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FEAY B ol oo 4§ J1He] 2AY W, of ke Yol Fol A vojels F3T 5 Utk

o2 H JWHL FYE 94 AnE Yok BE AN 54 AR, of ke QAT 5B FBYA
Fol A, AUCH 27A% 3% 600 mgel A1 BF SRIA AR 2B 247 06 £E 150 A2 A=
A A F G BAE 3719 ok AF g, E7004 Hol 7189 B4 El SRt A3t Ugd

efotell et HAH APES dFolA Lok g

s (indicated population)oll A F& AHA 7183 frakel w7 9134 (background risk)ell thaj A= &efA]
AA &t a2y vl de ZRTOA Fa ARA7EY A A88 2 FAY i g AR
AR H YF9 2-4% E 15-20%°] T}

@ A=

TE AR Q= E7E o E @ djol-gol dE AFelA, dAT F
1000 mg/kg/day =& 60 mg/kg/day &F o2 HFFA WoyTh

oA, 300 mglkgldayw HAE RA AF 7k Hol AATH dHE =4 WIS FHE Hol Al
25 7FAsth 50 mglkg/day E+= 300 mg/kg/dayoll A wiol-efo} A== ol elo} Fejol o FF
=3

E71o A 30mg/kg/day o’ T A, SUtst BloF 718 HAECE, A¥, A 2 24 WF)F ejol HAE o}

m{u
r (e]
N
e
ot
o
N,
=2
3
3
o
©
o




of
Fag/Ae A9, 39 o

o] AT Ashe Fool 27 A, UEY T 37 Y@ Ao & IA4T 9, B
AHe) A BEHR) A AT FLYAS PAY, FAR G FHEAII W 2w, Sew) 4y, A
2 3w Wlo PReY, 94 L7k ¢ AR TFIG AEA 4RSS FANATE A gt

A9 Hu AR &3 600 mg/daye® =E% ﬂx}gl 7z} tHEk o7 oguﬁa} 1.5%) A=t

2) T

O 994 2

o) ofo] m§ A4 EE 4
So 242 3 oJAHUT. of oko
ool Eof 713t 9 AT £F Fo % 35
@ A5

50 mg/kg &3] &Fo Fof W FHI AToA, o] o =E2 BA EF thr] EfolA 3568 =A o
Eb Tt

3 7t o448 9 g

© 94 "H2E

' Aol 278k, o] ke Yol Fof Al HotolAl T FFS M F Utk 7FY AP o] oY A
S5 AFs7] A 94l §2EE AA 3o gt

@ 99(44)

' Aol 278k, o] oL ol Fo Al HotA FaAT IFES mA
o3l Hohd} mAE &3 Bo & H4 3F F¢e @A g IH(YATHsA 0]
55 gk

S(24)

{71240 tig HYd AR A, o] ok Tt dAe FHeS FsAZ F U

Foll et Az ok o] o3t o] o YA s o
FTUE ol W&o JheAel Jlerg, 9

N
=
O

=y

A

o=
1>

7. zob] B %ol
zob Bl ol ofe] b4 2 FEAE FYHA Rl

8. ag At gt Foo
654 o]ide] BAtlM &% ML HaskA gk

9. kol Al A4
A G of 1) 3% $of Al ALl DA Y Fefel € Aol LAY B 2
LB AR gt

10. B3 9 FHF49 48
28CAN W3 2BAT 25T vHolA Ho) 4R 2BE S drk Aol ok 24 TR nRwT,

11 AE7HE e AR
o] °Kribociclib)& Z]ukobAl A A o]t}
o] ¢k 3ex o2& te3 zth Butanedioic acid—7-cyclopentyl-N,N-dimethyl-2-{[5-(piperazin-1-yl)




pyridin-2-yllamino}-7H-pyrrolo[2,3-d]pyrimidine-6-carboxamide (1/1).
o] of2 W GAldA FANES we ABY Edoltth o] oF9 EA2-2C23H30NSO - C4H6040) 1 A&
552.64 g/mol(+2] 7]: 434.55 g/mol)o]t}.

o] ok A AAolx f FVIE HEAESYH 200mge FHIHYRAZH s414HE 254.40 mge}t 5.
A w3 FRO|E o|4hgl 4, ARAIHE, JJEFAZEIAER A Y E 2HotEE ¥ WA
2E i3t 28 FH2 S 2242 SA Adskd, A s, gARR), E8 Hld Eae(

o o}LoZi

P2 Aol Zd-oEA 7IUotAI(CDK) 4 2 6] AsfjAlelth. o] JvolAls D-Ate]EdH Agste]
AE 37 A3 AE S doy|e AaAAANA 83 9L sttt Aho] ZUD-CDK4/6
Pt 2 S A(RD)Y] 4SS Fotd Alx F7] JPs 2EdT
In vitro)ell A1, 2| EAEFH-2 pRbe] %l@rz}%— @i/\lﬁ AE F715 G17l°ﬂ EfotTa friet ANz
A AE F4 AE 01:712%} *M lH(In vivo)©l TY AEZE Zte YE o)F o4 B
o]= pRb ﬂ*&ﬁ}gl A3 oF g JAZE Atk A
%‘—% o] &3 ATNA, YEAEY B FAZEZA(: HE
Sh TF BF AAE dFsATh B, HRASHY EHIE
24 FEA FH Y olF o4 RHoA FUd AR JA AHE BT

) A% A7)

Ay o gl A QTcF A tigh o ko] Y&F& Hristr] Hs) 23 Fof F9 A HelolA ECGE
A& 33 AT FEe-okgst EAMd= o oF 50 mgolA 1200 mg W &FCE A s F 9975
A2 TR B4 2, o] 42 v& EF oz QIcF H4S S7MIIH.

z27] Y SRl A wolxgidlo g RE QT 7H4 ®Wae| 7]gt Hite Bl LE|2olEA ofZuiehA] A4
(NSADS} o] oF 400 mge & Al 44 AejolA 715 HF Cmax¥ wl, 10.00 ms(90% A7k 8.0, 11.9)0] %1
o

AP Ee HolA Fud Sl A vz Ro|=A ol2ulelA] AA = FH2ETES o] oF 600 mgS

B FoYE QTcFe] wolxegiRlo v iEl Wt Wste 747 22.0 ms(90% 4173k 20.6, 23.4) 2 23.7

ms(90% A3t 22.3, 25.D1AL, FA AElA 718A H Cmaxe EFEAIHY WEFAYES o 347
ms(90% A= 3k 31.6, 37.8)0] T
@ g}iﬂ

o] oFL w3 Fojol HEE Fo] Tof 50 mgollA 1200 mgel £ WHAA =E2EA F1 =(Cmax) L At

g% 34 3 HHAUO) diE F=3 vlE SUFE veEldTh 19 19 600 mgoE HHE B I gy A

HA 0 2 89 Bo| =g, o] oS sEt Wi =Au] 25109 0.972~6.40)2 =H ¥

D &+

Cmax(Tmax)ol] Eg3t= A

- 2HEY 4% TE ]":419} tzate], o] oF ET:TiF’o]Zé] 600 mg @3] &FE& AW uZEF o)(¢f
800~1000 Z23], AW ~50%, B2 ~35%, Tl ~15%)¢F A &S o o] Fo F+ AT o o]
o tisfA F&o] ATHCmax GMR: 1.00, 90%CI 0.898, 1.11; AUCinf GMR: 1.06; 90%CI: 1.01, 1.12).

2 &=

AE&(n vitro)oll A o] of3t Al dA dld AL oF 10%H 2 F=e FHSFHTH10-10,000 ng/mL). ©] oF

< Ao} g Atolo] #ESHA BEEH glom i A W dd o 4 Ble L0doltth. A AJH

(Vss/P)ol Ao Zx7] EX §42 o PK Ao ZA3e] 1090 Lo] it

rr
e

—~

ok




@ A

ARE Wn viro) B AR Wn vivo) ATl B2, o] ke F2 AgelH CYPIME F3l B 1 o)
N ARE o2 etk AgolA A4 EAD ol o 60 mg 8% BY AT Fal F o ool F o

4 AmE (g 2A8, C YEE N- 48, A32H) 9 o5e 2 TIAT of ok 14 AR
V¢ AYAE N-opi 23, 33, A28 J, 98 2 SFALNHE TIYT

kRl feE 4 U F& SBAL YRASYIATUY). FL SBUAAE F BB oF 9%, 9% 2
8%} o] oF =9 22%, 20%, 18%E tlEst= AL AHE M13(CCI284, N-3| =543}, MA(LEQ803, N-gH ¥ s})
9 MR 2272US)E T3 of oke dAd BHCRIH B NS F2 A oFEe 7)elF A

0F, &8 gAY NEE AT 5 Yok

of ore Mz 2ol A 77 1%} 12%9] PlAsAR B ekA thAEIAT DA LEQRD3S v 2ol A

Fo UAAgen, thish aMoA 27 Bale] o La%sh %% etk thEs A8 £ Told AE
of o] 3% ol3HO.Z Thre] THE Az AEH A

@ 22

Qe o BAlA 600 mge FAHL W B
QA3 Aur| AT 2 AACL | B 7le B
A 400mge TS w Jo PK £40= FAH3 H+ CL/F= 384 L/hr(95%Cl 35.5 - 41.9) St

A%d ARARA AR Aol A 600 Mg TP W elnASYe) Aus] @ W W2
718 BEe 207-547 Azt 9lel AA YU eBAZY CUF 715 BE-S 39.9-775 Lird e,
Yue HuASYe Fa ol ARG, NS AL B8 AU 68 AZF P4 NAAIA el
W EAR JRASHE B 4T FAAL W, F R PAS SF 9% 29 W2 wagAt
gae wae] Fa AR, BT 3% WA BAFYT,

6) 54 AT Hg

-

P

5

TR W19 718 HE(EAN 7)) 32.0 A7HE3% CV)ol
> A AHA 255 Lhr66% CVIS. =7 3¢ g4

7 A B4
BEAM SFEY A SAo oA &F 2HE FastA Frh 59 AR dAol SlojA AFAE
g2o 19 13 200 mgo|th

4560 mL/min/1.73m2 < eGFR < 90 mL/min/1.73m2 2 F5%=G30 mL/min/1.73m2 < eGFR < 60

mL/min/1.73m2)¢] 21l JT PK 24 A 2RAZHY =& FFE 7AA &&=

A 271%5€GFR = 90 mL/min/1.73m2), 53 Al <l(15 < eGFR < 30mL/min/1.73m2), 7] 2174 ZHESRD;
eGFR < 15 mL/min/1.73 m2) & 7} - $A9 Ao AFelA AAef7b 2BASFHY efadho] mA&
FIFS BT $FY AFRAF SN A A71eE 7HR Ao} vlwste] AUCnf= 1.96 v F71sk L
Cmax: 151 #) =7}t

T8 YEANENATALEE) 891 1% PK 24 HlolElolA o] ¢F 400 mg WHE Fojo] wE A Al
T EE TE e PRAZH =2 YFHCE FonE FFS 7AA Fodh
Al

59 2t ol(Child-Pugh class A= &8 xHo] ZastA gk AP T Aoy 3¢ SAelA, F
5 %(Child-Pugh class B) ¥ %3(Child-Pugh class C) #AtolM= &3 2Ho] A3ty 400mge] A%t &Fo]
ZH

Ao gatol A ofE FH /‘lfiq A3, 7459 217l (Child-Pugh class A)e EAZFHY wZd 9L 1A
Zath BFEAERY =& HHFL F5E(Chid-Pugh class B, 713} ¢ HI(GMR): Cmax 1.44, AUCinf 1.28)
%%(Chlld—Pugh class C, GMR : Cmax 1.32, AUCInf 1.29) 3z}l A 28] wjwto 2 =73t}

ol 7 7158 7HA 1609 9] FaA m= AolA ok Bate} A2 7t A E 17 478 FAE T}
okF3t EAAA AFY I Helle PRAZHY wFd obFd FFS 7IAA ¢k, 1 71T Aol
HE FrHHow SN

oot o £z p

N

I
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oo A", A AR, AT ¥

gHAZYY AR ko QoM AR, AT, AHE, Ev TS AR A4 e dFE FA g AL
2 e e B4 HEy

gt 1F A g Fo

Z7] §8G FAE Fo R F 3 YFAINATALEE)O A o] & Fo] whe 25499 9] &2 F 407459 %

7416.0%)7F 5+ 654 o] o] AT,

APF e Aol Y A5 o2 & A FMONALEESA-2, Bl EAEH+ HEEST)NA o] &
Fof wh2 334nio] A F 1509 o FAH45%)7F W 654 o)/, 35m o] EAH11%)7F §F 754 o) del ATk YA
% MONALEESA-3j A o] —F% F Hc% 84w o] ghat T 22698 (47%)°] T 654 o] FelAaL 657 (14%)°] T
T5A] o dolltt. o] ofef HAA B FEANM B AE A2 FA 3 Aole Ak oz il

6) FE 45 Zg AT

- CYP3A AafAl: A7 Addidate] it & A5 28 Age gEUHZ(FHET CYPIA AsfADE AHE:
gto] S HAT YEAZYH O 0401] EH Z 2R 2100 mg 2 3/¥, 14¥97he 400 mg B HA Y &3
Eo & grRAZFHY Cmaxet AUCInfE Z+zb 1.7d9} 3.28] Z=71A1ZA T LEQSO3(2A =9 10% W9 2}HA|
&= 2 BAZY(LEE0IDS #A 3 EH/‘MI)OH &k Cmax 2 AUCE A7 9%6% 2 98% 743t

Az 719k k5 SHPBPK) AlEE o)A A S EUHIEZAY 23] 100 mg)} W& A & FAA grAZFHA
d 13 400 mg) A FEH S Cmaxet AUC0-24h7t =7] 9 SAbdlA Zhzh 147, 1.848) S718td . A
Ee Ao et A olA 1.29, 147 Z7}std o

PBPK AlE#olMo] m2W F5E9 CYP3A4 AsfA(olg]2Erto] )= S BAEH 400 mg F4 el Cmax
2 AUCE 7] Y SAdA 22k 113w 9 1236, P e Hold 3 A4 Zh2 1088 9
1138 Z7HAZ Ao 2 o

- CYP3A f=A: A7 Addgatol e & 45 28 AP RHA(FEIACYP3AML FEANSE 35
At PEAEY 9= Fojo] nla) 2FA(mY 600mg, 14 47D 600 mge T YRAFY Fo T R
ANEH Y Cmax9Jr AUCINfE 242 81%%}F 89% Z+aAl#Th LEQ803 Cmaxe 1.78) &71sta, AUCInf+ 27% 7+
23t

PBPK AlEFojde] WEH F559 CYP3A FEA(gdudR)= BRAZYH &3 Fo9 A Cmaxe AUCE
7] et SApoll A Zbzt 45% 2 69%, A T Mol fikek FAbell A Zhz 37% 2 60% FaAE AL
o’ o},

- NEZE P450EA(CYP3A49} CYPIA2Z1A: 74 N dA A GE 45 28 AP v
CYP3A4 712)3} 7b#QI(R1%HE CYPIA2 714) & A3 ZHY AFE FIFHAT. vnEgst 719
oo HlF] FRAFHE th3(400 mg 1¥ 13, 8¢ FH43tH mttE&Fe] Cmaxet AUCInf7} Z-2b 2.19)
W F7Hoh 19 13] g EAIEH 600 mge] Fole vttE#e] Cmaxet AUCE Z7F 2.4u)9F 5.28) F7HA]
o2 ddct il 3 YRAZY v3 Fo aaE= Fow, 10% 7H4AF Cmaxet 20% %713 AUCInf
2ok PHAZY 1Y 13 600 mg &FolA CYPIA2 7]do] that o3k A3 2Hgo] A,

NEH HollA, BlBAEHS ddHeE dfd XA CYP1A2, CYP2E1 HCYP3A4/5¢] 7194 AsiAl 2
CYP3A4/59] Azt o&d AfAAT A@H W H7F Ade o] o] YAHoR dAAHE FxollA CYP2AS,
CYP2B6, CYP2C8, CYP2C9, CYP2C19 ¥ CYP2D69] &4 AAT #AAHS /1A A ¢S AT %
Ho7g A#AHF FZAA CYP1A2, CYP2C9 2 CYP2D629] Azt o&& A 7FsAd 2 CYP1A2, CYP2BG,
CYP2C9 ¥ CYP3A4¢] & 7FsA2 §lth

- SIpH &% o= SipHE AsA7le FET gRAZHY ¥4 Fos 94 AgdA H7iEA &3tk 1
g, Hshe YRASYH §55 JAY PK B4olA I1=A ¢boka, AEs 71k PK Zd& AF§3te] oS5
A kTt
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of 0@ JIAP Amst A9 PK 2H0] B=d JASHd dEZE FE50 A

