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Indication : FDA 2017 (MONALEESA trial) :

(advance or metastatic breast cancer, HER2 (-) Hormone receptor (+). ORR):
52.7% vs 37.1%

ADR:>20% , neutropenia, nausea, fatigue, diarrhea, leukopenia, alopecia,

vomiting, constipation, headache, and back pain.
Reference : Clin Cancer Res. 2018 Jul 1;24(13):2981-2983
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A0 Fulvestrant A S S FERBERZFHIF -
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> HIHEIMIKEREE : BEM (17%-19%,; 34k : 1%-3%; 448 : <1% ) - B3
BT (27%-33%; 34k : 12%-20%; 4#% : <1% ) - MEAREEDE (11%,;
38K 1 6%; 48R 1 1% ) - IEPMEIKEIME (69%-78%; 34K : 46%-55%,; 4
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TEREBENEREIER

1. DIIEZR : BEKE (12%-15% ) ~ EROEBEQTEMR (1%-6% ) - =
R (<3% )

2. MEBZM B (19%-33% )  EE (10%-20% ) - K& (17%-23
%)~ HEAM (4% ) B (3% ) - NE#Z/E (8% )

3. Wﬁj WA H R . BMEEER (12% ) - Mg (10%-23% ) -~ BIE

AEZEE (13%-18% ) ~EMEF (11% ) - y-BEaMEREAS (42%-52
% ) ~ BIMESE (2%-4% ) - BEBHREM -

4. BBEZRS BE (11%-17%) ~ EM (16%-25% ) - BEATRE (16%-
19% ) ~HE&B (29%-35% ) ~BBE3K (<42% ) ~ B0 (31 %-52% ) ~ O
2% (10%-12%; 3% : <1% ) ~ @it ( 27%-29% ) - HIEAER(5%-10
%) ~ Oz (5%)

5. WREEE  WREBERE (<42%
g4 . MERSMEIMAS (<46% ) - MEXRLZIMEREAS
(s49% ) - BMRAERTS (<18% ) [FEE0]XiE -

7. REBEEH  RKF (35%-42% )

8. HEMEZHA  BHE (13%) ~ES (37% ) ~BERE (22% ) ~ KK (12
%) ~HE (5%)

9. MAIANMBIERAM &R (33% ) =1 (12%-14% ) ~ 5% (20
%)~ PEERB (10% ) - E2XR0ERS A AE

10. Bk . MSAETIEN ( 20%-65% )

11, WEIRE - M (15%-22% ) - WIRAEEZE (12%-15% ) - FIRER (<42
%)  BEEBEMHER (1% ) ORE (7% ) ~ bk (1% )

12. IR &ZBRAE (4%-5% ) - ARIBM (4% )

13. Hff : 38)% (11%-17%)

R EREEYETIRRAERE - FTWENEIER - 818  ZYARSHEITFR - RAEBRIBER
REE NMTANEMEYROEERIFER - ZYRITFANERZ2HEREEMERGETNE RSHE
# (Common Terminology Criteria for Adverse Events, CTCAE) - & ff 2R ME A B (EEBAEE -
FIBERESUNREENR - SHSRBRELXFANFINE  2BEMOR)  PRA) &

BGRMA ) Ba(4 MIWIET (5 4R) - 2RE 3R LNEIEAR - FEENTAREBETHERE
IFEL  BRE 4 BB KSFEERNABEEE -
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MEEAZHI SR
once daily

m  GFR 15 to <30 mL/minute/1.73 m2: Reduce initial dose to 200 mg
B ESRD (eGFR <15 mL/minute/1.73 m2): no data
> WMIBEAZHSRE

B Mild impairment (Child-Pugh class A): No dosage adjustment
necessary
B  Moderate or severe impairment (Child-Pugh class B or C) : Reduce
initial Ribociclib dose to 400 mg once daily
> EIfFHEIERAZERE
HAEIE(BS L) 600 mg/xX
F—RBEE F45400 mg/X
FRBEE 45200 mg/X
B=WREHE =H
EH/ IR REEARRERHENE
%n

BERE
MRHARESM

Neutropenia

°Based on Common Toxicity Criteria for Adverse Events Version 4.03

RZIE
Grade 1 or 2 neutropenia
NG
(ANC 1,000/mm? to below the
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BERE

F= 38

lower limit of normal)

Grade 3 neutropenia (ANC 500 to
<1,000/mm?)

