(P BZAER L) 2019452055610
CHINA ONCOLOGY 2019 Vol.29 No.6

468

- EFR AR -

M AN ERERNER THE=SMEMkE.
AREEKEFZE2A S ZL AR E/ Il B
FEE——MONALEESA3®F 3 i

- e~

N
@ A0
B & (Sitmix) # = (ImKRIE) EHH (&)
BB KRFWEREER BB KFWENEERR T B AR E TR 9 A
I B TRET 3R, HEKF FUMSMAL, BB XF Lk
LHEEFRM G A HEFRE S R

DOI: 10.19401/j.cnki.1007-3639.2019.06.012
RESES: R7379 XEMFEME: A XEHS: 1007-3639(2019)06-0468-08

[ 183 ]
MONALEESA -3 77 1iF 52 1% 521 o J&) 11 25 11 st 4 liE4/6  (cyclin-dependent kinase 4/6, CDK4/6) 1] 715 1 75 Ak
(ribociclib) BE&JRA4E R RN /M IMETT, PT80Sk OL T IR RIT 285,  PRIGIX TE T 5 SR AR HE B s sk & A 70V 97
BRI BIR, HZHA R E AR, IR TF R 2 MG R FERIESE . BT It 7 8 5 A LU R s

@ FYET R H AT N 0 BB VAT BB % : MONALEESA-3WF5C W20 /0 fr o, f4E m BER2VR T HIA B 71834
Hest A7 ] (progression-free survival, PFS) , iX—25 R EHIE | HATIFIRSTRIFALCONSEM 7T, $e7m s 4t vl fF 2 1
WL N 2 WA VR T R B R R 2 . CDKA/6 I e 9] 5 AL & 1897, J5 R IR Dy S 4 ) B 70 1 30 L Mo 1) — 2R VA T R I R
LFS7 R0 W90 06 1 CDKA/630 il 76 Sl 4 =] BERVR YT, BEAE POLAMA-3FIMONARCH-27# 55 I 8 78 43 ) LU T
palbociclibflabemacicliblf & 4k T HE —ZIG 7 BIRLR, UESTCDKA/6N I 7B & M 4E 7 BE 1) 5 2. % K PFS, AR 20
. JEIMONALEESA-3T 9t 45 SR A IF P ribociclibi & i 4 =] B 7] BRI E %24k (hormone receptor, HR)  (+) /ANFREA:
KK 7224482 (human epidermal growth factor receptor 2, HER2) (-) BMHFL i —2IG T Bk . [ B 2 CDK4/6:440 1) 571)
FILE B AR RN B TS N R TT 250 .

@ HEICA VA TT OB I FUIRE TR I B3t MONALEESA-3% R 5 70145 o,  CDK4A/64 I 4
YR BRI BN JGHR (+) /HER2 (=) W HHFUM S A — 2/ 2R T IR 5, BAAEE1RIT 77 B BRI R AR 3%
AR S, BRIV E N . H TSR EE YT IR, ik ARMENLE3 S (phosphatidylinositol 3-kinases,
PI3K) I FIANI FL20 0 78 55 2= #4851 (mammalian target of rapamycin, mTOR) il FISEREA N - WAATT, #RF 2R
W FERARAR B B 7 7)o DR G 3% 3T RO I B N S Wb 25 B A B IRV T, AT ORI A, 7 Pl REAS B R LE IR R YT 24

AW E W IE20184F6 A3 H fEL & FRTE TR XT I ZE Z & (hormone receptor, HR) (+)
J Clin OncolftyMONALEESA-3#F5¢ ' | X &— I NFE A K I F3244&2 (human epidermal growth

WEE#H . ¥ 5% E-mail: fdhlyx@163.com



(P BBAERE L) 201945295561

469

factor receptor 2, HER2 ) (-) WpiAZL IR B
() TG RAFY, 2% A ) 3 2 A 1 i ity
4/6 ( cyclin-dependent kinase 4/6, CDK4/6 ) i
FEGHPUAR (ribociclib ) BeA FAE FIREAR Lb w4
FIREERZG YRR e

1 HRt=

AR JRVRN LR g A 4 B L e A R
SiE o 30%~40% S FL N 22 KR N RS LR
i, S5%~10%12 B WL o IR FL I
WEATAE, IR BRI
2~34E, U25%REAAIESAE L B, MFLR
T AT B AR S K A AR ] S R AR v i
MEEA AT KB, B AR v .