ATt
- A2 2Rl gt Bt o A E AR BEW fRAZHEH v 2HQl BERA A F 4=
FAE AL sl
- OPG2ERS et St oI YHAE A5 BEH fRAZHH oJU2ERS HERA A F 4=
FAE AEe Il
- EHZEYE: Y o] tig JEAE AR MEW EAZHY EWAEUE WEFA A FRA
299 w20 Y3 ZW2ETEY YA o ARy A= O*OiEP
- BHEAIEE o] oFe BHE AN W§aFod #d AgFo] glth G S i 4N A5 B=2H
EFE A9 Cmaxst AUCE @EAISH 600 mg W8 Fof & oF 2} A=2 S7F0
- HeA(Transporters)ol] tidt elBAEHe &3 AP W Hrles o] o] PdHo 2 Afd FEolA =
AgA P gelAP-gp), F7] Lol AL Zg e =(0ATPIBI / B3), #71 <°]2 44 (0CT1), MATEK29]
G4& AT 7teAol Fas B ﬂz—‘iiﬁ}. o] ok Gurek AgA T ABCRP), 7] %ol AEA(OCT2),
P

MATE]1 € 917t BSEPE o4d o2 A#A"H FEAA AT & Jch

- YEAFHA g HEA Y an ARH 141 Ago ™, P-gp 9 BCRP w7l A& A5&7FA 9
BAZY AT F7 ARd FFS vF steAol Hrh gRAZHES AEH delA it F5 ALA
OARPIB1/1B3 =& OCT-1¢] 7]&o] o}y

2) HolA} =43}

bl hl

O 2o, EAe] L, S A
mm =2 ooz @ Agels o) FAHAG. 240 YRAZHE AT FelF 2

44
i oA g X}%lﬂ‘?’j% 8 Ay, AT BHAE A4 T E
%7}—8}251213%, 50 mg/kg/day%: Foldh FA REolAM A & T S SIS Y W UE
¢ A g A el 3 AE(AUCO-24hol M B =&, 600 mg/daye] ¥4 &F& FAF FAEG
2z 12, 149 iy 2 W3F vebd 43 3 3 A= &4 AE(AUCO-24h)ol M B =&, 400
mg/day & Er‘lkf& SARG 747k 2.2, 250 Aok Ml FFE, FAEe] WIEE 474 = 5 mgkglday 3 50
mg/kg/day= g A AeoA 1o MY WAEAVIAE, FHAE) 7 e HE AZE YA 3
4ol X}%/X} A 5 A A AEZE YA E) the G2 CDK4 Asjol meg HstrA Zzed

o AZ 75 At 2 T wet A&EE AZ2ER Y F(hypoprolactinemia) &2 Q1 A da}- 3 A -4
24 Zo] Wglel #Ho] gl & Utk A AN Ao Ui hed 71HE, 1o AR 5olF uwiA
T4 H5 QEe AEH A Z2gd 3o 2 ANE-HaEA-AAM Fo 2d Aols 3
zggtd A4 9 9o g HAF A e AolHE 1estAS o, o] ALT|HS ARFelAAN TEH
ARE HolA ¥g AOE oZFHr.

YRAFHE AFR W AT B9 2ddo] BE4H(Ames assay)olA Edwol Ftadol olyda, AFH
A FZF A Wy B =5 AA O A= =5 A FAYHA FAA o) fEde] oyt
TFHE 2 27] djol ¥ AFA, 4A HAve YA A FAA wHEy] $A 14 4 Bt HEASHES H
T Fo uglth gRAZFHE S A 300 mg/kg/day(AUC 712 600 mg/daye] Ha B4 oA o UYaHA
=& oF 0.6M)7hA A2 75, FHT e 27] wol W gFS HAA FyTh

T AToA YEANZY FHT A7 FHEHA R A=A A 267, AellA Ho 3977 2 EA
ZYS WY AT FAR 350 FHIF F ste wbE Fo 54 AZdA 189 954 W R
o A7 Ade A AHelM 1 FAH A9 sz} 7&"“%10}%

) B3l A an AE RS 27
1, A=A 2ueel 43 A FE . =
1 mghkg o4l 4 BAHGEE AUC /1202 A% AT AY T 600
o 00392 A4 wd ABE vepich oY Bz AABe 92

m{m
Hd
ﬂ?*l
_?_l',




)
AW A% R AR 600 mgel B4 £FL wE DAt §AF wF A
A

3 A A

(D NATALEE(CLEE01101201C)

o e BEE FEAHR-FH, A% 47 A +8AAERD-S4, = et WAl AL
990 B ST W7 I EE W79 27] Sl Y A AT 44 B Aol of o3} ojzriet
AAAN, AEZE wE PAERE) WE wE ofzuied oA BEe| AN, B, BB 34 9
e B BAALE QHAGelE A% WA IA, B - 7] @47 Z3= s, IA7] s gza

A Al

Awo] AU Fxd AW(nodal involvement)o] $l& -9 =2 AFAHY F44 Z=29d == K67 = 20%
& 7H 25 wold 355 Aot 2

H7 A o4 @ dAe w3 uARUS Fo] Witk TNM EFHS 28359 NATALEE dA4AEe 2E ¥
z4 Z(ymph node involvement)o] Sle A& EdFstdom, Pz HWo| gle A TY AolZ2 > 5
EE F A2 2-5 m % 259(ES 9BAY 444 ZEHY EE K67 = 20% EE 3599 $A4E =
et

2099 HA #AE T3 F 5101789 A7} o] oF 400 mg + olZulelA JAA WEFn = 2,549) T o}

ZolehA] AAA S50 = 255202 1119 HEZ 47 729 wiAgFdT &4 wAL s B)(117] n
= 2,154(42.2%)] vs 7] [n = 2,947(57.8%)]), oA A B(RzARZ 3sa¥ (fln = 4,43286.9%)] vs Fn =
669(13.1%)], ®747] Zel(#H7Zd A o4 2 FAn = 2253(44.2%)] vs #H7 F oJA[n = 2,848(55.8%)) L&laL A
o(Folm g7}, AREFd, 2AokYoln = 3,128(61.3%)] vs L £ AYn = 1,973(38.7%)1°l wtet 3= ot

o] k2 2197t 3HF 400 mg AT Fol T 797 FIE MHeH, HEEE 25 mg EE OMUAEEZE ]
mge 2897 AT HEsHT ARAL 28U F7]9 1Yol 3.6 mge HFE Fo3HT o] ok AzE
29 A" E25E 39 Ft AL AT 39 F7)).

TET FAS Yol FUHS S2AC4NEE 0D 15.2%9] FAF7E 654 o, 1 F 123%(2.4%)¢ A
© oA oottt 23E A4S WA(73.4%), ot ok13.2%), 59 Ee ozt H= AT =
T 459 ECOG 3 dHv= 0 e 1otk 4 Aol o a7 A 88.1%9 &7t Hxay Ee A
Hzay dAeA &t st s
NATALEE 74A1&8¢ 4a H71 W

T= A% 724 AyZE(nvasive disease free-survival, iDFS) o]t
iDFS« 749 viAdEH =4 A4 F9 A, 79 A5 799 A, 94 A, wdZe] A4 9%
TE 9

U} iDFS BA Y 20239 1€ 119)9lAl, iDFS& o] ¢z ofZutetA] AAA ¥ EtollA of=ntetA] oA
A @5 ®Bo (HR 0.748, 95% CI 0.618, 0.906; ©= T3 =7 <=9 AA p=0.0014) FAHSZ fFofstA M
=3t

o 6.3/0€9 F7HAQ F3 7IzbE AR #HF DFS B4 Ay 20239 7€ 219)E ofy [®12], (2%
o} 2ot HF DFS &4 AHAA A5 7|3 S0k of 307/ Lojgler, iDFS 4 #& 7|3ke Fhake
33.370 Lol At

FAE AMEE(recurrence free survival, RFS)& o] oF + o}l ZulebA] JA|A W-&oA 7.5%(192%), o} Zu}e}bA|
AAA SETAlA 9.7%248%)ATHHR 0.727, 95%CI 0.602, 0.877)). €7 F-Ho] MEE(distant disease-free
survival, DDFS)- ©] o + ofZutetA] A A WETolA 8%204%), of=ntetA] AA A ©=-oll A 10%(256%)
SAtHHR 0.749, 95%CI 0.623, 0.900).

—_




HZE DFS 4 AJAH 712 AA AL 5 17290G5% 02, AA AENTS Htd 2 &2atA] Zor)
[312]. NATALEE(012301C) #% &4 AFGDFS, N&A 7, 2E B4 giAAT)

o] SF+AlF Al
N=2549 N=2552
A54 +2 BEE(DFSa
Aol gl kel Wl g, %) 226 (8.9%) | 283 (11.1%)
2% 895% CD 0.749 (0.628, 0.892)
p @b 0.0006
36709 4] iDFS(%, 95% C) 90.7 (89.3 918 | 87.6 (86.1, 88.9)
CI = A7 N = 3
ADFS: DFSE 249 A RE O Sl 3 WA 48 AL AL, 44 A, 9
el 45 fud o 4Ry ¥ Ay ¥ 4ed 59 o E 299 o8 A%
b Fp-#h2 &= %ﬁ} 2 &8 ijé:% T8 ozl %kolﬂ‘r
FYERZE T ohrERE

[Z271]. NATALEE(O12301C): iDFSell 3t 74&% - mojo] IHZ(ANPA H7}, vighd 2023 749 21, &
B4 9aAD)

100
T e
20 ‘\\\_‘
.
80+ Losomm
2 70
=
5 60
©
Q
<]
o 50
[
2
T 40
5]
>
w 3p
201
Treatment  Events/Total HR (95% CI)
10 Al + Ribociclib ~ 226/2548 0.748 (0.628-0.892)
444444 Al Only 283/2552 Reference
0 Stratified Logrank P-value: 0.0006 + Censor
T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Time (Months)
Al + Ribociclib 2549 2350 2273 2204 2100 1694 1111 368 21 0
Al Only 2552 2241 2169 2080 1975 1597 1067 354 26 0

Al - OPEUPEW A A
p-#S @3 3 21 &9 AAE T @olxl groltk
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€ FEAHR-¥A 9 ARZAAE AFAAFEA2HER2) -SR] JPFAY = Mol dde 71
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R L PEICE R ER I

o] ¢k 2= FRAMHR-FE B ARSIAAEZ JAJATEA2HER)-=4S B == Aol FEdS
7R B & oAelM Ak e o RoH HERZE+ o] of Ee HERE TE9 FALWA, olFH4, 4
iz, Br1E3 9 AFE T BrHEAT

3668 ™ <] 3‘4%}7} P s go) dol 5o wekdol® 7-9n=29244%), Ho| HA ¢k& H$n =376 (56%))
=3l ol1:19 H&Z o] F600mg + HEZZ(n=334) E== 9o+ JEZZ (n=334) 2 747 29 wjAHYch
AT FAS 4 W ] el AW S 7 7ol w35 ol FUA HIW Jhssirt. o] of221%9%F 3HF600mg 7
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o2t

T 5o 37U FIE Mo, HEEES dHF2.5mg, 28U BEET A &
o QJofrellA o] oF BoFo o] WAL 4R ¢tk

5% AAE Yolo FUH262MCIMFEHILA) ol emdd2 % FAE0|65A o, I F69 B FAE
2 o] E3E A W1(82.2%), oFAoRI(7.6%), ZRA2.5%) oYt EE IAAZSECOG +3)
o]t} ddA el ﬂ@lé}ﬂ A43.7 %2 A7 HxaW w=e A Bzoy gAdA ¢t
ok, 524%9) BAe= FZ2EAWS Btk 341 %9 A= A ABHL 20.7%9] A= W
™59.0%¢] A= IH” A3 #1 AT oJAGDEZR QYA U rERE EE HEES
e A5, FAS MALRAE A o] AEI7F E%olok k. A ARY dARIIHTE 1Y
< ¥7} 7]¥(Response Evaluation Criteria in Solid Tumors, RECIST) W #A1.1& o] &3l ZE 3AT
o2 g ANPAY HrtE vEoE X3 AEV|ZHPES) FFEX 0% =2 olF AYH FHEA
o, SPAQ T, VY HAE HIFE Fo FAHJT FEAL AFA o] o+ HEES TS fof+
Z 5w Hlud EE B ddATdA 58 AE7|e] FASH R oA FEEHANCH,
ouidde AF EIE B ($184110.556, 95% CI: 0.429, 0.720, &= Z3 =71 <=9 74 p-2£0.00000329)

o ng m

v

0

o o
M
o

A A% AH kel A oM o] of+ HERE FATH 9ok HERE FAITAAM ufle Aol
HolA ¢okth o fHlolE" Fa&A A5((2017. 01. 02 71&)+= [13], [E14]YerdSloh

BAs AEII] FYGe YRASH+ HERT FopTol 4253 HUG% CL 230, 30.3), Sk HERE
oA A16.0 1€ (95% Cl: 13.4, 18.2) o]lor | EAZH+ HEEZ FAq7954.7% $A7I2471€ <t 73
ol QR Aol Wkl $lok+ AERE FoI72359% ATk

[#13]MONALEESA-2 €2} 84 A3 F38 YE7]1ZHPES) 2017:d1€2Lcut off)

of SHAERE JerTERE
N=334 N=334

B AEAZ

01945 (95% CD 25.3(23.0-30.3) [ 16.0(13.4-18.2%)

21 8195% C 0.568(0.457-0.704)

p-#t* 9.63x10-8

Cl = 2273k N = 844

DS B2 28 21 9 442 Fa dolxl golt

[72%2]. MONALEESA-2: 313 AE7|3ke] th3t 7h&g-rlolo] T Z(2017:d1€2Lcut off)

fo

9 a9l 1§ FAY AZACF)S AR Ehe A QEE D7) A AF A4 P o]~
& o2 BUAYT. o, UF, o4 M T2 A RELUOZA Y T U 2Y,
sl B4, MRSl Holo] AUAY B4 59 TFIN ABATY AERE Forzel 2 A4
A9 @ 990l B Aol BAAY, ot B WEE AZ Holy BATHHR 0551 [95% O

2 SFolH BE TAY AZ|NLUSNY, AESE BE SokrlA134
< AAFAA HE B (HR 0.597 [95% CL 0.426, 0.837] 3+ F%13)
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100 < l}
W-
_L:"—-\_-
7
é . ‘."“ =~
E ®1a 7 Censodng Times L 5 ﬁ‘\-ﬁﬂ_‘
3. —8— Fiboelclib (H = 334)
£ —&— Plpcabo (N = 3M)
g No. of events ‘KR\_«\
% 40 Ribociclib: 140, Placebo: 205
; 4 =
I | o .
w [
20+ Kaplan-Moiar modian
Ribaciclib: 25.3 Months
Placebo; 160 Months
Al Log-rank paakue = §61°10%-8)
IIJ 1; -Ii I; 1; 1IICI 1I'," 1 4- ‘llﬁ 1I8 ilﬁ ?.1' ?I-I ?IIS EIS 1:3 3:? Eld
Tirna (Monihs)
Wumber of pasents sl i sk
Tima 0 2 Ll & 8 10 12 Td 16 18 Fuil 22 4 % 8 bl a2 34
Riociciy 334 M4 297 257 MO 27 X7 186 188 176 164 132 &7 46 17 i i il
Placeba 334 278 265 238 219 196 17e 156 138 124 110 a3 63 34 10 7 2 a
AE712127.6 ML/l 182 7<)
[3£14]. MONALEESA-2 &4 Z3}: ORR, CBR (2017:d1€2%cut off)
o oot JEEE Aok JEZS e
s (%, 95% CD (%, 95% CD ¥
EE A ddAT N=334 N=334
A WH-&-E(ORR)a 42.5(37.2,47.8) 28.7(23.9,33.6) 9.18 x10-5
9744 o3 Hl&(CBR)b 79.9(75.6,84.2) 73.1(68.3,77.8) 0.018
A Jhes Ag 71zl $A N=257 N=245
. o=
%}XS}%F"E 54.5(48.4,60.6) 38.8(32.7,44.9) 2.54 x 10-4
9744 o] H]&(CBR) 80.2(75.3,85.0) 71.8(66.2,77.5) 0.018

aZ A ¥k-3-E(ORR, Overall response rate) = ¢+ &3] 2 HE A& B A9 vl&

b%“&ﬁ Ol%j H]-&(CBR, clinical benefit rate) A B HOl A+ BE Fa(+ oA Wy o
S/A% TRAY24F o) Kol FAel Hl &

cp %k‘_ LﬁCochran -Mantel_Haenszel 7}0] *%’4]01 B~

A

EE T3 ot

0§23 5%7} z.&ff}giﬁ Eﬂl@

.765, 95% Cl: 0.628, 0.932, p=0.004)

T
-~
o
N J

HF A AEE B oY Azbo] AdeE FUIEINLH, 6dF AEEL o oF Tl 444.2%(38.5,
49.8), H1oF T2l M32.0%(26.8, 37.3) oIt HF AA HEE FLHE o & FATLA63.9 7HL95% Cl :
52.4, 71.0), 1oF FATNAMLANLO05% Cl: 47.2, 59.7)0]1 o™, o] of RolFoA HF HEE TYHI125
Ne Fdde Bk