FREEIWER2HRUT -
EMRTHEE - BT

3#kneutropenia, FZEH
Wi - EET—REE -

Grade 3 neutropenic fever ( fever
>38.3°C or fever >38°C for >1
hour and/or concurrent infection)

FEF R MIKRE R 24K
N - AGEE—REERS

Grade 4 neutropenia (ANC
<500/mm?)

FREEIWER2HRUT

Cardiovascular
toxicity: QT
prolongation

QTcF >480 msec

pE—AR M =FA -

=8% ZQTcF REZE <481
msec, fBE—RETIE. IR
QTcF 2481 msec X &

£ FEFRIQTCF <481
msec - BE—#kRibociclib

&M -

QTcF >500 msec

FEif QTcF WiEZl <481
msec, BE—R TSR - AN
ERQTcF EZER £ >500 msec
SHEEEREAR >60 msec [EFF
A torsades de pointes,
polymorphic ventricular
tachycardia, unexplained
syncope, or
signs/symptoms of
serious arrhythmia, RloKig
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Grade 1 (<10% of BSA )with active

skin toxicity, no signs of systemic AR BEERRENE

involvement) Al

Grade 2 (10% to 30% of BSA with

active skin toxicity, no signs of AR - BEEREENE

systemic involvement) il

mFEE
B MRZE SCARKXEFFH

Grade 3 (severe rash, not Ribociclib.
B responsive to medical B MRAEAZSCAR, 7
(cutaneous  |management, >30% of BSA with Ribociclib B2IRE= <
adverse active skin toxicity, signs of grade 1, B R 74
reactions, systemic involvement; SJS€) FIRVRIE - MREEE]
including TFRBREEEEIR -
SCARs)? P — R EIENEI £

a

Grade 4 (any % BSA associated

with extensive superinfection, with

IV antibiotics indicated; life- KO (=

threatening consequences, toxic

epidermal necrolysis®
[EB 14 Al sk ARIFEE AT E - Bl
Pulmonary Grade 1 (asymptomatic) REEEE | PgUAE S B E
toxicity: EARTR -
Interstitial B FEHRARERT1RU
lung Grade 2 (symptomatic) T - B pRIT R A
disease/pneu b MERE . FE—R

Z’KZ

SMEHRSE  EERE |

A5 R JERVIE SR BT 2 R R EE AT -




=4 BERE EIE
monitis® T SR 46%% -
B RAEE2REM - F
%7
Grade 3 (severe symptomatic) or
grade 4 (life-threatening) & F
Grade 1 or 2 AMFE - FAREZSARIEE
EABEA -
| %'?E?E P& 214k
HinIEMmE =4 - RN E LT S
° (BEBR Grade 3 | ﬁﬂ%ﬁﬁé‘i%&a’ﬁ o F
neutropenia, Z . EREE—HRLL
hepatobiliary - BE—REEHEE -
toxicity, QT
interval
prolongation,
interstitial
lung
disease/pneu
monitis, and Grade 4 o
cutaneous o
adverse
reactions,
including
SCARs)
Grade 1 (ALT and/or AST elevated |[REEE S
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>1 to 3 times ULN)

5%  HRWERHEEAE
B - iEHF4Ribociclib/&5t
Grade 2 (ALT and/or AST elevated MEHES - BERA2R

>3 to 5 times ULN): If baseline was got/gptH S - BBk

T =<

Liver toxicity below grade 2 & EMARERE—ATE
thout total MRBEESTIEHIEETE

WIOUT ot 24f - BRI -

bilirubin

. B {ZRibociclib - E?Uf ?;E'Z

Increase >2

| * 2RBEREELR -
times the Grade 3 (ALT and/or AST elevated E—RES  BHA

>5 to 20 times ULN) o

=<

B AN IEEHS -
{ZH Ribociclib

Grade 4 (ALT and/or AST elevated

. 1= H Ribociclib.
>20 times ULN)

