Ribociclib

KISQALI® )50mg, 200mg | FEFE /
C P Qﬁ N [ | e e g By
ZEMRBE BB TR

= BB FERE (YR 2017 £ FDA A% L)

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

fERtKE

Ribociclib 2—@/MnF 4R BEIEE KEE B (CDK ) fMEE - ¥ CDK4 6
BEEEEN  CHIEREERESARBEEABRKR(CTHEEEMRERTER - &
MEMEERE G1 H - BEJ/ERZEYAMLE - Ribociclib 11 S &EESHIZEAH
SoEME R ERNMNEIER - EIEHNRZEBENFLIRERAIF - Ribociclib
M0 Fulvestrant AU S EEREERZ2HIH) -

Bt REHEAEEIER

> BT hPERENLE (FEARALLEMERL - B>30%mAE LR ) -

> HIHEIMIKERERE : BEM (17%-19%; 38 : 1%-3%; 44k : <1% ) - BIMIX
BH (27%-33%; 3%k : 12%-20%; 44R : <1% ) - MEARRREE (11%;
38R 1 6%; 4% 1% ) - IEHMIKIB/MIE (69%-78%; 34K : 46%-55%,; 4
B T7%-10% ) ~ REMEPEDCRDEE (1% ) - M/MMORAME (9% ) -
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TEEENAEREIER

1. LMEZRGF : BEKE (12%-15% ) - EROEEBEQTEMR (1%-6% ) - &
R (<3%)

2. KBZM 188 (19%-33% ) ~ BE (10%-20% ) ~ K& (17%-23
%) KEAM (4% ) B3 (3% ) ~ KEE (8% )

3. A HI#EHZE . BERER (12% ) ~ KIIHE (10%-23% ) - KA
WEELEE (13%-18% ) ~ BRI (11% ) - y-BEMEREAS (42%-52
%) ~BEMIBE (2%-4% ) - EEFHREN -

4. BBEZRF ER (11%-17%) - BW (16%-25% ) - BEANE (16%-
19% ) ~ B88E (29%-35% ) ~ BBEK (s42% ) ~ @b (31 %-52% ) ~ O
2K (10%-12%; 38K : <1% ) ~ &It ( 27%-29% )  BIEAR(5%-10
% ) ~ OREEZIE (5% )

5. WRETEE : WRBERF (<42%

HiEx4 . MEREMEBIEAHS (s46% ) - MEXRLTRETBAS
(=49% ) - MBERAEAS ($18% ) IFEI%IE -

7. REBERMGF P (35%-42% )

8. IR RG : BE (13% ) S (37% ) 88 (22% ) ~ KK (12
%) ~BZE(5%)

9. MAARNIBIRZMG : BAEE (33% ) =N (12%-14% ) ~ 5% (20
%)~ FTEERE (10% ) - EEXROERSERFEGAE -

10. Bk : MBAEFEI ( 20%-65% )

11. IEIRZE : B (15%-22% ) - WIREEE (12%-15% ) - HEIRERE (<42
%) ~ BEMMER (1% ) ~ OB (7% ) ~ bk (<1%)

12. IRF} : B2BRAE (4%-5% ) - FORIEA (4% )

13, HAth : 380% (11%-17%)

SR BREEYETHRASRE - FRKENEER - 8F  EVASKNEIER - RAERRRNER
HEE T A MBI TTAERIER - EYEERNESEHEERERRRHTNE RE1HE
# (Common Terminology Criteria for Adverse Events, CTCAE) - % FISR it A S LB A -
FSERESUNREENE - SUNBRHBRERANRBINE  HBEMR) PR H) - &

EGRAR ) Bm(4 RMIFET (5 R) - ERE 3 RULHRIERE  FEENAREBETHSHRE
IFEE  BRE 4 BB KSBEERNTABRER -
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once daily
B ESRD (eGFR <15 mL/minute/1.73 m2): no data
> MHIEEAEEISHE .