917 BAolN BAH HF AA AEE A% BMo) B2d, ojde] Rz == AYaye g U
522 A%, 7 9/EE wo] A9, weve Holo] $A &gl IFelN YBHAT.




[3%15]. MONALEESA-2 &4 ZA3AA HEF) (2021'd6210% cut-off)

s o] 2F600mg + HNEZZE kY EZE

oAk

AA AEE, AA A AL NS334 N=334
ArzAn(%) 181 (54.2) 219 (65.6)
A AEE TY#01E,95% CD 63.9 (52.4, 71.0) 51.4 (47.2, 59.7)
A& H195% Cha 0.765 (0.628, 0.932)
D gb 0.004
AA AEE FAA B1&%) 95% CD
24 /N4 86.6 (82.3, 89.9) 85.0 (80.5, 88.4)
60 714 52.3 (46.5, 57.7) 43.9 (38.3, 49.4)
72 N4 44.2 (38.5, 49.8) 32.0 (26.8, 37.3)
Cl: A= 43t
a 9gule F3ECox PH 2d& 53 0401{1 Zrol o).
b p-#-2RTel we 3t g/EE ¥ Holdf f7o thg &= 3 =21 +9 24E T3 2o goldt

[
off)
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Toemarng Ty
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L
LEE
Hea, of e
Ribacichl: TH1, Plorba 29
Homm o Rt = (18,5

404 g5 %Cl paze, 09

Ewrmidee probabisy (%

Fap e e madm s
Ribocichl: S19 Woaths
204 Placeba 51 4 Wamhy

Lagr mek prusles = 0004

a4
R EEEEEEEEEEEEEEEEEEYE.
Time{ b mhs)
Hum be rof patiees: Fhilat st
Time O 4 4 m WM M 4 X 2 ¥ 40 4 44 2 3B M 64 &8 M WM W W =
Ribaaclib M I3 35 W5 W0 28 IWM I3 I I 2 W 1 163 158 13 1 135 S Wl 48 3 0
Plooeba 33 X 39 304 X3 283 25 2 22 200 195 ) MY WE M 1M W 1 W Y M & @
23 <9 AAHCox PH 22, RTol wh& 3t gl/=e o doje] 5o s F3h=An
GEP g2 S8k 2O ¢4 A4S T doidd
ol Fe) taRiziA e T o] of FATolM flokrd wastdll7 Ad AFHUG (o] oF Tl
50.670€, 95% CI. 38.9, 60.0 7H&/ Ao 38.9 7H€, 95% ClI: 314, 45.4). 3}ty B Q9 7hsA S o] o Fof
oA Herrd Wlwsted25.8% #astlth.(HR: 0.742; 95% CI: 0.606, 0.909)
(@ MONALEESA-7: ofZu}ebA| A af#] e} o] ko] W&
(22 FEAHR-HA 3 ATYTAE P45 AAHERD-S4 ABA EE= Aol HULS AR




H7 Aloly7] Aol Ao dap iEH 2H)

9 AAMONALEESA-72 114 Ao disl ool Widnl 8 e Ho] gl &

2 AR A E A AT EA2HER2) -4 A Fek 7R #7 H/old 7] oA

2H Zo|=A olZulelA] AFANSAD =& EFEAA+IA @ -vs $HNSAI =& EME

w7, ol5 WA, o dz Aol

67279 A7} o] ¢k+NSAI == EFEAA+IA DA (n=335) Ev ¢ NSAI & EFEAIR+IA D H(n=337)=

29 WAEAeH 2 g/Es H Mol {7, WA Adho] i ofd ¢t ey, ir 2 BEY

(EF2A A+ A Devs NSA+TA D)ol whet 239k NSA(HEZZ25mg £+ ol 2EZZImg) E= B

E/‘PﬂZOmg— ALA dd YA wet shF I ATE Fof Woky, IALH LS AFAR8YE FU] F
Aol Fof wgrom, o] ¢f00mg = FoF> Aol IPHAY wolEo)r] ofgE FAo] v w7hA21

Y d&Ko® F P AT FASLTY o FF VIS MG A ARY Fa FEA

Fol A ukg H71 7]F(Response Evaluation Criteria in Solid Tumor, RECIST) W#1.1& o] &3 AlgA #H7}

T2 AE 7IZHPFS)oI AT

A4+ A @MONALEESA-70 52 H Y4088 2558 FE O MRGT.7%), FU¥

(29.5%), =0(2.8%)°1Ytt. HY EE (99.0%)9JECOG 43 JeHl=0d ==1480lig. 67289 A F

32.6%7F Bz QWA &gUdsst Qe He Zlo H|F18.0%A4 Al RzeyoT ddsstaS Wy, ¢

28 5 4AHR-%A
RIS ERS Y
Aslemaage] 729

=

3 fﬁx}gl Sl
[e)

o o
A AA A39.6%E BE QA yEE QS 07%t A Bz A HEH aE Wkt
40.2%2 A= A Hol AEES ¢t 23.7%= W ASS ko, 56.7%= WA S &1 st
T A 2 o]zl AW EAL 4 AE ¢ lﬂ—c 2% JEY bl #3385 o|F1 vl 7Hsdtth
o] N da Hr} WEgs YA wh-g B} 7]Z([Response Evaluation Criteria in Sold Tumor, RECIST)
HALLS F318 A TP LS FRFOEA ELET. ol EE A oAl did AdA
HrtE 7hto 7 3y, 43 84 Ads PSP HAESYSBIRC, Blinded independent review committee) S

ol FHEAT 9 FAY YLV BA AHAA FHIZEY] F4eh219.2 Aol
AA AN AN, 828 A o] o+ NSAEHEA A+ A E Y Fofo A 9 oF+ NSAIERS A+
o gl 3} H]Lo]—O:] EAHoR A3 F4E AfE BYoH, [HR 0553(95% CL: 0.441, 0.694); ©= 33 =11
=9 A4p-#9.83 x 10-819¢A 2 ou) Q& A& aHE BYch AP AE/|A FLRO5% CD & )
oF+ NSAI/E‘rE/‘lJ“hJﬂ%% To] 7o) 423,871 €(19.2, NE), $Jok+ NSAI/EFEAIH+ A FofFo) 413,071 Y
(11.0 16.4) o]tk F+EA Adb= [T H4]o 8. ofs ot

[ZF4]MONALEESA-7: F-318) AE7|7kel| g 7h&2-vlolol g (A FAH 7, ZE B4 tdA)2017498
¥20¥cut off)
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. ¥ Cansdeing Tivies
B e :achdnfm-?z'-h > R
%

o
Placetia 4 = 337 on "—-_._.‘__'_

Mo df esrits.

rb\rc:t: Placebo 187 wl\ -

40 4 Rl
Hazord Fatio = 0553

95% Ci[0 441 0.694] % L % c:

EvenHres probaility3)

hqisnhbeu radien
on Piboodiby 238 Monihs
ru:ebaud Months

Logrrarkgealug = 9 8310709)

T — —r T I e — — ™ T T T T
1] 2 4 E 8 10 12 4 1% 1L 20 22 24 26 = 611
Tema {Mansnis}
M bar of patants sall at sk
Tme 0 2 4 B 8 10 12 14 16 1 20 22 24 26 28 30
Fbooclih 3% am 284 264 245 2% ng 178 136 a0 54 40 20 3 1 0
Placabo 337 271 248 230 207 183 165 124 94 BE El 24 13 ] 1 ]




o 2F0%S] TR Aed e BASHAESYIBIRC, Blinded independent review committee)el] <7
& 7RG Y7 A T2 B i Al B AR5 S8R SR Th(H @ HIHR): 0.427; 95% CL:

0.288, 0.633)

Y2 FAY AE 717 E4 AN, HA BEE HolHE SAEHA

o} (HR 0. 916 [95% CIL: 0.601, 1.396).

arom, 8971(13%)9 Aol EAEA

RECIST WALl SAS AgA oo e AA 9§E2 o] & F9740.9%; 95%CL 35.6, 46.2)°14 $|F
FATRHTH29.7% 95% Cl: 24.8, 34.6; p=0.00098) =3kt 434 o]A Hl&(overall clinical benefit rate, CBR)<

o] o FAT(79.1%; 95% Cl: 74.8:83.5)e4 ¢l FofZHTH69.7%; 95% Cl: 64.8:74.6 p=0.002) =3tct.

o] of EE HAGINSAHTA DD S Fof w495 &S tdos 3 A-SA3) shela £4oz2i e 7
g AEZIZHB% CD & o] F+NSAl sh¢lroll 427.5 7H4(19.1 NE), 9/F+NSAI aF¢loll A13.871€(12.6, 17.4)
[HR: 0.569 (95% CI: 0.436, 0.743)] o]Ath. &4 A3+ [£16] 2 [ H5]o) 8%k YT

[3£16]: MONALEESA-7: f+84 ZANNSAL AgA H7hH (2017708€20 cut off)

o] SHNSA+TAF Y

S FNSA+ LA A

N=248

N=247

Y Y2713

TYRONE, 95% CD

27.5(19.1, NE)

| 13.8(12.6, 17.4)

A RI95% CD

0.569(0.436-0.743)

NE = not estimable
2RAAYEIe, NPA AN

H7HE 7|Wo g kit

[Z195]. MONALEESA-7: §-318 A=7]7kel| tfgh 7h&e-nfolo] 1=~ (NSAL, Al@AE 7)) (2017:308€20¥ cut
off)
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B0 ] L
. s S
£ g .
£ ® o
= &5 - -~ .
z: 0], e = -~
é ————  PRubwcichd [H = 248] ‘ —
y i Flacebo [N = 247) 0 Ny
% Na, of gvanss - . —————
= a0 Ribooicib §2 Placeba 132 .‘ .
£ e 7
& Haznd Rato= 0569 _ ]
S5 % G0 436, 0 743) :
2 KaplanMaior median
Rabocidhity; 275 MonTs
Flaoobo: 138 Months
0
T T T T T T T T B . i : ;
0 ) & [ S 0 12 1 18 18 . . = 23
Timvee [ MonTs)
Humbar of patents 31 atnsk
Time 2 4 ] B 10 12 14 18 18 20 ] 24 26 o] W
Ribpadii 248 ‘223 2w e 183 |/ OIs3 E W 6 %3 27 15 2 i a
Fraceba 247 195 177 163 149 1] 126 45 2 45 =5 19 I 2 1 a

o
=

RECIST ver.L1ol 2A% A@A 7ol mE HA ¥hgE 9 437 ol H&L [F17]0 8 of= ot

[3£17]. MONALEESA-7 #+r&4 A7} ORR, CBR (NSAL, A @A%7H (201718€20% cut off)




B o] ok+ NSAI+ 1A|& g 9 oF+ NSA+A D &
v (%, 95% CI) (%, 95% CI)

e B4 ddAT N=248 N=247
A W-&E(ORR)a 39.1 (33.0, 45.2) 29.1 (23.5, 34.8)
AdA o3 Hl&(CBR)Db 80.2 (75.3, 85.2) 67.2 (61.4, 73.1
24 7 A% 7hrl A N=192 N=199
A WEE

(ORR) 50.5(43.4, 57.6) 36.2(29.5, 42.9)
AdA ol H&(CBR) 81.8(76.3, 87.2) 63 8(57.1, 70.5)
a# A ¥H-&-E(ORR, Overall response rate) = ¢tz @3] 2 F& FE B Fxke v

b2 o] m&(CBR, clinical benefit rate) = ¢+ #FHE HQl S+ FE A3 H(+ °P7‘é HH 52 Eo4A
NS/ E BRI YUF o)) Bl $ake] w&

7122Zke]+ NSAI W&ol A8 Ades o], o)X Bxay T A Bxae 38X g g 52& Ag, 1t
EE HY AW, METY] Aol A &k IFolA dBEU

AA AEE gk dulolE B A34=(20183@11€930¢, cut off) [3E18]e] Lok i)

ot HA MEE EAAA, F& oA Bt W =Esiglon TASHCE dASA FdE WA YEE
< E4th

[3%18]. MONALEESA-7 84 ZA3}(HA AEF) (201811430 cut off)

[e] o] o
A A2E, A4 Y AT o gaoomg N
ARAN(%) 83(24.8) 109(32.3)
AA AEE FHRONL95% CD NENNE, NE) 40.9(37.8, NE)
&311](95% CD 0.712(0.535, 0.948)
p @& 0.00973

(e} o]l o
AR AEE, NSAL 5192 o 00mg N
ARAn(%) 61(24.6) 80(32.4)
A AEE SHROIE,95% CD NEWNE, NE) 40.7(37.4, NE)
£&4](95% CI) 0.699(0.501, 0.976)
p-#e 7 /xEe o Mol §F, APA HFe| dig o) e AF, RT(nteractive response
technology) o W2 YEH QW A g &= F8 27 &9 AAS T A gholth
NE = Not estimable

[7136]. MONALEESA-7 : AA AEE i3 71=-vlojo] TP Z(RE B4 didAa, 2018911€30¥
cut-off)

100 mpomm

—auwwm
* =
- e

i . 7 Cansomn
7 —— F‘ oo ri"il‘ 4N| &
v PlecebaN = 247) =, e

Ho of evants
4 [Ribocidib: 61, Fracabo 80 !L'ww

Hezerd Fatio s 1693
95 1 C1[D.501, 0976)

=

Voplan-bien mod-en
Ribocidib NE
Flaceba 40.7 Monthe

Eunni-hnn probesbisy ()
L]

————————— —r——— ——————— -
] 2 4 B B 10 12 14 16 18 20 2 24 W™ 28 W 32 34 B M 40 47 44 45
Tire (it
Number o petiers still of nsk
Tme 0 2 4 B 8 10 %2 14 6 W 20 2@ M4 %/ 2 W R W B W 4 42 M B
Fibocelt 249 245 241 23 233 230 226 216 213 206 207 196 192 184 174 142 13 D 4@ 29 6 5 2 0
Plecebo 247 240 236 23 225 221 25 200 204 19% 193 183 199 165 145 M6 &7 67 46 24 12 4 2 0




21 &9 44 HCox B2 #H S/E=s 7 Aol A Ado] thgt ojd o] Jgsstad, RTA we i
H W& oFAll whe} S3kE T

[Z2%7]. MONALEESA-7 : ZA| AEE] g 71&-uto]o] 18 Z(NSAL 2018d11€30¥cut off)

100 = a
B

Cersormg Tumes

- s
80 = Riboeichib (N=335)
v Placebo (N=337)

No of events
Glias Ribociclib: 83, Placebo: 108

Hazard Ratio = 0.712
95% CI [0.535, 0.948]
Kaplan-Meier median
Ribeciclib: NE
Placebo: 40.9 months

20 | Log-rank p-value = 0.00973

Event-free probability (%)

T T T T T T T T T T T T T T T T T T T
o 2 4 & & 10 12 14 16 18 20 22 24 26 28 S0 9z 34 a6 a8 A0 42 44 A6

Number of patients still at risk Time (Months)

Time (months) 0 2 4 6 e 10 1 14 16 18 20 22 2 26 28 3 32 34 36 38 4D 47 44 46
Ribociclsh 335 330 325 320 316 308 304 297 287 278 274 266 208 248 236 193 195 110 68 43 25 7 3 0
Placebo 337 330 326 321 314 309 301 2956 288 280 272 268 251 235 210 166 122 97 B2 33 19 T 2 o

JgulE 33HA eCox 2L B

AA A7 BATANA G A5l A2 Ay 2= ARy }w AZHPFSDL o oF BTl A 9o Fof
By A THHR: 0.692 (95% CI: 0.548, 0.875)). PFS2 =4ake $ kel A4132.3 M€ (95% CI: 27.6, 38.3)¢]H, o]
of HerpoldE EoahA RTh 5% Cl 394, NE). NSAI %of Pl A= #A8 A%E 2QoB(HR:
0.660(95% CI: 0.503, 0.868) PFS2 &%4#k2 ek Tl A32.3 7W€(95% CL: 26.9, 38.3) o] o] oF Fofiof A
= E93A &kt (95% CI 39.4, NE)

@ MONALEESA-3: W 2ETES} o] ko] B&

(E2E $8AHR-Y 2 APYPIAE YFARASSAAHERD-SHY DAY £ Aol 4L 7H
A7 F ol A e oW =A%) AW ool Ao Wl a¥)

