHAZLBRIETA R #F it R

3.2.1 TKI & HER-2(+) B SLIRJE 08 97 e #r ot
(PHILA #F % #» HER2CLIMB-02 #F %) 4 Rij — &
HER-2 (+) WiHiZLIRIEIRYT O o ARG RTAY, 2
58 M0 0F 3G 7 R KN a3 B A U (i 22 Bk B it 1k
G ) . FEZZIRYTH, Al T-DML, T-DXd
DA Ko it ngs B e 1k A S B AU AE T S A b 1R R Bl
YA X S T B2 2 A AT A S T 2R A
il 7 (tyrosine kinase inhibitor, TKI) & — 2&#) il
EGFR 1 HER-2 [ 24 B2 I8 il 1% 1 19 /N4> A6 &9,
XFHER-2 (+) LR % I 5% % 43 2. PHILA #ffF 521
Fl HER2CLIMB-02 A 52V 3 51l iE B T TKI 25 9 £ —
LR T LRIB T R I R e vk . PHILA #1585 16
Fb 452 e s R 2 16 B il 22 BR PR PR 2 P A 3R S il 2
PR 2 V9 Ml FE 257597 HER-2 (+) H B
T 1 — SRR T BT SO A e o 9T A TEAR
() PFS oy E LR AL HHRER BN, FELAN
T ook i R e 41 PRS B E K T R4
(24341 H vs. 10411, HR=0.41, 95% CI=0.32~0.53,
P<0.000 1), FEARB o 8 A1 A8 T KUK 59% . H TG
WA I Z Bk PR 2IE MR e 41 1 B 4R T
PFS. & (k42 4k R4f . PHILA W53 45 5 F 2023 4F
10031 HEHRT (EEES¥ZE) (BM)), 25
ASTEBMI & R E 2L IR 5 E oY, SRR X
— W T HER-2 J7 ¥ /E  HER-2 (+) B ZL R 9
() 387 Al — 2R IR 97 vE#5 . HER2CLIMB-02 #F 5% & 16 V¥
fili B~ B J2 5 T-DM1 B A 36 97 4 BE 1 82 22 3 it %2
BREHUR R AZ G WIR YT ) HER-2 (+)  Ja) 55 15 1)
S PEFLIRE (LA/MBC) B35 097 80R 42 2k
WF9E F L G PFS, IREZ G HE 2 R 0S i
ORR DL Jo 5 26 fivi % #% f8 3% 2 PFS F1 OS . 45

LA S A N R VAR 3 =l O LS B2 W A g 2
(954 H vs. 744 A, HR=0.759, 95% CI=0.607~
0.950, P=0.016 3) . V241 53 # r A 455 Jk 4k i 7% 7% 41
BE, WEBABXR L —8 ., fEiaetiym,
RUE R 8 Je 41K TEAE (5 25 5 O % WL, {HR & 3
RGBT 5 R T & A, Z W RIESE T B~
BB A T-DM1 — 2347 HER-2 (+) Ja 3 6 9 sk 5
8 1 L 98 1 7 ORI &2 A

3.2.2 ADC &£ HER-2 (+ ) 0% 21 SURR 5% 78 77 P 64 #7 3t
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J& (DB-01.DB-02 . DB-03 #F 57L& ) fi il & Bk 8 4
(T-DXd) s&—# ADC, 7E DESTINY-Breast (DB) fff
¢ SR AE FLOMR IR T T IO Y e 3 AR
DB-01 . 02. 03 #5544 75 ih 22 2k B 40 A5 Gtk i 3]
PR Y = 2 B3 23R YT . 2023 4F ASCO F1 ESMO
KLHRIE T DB-01., 02, 03 BF5% 1 254 20 B 45 5%
i i 7 Bk VA YT HER-2 (+) 5 %% M 3L I
H, N HARRE <65 2 8 =65 %, #8528 AR
) PFS. OS Fl ORR . 34 A DL M 1l iy 2 B B0 5036 J7
kR, AR, fEihZERAHIEIE R
Gk, RAE=65 % B E >3 % TEAE B 4 W, {HiE
oA AR A AR DLk Y, 7EXF DBOL, 02, 03 ff
8 Y B e B R B UEAT AR R MR b b, il 2
TR BB X T R 1R E RN R 23R 115 sV 5 B
) F5 N % W 2% % % (intracranial objective response
rate, IC-ORR) (45.2% vs. 45.5%) . " A0SL il N 2% fi#
Fgemf ) (1C-DoR) (123 H ws. 17540 H) . i
P AR B2 R B8 PFS (1231 H vs. 185N 1) K
i P T — B 5T A5 Pk R T K4 T 2kt
06 5% B 7 AR AL GE W, s il il 22 Bk Bt
IBITAE AR R AE HER-2 (+) B30 FL IR 8 8 3% ol
e R L HAMM . HIEHER2 (+) BEiiFLIR
TR E M RN ARORIT R, BATHENZ
Sk