REAEMF Y s, XFFHR (+) /HER2 (-)
R, AT AT B A AE I (overall
survival, OS) AHMEL, {HPN /M AIEYT B 4G
i M — R it R A A ] (progression-free
survival, PFS) fET4kyy. P, 56 [E A7 2E
EIEAEM 4% ( National Comprehensive Cancer
Network, NCCN) #5155 1 E M FL IR I2G
LR AP EEE N IMSTT S SR .
TGIT R MEE Z Z K (estrogen receptor, ER ) BHM:
ML IR L T 2, RN, BRAEA
DAL 3 DA TR 2] ) JB3T s 0 i s 2 DR ik, 5 DU
ML N AT INRYT

AR Al
HiRJ AT

TR RE
(LSS G

National

Comprehensive

IN[O{®\W Cancer
Network®

FUIRIE 0 A7 I 202 70448, =
AN (MEETY) Z2H—HTHR (+) B
R N W2y, —Z i PFS6~94~
Ao #904EAR, =25 FHALBEPHIF (aromatase
inhibitors, AL) [ T i 0 LRI — £ PFSIE
KF]10 ~ 1347 H . 20024F, FEEEER T
G FI AU F AL 10357, THa W
SRIRIT TR T . BFITR I, R A R R
(500 mg ) Affi i —ZPFSIEK F16.61H ,
& H T FLIME — N IR YT I R 52l

NZSER BRI TROK TG R3S, 7ERA2yyrak
REBINEBNTEOT, AW 257 R0 &
SIHAF220144F, ARYESDR] FKPE SE IS TS
T BRI LR P A IR YT BT R AR . 2015
4, CDK4/61HI A HPEAR ( palbociclib ) %7 i
Sk, TS e ime . CDKA/630 4 7] 1 4/E FH 5
BEZAN I DAY 240 B 5 B9 8 1 -CDKA4/6 2 &4, M
T U0 40 A A S0 e . E0201 64, UESEIA T PG Ak
FTER G AL FIHE . 201 74F 275280 CDK4/6:411 il 71 Bty
VI, EIAHFIE 0 FEF 525 . BLE
1, 20184E3FCDK4A/6IHIF] (WAt PEAR . Frth
PEAK . BEIDPEAR ) 3T SALE . e RRE
B 5 A R 2 i & T M LA 9 R T
(E1)

1 2014—20184NCCN{ERHRIB A IR E T MM FRIC A
Fig.1 NCCN guidelines for HR positive-advanced breast cancer from 2014 to 2018
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Fig.2 Enrollment and randomization

RECIST: Response Evaluation Criteria in Solid Tumors; ECOG PS: Eastern Cooperative Oncology Group performance status
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Tab.1 Demographics and baseline characteristics

[ n(%) ]
Characteristi Ribociclib + fulvestrant ~ Placebo + fulvestrant Characteristi Ribociclib + fulvestrant ~ Placebo + fulvestrant
ctershe (N=484) (N=242) clenstic (N=484) (N=242)
Female 484 (100.0) 242 (100.0) Prior endocrine
therapy status
Agelyear Treatment naive 238 (49.2) 129 (53.3)
Median 63 63 Up to one line of 236 (48.8) 109 (45.0)
endocrine therapy
Range 31-89 34-86 Prior endocrine
therapy setting
Race (Neo) adjuvant 289 (59.7) 142 (58.7)
White 406 (83.9) 213 (88.0) Advanced 110 (22.7) 40 (16.5)
Asian 45(9.3) 18 (7.4) Prior chemotherapy
Native American 5(1.0) 1(0.4) Adjuvant 209(43.2) 10T (41.7)
Neoadjuvant 65 (13.4) 30 (12.4)
Black 3(0.6) 2(0.8)
Metastatic sites
Unknown 15@3.1) 5(2.1)
0 2(0.4) 0(0.0)
Other 10 2.1) 3(1.2)
1 151 31.2) 73(30.2)
ECOG PS
2 156 (32.2) 76 (31.4)
0 310 (64.0) 158 (65.3)
3 114 (23.6) 48 (19.8)
1 173 (35.7) 83 (34.3) 4 38(7.9) 34 (14.0)
Missing 1(0.2) 1(0.4) >3 23 (4.8) 10 (4.1)
Disease stage at ..
study entry Missing 0(0.0) 1(0.4)
I 2(0.4) 0(0.0) Sites of metastases
Bone onl 103 (21.3 51 (21.1
I\ 478 (98.8) 239 (98.8) Y @13) @D
Visceral 293 (60.5) 146 (60.3)
Missing 0(0.0) 1(0.4)
Lung 146 (30.2) 72 (29.8)
HR status Liver 134 (27.7) 63 (26.0)
ER(+) 481 (99.4) 241 (99.6) Lung or liver 242 (50.0) 121 (50.0)
PR(+) 353 (72.9) 167 (69.0) Central nervous 6(1.2) 2(08)
system
Disease-free A
o torval timonth Other 102 (21.1) 51(21.1)
De novo 97 (20.0) 42(17.4) Lymph nodes 199 (41.1) 115 (47.5)
Soft tissue 23 (4.8) 14 (5.8)
Non-de novo 387 (80.0) 199 (82.2)
Skin 20 (4.1) 8(3.3)
<12 22 (4.5) 9(3.7)
Breast 4(0.8) 1(0.4)
12 4 1 .
= 365(754) 90 (78.5) None 2(0.4) 0(0.0)
Missing 0(0.0) 1(0.4) Missing 0(0.0) 1(0.4)