4 A EMONALEESA-3& oldol vjitn] a¥e we Aol g/ 9 vl 2y we 522 $44)
¥4, HER-2 &4 Q84§39 717 477 g doR euA2yn FNAEFES YEFoss

29, olF WA, Sl U= A4 Aldelt

7269 9] gA7i21e] v &R T2 WA E o o600mg+E W AETEM=484)F, ¢ H+EWAEREMN=242)E
Fof By, 7F 9/EE H Aol R (o] A5Mm=351(48.3%) o] §la(n=375(GL7%), YA E+ HolA
Agko] that ofd WEH &¥ A=0A 2H{N=354(48.8%), 23 &M (=372 (51.2%) wet F3HH AT P4
AR 8 AT ol YR 2 ARE T2 o] gle AN Y A =e(DExawe U
TR aWE v HI2WE oo AL FASSe EFAT. 23 &} A HxaW AR T dWol A
W AAY, WEH BxaWs vzl o312/ ojule] Aol g A el da WiEH aRow X
I TS TFAT o] 21t F600mg FT Fo FTLT FeprlE THleH, EWAETEESL00mg
<1, 15, 299 g3 o % 3 Dol 3 MY F§ o Fof Wolnh




914 )| IMONALEESA-30] 523 #ate] a8 Z4ghe634089): 31-89M)ATh S2& B 5, D754 o4l
138%% ERSIAUETRY DAL WA ol BolHT. BATL F2 AU, BT, FACTHL.
= AgL o] A =A%

1Y RE FAE(99.7%9ECOG 348 =0d ==1do)d 13 €23 9 3t

(el F191%= AA o] A3, HxaW v FA4942.7%c FEsIas T2 HH AHZAHAAE
13.1% wro]l Foslstam S Woka, I Aol Sol7by] A585%w REQWOoE yiH 9SS we v
AHZQHE Be14%To] JEHQHS wgtt 21.2%9 A+ mogk HolH0160.5%= W7 & 714
Aol= it JAFEA T o] 2~eiel AW EAL I AP TollA BF #38S o|F1 vl JHEstth

gz B4

o] Aol da Byl Wges vy dolM WS H7b 7]Z=([Response Evaluation Criteria in Sold Tumor, RECIST)

HALle B30 7Y A2 BRFOEAN =it (729 wiA S, 2017d11€3Y
cut-off). LAIPFS #4 AN F24713ke] T4gh220.470L 1A

rol

BE 24 UAATN 94 HE é AT 9 ofr TW2EVE BEF T o o FiEAE PET
A FAZ7|ZHPES)7E BATHSZ on] A FFEe EAom, (HR: 0.593; 95% Cl 0.480, 0.732; &=
53 27 9 DAp-RLL X 10701 o ENAEVE g 24 29 WY EE A8 49 3240
1% A ATE PFS $4%95% C) 2 o] oF+ ZWAETE BHE&7 4205 <L (18.5, 23.5), 9+ Fu| 2~
ETE W87 412.871€(10.9, 16.3) o]t}

| =% AE YA3|BIRC, blinded independent review committee)ol| 440% oA @ &F9)ol g +
T e T A FEAE ARE ST AT (918 R10.492 (95% CI, 0.345 - 0.703)).

B AE7e le} AA AEE T B AHAA QHE HJow, HA E4F L el gt
PFS A3= [£19] 2 [138]d 8.oks] o 9th,

[$£19]. MONALEESA-3 F- A&7 A @A 71 20193643 cut off)

o] HEHAEYE Sf+ EH2EHE
N=484 N=242
AW AL
AFn(%) 283(58.5) 193(79.8)
%431 2)95% CD 20.6(18.6, 24.0) 12.810.9, 16.3)
9% u1(95% CI) 0.587 (0.488, 0.705)
o o o ShEM~ETGE SOk B0 SEGE
Ay Al N=237 N-128
A, %) 11247.3) 95(74.2)
A8 AEE FAR
ML, 95% D 33.6(27.1, 41.3) 19.2014.9, 23.6)
A& u1(95% CD 0.546(0.415, 0.718)
. v o] SHEHLEUE Sk EW2EHE
27k oy WA me 27 A2 | (e N=109
AZ@, %) 167(70.5) 95(87.2)
A8 BEE FRR
o1, 9% D 14.6(12.5, 18.6) 9.1.8, 11.0)
9% u1(95% CI) 0.571(0.443, 0.737)
CI = 4133 confidence interval)




112 8 gA: A& JIda@QA) g4 e =) R2aHe WiEH 8 48 F1270Y o] %9
ZH‘%}OW P T dold Ao ik Aswe A Q&

2hx8Y F EEC(N)HZ&W«] WiErl 8 8 o|F12/HE ol Az, B E Ak g
Q7o) e o oF Ane 17

(7181 MONALEESA-3 :

TR AL

zrol e 59

1M

Ew=ntire= praba biliy 3]

uojo] 1 Z(A @A B}, 201996€3Ucut ~off)

. T Gansaring Times .
——=—— Ribaciclib+Fuhe=simm{H = d-'ad.] i
EITE B . SREE Plcaba+Fubemsimm {H = 242] TR
B Fabees 283, PlcsbatFubestant 189
Hazard Ratia =0.547
M A as%cip4an,aFog *--w"v
Kapbmke=i=r median Ecn
Ribaciclib+ Fube=sirani: 206 Mamhs W
el Pbo=bat Fubv=siani: 123 Mamhs
@ 2 4 & 8 MM 12 14 16 18 20 2 24 B 28 M A2 A 35 33 41 42 4 48
Time {Manihs]
Hum b=r ol patiznt =il at rigk
Tme O 2 4 B & 0 12 14 16 18 0 2 24 M 2 A0 42 A4 A8 38 40 4R 4 46
Ribaciclib 434 403 364 3G 323 305 282 253 239 225 205 198 181 14 15 156 148 127 92 65 2 11 4 a
Fbosha 242 185 168 136 144 13 116 106 93 &8 &2 63 &2 5@ 51 47 43 41 21 13 ] 2 1 a
o] SH+EHAERE WETH 9o+ EW2ERE WET 719 94 oA ®l&(clinical benefit rate)2 [3£20]
of & %= ATt
[3£20]. MONALEESA-3 &4 Z3HORR, CBR) (AgAF H7}, 201731143 cut-off)
o] o+ FW2ETUE ok EW2EGRE
(%, 95% CI) (%, 95% CI)
e B4 AT N=484 N=242
A ¥-8-E(ORR)? 32.4(28.3, 36.6) 21.5(16.3, 26.7)
4+A o] HL(CBR) 70.2(66.2, 74.3) 62.8(56.7, 68.9)
=4 7hes AW 7l 3 N=379 N=181
A ¥-&-E(ORR)? 40.9(35.9, 45.8) 28.7(22.1, 35.3)
A=A o] F H-&(CBR) 69.4(64.8, 74.0) 59.7(52.5, 66.8)
A& (ORR, Overall response rate) = €z 3] 2 F& B35 2 Ao &
o)A o] H| g(CBR clinical benefit rate) = ¢+ #H3|S Bl FA+ B FAaf(+ ¢+H HA =
< g del/Ee FRe= 24 F
H-EASE o oh FWAEUE Fof BT H-EHo| AW JANE o], olHe] nxay = A 2
z8W9 AF 9 TEE A&, 1+ H/EE Ho dAHA, METY Holof A 9] IFA 4HT A
£ B2tk
A AEE B4
A HA HEE BAA, o ATE ol RG] mRHGom, A ARENN BARHOL FojHB

FFE BAT




[321]. MONALEESA-3: &4 A3(dA AEE, 201996€L3Lcut off)

o] SHEW1ETJE ok EWMZEUE
AAA A N=484 N=242
AAM, %) 167(34.5) 108(44.6)
AA yEE SIH
R, 95% CD NE(42.5, NE) 40037, NE)
1 38H)(95% CD! 0.724(0.568, 0.924)
p & 0.00455
12 8 F &4
A A A4 N=237 N=128
AHAM, %) 63(26.6) 47(36.7)
S @H(95% CD° 0.70000.479, 1.021)
22 oW 9A = 27 A
AAA DA N=237 N=109
AHAM, %) 102(43.0) 60(55.0)
219 11(95% CI 0.703(0.530, 1.004)
NE = Not, Estimable 43 4 ¢l$
1 938 E=CoX PH mdo)] ZA%IH, 7+ W/EE= F Ho|, IRTo| ©E ojdel y&En g wat 2315
o},
2 B2p %k° H Q/EE 7 Aol RT of w2 o7 yiul el mah 239 27 <9 AR =A%
P-,Z&—P: ol AAZFA F¢x710.025¢1Lan-DeMets (O’ brien fleming) alpha spending function2 239
A %10.011292} ¥ w = )T}
3 AN 2o e eCox PH wel TS,

(7191 MONALEESA-3 HA| A&&ol gt 7F&s vlojo] 12 32(201996€3Ycut off)

-

w ¥ Censaring Times
N — Ribaciclitt Fulresimani{H = 484
----- F- -+~ Phozhat Fulresimani{H = 242)

£ Ha.alee=nt g
£ @] Pibaciclib Fubesimant: 167, Place ba+ Fubestant: 108 TM
5
£ Ham rd Ratia =072 L8
95 % C1)0.568, 0924
= i 1 h.
-'E; 40 4 KapbnrM=i=r m=dian “?:
= Ribaciclib+ Fubresiani: HE
X P bace b Fubverirant: 400 Wanihs
Lagrank paalus =0 055
o v
0

T T L] T L] T L] T T ¥ T L] T " T T L] T L] T L] T T ¥ T

a 2 4 -] E] i 12 14 16 1@ 20 X 24 26 23 30 1 A4 ¥ 33 40 42 44 46 48

Tim= {Manih=)
Hum beral patients Hillat risk

Time 0O 2 4 G 8 10 1z 14 16 18 20 X= 24 X 2 30 1 Ad F¥ 38 40 42 44 45 48
Ribaciclib 434 470 454 444 436 42 414 402 337 389 M 365 348 334 ax 309 300 27 237 1% 482 41 14 2 a
Plo=ba 242 233 227 223 218 213 207 199 184 187 1% 174 188 159 155 147 141 1 107 64 37 14 3 ] a

23 9 A4 HCox ZA2 ¥ SEe 7 do], WY Aol tht ojd e Fekststad, RTo ©e W&
H W& oFAll whet S3kE T

AA A5 FALAA thg Ao AgE 8 ms AR7EA S AZHPES2)0] o] of Fojitd fof Fojo
A HIALE Sl om, o] of FofFoA o AUtk (1EHIHR: 0.670095% CI1:0.542, 0.830)). PFS29] FYak2 o] oF
ool 439.870 € (95% Cl:32.5, NE) o|w, #joF Fojaol|A129.4 7} € (95% Cl:24.1, 33.1) o]AH}.




A, S, A S Mfﬁ & a‘ﬂ%— *3%—717&08)541% 28 PPAPRIAE
2027%36%30%_‘77}x] A= A

O (348 #YAZ) reolofFe] FHSI7F AL AAL 74, ATz RANZARE <B4 2 x>

14 SYFAA AN A AR AH 3FstE B9

o NPT Qe

15 AAAE @Ests 49

O AFAF Ye

1.6 AEH
7T B EEW |7} SHAA-FEA BE A= ZZd) A4 A=
AR LA} 2024.10.24. - i}
HAQ AU} 2025.2.25. 2025.2.24. 2025.2.24.
BaHTYA 2025.7.8. 2025.7.8. 2025.7.8.
FHFA e LA 2025.8.22. 2025.7.15. 2025.7.15.
[E< EAA A AA A=




F2P FEAHR I D A FTAZHFAA FEA2HERD Sl AW Fo] =
o2 9 3 27 §9 BAGA Hrawes AnATUs olzoehd A e
2o S S Sstel, AUYGAFOR A UPAPAENATALED) 5
& AESHAS

A3 2

WA - HR-4, HER2-S4, €24 e e dAgle]l AL f3do] =2 siF o
e 719 27 el e #3738 A/F A4 D G4 &4 51018 S o=
g AL, 30, v XﬂS% A FAA, BEAZ aﬂr olZrtetA AAA(HER
= ofZmuietAl AAA ©=QW tiHl STEEP 7|&o wet
2 Qo= qu Mol AJHAS. o=, =
1y b b A ZEuld2 aBC 3hAbollA 2RAIEFH
?Hi/‘é %@rx}»ﬂ Hlwsto] fFAREAY B2 HEE Yehve 3PS RS =3 gRrA
3ol el AHEA FAE A AR /IS
| B2 344267, Data cut-off 2023.01.11.715%), ET @57 o] g|RAEFH + ET ¥
&4 STEEP 71&ol| wet AgArE B7ie iIDES7F AR 2 fostA M= AS
(one sided stratified log-rank test p-value = 0.0014). Abdol AHel® Lan-DeMets
(O'Brien-Fleming) & 71&& TZ3A(F4948 45 A& p-value < 0.0128) FH =A<l
DMC+= iDFS A7} BAZ o= Folstal 3o
AE W33 IDFSS FHxAF 713 032 27.704(8 9 0~45712)ol A+
- A% iDFS ¥4435094, Data cut-off 2023.07.21. ]f) ET @573 nlaste] 2] R2A|
9 + ET #8379 iDFSE <3 E42 39} %%“3} A Folgk MAdo] ALH o= e
<(one sided stratified log-rank test p-value = 0.0006). % iDFS= 6.371 €2 F71& <l
F2 37 2 iDFSol|l tidk 712 <l 33.370 € 9 17‘*4%} A5E g3
- oz HrIHE F g HEAIEH + ET ¥ ET 9579 FF IDFS 404 0OS&= 847
(3.3%), 8871(3.4%)2.2, HR=0.892(95% CI 0.661, 1.203, pat=0.2263)°]A=. 3d OS H &
g HAEY + ETTo] ET ©@=o) vls] Ao] 3 & Eo] 0.9%°]U =
- YRAFH + ETT9 o] 4dRkE, TUigt o] 4RkE, 353 o4 o4

LA FTHORE oJofA = ol Rty WS 5 MtAo=® ET @57 Eoh o WA B
H 9o, aBC ﬂx}"ﬂ*ﬂ Elif\l% o] A AR} Blalste] FAIAY W HER
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o

11 AFAE

o k|2 o W %E(Pharmacological class) : CDK4/6 <A

o Y HAIFHLE Alo]F™ o]=A Z|vpobA(cyclin-dependent kinase, CDK) 4 % 62] A&Hz <
AAY. o] ZIvorAl= D-Ate]Z 9ol A A s Az F7] Iy 2 A=Z %*‘%
zH sl 3G AZA T8 TS g Alo]Ed D-CDK4/6 B A= WHEAES
o9l 2 (retinoblastoma protein, pRb)e] <QI4tstE Fall AlZ 7] P& =43

1. 71

o
[

S A Y Ao 2

— o —

ol
rok

b Xb 2

1.2. 719 & /74

o YHAZFHE 7] HEH 7Rk aWo = A of=vlelA] A &= FHETES
A WEH 2 F FAHIY ¥ s=2F FEAMHR) A, A FoAAAA
2(HER?2) &4 X&q4d == Aol #te] A& AXY X5 st 7= HAF A
= HAAE AAdA YEH e A sT=2E BB 52 FE(uteinising hormone
releasing hormone, LHRH) 2}-&A]¢} WHE&3jof & 2 RHAEH Hx F537I= 729 A
ol  w/Id, HAYF Oz, =A A3d YA F(MONALEESA-2[CLEE011A2301],
MONALEESA-7[CLEE011E2301], MONALEESA-3[CLEE011F2301Def] ~7]w+g+

e JAI= HR ¥4, HER2 4, 27] =+ 37] eBC7F & 184 1” 4 AHEAE HE
A+ 3A) 51018 S e g F BxE ETAL oh2EEZS | EZ2E)0 g RAF
F7t 8-S Wrtske oe7, T2 uiA, 3 *]@(CLEEOHOIZSOIC (NATALEE)S 7|4k
2 ANEL 5583 3715 AT
S EZEF=E A (hormone  receptor, HR) 9Fy, QI7FET] 53 O/X/l—’r“%"—if/Z(human epidermal
growth factor receptor 2, HER2) &% 27] & 37] &7] $8F9F 8xfo] HEZAEZE ¢/ oF
Kisqalis} o} Z e A A] &2 %

]
o
o

13 AFFEH #d8 T8 ¢d4 BH
24

oasel | maws
N e
s jaololxt
[CLEEO11012301C(TRIO033) _Korean H{& ver 4.0(27Aug2020)] LEEO11
2= 423 oM HER2 SA. Sulob xy| sl UEe| ool 2lEASd
30143 i;)1;3000614; (Ribociclib)S AFRSIS Bxoue| 551} olIMe rlsP| i3t ch| Sxiolis =
019.03.06 WS, H3A drAE EIEAIEEES ARRSH A ExQH A& New Adiuvant TriAl with
Ribociclib [LEEQ11]: NATALEE)
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21. 959 %F(Drug substance)

211 AR

R Tt A4 T4
HN

=y CaosHoNsO - CiHsO NS

T g mA 29449 |Ribociclib succinate | o e i on | Py _cH,
(552.64) HO N \
o CHy

212 4BYGF NILE

m 3% B ERINE ARAN (OpH Owidz= O =48 O ¥ 0O 7E)

TEAE (B FYEE B ARENAE B FES B VIENESHE)