4 TNBCHZ:IHE

41 BHATNBCHIRFiHE

TNBC AH % T H A 7L A s 25 /0, A3 PD-LL &
2 15 F0 b 9E 2 W Uk EL 40 (tumor infiltrating
lymphoeytes , TILs) F & S84 i, Mg b, Xl
15 X e v I7 R AP R NP . SR, AR
92 ) ) B 245365 97 ROR I A BEAE . IMpassion031 A
FERIE T 761 TNBC B4 BB yr v, PERIT S
1697 BE A R A A9 97 25, TMpassion130 fiff 7211 il
KEYNOTE-355 B 5% P2 W HIE 52 T ¢ i B TNBC i B 7
Jr, RPEEIRIT ST IS M M T AT L T A
REIG T BE A A y7 16 L0 TNBC B & 1 S Bh g e b
HIF RO A Ak W AEAE A o O Tl i 5] A B g
TBIT LAIA 31 de A R0 a8 AT 02 — > o il e 19 ) A
4.1.1 KEYNOTE-522 #F % KEYNOTE-522 fiff 53
P 7 B9 TNBC 4 R FH 46T (PCh-AC) HRE & E(
AN A A A ZR B BT (pembro) 455 i 1 V6 7 AL

http://www.zpwz.net

S DL R R R BT 5 2 R 6 LA S S Sl
WBI7 B ROR . FEA S pCR FEFS, 55 1k
W15 0 o, WA TR 2R TS T R
pCR, HXTHEZH 5 13.6% (P<0.001) . 44 k1
SrBT B, Ak 2kl WA TR 2k B AR D B IR T
W # W ¥ T EFS (HR=0.63, P<0.001) ., 2023 4F
SABCS K2z AT W SAERETTZE AR BT, p ) 2k 2
PUIRTT AL EFS W] 1 5 TXT IR (81.3% vs. 72.3%,
HR=0.63, 95% CI=0.49~0.81) , JCi& PD-L1 ¥ 43 .
U B 250 PR S BB T AT, A% AL 38 9K 25 — B
R R, X TRV TNBC #3%, ARET KA S
FH AR 2R BB 0 S e iR T AT R ST A, R EE
i 247 i A L g R DU 24 ) A B Ry St oA i R 2
PP A AT A T fa B TNBC 8T 4 BR TT 2
J& SRl BIG YT o (R 0 58 P B Al {97 LS pCR
() 3 TS A g, DL S oK BUAS pCR 1 B8 35 m
R R URS R S S o R (I TR N o
FU TNBC (838 1 S8 iR T e 1 L o S g .
4.1.2 IMpassion030 #F 52 IMpassion030 III HA A 5704
5 7 VA BT R 2R BB A AR YT IR YT L TNBC 119
IR A e . B R IDFS, IR B AL
PD-L1 BH 1 1 bk B2 45 FH M S BF 1K /Y iDFS . OS Fil %
2Pk 2023 4 SABCS #i & T AT A R . BE VI
253N B, B[R BR BT 2 A 55 F X IR 4 iDFS 1)
HR=1.12 (95% CI=0.87~1.42) . #A 1t T Wi e 48 & 1Y
TRGH A (HR>1) . &4PEJrim, Bl fl gk sy d
ANRFM L 34 GON B EA R F R
%, WFE B o R RE SR iDFS, AN R FHM4FE
AN . B, e R A XU 9 R R
TNBC 5%, Hui#i B s by v e ek, R
J B B S RE TR YT AT RE I AR A RUWIR YT T R .
4.2 MEEATNBC AR FiHE

Mo ) TNBC B PR FE v, A TEMIZ )5 5 4F N
(9 FE SRR i, P AR AR R 15~18 1 H o K
2 B0 101 TNBC BB 35 2> 28 7 a7 b 25 77 0 2 PN k1
EEREO, EAROR, B A TR AW A W A 0 5 R
G R, A BRI TNBC 51 A T A D38 3697 5
2, BT E R Tl 0 IR T U K
PEIRIT 55
4.2.1 KEYLYNK-009 #F % PARP J& DNA i /i 16 &
() OC B, G40 ) 500 B 4% BH 1 DNA W 24 19 18 &2 3
B, MAEMBHAEFWRBEEABE R4
(homologous recombination repair, HRR), W7 LA



%5

A, 2023 F LB IE R AT Rt REF A H R 679

A& 52 DNA W 24 1M AS 52 0 40 A7 16 . AR, aniR
i 963 40 A7 7F HRR AH G 19 %€ 48 (40 BRCA12 %5 ),
PARP 411 ] 1) {58 7] BH Wt DNA & 42, 5 3% i 983 2 At 46
TP, TNBC H A ¥ & i BRCA £ 48 %, 1] i
PARP ] 5136 47 (9 H F5 B 457, KEYLYNK-009 4f
FEPIEE IR T8 58 00 TR 2k B BT +PARP 410 46 550 58 s
A 55 i 1) 2R BBt + A0 J7 76 AS 7T F R TNBC J& 3%
YT RS e bE . DFY R BT EE PFS FI OS,
R L 5 5 PD-L1 CPS=10 £ % 1 )9 BRCA 28 7%
(tBRCAm) , BHZE M PFS, OS UL K% 4th., B2
2022 4F 12 A 15 B, P47 B V5 I R] O 172 4~ A
WF 5% 45 R W, 5 iE R 2R B+ AT A T
ML T8 B B B+ BB A ) O K W 2E 2 PES (HR=
0.99, 95% CI=0.72~1.33, P=0.455 6) #l1 0S (HR=
0.95, 95% CI=0.64~1.40) . #X1fii, 7 BRCAm ¥
IR R BT+ BRI AL L PES S 28
W2 (12401 vs. 8410, HR=0.7, 95% CI=0.33~
1.48) o A I 32 F 2 48 7 B A R B 5 i R B
Ht AT BE AT 4 > tBRCAm TNBC 8 11 W 1 — 2% 4 ¢
BT, IR AR SR X T e TNBC A 5 28 308 &R
ITIIRE

4.2.2 BEGONIA #F % BEGONIA WF 5P & 7£ 74l
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