PR: Progesterone receptor. : De novo included patients with no first recurrence/progression or with a first recurrence/progression within 90 days of
diagnosis with no prior medication. For non-de novo disease, disease-free interval was defined as the time from initial diagnosis to first recurrence/
progression. *: Fourteen patients not included because of missing data or criteria not being met. “: Other visceral sites included metastatic site other
than soft tissue, breast, bone, lung, liver, central nervous system, skin and lymph nodes
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B 40+
Median PFS
204 ™ Ribociclib + fulvestrant: 20.5 months (95% CI: 18.5 to 23.5 months)
Placebo + fulvestrant: 12.8 months (95% CI: 10.9 to 16.3 months)
HR=0.593 (95% CI: 0.480 to 0.732); P<0.001
0 2 4 6 8 10 12 14 16 18 20 22 24 26
t/month
No. at risk:
Ribociclib + fulvestrant 484 403 365 347 324 305 282 259 235 155 78 52 13 0
Placebo + fulvestrant 242 195 168 156 144 134 116 106 95 53 27 14 4 0
3 FEMRER LM OIFEEHIPFS
Fig.3 Kaplan-Meier analysis of locally assessed PFS
Events, n/N(%)
Subgroup Ribociclib Placebo Favors ribociclib Favors placebo HR 95% CI
plus fulvestrant plus fulvestrant
All patients 210/484 (43) 151/242.(62) oA 0593 0.480t00.732
Prior endocrine Treatment naive 7607238 (32) 66/129 (51) e 0.577 0.415 t0 0.802
therapy Up to one line 131/236 (56) 84/109 (77) o 0.565  0.4281t00.744
Liver or Yes 116/242 (48) 771121 (64) o 0645  0.4831t00.861
lung involvement 94/242 (39) 74/120 (62) =G 0.563  0.415t00.764
Bone lesion only  Yes 36/103 (35) 35/51 (69) l—o—fl 0.379 0.234 t0 0.613
No 174/381 (46) 116/190 (61) oA 0.658  0.519t00.833
Agelyear <65 115/258 (45) 81/129 (63) o 0607  0.454t00.810
= 65 95/226 (42) 707113 (62) ——i 0597  0436t00.818
Race Asian 22/45 (49) 7/18 (39) —t—— 1353  0.574t03.186
White 174/406 (43) 136/213 (64) e 0562  0.448t0 0.704
Other 8/18 (44) 36 (50) b : | 0881  0.199103.907
ECOG PS 0 126/310 (41) 95/158 (60) |—0—1 0559  0.427t00.733
1 83/173 (48) 56/83 (67) —— 0633  0.450t0 0.890
No. of metastatic <3 126/309 (41) 92/149 (62) - 0586  0.4471t00.768
Stes >3 84/175 (48) 59/92 (64) b= 0621  0.441t00.874
Prior tamoxifen Yes 79/193 (41) 63/104 (61) —— 0.620 0.443 to 0.866
No 131/291 (45) 88/137 (64) 4 0562  0.4281t00.738
Prior Al Yes 135/257 (53) 807118 (68) o 0670  0.507 to 0.886
No 751227 (33) 71/123 (58) o 0481  0.345100.669
T T T - - -

B4 HidO T EEPFSIEA S 45 R

Fig. 4 Locally assessed PFS outcomes in patient subgroups
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Second line+Early recurrence

PFS Ribociclib+Fulvestrant Placebo+Fulvestrant

First line
PFS Ribociclib+Fulvestrant Placebo+Fulvestrant
(Researcher evaluated ) N=238 N=129
Event, n(%) 76 (31.9) 66 (51.2)
Median PFS t/month NR 183

(95% CI)

N=236
131 (55.5)

N=109
84.(77.1)

(Researcher evaluated )
Event, n(%)

Median PFS t/month

5% CD) 146 9.1

HR (95% CI) 0.577(0.415-0.802) HR (95% CI) 0.565(0.428-0.744)
100 1 100 1
|
80 80
60 ] ° 60 B
ES =
2 40 - 2 40
A~ =%
20 20
0

0 2 4 6 8 10 12 14 16 18 20 22 24 26
t/month

0 2 4 6 8 10 12 14 16 18 20 22 24 26
t/month

5 ARBERS AT IARPFSER

Fig.5 Locally assessed PFS outcomes in patient subgroups according to prior endocrine therapy status
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I PRSI 45 i OS AR 75, A2 Jm 22 PRI 30
e B R R A

A .

. . AT alone emestand
Conventional 8-14 months 3-4 months
endocrine 1

mono-therapy
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Fulvestrant + CDK4/6 I
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B. Optimall; -

selg}t’ed Y Fulvestrant 500 mg

endocrine 16-22 months
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mets, biomarker

C. Combination
endocrine AT + CDK4/6 1
strategy 24 months

D. t.Thel Fulvestrant + CDK4/6 I Al + targeted therapy
optima ?>24 months 8-11 months
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Al/Fulvestrant+Everolimus

E
25t
E -

Delay start of chemotherapy ) oS
A —
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6 REHAZLAREE M S i+ RHRRTR T IL IR

Fig. 6 Treatment strategies for advanced breast cancer based on endocrine therapy
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