B A2/ 30/ TE B ZERE/3 8/ eSS R

O EFAE R 7ENERAE, AESREAY) B AFYE O Z2F/A%- A9

A G eHE o] HEH 1 BE 7/ T
22, A 9| % F(Drug product)

221 A7HAY F7 (FAA, AEA, AA|, HolAd dHFe= BT

o AFUE

222. A %FE NFFE

mEY BEINE AR (OpH OHF O 7%)
SEAY (W A9 D7) mAzRS

05548 O848 BN O E2F/A% A9
A GG HHE 7 W2 A,

A A A2
B3/ 43A8 B AHEHUYAAZINAY O A=A/ QA=A

0 24401848 O 998 aAd/aaerasa)d
s

028 O PAS9EAE O 244934408 0 24401249

0 228448 O AREA/ 294288 0 43948 0 2448 O 7844
NG5 HHH F5 WE AT
CEFAY : LAY, FUAAE, S 2BUAE, A5 A
FNHAE  MABHENTY, AR YAEAE 5

31. 959 %kE AAA

NEEH Ng=d 71 8H /A4 Az
A7 BENT 2-8C ks
A 300 [750RE PE/PETP/ALU/PETP S1




7HEA 2

25°C /60% RH =g}
713 A8 40°C /75%RH =k
32. A FE9 HAA
o QAN AHEE HA7}F AAFED YE5%FE 9 OEFo] FUT AE A A Fe] A A] <}
AT A E TR AN HS o] 7|A T
NEERF NGEl L7/ A <E
B7NHEAND 2-8C(5C) 213
Py 25 /60% RH PVC/PCTFE blister A%
30°C /75%RH o

33. AZAT B =9 FUIEH
o 71947], YAR-8C) B, AxI2RE 1249

34. FAA B AAA 92

o Az 2AAR g} A3 APPY L ASIIA2L2RE 12 AY)e BT
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o AbA| & A F of
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6.1. JBANFAFS AHH(GCP &)

o 87} BA AEAE

HA : EMA TOC A=

CZF 1, A 1

Cix2l

ciet

ot

At

F018% o

Fo
712k

gole=

[CLEE011012301C (NATALEE)] A phase Ill, multicenter, randomized, open-label trial to evaluate efficacy and safety of
ribociclib with endocrine therapy as an adjuvant treatment in patients with hormone receptor—positive, HER2-negative, early
breast cancer (New Adjuvant TriAl with ribociclib [LEEO11]: NATALEE
(2018.12.07. #[Z SZ, 2023.07.21. Data cut-off date)

34} |HR+, HER2-,
27| E= 37|

eBC EHAjoi|A]
2| EAIE2+Ex
ETe} H=FTO
Ch=etHol| CHst
Fad Hlw Eot

C|&, ZTAEHoZ

2ol HiA, |ER /£ PgR A,

SMO =, HER2 S4 3l 55t

S/HAIE 27| 4l 37| eBCE
Zlckel 184| ofAtel Hid

*53t (0{Mo| A2 FAJuIH

~H| Z ] Aol HA M E=

(HZA M o |HZ = AkEf)

U =M ys  |+HESE ooy HAE,

HZd T 0iY) | WA x|=

—R47 || (Mg50| U= E9),

(27] vs 37]) | E= sfeteH E=

-Mell HEX|Z | MEX e

(of vs ojH2) | (H33B0| 3= 892

x| aketofof 5ioi,

(2o|/a8/ | 2 607HY SotE=x

Mool | ETE &2 £ %=

vs 1 2) ZAoZ ZHEo{of 3.
* ZITH SMol oA
= 5% 52 3
F= 3% 52 20
DY FME| Aol
UALL Ki 67=20%
F22 il 5101H
(Ribo+ET 25499,
ET only 2552%)

-Ad ET+Ribo
400mg QD=
—Butt ET*«

*Ribo 400mg QD
o2 7|2
1~212uof|

12 13
ATE04(Z|ch
3670 x| Z2)
**ET, Letrozole
2.5mg QD,
Anastrozole 1mg
QD (m& d
o 3 A
Goserelin 3.6mg
28 F7|=2

14 +3 2w (2|
6071 x|2)o
F0d)

ozl (202
3.07.21.)
INE 5
10913 (42.
8%) Ribo
3d X7
7|12+ etz

1A HopH=

78
—iDFS (STEEP criteria)
(Kol ofsk "Il

2AL Tol

78

—-RFS(STEEP criteria)
—-DDFS(STEEP criteria)
—Overall survival,
—physical functioning
sub—scale & global
health status/QoL
(EORTIC QLQ-C30) &




6.3. JEFAFAY (CTD 5.3.1) : HN3AY 8l

64. YAFIAY (CTD 533 L 53.4)
6.4.1. ==-¥+$ EX(Exposure-response analyses)

Table Data included for exposure-response analyses
Purpose of Pooling strategy and/or studies
analysis Key objectives Population CLEEO011 included
PK-QT Characterize the ribociclib  Patients with solid 012301C, A2207, was pooled with
PK profile, and PK-QTcF tumor including data from studies included in the PK-
relationship aBC, eBC QT modeling previously submitted

(X1101, X2101 X2107, A2301, E2301
and F2301) I

PK-ECG set

Exposure- Evaluate the relationship Patients with HR- Only data from Study 012301C (no
efficacy between ribociclib positive, HER2- pooling)

exposure and invasive negative, eBC PK-iDFS set

disease-free survival

(iDFS)
Exposure- Evaluate the exposure- Patients with HR- Only data from Study ©12301C (no
neutropenia neutropenia relationship positive, HER2- pooling)

negative, eBC PK-Neutropenia set

18 PK-QT analysis data set includes both 3 weeks on /1 week off regimen and continuous regimen. Visits after
C1D22 pre-dose were not used for continuous dosing patients.

I Only arm 1 ribociclib + letrozole patients from Study X2107 was used in the pooling for the PK-QT analysis.
The ribociclib+tamoxifen arm from Study E2301 was not included in the pooling for the PK-QT analysis.

6.4.1.1. A3 YA INATALEE)S] ¢F&538 7|&FA

e YHEAZY + NSAI BT T %58 H717F 7hed 1089 o] A4 EAEH Crogn(7]
38 )= 22k C1D15(n=75)9 289.5 ng/mL(geometric CV 71.46%), To] 3 2A17F @ 44|17+
Al Zkzy 708.6 ng/mL(geometric CV 61.91%), 740.2 ng/mL(geometric CV 59.38%) % =
* 2EAISE €% sk FEE {8l C1D15 £0 ™, F0 = 2, 4 hr sparse blood sampling

Table Ribociclib plasma concentrations (ng/ml) by visit and scheduled time point (P2

Scheduled Time Ribociclib + ET
Visit Point Statistic N=108
Cycle 1 Day 15 Pre-dose n 75

m (%) 74 (98.67)
Mean (SD) 358.1 (300.4)
CV% 83.88

Geo-mean 289.5
Geo-CV% 71.46
Median 287.0
[Min, Max] [0.0 ,2020]
2h post-dose n 97
m (%) 97 (100.0)
Mean (SD) 806.8 (372.2)
CV% 46.13
Geo-mean 708.6
Geo-CV% 61.91
Median 767.0
[Min, Max] [60.3 ,1960]
4h post-dose n 105
m (%) 105 (100.0)
Mean (SD) 830.0 (363.2)
CV% 43.76
Geo-mean 740.2
Geo-CV% 59.38
Median 786.0
[Min, Max] [37.6 .2460]

Source: Table 14.2-8.1



6.4.1.2. I k&3 &4 (Population PK analysis)
e o] popPK =4 (Population PK Report Studies E2301/F230D)2 AT o ZRE|o AE A

(e} e)
e

ol-&sted, 02+ T

012301Coll A aBC 3=k} H]

popPK UE‘“
A 0=}

* 400 mg QD &% % 1507 ¢] At 2003] whE A& o]l 7]Hket
A e 2
Simulated C1D1 and steady-state ribociclib PK parameters at the dose of 400

=
S =

popPK ¢ =
Table

%] 1;—]] o] E c)]—?i o
—’,i HA(TkO)S A st
A8E wgsr] g8 AF o mdS

;/\7], ;(] 0:] Q 2:rL§]

2 d(two-compartment model)©] 2.

Al

wate] eBC FAtolA FEE EE} F2 =ES 7IEsr] A

. ol

uf 7} Srof] A Q1ZE

EH popPK Rdd=

ZHA=F

ag Y A%
W 401 e ERER

1Y

mg QD in HR-positive, HER2-negative eBC patients in Study 012301C

BN

Mz A4

&34 9

e

Statistic C1D1 Steady-state
Ctrough (Cmin) (ng/mL)
Geometric mean (CV%) 108 (50.7) 263 (52.8)

Arithmetic mean (90% Cl)
5th percentile (90% CI)
95t percentile (90% Cl)
Cmax (ng/mL)
Geometric mean (CV%)
Arithmetic mean (90% Cl)
5th percentile (90% CI)
95" percentile (90% Cl)
AUCO0-24 (hr-ng/mL)
Geometric mean (CV%)
Arithmetic mean (90% CI)
5t percentile (90% Cl)
95" percentile (90% CI)
Tmax (hr)

Geometric mean (CV%)
Arithmetic mean (90% Cl)
5th percentile (90% Cl)
95t percentile (90% CI)

121 (115, 128)
48.9 (48.9, 48.9)
227 (227, 227)

671(51.9)
751 (705, 796)
208 (298, 298)
1423 (1423, 1423)

5296 (39.5)

5691 (5429, 5953)
2863 (2863, 2863)
9752 (9752, 9752)

3.79 (24.4)

3.90 (3.7, 4.04)
2.57 (2,57, 2.57)
5.71(5.71,5.71)

(
207 (281, 313)
118 (118, 118)
583 (583. 583)
952 (39.5)
1023 (974, 1073)
514 (514, 514)
1767 (1767, 1767)

10388 (41.0)

11224 (107086, 11724)

5510 (5510, 5510)

19702 (19702, 19702)

3.79 (24.4)

3.90 (3.77, 4.04)
2.57 (2.57, 2.57)
5.71(5.71,5.71)

Source script:

vob/CLEEO110/mas/mas_2/model/pgm_001/MT_86333_NATALEE_submission/scripts/Task_01_Data_transfer.

R: Source file:

vob/CLEEQ110/mas/mas_2/model/pgm_001/MT_86333_NATALEE_submission/outputs/table_6_1PK.csv

6.4.1.3. =&-F84 EA(exposure-efficacy analyses)
o A3 UAAINATALEE)S] PK-IDES EA oA -84 4
PK-IDFS #4F(n=8)oll A A&l 47} 2o Ctroughe} iDFS 3+9] 334

Table Exposure-safety analyses
Analysis set
Category Method used Safety endpoints Analysis by exposure endpoints
Exposure- Boxplot PK- Newly occurring post Summary of occurrence of new
Neutropenia neutropenia Baseline grade 3 or grade 3 or worse neutropenia by
worse neutropenia steady-state ribociclib Ctrough
(Yes/No) collected on C1D15
PK-QT Linear PK-ECG QTcF change from QTcF change from baseline vs.
mixed baseline matched ribociclib PK

model

concentration.
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o A3F UFANHFNATALEE)S =943 T A= duolEd PK-QTcF 2dE A8,
eBC ZA T e JEUE NSA(HMEZE T olJ2EZDE ALES frRASY
400 mg & 718t W FAGE Cmaxold +4 H AQTcFE 10.0 ms(90% CI. 8.02,
119D = A ZHTE PK-QTcF B4 A frodt gudfoln eBC 2wde a3
Z9] PHEANFY FEolAM aBC ZHTET AQTCF(-5.37 mo)7} B @ts

Table Estimated mean QTcF change from baseline from QTcF-ribociclib
concentration model (PK-ECG set)

Concentration Baseline Estimated mean QTcF change

Concentration level {ng/mL) QTcF (ms) from baseline (ms) (90% CI)
Population = Early breast cancer, Combination partner = NSAI (letrozole or anastrozole)
400 mg Cmax combo™ 419.0

Geo-mean 1010 10.0 (8.02, 11.91)

Qi 807 8.6 (6.65, 10.49)

Median 999 9.9 (7.93, 11.82)

Q3 1200 11.1 (8.11, 13.07)

* Based on C1D15 predicted Cmax (from PopPK model) from ©12301C using the study
level PK Analysis Set.

The model is a linear mixed model with patient as a random effect, and mean function in the
form of AQTcF = log(concentration/median concentration + 1) + (baseline QTcF — median
baseline QTcF) + combination + population + combination™ log(concentration/median
concentration + 1).

Source: [SCP Study ©12301C Appendix 1-Table 3-1.5]

Figure Scatter plot of QTcF change from baseline versus ribociclib
concentration with PK-QT model and 90% CI (PK-ECG set)

Population = eBC, Combination Partner = NSAI (letrozole or anastrozole)
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The plot shows a linear mixed model with patient as a random effect, and mean function in the form of
Delta QTcF = log(concentration/median concentration + 1) + (baseline QTcF - median baseline QTcF)
+ combination + population + combination® log(concentration/median concentration + 1).

Horizontal dotted lines are the reference lines at 30 ms and 80 ms.

Source: [SCP Study 012301C Appendix 1-Figure 3-1.2]




6.4.1.3. =&-F84 EA(exposure-efficacy analyses)

e YRANZFYH == FEAAGFS) 1o #AE 2357 {8 A8 012301Ce] PK-iDFS #4
TS AMEStY wE-F84 48 AAS A3, PK-DFS E4Fn=8)dlA Atd F7F o
Ctrough®} iDFS zhe] #Alo] tig 28 HE F iU+

Figure Boxplot of evaluable ribociclib SS Ctrough (ng/mL) collected on C1D15 by
occurrence of newly occurring grade 3 or worse neutropenia (PK-Neutropenia set)
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6.4.2. STEAT

6.4.2.1. 2t A=}

o 7459 ZHAol(Child-Pugh class A= BRAIEHEY 20 FFES HXA LUth SEBEAZ
o] = HFS F5=(7)8F H BI(GMR): Cmax 1.44, AUCInf 1.28)9} %Z(GMR : Cmax
1.32, AUCInf 1.29)&8-z}ol A 28] mlwto z Z71ale. AAAQ 7+ 715S 717 160 e 78
d qEAe} AF 3 AolE 7 4795 e e Este JTPK B OA HFe 1 &
Ne HBAZHY =Zo obfd IdFS 7XA FH* 3
= % Ao FAAA &F 2dHo] HR3HA e TE H TF AHANE 7H aBC

ShAol| A o] o] A ZHE-EFe 400mg H

Table 11-5 Summary of statistical analysis of primary PK parameters for plasma
ribociclib (PAS)

Cohort Comparison
90% CI

PK Parameter Hepatic Adjusted Geo-mean
(unit) cohort n* Geo-mean Comparison Ratio Lower Upper
Cmax (ng/mL) Normal 12 317
Mild 6 339 Mild/Normal 1.07 0.733 157
Moderate 6 455 Moderate/Normal 1.44 0981 210
Severe 6 418 Severe/Normal 1.32 0.805 1.84
AUClast Normal 12 6080
(ng*hr/mL)
Mild 6 6230 Mild/Normal 1.02 0.768 1.37
Moderate 6 7840 Moderate/Normal 1.29 0.967 1.72
Severe 6 7830 Severe/Normal 1.29 0.965 1.72
AUCinf (ng*hr/mL) Normal 12 6170
Mild 6 6330 Mild/Normal 1.03 0772 1.36
Moderate 6 7920 Moderate/Normal 1.28 0986 1.71
Severe 6 7960 Severe/Normal 1.29 0.971 1.71

- Source: Table 14.2-1.1a

e 27] § B oA 34 QAAFOI20I00AE A2 7 Aol BAolA wEe] g
Z77h HAHA Ggtort, BE A7k AGHIASOD). 39 FEE ) B} )
HAZ2Y Felg wekor), ES ARE YU FF W) BAE AP 012301C 5
=57 B

g = aBC BAA AZge 400mg Fol8-9a4 Eesdol
A, 4ol7h Y= eBC BAA &% m™o] BaHA AL

o T3 Al ?‘LOH 2H15< eGFR <30mL/min/1.73m2) oA A4 2175 713
AUCir= 1.96 H) F713tH AL Cuae 151 Wl S7H0S. A5
B4d 28] drA2Ye) wEol TS NAA BLUIEING F2)
= A% ~ T5E AANIE = aBC A E &3 FHo] HQ3six o = A%
o7t = aBC Ao A= v @2 A& &390 200 mge] dWAH



Table 11-4 Statistical analysis of primary PK parameters for LEE011 (PAS)

Cohort comparison

90% CI

Renal Adjusted Geo-mean
PK Parameter (unit) cohort n* geo-mean Comparison(s) ratio Lower Upper
Cmax (ng/mL) Normal 7 356

Severe 7 538 Severe/Normal 1.51 1.12 2.03
AUClast (hr*ng/mL) Normal 7 5500

Severe 7 10800 Severe/Normal 1.96 1.47 2.63
AUCInf (hr*ng/mL) Normal 7 5570

Severe 7 10900 Severe/Normal 1.96 1.47 2.63

* Source: Table 14.2-1.1.