m  GFR 15 to <30 mL/minute/1.73 m2: Reduce initial dose to 200 mg
necessary

B Mild impairment (Child-Pugh class A): No dosage adjustment

B Moderate or severe impairment (Child-Pugh class B or C)
initial Ribociclib dose to 400 mg once daily
2 EFAE £ R A

Reduce
FRIATIE(BSEE) 600 mg/X
F—REER F#5400 mg/X
BT REBEE B9%4200 mg/x
F=WEE =H
EEIEEREARRETRNEE
=k EERE FEIE
Based on Common Toxicity Criteria for Adverse Events Version 4.03
Grade 1 or 2 neutropenia
BB | ANC 1,000/mm? to below the
Neutropenia i

~a£i

3 N e
lower limit of normal)
Grade 3 neutropenia (ANC 500 [(FZEEZRIREZR24LUT - EHFIRST
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BERE

I

to <1,000/mm?)

= - ﬁDﬁ%"‘E%&neutropema
SEHIRE  BET—HEE -

Grade 3 neutropenic fever
( fever >38.3°C or fever >38°C

Cardiovascular
toxicity: QT
prolongation

FEF R MIKKER24RLT - FHEA
for >1 hour and/or concurrent B — 4R S R4S -
infection)
Grade 4 neutropenia (ANC EEmE R RE 2B LT - [E— BT
<500/mm?) SEas -
152 Z2QTcF REZE <481 msec,
pr—AREI=Z. IR QTcF 2481 msec
QTcF >480 msec NERE - EEEFIQTCF <481

msec - BFE—4kRibociclibXl = 5
4a -

QTcF >500 msec

_._—.-.._

= 484

152% if QTcF 82 <481 msec, f&
—AREERE - MRQTCF ERE
>500 msec SEEEMHEAR >60 msec
[EfFA torsades de pointes,
polymorphic ventricular
tachycardia, unexplained
syncope, or signs/symptoms of
serious arrhythmia, BIKiZ{FEE -

N EE M
(cutaneous
adverse

Grade 1 (<10% of BSA )with

of systemic involvement)

active skin toxicity, no signs of  remss . e Emey -
systemic involvement)

Grade 2 (10% to 30% of BSA

with active skin toxicity, no signs [xemes . e Baps i = gL

Grade 3 (severe rash, not

AEMEHRSE  EERM - Bl RS REMNEERER -
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Bt BERE BRI
reactions, responsive to medical B R Z SCARKXIRFEFH
including management, >30% of BSA with Ribociclib.
SCARs) active skin toxicity, signs of B MRFEALZSCAR, F
systemic involvement; SJS : Ribociclib HEZI%{E £ < grade
SCARs: severe
. Stevens-Johnson syndrome 1, EfaREEENGE - 1R
cutaneous
FEEIFRBREEEIR -
adverse A
, — R AERBENEIERE -
reactions.
Grade 4 (any % BSA associated
with extensive superinfection,
with IV antibiotics indicated; life-|x I e
threatening consequences, toxic
epidermal necrolysis
Grade 1 (asymptomatic) RIFHAARAE - BiEAF
RSB M i 35 %vﬁ%ﬁﬁ%rﬁﬁ AEH -
toxicity: Grade 2 (symptomatic) rﬂ@*‘iﬁ*&“}? Qng#ﬁ% ’
Interstitial lung P — &"YEJE%%QD% .
onitis Grade 3 (severe symptomatic) or
grade 4 (life-threatening) & F
HMIFEMAES |Grade 1 or 2 MM - RpEEAREIREE
 (BEBR Al -
neutropenia, B FEHIAREZTRLT - BHFE
hepatobiliary YalRIEHIE -
toxicity, QT [Grade 3 R NREREIETE - EE 5
interval WEZ—ARLAT - E—REE
prolongation, B9y o
in.terstitial lung Grade 4 -
disease/pneum
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onitis, and
cutaneous
adverse
reactions,
including
SCARS)