Combined ALT
and/or AST
elevations >3
times ULN
with total
bilirubin
increase >2
times ULN (in
the absence of

SIot
it
st

_|

AERE fZ2ZERibociclib.

cholestasis)
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» NCICTCAE V5.0 :

Grade 1 Grade 2 Grade 3 Grade 4
Anemia Hb < LLN-10 g/dL |Hb 8-10 g/dL Hb<8 g/dL
B LR -
. |WBC < LLN-3000/
Leucopenia WBC 2000-3000 /uL [WBC 1000-2000 /pL |WBC < 1000 /uL

pL

Neutropenia

Neu. < LLN-1500 /
pL

Neu. 1000-1500 /pL

Neu. 500-1000 /pL

Neu. < 500 /pL

Thrombocyt
_ PLT < LLN-75 k/pL |PLT 50-75 k/pL PLT 25-50 k/pL PLT < 25 k/pL
openia
Peripheral
YR - 2 |BEEY - B8
sensory T ElimfrEz'ﬂlk %BF EEEMNR - B R B
neuropathy — RBFEMHBEE |RESENIZEIR = oy
g | SEEERES - [# - e
BEEMNR - T HEMBEALE
Constination BELENR ; B SERWRER ; RS2 ; R (B =&
P OIBEREER - FREEIIEEI (FIBRBESE |ENAEE
BESEED - 7 e
>6 2 /24/)\
Vot QUNEERY T |32 5 R/24/NE ﬁ%ﬁ /jjm
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REIBN <4 R

RE - B0 476

REL - BN T R

=RIE

KE/—K - K | RKRE/—K - K |[KE/—KRKRE,;
BieO=E2tEERKR|FEOSLEER Tk, BRRE
SHEHIEMN - |BEPEEM - T [BEAXRBIPRH -
BN
R -
o <10%BSA; |10-30% BSA; |>30%BSA ; &
Urticaria Y e e
EFEEEPINEEE | FORAZ IVEEY R E

> BRI . @R RESREIRMAREPEIORD -

24k = A RO IE o 1 Bk D

MRERBER16K - 3R EMNEFHIORDRRERBR12K (KEE

IEE KBRS ) - MEREIBREPIERMIKE &k -

ERIF MK

T8 ( BEHR  ERIMEERSPE2EEN—R - EEENIUEERERS
AEER - WRBERARFEEER ) - BRI/ osERE2PENEE - FRER
SM/FLIEE (BURRERERE ) - BEEZEM - M/ viios/ DA E A
N

FRESEY : s EBRENNEARRE - BB EEE-NEHARSIE
(SJS) - BURNIFEILAME (TEN ) DIREYFSRAEMAREIE

(DiHS ) /BB MAARIE S S EMRNZEY) < FE ( DRESS ) - R 3%
ERENEEENR - BFPERIbociclibaE - EEIEERE - B 7 ERESH
ZIE - FRELZONENELE  DIRSZEMNEREMNESNEIE - NRER
7SJS - TENZLDIHS / DRESS - i&K A fFHARibociclib - #7ERibociclib/a ¥ &A
BEZKEBSCARSEM B REMHWEERENREA - BZEHREERIbociclib
A -

SmEZEM : RibocicibEETPEZSENRMIFRA - EEER LML
IEME A MRAT -

FTiEsSM : SEEAALTH/SASTHS - BIFE3RE4ARSEN - 3R LEES
EREASNPNUREEBRISK - 3R LFESHERERASER
MEPIPNIRERB22K - BRFEEEALTSXASTHES > ULNRI3ME - BIEALEF
2> 2f5ULN (ALP IEEBEETREE ) (FR ) ; FARibociclibig - P