7] ek B oA 34 QAN 01230109 3 1E PK ARolA, AZ Ao B
o] PK g5t A% 7150 A4 B FARAL. FEE A BAA wEe) Wy
g SUPF BEEHA Goy, 28 A77F AlHoIAF@). TF AFd FA= FFHEHA
Yoke
Table 3-5 Summary of statistical analysis of primary PK parameters for plasma
ribociclib in Study 012301C by renal function based on eGFR
following 400 mg QD 3 weeks on/1 week off (PK analysis set)
Cohort comparison
Adjusted Geo-mean 90% Cl
PK parameter® (unit) Cohort N**  geo-mean Comparison ratio Lower Upper
Cmax (ng/mL) Normal 45 1050
Mild 69 991 Mild/ Normal 0.939 0.853 1.03
AUCO-24 (ng™hr/mL) Normal 45 10500
Mild 69 10400 Mild/ Normal 0.994 0.895 1.1
Tmax (hr) Normal 45 363
Mild 69 3.7 Mild/ Normal 1.02 0.988 1.05
‘Source: [SCP Study 012301C-Appendix 1-Table 3-1.7]
= A% ~ o5& AZNI A= eBC A= &8 2do] Hastx o T35 A%

o
Aol 7} 9l eBC FALME o Pe A=t g2

¢l 200 mgeo] #¥A=H



6.4.3. 33524

6.43.1 EANSZH HA= BEIEY Y&

et CYP3A4 AA (2] E L} P =)

o 17T AdANA FEAFH 400mg¥ I EUHI2(FE S CYP3A4 AAA) BEFAA €
BAZY Cmax @ AUCInf7} z+zh 1.7#) 2 3.2w) Z7}o}01—(/\1 HA210D). IPA == Ho
2 Y Aol gk PBPK AlE#oldolA 2B E(l%l 23] 100mg) WE&A| BHRAIF
H(400mg) FAAele] Cmax, AUCyoq 1.2991, 147HE A Ae(@BC 718 7 =)

o ZEAEY 400mg P ZEUHIZ W&o wet PBPK A& o]4d22HDMPK R2300859), =
7] it %ZMW ag4e e FRAZY Cmax L AUCE 147 2 1.84M 2 FHEHAS
= 793 CYP3A AaA2te] BEFAE 73 wroA ZFH3 CYP3A A<t W&o

e 7§, aBC ¥4t 400mg, eBC A B2 A 200mgez 7+

FEE CYP3AL oA A)(o) 2] = 2 o))

e YRAZY P FEE CYP3A4 oAA ofgxzrjol4l WeaRo| uhe} PBPK AlEwol4
Ay, gRAFHE Cmax 2 AUCE ZH7; 1.38] ¥ 19912 o =H(@BC 7187 =)

e YRAZY P FE5E CYP3AL oAAA oz zmrioldl WgoRo] me} tjdt eBC FAjol
PBPK Al E# oA AzHDMPK R2300859), 2lRAZHe 448 Cmax 2 AUCE 77} 1.13
9 12302 o=3
> 55 CYP3AL AAA7} RASY okEsto] Wuld Jge mAA g

Table 6-6 PBPK model predicted exposure changes of ribociclib by co-administration of CYP3A4 inhibitors in healthy
volunteers (equivalent to early breast cancer patients)
Ribociclib . Geometric Geometric Mean  Geometric Mean s
Perpetrator Source dose Isnt:;ﬁ'st'on Mean Cmax AUC (%CV) Cmax ratio :3;;:)"-(';3\,'/0 g:;ean Alc
regimen ! (%CV) (ng/mL)  (ng*h/mL) (90%Cl) &

Ritonavir 100 mg 400 mg QD - inhibitor 900 (35.5) 10523 (47.1)

BID for 8 days simulated for 8 days +inhibitor 1322 (28.9) 19401 (35.5) 1.47 (143, 1.51) 1.84 (1.76, 1.93)
Erythromycin 500 . 400 mg QD —
mg BID for 8 days simulated for 8 days - inhibitor 900 (35.5) 10523 (47.1) 113 (1.12, 1.14) 1.23(1.21,1.24)

28t CYP3A4 #ER (237 ])
7

o 7S AhAtA BHAIFY 600mgH e CYP3A4 F=A1 2lgusly HEFoA
SE5o o B Cmax 2 AUCINFE 27} 81% 2 89% TAaAZ-SH(AIFA2101, 7&7AHe =
= 8% CYP3A fr=Alste] #E& FoAE A3k CYPAE =8 + AUe 7Fedol A4

oAU = Al Fetel HE FAE asfor &

6= CYP3A4 F=A (o) 5n] 5 =)
e YHEAZH 400mg B oFnjA= HEof e we} PBPK AlEdoldd3, 2JBAEH Cmax 2
AUC= 37%, 60% 747} o2d= 1 (@BC 71574 e %)

o ZHAIZFH 400mg % oFH]sl= WL R we} PBPK Al&d o)A 2 *(DMPKR2300859), =
7] et sktol A g AtEf o] ElHAEY Cmax 2 AUCE 45.0% 2 68.6% 747} o= 3lS

Table 6-7 PBPK model predicted exposure changes of ribociclib by co-administration of CYP3A4 inducers inhibitors in
healthy volunteers (equivalent to early breast cancer patients)
Ribociclib iRdiction Geometric Mean  Geometric Mean Gaoratic Madii Gasistiic Maaii
Perpetrator Source dose Cmax (%CV) AUC (%CV) : & : 2
regimen ’ status (ng/mL) (ng*himL) Chmax ratio (90%Cl) AUC ratio (90% CI)
Efavirenz 600 mg : 400 mg SD - inducer 521 (29.1) 5866 (34.4)
simulated 0.550 (0.530, 0.571 0.314 (0.295, 0.335
QD for 14 days atday 12 +inducer 286 (36.2) 1842 (43.1) ( ) ( )




6.5. &4 ¥ <AA (CTD 5.3.5
6.5.1. 34 A A(Pivotal studies)
[CLEE011012301C (NATALEE)]
T2E 784 ¢4, HER2 §4, 3¢ 27 8AA Wi 2¥d ZEAIEHRibocdib)E A
|3t HxaWo] 57 AAE W] A% or)#, FREA, IAE, A AFAE
FBEASHE AL A9 REQ2H AE: New Adjuvant TriAl with Ribociclib)

e AFAA : CLEE011012301C (NATALEE)-2 HR <4, HER2 &4, AJCC 8% 3sfH-8+% w7 2
7] B 7] 27] FHEEeBOe°] e HA HAE oA 2 FAHoA BEQYOEA UYEH]
SHED S5 FRAFH + FEXE WEVISHS vlustes A oo, F296A,
T AAAEY. YRR E HERZSE 25mg B ofU2EZZE Img 19 13 94 &
A7t ZFEoH, A AAE BASHY] fstd #HA A oAd D FAoNA 7 289 F7]
o A1Lel 3.6mg &FY TAFHES H3FFASPE. ol mF HA/RxZ ETE Az
g A= F2ug A 1271E el Azt A ol ghste] 23hE
- % 5101959 o4 2 Fd A7t HRAFH + HEYMSHEDN=2549) == HEYSH
T5(N=2552)° 1:1 FZLAuAFAS. FA= dAF Ja@AHD 94 € 34 vs #HA F
14d), AJCC ¥ 71271 vs 37D, ol (KDhE = 4t Foo R Agd A H(Fohv g
FHA TR Aok o vs U A A 2 )

- R By 1 7] S4F 52 oF 2,000 o] gjto =z =

_\_4
==

Bis=
e}

- 289 23Y WA, 601 AR SAEIRE Fo F 309 AW FARA X 9 F
Az SAREY 2 AE Wb TR AR, AE AHE vhAg 871 Ta9)

dE 5 AW 60/ML7A B
a4 1-1 4 A9 A

232|d Tl
1:1 F5% ¥

N =~5,000
HzEs:-H2 S HA Holy Sl Y O H2 2 oy
sAlCCE EBiREtE W Q827 0f 3 7|
= O|H M&y2x o8 o of Of ofL|e
= X|21H X9 80|49 /2 Mok O T} 19| LEo{A| HAIH x|

| | |
AN AE 2 hhx 2
Ribociclib + L £H| 2% L2 28
N= BHx} 9F 2,500 & N= 8HA} 9F 2,500 F
| 1
Xz T
Y AE 2 = 2
36 71 ® 7t ribociclib 400 mg/Y 3 = £ F 59 B0 74 7 LijEH| 29 (NSAI[+ B2 ® of4af
(~39 F71) =t 0f TH2 goserelin])

2
60 7HE 7t LiEH| B (NSAl [+ HZ F o gat
HE0 gt gcsereliaﬁ; '
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HR 2, HER2 S4 EBC &AL X|Z0lA 2[HAIZE + BT LAAIEA} Holof w2} STEEP 7|&8 ME%F iDFS33
vs. ET 2| iDFS H|it

2x =8
1. 2 7 X2 oM FRHEME(RFS) Tt STEEP 7|&= ME3t RFS33
2. 27l A& FollM A FHME(DDFS) "ot STEEP 7|&= XE%t DDFS 33
3. 2 7 x|& oM OS "ot 0S = FERHIMAZRE AlR 22 AMLLIIX S|
7|2tez X9
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10.
1.

12.

Inclusion According to Anatomic Stage Group

Anatomic Stage Group Il Anatomic Stage Group |l

i

I Grade 3 ] | Grade 2 | E

If any of the following:
«Ki67 = 20%, or
*Oncotype Dx RS = 26, or
»Prosigna/PAMS50 High Risk, or
*MammaPrint High Risk, or
«EndoPredict High Risk

: 4

| Eligible

m
Kl
Rl
o

o 3| Sl FEA wU(T} 1A, NO ¢l EHRle] A

-1 S20|HL S20| LHX|X| LUCIH(Gx), B MekstR| 2ict.

- o5 22 4, #Xx| 2ol w2} HSHCHE(F, M FHS I5h 2| FARNR ofd) FAAL 2ad HAL Zxt
(Oncotype DX, Prosigna/PAM50, MammaPrint B5= EndoPredict EPclin) = Ki67 =2 AlRSsliofF Shof A
Fe|HollA ZITE HIEA| OI%%F $ u0{oF it

- MY QS B XS HY|/ME /== 9t 20| flel J|F(HE(of s, J2l1 7|7} 1A,

H=E oo
NO 9 Z%? 53 ¥ Ki67 ﬂfw 2si ZAlof tHai M) e SFAI70F Sk
- AJCC 8 %} si5td Hy|Zoz ER]E7| YeiMe (£2 10 Rt Holof tist
T, N, M ZIE|2|9] &lolo] ZRsict et B=A Yoo MSEE= WAZ ALND 0
El2| solof= SIN A7 M W8 g8 4 Slck
1) SLN off &o[7} gict (BERE7F pNO 2 Z2HF).
2) SN of ofA| Mol2k ACt (BFAPZE pNimi 2 7HF).
3) eXjollAl T1-2 o] U1, & Mol Aoz Badst ABo| g1, M ssleH
7He] SIN of Z|4 1 7Hel A Molz} AT, SIN EIi EA| ZEo|
SACE (BRIZF pN1 22 7HF)
ol 29| ZE Z<oll= N 7| 12| &elof| ALND 7+ 27F=Ict
Al, HEX X[Zlof w2l A3z Mol Ex 3/ M3l Sl5ieHs 2kash sHk)

[e]
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13. BRIl ECOG +& &fEf M7t 0 E= 1 o|ch

14. BRh= of2let Zo| $1X| AAR Mol ma| Lake Z4ot 27| 7|5
M 357+ 5= (ANC) = 1.5 X 109 /L.

SAE > 100 X 109 /L.

§l2224H > 9.0 g/Dl.

MDRD Z4loj w2 =& AR 0{2kg (eGFR) = 30 mL/min/1.73m2.
Uzl ofo| = MEEA (ALT) < 2.5 X Mk Akst 7|Z=x| (ULN).
OfATIZH|O|E ola|.cMEZ A (AST) < 2.5 X ULN.
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- % Zg (88 o570 et 244t
15. 3 HAoIM Mle #F 12 7T AN o] Ck3zt 2ot

. *Elﬂl"' Al QTcF 7H4 (Fridericia 28418 ARESH QT 7H4) < 450 msec.
o OFYA| AlEk 2EF 50-90 (ECG 2 &i2))
16. e WE UM, XZoh AAW HIAE O 9| ARDt giEE XS w2Rchs 9|
ct.
17. de|exoz M Jtseh 2E 0JME 2lofoke J1I(CBP) oM (F7H HE= MY JI1&E 1
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Table Patient disposition (final iDFS analysis, 21-Jul-2023 data cut-off) (FAS)
ET + ribociclib ET only Total
N=2549 N=2552 N=5101
Disposition/Reason n (%) n (%) n (%)
Number of patients randomized 2549 (100) 2552 (100) 5101 (100)
Number of patients randomized but not treated 23 (0.9) 111 (4.3) 134 (2.6)
Number of patients treated with any treatment 2526 (99.1) 2441 (95.7) 4967 (97.4)
Number of patients who discontinued all treatment
components 612 (24.0) 693 (27.2) 1305 (25.6)
Number of patients who discontinued ribociclib 1996 (78.3) 1(<0.1) 1997 (39.1)
Number of patients who discontinued NSAI 612 (24.0) 693 (27.2) 1305 (25.6)
Number of patients still on treatment 1914 (75.1) 1748 (68.5) 3662 (71.8)
Primary reason for ribociclib discontinuation
Completed 1081 (42.8) 0 1091 (21.4)
Adverse event 498 (19.5) 0 498 (9.8)
Patient decision to discontinue treatment 135 (5.3) 0 135 (2.6)
Disease recurrence 122 (4.8) 0 122 (24)
Withdrawal by patient 82 (3.2) 0 82 (1.8)
Physician decision 24 (0.9) 0 24 (0.5)
Other 23(0.9) 0 23 (0.5)
Lost to follow-up 8(0.3) 0 8(0.2)
Protocol deviation 6(0.2) 1(<0.1) 7(0.1)
Death 4(0.2) 0 4(0.1)
Endocrine therapy discontinuation 3(0.1) 0 3(0.1)
Primary reason for NSAIl discontinuation
Disease recurrence 168 (6.6) 224 (8.8) 392 (7.7)
Patient decision to discontinue treatment 138 (5 4) 126 (4.9) 264 (5.2)
Adverse event 131 (5.1) 113 (4.4) 244 (4.8)
Withdrawal by patient 117 (4. 6) 162 (8.3) 279 (5.5)
Physician decision 28 (1.1) 32(1.3) 60 (1.2)
Lost to follow-up 10 (0.4) 18 (0.7) 28 (0.5)
Death 7(0.3) 3(0.1) 10(0.2)
Other 7(0.3) 9(0.4) 18 (0.3)
Protocol deviation 6(0.2) 6(0.2) 12(0.2)
Number of patients who have entered the follow-up
phase 330 (12.9) 389 (15.2) 719 (14.1)
Number of patients who discontinued from trial 388 (15.2) 494 (19.4) 882 (17.3)
Withdrawal by patient 253 (9.9) 359 (14.1) 612 (12.0)
Death 84 (3.3) 88 (3.4) 172 (3.4)
Lost to follow-up 22 (0.9) 30(1.2) 52 (1.0)
Physician decision 20(0.8) 11(0.4) 31(0.8)
Other 4(0.2) 2(0.1) 6(0.1)
Protocol deviation 4(0.2) 4(0.2) 8(0.2)
Pregnancy 1(<0.1) 0 1(<0.1)

Source: [Study 012301C EA&SU Appendix 1-Table 14.1-1.3a_bh]
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Table Analysis sets (final iDFS analysis, 21-Jul-2023 data cut-off) (FAS)

Study treatment Total
Ribociclib plus ET ET only
N=2549 N=2552 N=5101

Analysis set n (%) n (%) n (%)

Full Analysis Set (FAS) 2549 (100) 2552 (100) 5101 (100)

Safety set 2525 (99.1) 2442 (95.7) 4967 (97.4)

Per-protocol set (PP) 2496 (97.9%) 2423 (94.9%) 4919 (96.4)

Denominator for percentages is based on the number of patients in the full analysis set.
Source: [Study 012301C EA&SU Appendix 1-Table 14.1-1.1]
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cut-off 2023.07.21. 7]|®=Z SIHtx
Log-rank test
e (primary iDFS analysis 1A3) ¥z} ¥4 4342671, Data cut-off 2023.01.11.7]%), ET @5+
tul 2B AZFH + ET ¥-&olA STEEP 7]&ol wiel A gA7t 718 iDFS7E A2 o=
FolstA M= A S(one sided stratified log-rank test p-value = 0.0014). ApAo] o=
Lan-DeMets (O’Brien-Fleming) & 7|F2 ZF539(¥€4 L 3 p-value <
0.0128) 522l DMC+ iDFS A7} SAZoZE Fosta ddFoz A4S Y53she
7S 50 A8 YRS DFSe FHxA 7|13 S0 2770 L0H 9 0~457]¥)0]
N+
e (Final iDFS analysis) # % iDFS 4235097, Data cut-off 2023.07.21. 7<), ET @5+
I vlwsdte] YRAIEY + ET ¥-&79 STEEP 7|Fo wlgl A @ A7F #7138 iDFSE 93t
EAATet FLsHA FYT MAel A&ZF g Uels. S DFSe= 6.371€ 9 F7H4

o

O:

1 FA ¢ F iDFSo| tig F71A<Ql 333049 FHHE Aung 2T
Table Log-rank test for iDFS (FAS)
Treatment /N (%) Comparison Z-statistic p-value*
Primary iDFS Analysis (DCO 11-Jan-2023)
Ribociclib + ET 189/2549 (7.4) vs. ET Only -2.9847 0.0014
ET Only 237/2552 (9.3)
Final iDFS Analysis (DCO 21-Jul-2023)
Ribociclib + ET 226/2549 (8.9) vs. ET Only -3.2528 0.0008
ET Only 283/2552 (11)

n is the number of iDFS events.