Liver toxicity

without total
bilirubin
increase >2
times the ULN

Grade 1 (ALT and/or AST

elevated >1 to 3 times ULN) AMEERS
5%  BHRAWEZHEEEF  1EH
Grade 2 (ALT and/or AST s RibociclibBES4ARE S - B
elevated >3 to 5 times ULN): If QMR got/gptit S - (EEEEIRIE -
baseline was below grade 2 SR —RTE - RS
M8 EEE24R - AT -

Grade 3 (ALT and/or AST
elevated >5 to 20 times ULN)

B {FRibociclib - ERKREZRIEE
BREER - RE—REIE -
SR 4T -

B MEALIARMIEEAS
Ribociclib

L

- = H

Grade 4 (ALT and/or AST
elevated >20 times ULN)

{=H Ribociclib.

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

AERE

(E
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N
st
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&Ribociclib.
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cholestasis)

» NCICTCAE V5.0 :

Grade 1 Grade 2 Grade 3 Grade 4
A i Hb < LLN-10 g/dL |Hb 8-10 g/dL Hb<8 g/dL BREm - &
nemia <LLN-10g -10g <8¢
BRI -
. |WBC < LLN-3000/
Leucopenia WBC 2000-3000 /uL |WBC 1000-2000 /uL |WBC < 1000 /uL

ML

Neutropenia

Neu. < LLN-1500 /
WL

Neu. 1000-1500 /pL

Neu. 500-1000 /pL

Neu. < 500 /uL

Thrombocyt
. PLT < LLN-75 k/pL PLT 50-75 k/pL PLT 25-50 k/pL PLT < 25 k/pL
openia
Peripheral
R - SR |BREEY - AR
L = A % i mme
neuropathy — REBEMHBE |REENIEIR DI
R SEEBNAE %uo -
HEER  BE REMEALER
Constipation BB ; BF £ ERKER : [RIE/ZR R |[BREG 2
B TAEEWE - [REUBIAEY [SIEREEE | ENARS
BESEED - 7 -
>6 R/ 24/NES A,
Vomiti 24/NIBEAN - g |3 5 R/24/)\BF s )EJ{fEA/ﬂ?\Z ;WEE
omitin i R, =
I G C e e [ERED
BI2) - A) - % i
=8) °
Dirhes | [FECERERGECSAES \EDSARK |
n REWEI <4 R |RE - B0 4506 |RE - MTR | T
PEp=! ) SRR
KE/—F - K |RAB/—F - K | KfE/—K; k22
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BENEMLEXN|BEOELER |[FEh BRIRE
SHMEM - |EREEM - L |BENZHIRA -

BEFEENR

PR -
Urticaria <10%BSA; |[10-30% BSA; |>30%BSA; &
=z EEREEEINHEE T ORAZ \VEY R E

> S . BEREEEIMMAREF KR D o 28R _ERIIE IR
REERBRT16K - MU LWEP MK DR ERBER12K (KER
IEBKFESERMNIREM ) - MERIBET R MIKE T EEE - BARMIX
TR ( BWAR  ERmRBEEAGTE2BEN—R - EEENNEREBTS/MR%
AEEH - WIRBERAFRESR ) - BEPMIKR URERETENSE - BEH
SMN/FFEEE (BURRBERE ) - BERIEM - M/ROBD A EA
AR -

> KEZY : UsEs|IERENNEBEARNRIE  SFEE -N8MBARSIE
(SJS) - BEUREIRITARE (TEN ) DUREYFENBEMASE
(DIHS ) /BB ER N AARIEZME SERNZEY R FE ( DRESS ) - 1R
TERENFEEEAR - FFTERIbociclibaE - BEEIRERE - B 7T BEREEN
ZE  BREZAMNENELE  LURSZENEREMESNEIE - RER
7SJS - TENELDIHS / DRESS - &KX fFRRibociclib - #7ERibociclib;a&EHA
BEARREESCARS EftiiE R EMH K ERERREA - 2 EMEA%Ribociclib
A