VAR

FEMERSE  EERME - B RS RIS EE R B -

oS inTermatien 2022
s stere



BiRAIEERE - BERIFINEE ( BEfKFE - EramESEBHTEmE—R -
RN NEBIATRREER T RBEARZEN ) ; IRBE2HRNES
MAINER  BEEEMETER - REBEREZEREE - HESHISEFEETEDS
B [RIRES R/ IFEE -

> FbEM : Ribociclib ( MEMAMBIE R KBEHEAEEINGIE ) oJsEEEHE
B EEEaMN/RmIEEEME (ILD ) F/ik - RSB REDR
IEEARILD /MR FEA - EPOIgEeliE RS - X - WIREESEERE -
HEBRSIEEME MR RN - BBAEMREA - ILD /X ogEtREPENSE - &
RHSM/IFEE -

> QTR : Ribociclib E2EMFE M QT IERMERE - EEH—X 600 mg HF
191288 Cmax T - fAETH QT BB FE1E 818 20 =7 - 2#=% QTcF [
fRIEFR> 500 2 - LUK QTcF EREEBEEARAERN ERLA > 60 27 - QT
BHERCL E 24 7 Ribociclib JAEN &Y 4 BA - FEIDUIKE - BEBDVE
RABEER - BrERMEELEL Torsades de pointes LNVELEE - £
Ribociclib il tamoxifen 50 nonsteroidal aromatase inhibitor EEE -
tamoxifen 29 QTcF BIfRRVEEEREEMRIZN Y 60 EMLLE (Im
2019) - Ribociclib REHE £ tamoxifen EBIRFER - FRBSERIRE L/ OE

- E7E QTcF <450 EMHmATRAKEE - RIBERKTE - £ 1 BN

%14% E27 %%?h%@ﬂﬁ,@%ﬁmﬁﬁﬁmﬁﬂkﬁiﬁ
QTcF - FEMMEMETA ECG - )8R0 - Bl 6 BB AN S EBE R B UK
RARIERIER T - BERIMBERE (058 - & - 588 ) - EFA%A
Ribociclib /A ZRIZIEEREERE - QT LERUIBEFTEZFENEE - BREEIE
M/ PIEEE - 8 QTc EReEARE QTc ERAMAREAFE % EH
Ribociclib - B1#&ER A QT fEIERF - RIEFISLERENOMER (AW - &0
MAEZE - LDRNORIE ARENORRE - OEAE ) IEHREEENREA - &
%% Ribociclib B2 HER QTc BIFRRIZEMFN/S 583 CYP3A HNH| % —teE
F (OJREiER QTcF ER ) -

ZYZHEA
> Substrate of CYP3A4 (major); Note: Assignment of Major/Minor
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substrate status based on clinically relevant drug interaction potential;
Inhibits CYP3A4 (moderate).

> ZEYNMHEEFR  FEEENBREEYI R  FTEREBLTISIVIREEX - M
BN/ SEEENEE - FEREYMEOFREEBELENESHASER -

AEAIIEE
> CBC(ﬁETE AI2{EE S - FERERAAEB AR A ZER ER - 1
TE?J%EM“"

> MInsEtes (EEE - pi2EBRE2E—R - EEENAERBRRRGE - TR
?Jﬁﬁuufﬁﬁ ; ;‘ZD%*E"‘IZZ&_JZLXJ:%&%JE’\JE\ - R B s o TR0 ) -

> TEa%ERI - BI6EBHNRE M KERRIE IS ERE ( BIFEH - 8 - §54]
)

> Eiérzmﬁﬁﬁﬁfﬁﬂﬁfﬁ (HRALEEENNXMN) -

> BEDRIECG ( maERRAT ; A1 14X - BHI280F 88 AR 2 8% RFr
R MRQTcFE A EEABM OIS ETER - RIBSEEEMETIECG ) -

> BRI Bt RE E A s/ Bl S RUREAR

> EEBEENM -

» Impact of CDK4/6 Inhibition on PFS: First-line Setting

::‘:;: 1. PALOMA-21121 MONALEESA-241 MONARCH-35¢ MONALEESA-37#  MONALEESA-719
Setting 1st line 1st line 1st line 1stand 2nd line 1st line*
Endocrine Tamoxifen,
Letrozole
partner Letrozole Letrozole Fulvestrant letrozole, or
or anastrozole
anastrozole