N = total number of patients included in the analysis.

* 1-sided p-value for log-rank test stratified by premenopausal women and men vs. postmenopausal women,
anatomic stage group Il vs. anatomic stage group lll, prior neo-/adjuvant chemotherapy (yes

vs. no) and North America/\Western Europe/Oceania vs. rest of world.

Source: [Study 012301C Primary Analysis CSR-Table 11-1], [Study ©12301C EA&SU Appendix 1-Table 14.2-
2.1]

Cox regression model

o U A FHF IDFS ¥4 = 5o s, stratified Cox regression modelS AF-&3ta] iDFSe] £
AU E FH3 Y. €3 IDFS 423 (Data cut-off 2023.01.11.71F), Bl RAZH + ETT 0l
A iDFSel thd A 93 garE 252%% FAHUL(Hazard ratio  0.748[95%Cl
0.618-0.906)). # % iDFS #2472 3H(Data cut-off 2023.07.21. 71¥), €=} iDFS #43 #AFsh
A YRAIZFH + ET HE&TolA iDESo| thsk Ao g das 251%2 F34 = A-2(Hazard
ratio 0.749[95%CI 0.628-0.892])(one-sided stratified log-rank test nominal p-value = 0.0006).
At 2 HF IDFS &4 9 #@nle wm|gE o] & HolA|uh, HF IDFS &4 olA A= 3t

o] FobA 7ol MAFAI FaEHo] ALKHE HAFAF

Table Cox regression for iDFS (FAS)

Treatment niN (%) Comparison Hazard Ratio 95% ClI
Primary iDFS Analysis (DCO 11-Jan-2023)

Ribociclib + ET 189/25449 (7.4) vs. ET Only 0.748 (0.618, 0.9086)
ET Only 237/2552 (9.3)

Final iDFS Analysis (DCO 21-Jul-2023)

Ribociclib + ET 226/2549 (8.9) vs. ET Only 0.749 (0.628, 0.892)
ET Only 283/2552 (11.1)

n is the number of IDFS events.

N = total number of patients included in the analysis.

Hazard rate in group ribociclib + ET versus hazard rate in group ET only is computed using the Cox proportional
hazards model with treatment as a single covariate and premenopausal women and men vs. postmenopausal
women, anatomic stage group Il vs. anatomic stage group lll, prior neo-/adjuvant chemotherapy (yes vs. no) and
North America/\WWestern Europe/Oceania vs. rest of world as

stratification factors. The group ET only is the reference in the hazard ratio calculation.

Source: [Study 012301C Primary Analysis CSR-Table 11-2], [Study 012301C EA&SU Appendix 1-Table 14.2-
4.1]




IDFS9)] 0 $F Kaplan-Meier estimates

e A%} iDFS ¥4(Data cut-off 2023.01.11.7])9] %, B2 AIZY + ET & @ ET @579
A 3 iDFS Hl&2 Z+ZF 90.4%(95% CI. 88.6, 91.9), ET ©=ollA 87 1%(95% CL: 85.3,
88.3)H o, ol BRAIZH + ET Tl 93302 3.3%9 AUz FIdE HAFAS

e HX% iDFS #4J(Data cut-off 2023.07.21. 7]¥)l A, iDFS AbAo] A&} l % FES PR
ANZY + ET oA oAAd3s] o w35 2BAIFH + ET¥, ET @=7lA 3d DFS ®l&
2 747y 90.7%(95% CI: 89.3, 91.8), 87.6%(95% CI. 86.1, 88.9)=, Y=} iDFS E43} FAg S
H ZHRAZH + ET 7ol +5FH =2 31%2 AUd FdAdS HAF3US

Figure Kaplan-Meier plot for iDFS (final iDFS analysis, 21-Jul-2023 data cut-off) (FAS)
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Treatment Events/Total HR (95% CI)
10 ET + Ribociciib  226/2549  0.749 (0.628-0.892)
—————— ET Only 283/2552 Reference
0 Stratified Legrank P-value; 0.0006 + Censor
B T T T T T T T i | T T
0 6 12 18 24 30 36 42 48 54
Time (Months)
ET + Ribociclib 2548 2350 2273 2204 2100 1694 1111 368 21 4]
ET Only 2552 2241 2169 2080 1875 1587 1067 354 26 4]

p-value from stratified log-rank test is one-sided.
Source; [Study ©12301C EA&SU Appendix 1-Figure 14.2-1.1]

Table Kaplan-Meier Estimates for iDFS (final iDFS analysis, 21-Jul-2023 data cut-off) FAS

ET + ribociclib ET only
N=2549 N=2552

KM % estimate KM % estimate
Time 95% ClI Time 95% ClI
Month 6 98.9 (98.4,99.2) Month 6 97.9 (97.3, 98.4)
Month 12 97.3 (96.5, 97.9) Month 12 96.3 (95.4, 97.0)
Month 18 95.4 (94.5, 96.2) Month 18 94.0 (93.0, 94.9)
Month 24 93.5 (92.4, 94.4) Month 24 92.0 (80.8, 93.0)
Month 30 92.1(90.9, 93.1) Month 30 89.7 (88.3, 90.9)
Month 36 90.7 (89.3, 91.8) Month 36 87.6 (86.1, 88.9)
Month 42 88.3 (86.4, 89.9) Month 42 84.8 (82.8, 86.6)
Month 48 86.2 (83.5, 88.5) Month 48 79.5(71.4, 855)
Month 54 NE (NE, NE) Month 54 NE (NE, NE)

NE = Not estimable.
Source: [Study 012301C EA&SU Appendix 1-Table 14.2-3.1]
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event)7t B AA BIHAS0G.7% vs 8.0%). F FAwolA 7 &3 iDFS Apel] AL H
SIAFY B ol WA WHY AEA o ADE WAL BASY + ETE 34% vs ET
SEL 44%)

Table Invasive Disease Free Survival - Type and Site of First iDFS Event
(final iDFS analysis, 21-Jul-2023 data cut-off) (FAS)

ET + ribociclib ET only

N=2549 N=2552
n (%) n (%)
Type of first iDFS event
Invasive ipsilateral breast tumor recurrence 8(0.3) 8(0.3)
Local/regional invasive recurrence 23(0.9) 40 (1.8)
Distant recurrence 146 (5.7) 205 (8.0)
Invasive contralateral breast cancer 9(0.4) 9 (0.4)
Death 17 (0.7) 7(0.3)
Primary cause of death adverse event 15 (0.86) 3(0.1)
Primary cause of death disease recurrence/progression 1(0.0) 0
Primary cause of death other 1(0.0) 4 (0.2)
Second primary non-hreast invasive cancer 34 (1.3) 34 (1.3)
Site(s) of iDFS event recurrence (excluding death and second
primary non-breast invasive cancer)
|psilateral breast 8(0.3) 8(0.3)
|psilateral chest wall/skin 11 (0.4) 15 (0.6)
Ipsilateral axilla 5(0.2) 8 (0.3)
Regional lymph nodes 10 (0.4) 21 (0.8)
Contralateral breast (with or without contralateral lymph nodes) 9 (0.4) 9(0.4)
Bone 87 (3.4) 112 (4.4)
Liver 43 (1.7) 67 (2.8)
Lung/pleura 29 (1.1) 47 (1.8)
Central nervous system 14 (0.5) 18 (0.7)
Distant lymph nodes 23 (0.9) 30 (1.2)
Other 10 (0.4) 13 (0.5)

-Patients may have multiple iDFS recurrence sites counted in the table, but are only counted once per
patient per site.
Source: [Study 012301C EA&SU Appendix 1-Table=14.2-5.3]

vIZE 24927
PPS Ao Al iDFS #41A], FAS #4139 #F DFS &4A47et $d3 AFS RIS
(one-sided stratified log-rank rest p-value = 0.0005 stratified Cox regression model hazard
ratio = 0.746; 95% CI: 0.626, 0.890)
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Table Sensitivity analysis for iDFS assessment (final iDFS analysis, 21-Jul-
2023 data cut-off) (FAS)

Hazard ratio

Sensitivity analysis Treatment n/N p-value (95% CI)

Stratified analysis (FAS) Ribociclib + ET  226/2549 0.0006 0.749 (0.628, 0.892)
ET only 283/2552

Stratified analysis (PPS) Ribociclib + ET  223/2496 0.0005 0.746 (0.626, 0.890)
ET only 281/2423

Stratified analysis per CRF Ribociclib + ET  226/2549 0.0004 0.742 (0.622, 0.8384)
ET only 283/2552

Unstratified log-rank test and Cox Ribociclib + ET  226/2549 0.0009 0.758 (0.637, 0.903)

madel ET only 283/2552

Stratified Cox model adjusting for Ribociclib + ET  226/2549 0.0007 0.752 (0.631, 0.897)

baseline covariates [a] ET only 283/2552

Actual event [b] Ribociclib + ET  220/2549 0.0006 0.746 (0.625, 0.891)
ET only 276/2552

Backdating [c] Ribociclib + ET  226/2549 0.0006 0.748 (0.628, 0.892)
ET only 283/2552

Censoring for antineoplastic therapy Ribociclib + ET  216/2549 0.0011 0.755 (0.631, 0.904)

[d] ET only 264/2552

Clinical recurrence [g] Ribociclib + ET  226/2549 0.0005 0.746 (0.626, 0.888)
ET only 284/2552

Censoring COVID death [f] Ribociclib + ET  220/2549 0.0002 0.731(0.613,0873)
ET only 282/2552

Cl = Confidence interval.

[a] Baseline covariates included in the Cox proportional hazard model are Age category (<45, 45 - 54 and 55 -
64 vs 265 years of age), ER/PR status (ER+/PR+ vs_other), and ET type (Letrozole vs Anastrozole).

[b] Analysis excludes the event whenever it occurred after missing 2 2 tumor assessments during first 24 months
or after missing = 1 tumor assessment after the first 24 months.

[e] Analysis uses the date of the next scheduled assessment for events occurring after missing == 1 assessment.
[d] Analysis performed by censoring patients at start of new antineoplastic therapy.

[e] Analysis considering treatment discontinuation due to disease recurrence as IDFS event without

confirmation of recurrence.

[f1 Analysis performed by censoring patients with COVID death as a measure of IDFS hazard ratio in a post
COVID pandemic setting.

p-values were calculated based on log-rank test for [b],[c] and [d]. For [a], it is calculated based on

wald test statistic of the hazard ratio.

Source: [Study O12301C EA&SU Appendix 1-Table 14 2-4. 1, Table 14 2-4 2 Table 14.2-4 3, Table 14.2-4 4,
Table 14.2-4 5 Table 14.2-4.6, Table 14.2-4.7 Table 14.2-4 13, 14.2-5.1, 14 2-5 2]
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Figure Forest plot of iDFS by stratum (final iDFS analysis, 21-Jul-2023 data cut-off) (FAS)

HR (95% CI)
p-value
Menopausal status IOFS HR (95% CI): 0.740 (0.628, 0 802)*
]
Pre-menopausal women and men . : 0688 (0519, 0913)

ET + ribociclib (nN = 83/1125) vs. ET enly (niN = 114/1132)
Post-mencpausal women

ET + ribociclib (n/M = 143/1424) vs. ET only (n/N = 169/1420) Q806 (De45.1.000)

Menopausal status®treatment y p=0.3934

AJCC stage .

AJCC stage Il 2
ET + ribociclib (n/N = 55/1011) vs. ET only (n/N = 80/1034) I. 27000496 0.955)
ANCC g | 0.755 (0.616,0.926)

ET + ribociclib (n/N = 170/1528) vs. ET only (n/MN = 203/1512)

AJCC stage™treatment p=0.6985

]
Prior neo-/adjuvant chemotherapy I
L]

Yes } |
ET + ribociclib (n/N = 203/2249) vs. ET only {n/N = 255/2245) 07 Q820,087

MNo !
ET + ribosiclib (N = 23/300) vs. ET only (n/N = 28/307) L QiRB2 0N 147

Prior neo-/adjuvant chemotherapytreatment \ p=0.6558
Region i
NAWE/O l
ET + ribociclib (n/N = 131/1563) vs. ET only (N = 186/1565) H, 078000030841
ROW
: T 4 1.01
ET + ribociclib (n/N = 95/986) vs. ET only (/N = 117/987) . .’ g de
Region*treatment : p=0.8690
r T T T T T 1

0.0 05 1.0 15 20 25 3.0
Hazard Ratio

* Hazard rate in group ET + ribociclib versus hazard rate in group ET only is computed using the Cox proportional
hazards model with treatment as a single covariate and premenopausal women and men vs. postmenopausal
women, anatomic stage group Il vs. anatomic stage group I, prior neo-/adjuvant chemotherapy (yes vs. no) and
North America/Western Europe/Oceania vs. rest of world as

stratification factors. The group ET only is the reference in the hazard ratio calculation.

Source: [Study O12301C EA&SU Appendix 1-Figure 14 2-4 1]
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ET + ribociclib (' = 80/1223) vs. ET only (n/N = 112/1220) =] : G678 (0.509, 0.204)
Mo
ET + rikocichib (n/N = 14611328) vs. ET only (n/N = 1711332 = QAR 1R8N B1 T
1
Prior neaadiuvant chemetharapy 1
i
Yes L=
ET + nibocichb (N = 131/1085) vs. ET only (n/N = 14%/1035) i (.818 (0.647,1.034)
Ma ! a
ET + ribociclib {n = 85/1464) vs. ET only (niN = 134/1457) F ‘| | ; Q384" 10/529,10.800)
Prior radiation therapy |
"
Yes | 0744 (0.619, 0.B53}
ET + ribosichl (miN = 204/2232) ve. ET only {n/N = 253/2302) : s
MNe F =
ET + nbocichib {(nf = 22257 vs. ET only (nfN = 24/250) | P28 oL, 1,828
Prior endocrine therapy l X
Yor [ 0755 (0.609,0.936)
ET + rikocichb (niN = 1501 826) vs. ET only [n/N = 186/1805) ; A
Mo . |
ET + rbosicib (VM = 761723) vs. ET only (N =o7747) 80 07 esmicg
Do 05 1D 15 20 25 30 35 40 45
Hazard Ratio
HR (85% G
Prior mastectomy IDFS HR (5% CIj. 0,748 (0,625, D.882)*
v i
es |
ET + ribosichb (niN = 172M880) ve. ET arly (/N = 188/1688) e 0832 LB 10
I
Mo Ly
ET + ribosietib (I = 54/889) vs. ET only {niN = 84/864) L e 0343 04y, 0.837)
‘
Race ‘
i
Asian | - |
ET + ribociclib (nih = 27/341) vs. ET only {nfN = 35/334) I v Q857 (0,397, 1.085)
i
Man-Asian ' ;
ET + ribwsichb (niN = 187/2070) vs. ET only (n/N = 230/2091) i l: 0. 0048, 1.959)
Region :
'
Eurcpe I: = J
ET + nbocichb (niM = 142/1535) vs. ET only [n/N = 163/1506) [ PRG0S, 1.08)
Morth AmericalAusiralia i Fi
ET + ribociciib {niM = 535624) vs. ET only (nil = 67/812) = l: 0878 (D473, 0072
Asia .oyt "
ET + ribociclib {nM = 177281} vs. ET only (n/N = 30290 = ; RO0Z T, D)
Latir America = ) i o
ET + ribociclib {n/M = 14/138) vs. ET only (nf = 237144} | ‘ G661 (0.329, 1.284)
i
Age category 1 |
i
s [ 0852 (0,443, 0.959)
ET + rlbociclib (niM = 45i611) vs. ET only {nN = 80/561) | 4 o
451D 54 B
= (0578, 1
ET + ribociclio /4 = E6/849) vs, ET only {n/N = 83/805) y 0799 (0.578.1104)
'
55to 64
ET + ribociclib (N = 73/682) vs. ET only {n/N = 83700} - 0871 10,838, 3.143)
;
==85 i i
ET + ribeciciib (/M = 42/407) vs. ET enly {nN = §7/266) I, | !' 5 5 : 5 : . . 062 10444, 0.880)
Do 05 1D 15 20 25 30 35 40 45