> BBESM  RibocicibBEETEESEMIRIER - & FEMALIEILEE - DB
LEREOFINERT -

> NESY  SEEIALTH/SASTAHS - BFE3R4ESEH - 3RULES
EABASHTURREBERESK - 3 EESHERER RN ER
MBI P AIFEE B22K - EIRFESEEALTIHASTHS > ULNRI3E - ABIEAIEFA
5> 2f5ULN (ALP IEEBEETRERE ) (FR ) ; FARibociclibi - P
BERAEERE - BERIMINEE (ERKE  EamEaEERTEmE—R -
EREENNEREATRAREERNLRBEAREZEN ) ; IRBE2ETES
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MANESR - FEAZMETER  REREREE  HESUHJEREETEDR
B RRERSEN/NIFE -

> W& M : Ribociclib ( MMEMAANBERE BB AEEIIHIE ) oJsEEE M E
5 BB/ GWEESME (ILD ) /3K - EHHEBRETE
B RILD /MiRBIFEAR - HPoJgE B RS - W - WIkEZSEERE
HEBRS |EEN SRR BB EM/RE - ILD /HhXOIsEFEERENEE - &
BRI S M/ IFE -

> QTR : Ribociclib BLEREMEM QT R4 - £8H—R 600 mg K9
191288 Cmax T - i EHHY QT BfR 1918 0#E%E 20 =2 - 2EHEZI QTcF B
PRIER> 500 27 - DIK QTcF EREBLCARABRIIEMR R > 60 = - QT
B HACR & 254 7F Ribociclib JaENERM 4 BR - FEOLIRE - BEBVE
WAREZM - B RIMEIELEL Torsades de pointes DWVEARE - £
Ribociclib /il tamoxifen EE/N nonsteroidal aromatase inhibitor EG& -
tamoxifen #H® QTcF BIFRRIEE A REEEBAFIZN 7 60 EFLLLE (Im
2019) - Ribociclib FE G tamoxifen BIFER - BB AERIFL G OE

° #71E QTcF <450 EMWHm AT REREE - REBHRKIET - £5F 1 BN

§ﬁ4% 2 2 AR EE ECG ; IR AZEBENITMREILER
QTcF - SR ES R ECG - TE)A7AT - AU 6 BB EEE BRI
Euur_itElﬁ?E/”ﬁ/E—F‘ DR MEEHE (S 1EH - & M) - EM%
Ribociclib JAEZRIZIEERERERE - QT EROUBEREZFENARE - BREEIS
M/BFIEEE - 8 QTc ERHARE QTc EREMAIBEAPEHRER
Ribociclib - B1#E&EA QT FEIEEF - RIEFISERERN OB ( Al - &AL
IMAEZE - DRORIE - AEENORE - OWVEARE ) IEREEENRA - &
%1% Ribociclib B2 1R QTc BIFRRIZEEY) RN/ 8% CYP3A HDHI%E —EfE
Fi ( OJBEIER QTcF Bk ) -

ZYRZEEA

» Substrate of CYP3A4 (major); Note: Assignment of Major/Minor
substrate status based on clinically relevant drug interaction potential;
Inhibits CYP3A4 (moderate).
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> ?@%E@#‘EEVE%  FEEENBREENR IR - FERZEDEIIER - K
BERAN/EEENRL - FERENHEFRBBEENENESHFAES -

B R &S AIIE B

> CBC (E#E - pi2f@#E - EERRVARBHIRGA R ER - I
RIBERARFE

> KIegEws (EEE  pREBHRE2E—R - EBREMNAMEBIRFGR - TR
BIRAFE ; ﬂﬂ%?’fiﬂﬁiutﬁﬁﬁm’]ﬁ - e AR EtETER ) -