Fm.(“.’ﬂs Palbociclib Ribociclib Abemaciclib Ribociclib Ribociclib
inhibitor
No. patients 666 668 493 365 672

| HR 0.563 0.56 0.54 0.55 0.55
PFS, mos 27.6vs 145 25.3vs 16 28.18vs 14.76 33.6vs19.2 23.8vs13.0

ORR, % 553vs44.4 52.7vs37.1 S59vs 44 40.9vs 28.7" 41vs 30
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phases are ) ﬁm

the four - X Games

phases of cell cycle. CDK1 regulates the transition from G2 to M phase and
CDK2, -4, and -6 regulate the transition from G1 to S phase.

Transition from G1 to the S phase is controlled by the retinoblastoma tumor
suppressor gene product (RB). Retinoblastoma is a critical negative
regulator of the cell cycle, preventing premature cell division by complexing
with the E2F transcription factors, thereby inhibiting G1/S transition.
Inactivation of RB releases the hold on the cell cycle, allowing division to
proceed. During progression through G1, growth signals allow cyclin D to
complex with either CDK4 or -6, this process facilitates the phosphorylation
of RB, which inactivates RB and releases the hold of cell cycle then leading to
cell division allowed. Also, in the absence of functional RB, cell—cell
adhesion is disrupted, and epithelial-to-mesenchymal transition is
facilitated, potentially underlying the increase in metastases observed. RB
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dysregulation is associated with poor ~ prognosis in estrogen receptor
(ER)-positive breast cancer but better outcomes in ER-negative tumors
Palbociclib (PD0332991) blocks ATP binding to the CDK4/6 enzymes with
low 1Csp.

Besides, palbociclib has shown strong antimetastatic activity in a dose-
dependent manner through reducing cyclooxygenase-Il (COX-II) expression.
COX-Il has been reported to be associated with the activation of epithelial -
to-mesenchymal transition process, which helps the epithelial cells to lose
their epithelial characteristics and gain mesenchymal characteristics,
therefore, increasing their invasive and metastatic potentials

Ref.

Nature Rev Drug Disc 2015:14 131-146

Nature Rev Clin Onc 2016:13 417-430

Breast Cancer: Targets and Therapy 2014:6 123-133
Breast Cancer - Targets and Therapy 2016:8 83-91
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11.

2 pfi/)\0 12

o IEBY)—ERANZERE - BRANER—KERE  EHERR
T o WERRENER - B AZBEREE - Bl - 1HIE -
P28 R A—HE . 21-21X-600 mg PO qd - 522-28 K-k 2 (off)
RibocicibEATE ZRSHEMERE - BEERAILMEE . DIFIERE
IOVBAT e

g W EE R R EREIRZIRE (20-25°C) -

B IREES IRERIENM - MBEES N RIRERBBRA T —ROZ
S00T] - (FTEAZE—RIZEFBES)

RibociclibfisFr ZZ#MBRGIER - MBEREMELY) - FEEERE
EEREYIEER -

= MIREE AR SR A LU N IEMR IR - BB AOEBEMHEEE -

B RRER BE BRE R BK/EF - BERERE - SEEE -
B fHESIAE : e - B - WEORERIEE - Mz -

m BE  EP - MEFEEASE - EESEEAERRE - MO
£ WIRFEE -

ME - FIREE - 812 0 ROLIER  ERELM - BRE - E5 - 1
KA -

= MIRZEHE IR AU NREMR LR - R FREZRSHE

W OBERE - IR S

B EE - OESMEREBSARES R -

ZEmBAUREHKREENES AL AERAREREL - mARK
B R FEER/VIBASBIRBICHZ AR R, -
BITESR3/4AREIR RN ZEIFRBREIE(RREY T SRR K EE)
HEREZAE -
fRRESR: 2 EMIKE= - AFINRE

AEMEESE - HER - BENEESERALERRE - chl_-'f’g-[w1
bha :