> HAEA - BcEBHFBIAERENNINSERESE (27EH - & - 57
) -

> REZBEFHME IR ( BRAEEEEINLMY ) -

> EBEAIECG (&aER%RA ; EEAM1%E14XK - BEI2RIFIA LR BER KPR
‘T‘ , WRQTCFE S FRMBENEIREIILER - RIEEAZMERECG) -

> BRI 7 B B 14 N E B M it e / i SR AU YEE AR

> EBEEBEEELN -

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

:r::: L. PALOMA-20221  MONALEESA-2134  MONARCH-356  NMONALEESA-3[7:# MONALEESA-719]
Setting 1st line 1st line 1st line 1stand 2nd line 1st line*
Endocrine Tamaoxifen,
Letrozole
partner Letrozole Letrozole Fulvestrant letrozole, or
or anastrozole
anastrozole

',CD'_(‘F'& Palbociclib Ribociclib Abemaciclib Ribociclib Ribociclib
inhibitor
No. patients BE6 668 493 365 672

| HR 0.563 0.56 0.54 0.55 0.55
PFS, mos 27.6vs14.5 253vs 16 28.18vs 14.76 33.6vs19.2 23.8vs13.0
ORR, % 55.3vs44.4 52.7vs 37.1 S9vs 44 40.9 vs 28.7" 41 vs 30

REFNEHRSE - BFHERA - FAEES KM EER A - ni[hj‘wmd fap 2022

?:Eﬁ.,}@ggﬁ



R

a (ciclib)
COKAM
@,ﬁ/ | D
(ciclib) (CKD)

/CDK4/

\CDK6./

D o b
C Cyclins

p( D!

Mitogens
++

G,

XG._ arrest

DNA synthesis (S), mitotic (M), and gaps (G1 and G2) phases are the four 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.

it G1 HRZI S HAm s & 2 R A NS A0 MR (retinoblastoma, RB )il 2R ZHl - R4
ER AR 2AMRBHRNRERE AR F - ZiBHE E2F BRRFESRpILARBERE S
& wmidEl G1/S BE - RB REEMEN 7 HAMMBERZES - ntnRESETT -
£ G1 8 - RS EAAMRBEAER D 22 CDK4 5 -6 IEAE SRS - B2 (E% RB
AURERE(E - 18 RB R EM W ENANMEEAZES - REERARLH - L - EiRZ
Thaet RB BRI T - AIREERMRKIE - T EEE(CSRIRE - BEREEZIEM -
RB KRB ERZES (ER) BRI ARIREMEE -

Hl

=

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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1. TPERY—ERANZERE - BAANER—HERE  SHTEERER
T - WERFENER  FAERZERERE - B - HIE -
P28 R A—EHA 1 £51-21X-600 mg PO qd - 22-28 K-k 2 (off)
RibociclibEBTE 2R SrEILERE - ERERLIEMZE - DIFIERE
INEAT -

. AR IERERERRIREZIEE (20-25°C) -

5. BoRENREREN  MEES M RBRERBERA T —REVZE
£S89 - (FEAZE—RIZERFES )

6. RibociclibEAFZE M BERIFIER - AEREMEEY) - BEMeE
EEAEYR AR -

7. BRERATFEM - BT SEEYREBS  BNEH -

8. EMRIREHEZIRALINIEMRLR - BURIEEEEHE -

B RREZR RE BE R BK/E% - ERERE - ZEERE -
m JBEfAR : m -~ BOSE - PEIREEE - 10 -
B BE  EMP - B FEELALE - EREEAERR - O

2 . [FIRAE -

VE -~ HIRSE ~ 2K - RXERE EFLM - -RE - EH - I

Ey

9. BRMREHEEIRALITIEMRLIR - BN TREIZESEHER

BESE  IBD - R

B - OESiEREBAIBES e -

10. RERAUEEHRREREE - R AEAREZEYL - BmARK
HZHE2FEEZR/DIBEANSEIRAIE 2L BRI -

11. BIVFREAR3/ARBNFRNZEIF A H 2R IR (AR 22 1) T £ B b PR A2 3E)

S ERFe AR -
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