Hazard Ratio




HR (95% Ol
Age category 2 ;iDFS HR (85% Cl); 0.749 (0.628. 0. 882)"
= Median L
ET + ribociclib (/N = 83(1216) vs. ET only (/N = 117/1264) ] 0.738 {0.560.0.972)
== Median
ET + ribociclib (/N = 137/1333) vs. ET only (/N = 186/1288) - 0.769 (0.513. 0.864)
Type of NSA|
Letrezcle L
ET + riboclelib (/N = 156/1721) vs. ET only (7N = 183(1672) - 0818 (0.682,1.074)
Anastrozole |
T i 0.4 oarv
ET + nibociclib (N = 70/805) vs, ET only (niN = 100/769) = 0645 (0.476, 0.877)
Harmone receptor status
ER+IFR+ |
7% {0,597, e}
ET + nbogichb {n/M = 16%2172) vs. ET only (M = 2182132) - Q.730 {0597, 0.892)
ERHPR- |
ET + ribocislib (i = S5/359) vs. ET enly (AN = §3/382) = 0.883 {0.815.1.267)
Modal status
0] |
ET + riboeiclib (niN = 20/285) ve. ET anly (AN = 31/328) —— 0.723 (0412, 1.268)
M1-N3
! 631, 0.81
ET + ribocichib {n/H = 206/2261) ve, ET only (nN = 251/2219) Ha- 0.758 (0631, 0812
Tumar category
T1-T3
7 1
ET + nibacichb {niN = 195/2345) ve, ET only (niN = 252/2360) HH 0740 {0.614.0.892)
>19 —a—— 10 1
ET + ribaciclib (nf = 271188) vs, ET only (nN = 28181) | S P . : : = . . : 0.821 (0486, 1387)
g0 o5 10 15 20 25 30 35 40 46
Hazard Ratio
HR (95% C1)
Histolegical grade at time of surgery IDFS HR (25% Ci) 0.749 (0.628, D.802)
1
Grade 1 L
ET + ribociclib (niM = 96212) v ET only {niN = 137217} . ! i 0708 (D.203.1657)
|
Grade 2 |
ET + ribocichb (i = 1181480} vs. ET only (/N = 155/1432) Fad | 0696 (0,548, 0.885
|
Grade 3 '
ET + ribociclib (nfN = 80/884) vs. ET only {n/N = 89/702) t""‘," 0.890 {0.858.1.204)
1
Ki&7 status from archival tumer !
|
KiB7==20 |
: 794 (D605,
ET + nbociclb (/N = 9311198} vs. ET only (0N = 117/1236) ; 0784 (D05, 1.042)
i
Kig7=20 i
4 57
ET + ribaciclib (nfl = 98/920) vs. ET only (n/N = 125/337) : 0743 (0.570, 0 968)
|
Histological subtype |
1
i
Ductal I
06 54, 0844
ET + nbocichib {n/N = 14971858} vs. ET only (nfN = 207/1881) Ha i 83 (0554, 0.844)
]
Lobular
_-—| 2 4
ET + ribociclib (nM = 53/455) vs. ET only {n/N = 53/450) H h 0672 (0.664 1423)
|
Other | =
i 4T 167
ET + ribocichib (nfMN = 24/235) vs, ET only {n/N = 23/221) = .. 0947 (0535, 1673
|
BMI st screaning |
i
]
ey [ 0848 (0.681, 1.057)
ET + ribociclio N = 14911505} vs. ET only (i = 17001522 ! e
|
=4 ! 4 (D473 L]
ET + nbaciclib (N = 761013} vs. ET only (niN = 111/988) : u ; : . : . i . . U834 {0473, 0.549)
op 05 10 15 20 26 30 35 40 45
Hazard Ratio

*-Hazard rate in group ribociclib + ET versus hazard rate in group ET only is computed using the Cox proportional
hazards model with treatment as a single covariate and premenopausal women and men vs. postmenopausal
women, anatomic stage group Il vs. anatomic stage group I, prior neo-/adjuvant chemotherapy (yes vs. no) and
North America/Western Europe/Oceania vs. rest of world as stratification factors. The group ET only is the
reference in the hazard ratio calculation.

Source: [Study O12301C EA&SU Appendix 1-Figure 14 .2-4 2]
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O FA HyERecurrence-free survival, RFS)

Log-rank test

e ¥} IDFS #4723, ZHRAIZYH + ETw 2 ET @5ToA FAT LS 242 6.2%,
8.1%Rom, ET @5t Bluste] gBAE] + ETwolA STEEP 7|&ol weh A @At 3
7}et RFS& BAIASE FostAl /M= s(one-sided stratified log-rank test nominal
p-value = 0.0008)

e 3% IDFS ¥AMZAx, gEAIZFH + ET¥ 9 ET @=5ToA FAd £ 242 7.5%,
0.7%R o™, ET @53 vlwste] g BAIEY + ET #8729 STEEP 7ol wek AldArt
73k RFSw 4z 4238} A 73k iAol A&KEH o= versS(one-sided

stratified log-rank test nominal p-value = 0.0004)

Table Log rank test result for RFS (FAS)

Treatment n/N (%) Comparison Z-statistic p-value*
Primary iDFS Analysis (DCO 11-Jan-2023)

Ribociclib + ET 159/2549 (6.2) vs. ET Only -3.1440 0.0008
ET Only 207/2552 (8.1)

Final iDFS Analysis (DCO 21-Jul-2023)

Ribociclib + ET 192/2549 (7.5) vs. ET Only -3.3332 0.0004
ET Only 24812552 (9.7)

n is the number of RFS events.

N = total number of patients included in the analysis.

*1-sided p-value for log-rank test stratified by premenopausal women and men vs. postmenopausal women,
anatomic stage group Il vs. anatomic stage group Ill, prior neo-/adjuvant chemotherapy (yes

vs. no) and North America/Western Europe/Oceania vs. rest of world.

Source: [Study O12301C Primary Analysis CSR-Table 11-9], [Study O12301C EA&SU Appendix 1-Table 14.2-
2.3]

Cox regression model

o U2} IDFS &4elA, ZBHAIZH + ETw 2] kAol Al RES AR Aol 938 Hae 281%=
4 5 2 S(hazard ratio 0.719[95%CI 0.584-0.8841)

e X<F IDFS &42d3%+= < iDFS #4243t FAReH, gBHAIFH + ETT fAbollA
RFS AHd 9] Aol 9138 Zae 27.3%% 54 = la(hazard ratio 0.727[95% CI 0.602-0.877]
Table Cox regression for RFS (final iDFS analysis, 21-Jul-2023 data cut-off) (FAS)

Treatment n/N (%) Comparison Hazard Ratio 95% ClI
Ribociclib + ET 192/2549 (7.5) vs. ET Only 0.727 (0.602, 0.877)
ET Only 248/2552 (9.7)

n is the number of RFS events.

N = total number of patients included in the analysis.

Hazard rate in group ribociclib + ET versus hazard rate in group ET only is computed using the Cox proportional
hazards model with treatment as a sinale covariate and premenopausal women and men vs. postmenopausal
women, anatomic stage group Il vs. anatomic stage group I, prior neo-/adjuvant chemotherapy (yes vs. no) and
MNorth America/Western Europe/Oceania vs. rest of world as

stratification factors. The group ET only is the reference in the hazard ratio calculation.

Source: [Study 012301C EA&SU Appendix 1-Table 14.2-4 8]

RFSe) bj3} Kaplan-Meier estimates

e Uz} IDFS #AdA, gEAIZH + ET¥ ¥ ET @594 3d RFS Hl&2 77
91.7%[95%CI 90.1-93.1], 88.6%[95%CI 86.8-90.2]1% 2™, o]= B RA|ZH + ETd 5% o=
3d RFS H] &9 3.1% MA& RAF

e HF IDFS EA4oA g|RAEH + ET 9 ET @54 39 RFS v &2 7} g-njo]of
FAX = 7 92.1%[95%CI 90.9-93.2], 89.1%[95%CI 87.6-90.4153 o.M, o]= Y RA|ZH + ET

—

z 7z



o $5Ho=R 3.0%2 MAAE RAF
Figure Kaplan-Meier plot for RFS (final iDFS analysis, 21-Jul-2023 data cut-off) (FAS)
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——————— ET Only 248/2552 Reference
Logrank p = 0.0004 + Censor
D & I T 1 1 I I 1 1 1 1
0 6 12 18 24 30 36 42 48 54
Time (Months)
ET + Ribociclib 2549 2358 2283 2222 2118 1710 1123 371 21 0
ET Only 2552 2249 2179 2098 1998 1619 1078 361 26 0

p-value from strafified log-rank test is one-sided.
Source: [Study O12301C EA&SU Appendix 1-Figure 14.2-1.9]




@ 972 FAY AY=(Distant disease—free survival, DDFS)

Log-rank test

e Uzt IDFS &4 A3, ZEAIZFH + ET¥ ¥ ET @574 94 729 A& 474
6.6%, 8.3%R°oH, ET @573 ulwste] g BAEY + ETFolA STEEP 7%l wal Alg
27 #7718k DDFS= EAIZ oz # S-(one-sided stratified log-rank test
nominal p-value =0.0017)

e HZF IDFS #4247, gRAEH + ET¥ % ET @574 944 Fdd A& 247 8.0%,
10.0% o™, ET ©=3 vluwstey] 2B ASYH + ET ¥-&w9 STEEP 7ol wat Ald A}
7} B 7kgk DDFS= 4xb &42 3t FdshAl 723 7MAd o] A&A o2 YEits(one-sided
stratified log-rank test nominal p-value =0.0010)

o
o
ol
R
=
2
i
32

Table Log rank test results for DDFS (FAS)

Treatment n/N (%) Comparison Z-statistic p-value®
Primary iDFS analysis (DCO 11-Jan-2023)

Ribocichb + ET 167/2549 (6.6) vs. ET Only -2.9299 0.0017
ET Only 212/2552 (8.3)

Final iDFS Analysis DCO 21-Jul-2023)

Ribociclib + ET 204/2549 (8.0) vs. ET Only -3.0868 0.0010
ET Only 256/2552 (10.0)

n is the number of DDFS events.

N = total number of patients included Iin the analysis.

* 1-sided p-value for log-rank test stratified by premenopausal women and men vs. postmenopausal women,
anatomic stage group Il vs. anatomic stage group Ill, prior neo-/adjuvant chemotherapy (ves

vs. no) and North America/Western Europe/Oceania vs. rest of world.

Source: [Study O12301C Primary Analysis CSR-Table 11-12], [Study O12301C EA&SU Appendix 1-Table 14 2-2-
4]

Cox regression model

e UX} IDFS #AoA, ZEAZH + ETT9] Aol A DDES A9 A HE Fae 26.1%
Z FA 5 A (hazard ratio 0.739[95%CI 0.603-0.905])

e HZF IDFS #4234+ dxk IDFS &4 239t fAgleH, grEAZYH + ETTo Ao A
DDFS Abde] Ao 918 #H4e 25.1%= 53 = A(hazard ratio 0.749[95% CI 0.623-0.900]

Table Cox regression for DDFS (FAS)

Treatment n/N {%) Comparison Hazard Ratio 95% CI
Primary iDFS analysis (DCO 11-Jan-2023)

Ribociclib + ET 167/2549 (6.6) vs. ET Only 0.739 (0.603, 0.905)
ET Only 212/2552 (8.3)

Final iDFS analysis (DCO 21-Jul-2023)

Ribociclib + ET 204/2549 (8.0) vs. ET Only 0.749 (0,623, 0.900)
ET Only 256/2552 (10.0)

n is the number of DDFS events.

N = total number of patients included in the analysis.

Hazard rate in group ribociclib + ET versus hazard rate in group ET only is computed using the Cox proportional
hazards model with treatment as a single covariate and premenopausal women and men vs. postmenopausal
women, anatomic stage group Il vs. anatomic stage group ll1, prior neo-/adjuvant chemotherapy (yes vs. no) and
North America/Western Europe/Oceania vs. rest of world as

stratification factors. The group ET only is the reference in the hazard ratio calculation

Source: [Study O12301C Primary Analysis CSR-Table 11-13], [Study O12301C EA&SU Appendix 1-Table 14.2-
449]

DDF5e) bj$F Kaplan-Meier estimates

o Uz IDFS EAA, BBAIEYH + ET % ET ©=T9A 3@ DDFS H|E& 4
90.8%[95%CI 89.0-92.4], 88.6%[95%CI 86.8-90.1150 2.1, o]= B|EAEH + ETd 35802
3 DDFS B]-&9] 22% MAS BAF

e & IDFS XA g|BAEYH + ETT ¥ ET @574 39 DDFS H &9 7}&3-ujo]o]



FAA = 247 91.5%[95%Cl 90.2-92.71, 88.9%[95%Cl 87.4-90.2]1% 2™, o]+ g HAIEH + ET
o $3HOZ 26%Y NAE HAF

Figure Kaplan-Meier plot for DDFS (final iDFS analysis, 21-Jul-2023 data cut-off) (FAS)
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104 ————  ET + Ribociclib  204/2549 0,749 (0.623-0.900)
——————— ET Cnly 256/2552 Reference
Logrank p = 0.0010 + Censor
0 il ] I ] ] | 1 1 1 ) 1
0 (5] 12 18 24 30 356 42 48 54
Time (Months)
ET + Ribociclib 2549 2352 2280 2212 2113 1704 1119 369 21 0]
ET Cnly 2552 2245 2171 2091 1880 1608 1080 358 26 4]

p-value from stratified log-rank test is one-sided.
Source: [Study O12301C EA&SU Appendix1-Figure 14 2-110]



@ (post-hoc analysis) 92 FA& A¥=(Distant recurrence-free survival, DRFS)
Cox regression model

Uzt IDFS 40 A, 2lBAIEH + ETT A 9A DRFSS Adl 93 as 284%=2 F
)9 -e(hazard ratio 0.716[95%Cl 0.576-0.890D. 2| RAIZY + ETZolA 144/254971(5.6%)2)
AHAo]l AW Wt ET @5 ol AE 188/25527(7.4%)2] AFAo]l R ew, ©@= nominal p
Zhe 0.00128¢

HE iDFS #4437 g BAISE + ETT9 Aol A DRFSe do 9138 Z4&e 26.2%= F4
591 (hazard ratio 0.738095% Cl 0.606-0.898]. 2|RAIZY + ETTolM 178/254973(7.0%)2]
AbAdo]l ARE wkE, ET ©E ol Ae= 227/25527(8.9%)2] Abdo]l A em, ©= wnominal
p S 0.00128S

DRFS9)] 0]} Kaplan-Meier estimates

A% DFS B4 YRAZY + ETE 9 ET ¢E52olA 3d DRFS B 89| 71E¢-vlo]o]
FAA = 27 92.6%[95%Cl 91.4-93.7], 90.1%[95%CI 88.7-91.3]19 o1, o]= | RAZH + ET
o] $5HoZ 25%2] NHE HlE

Figure Kaplan-Meier plot for DRFS (final iDFS analysis, data cut-off 21-Jul-2023) (FAS)
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ot + Censoring Times
8071 ———— ET+Ribociclib (N = 2549)
s==we=e-ee ET Only (N =2552)

No. of events
50 - ET + Ribocicliy: 178, ET Only: 227

Hazard Ratio =0.738
95 % CI1[0.606, 0.898]

40 Kaplan-Meier median
ET + Ribociclib: NE
ET Only: NE

Event-free probability (%)

Log-rank p-value = 0.0012
20

T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Time (Months)
Number of patients still atrisk
Time o 6 12 18 24 30 36 42 48 54
ET + Ribociclib 2549 2360 2288 2228 2129 1719 1129 3n 21 0
ETonly 2552 2252 2180 2107 2010 1629 1089 362 26 0

Source: [Study 012301C EA&SU Appendix 1-Figure 1-1]



@ OS(Overall Survival)

Log-rank test

e U} IDFS #4004, OSell gt F=4a% 7|3t FE#2 304N 04771 olA=. F
A4 A OS AEe HEAEH + ETTolA F 611(2.4%), ET @530l 731(2.9%) 2=
otz darm A FUw

Table Log-rank analysis of OS (FAS)

Treatment n/N (%) Comparison Z-statistic p-value*
Ribociclib + ET 61/2549 (2.4) vs. ET Only -1.5871 0.0563
ET Only 73/2552 (2.9)

n is the number of OS events.

N = total number of patients included in the analysis.

* 1-sided p-value for log-rank test stratified by premenopausal women and men vs. postmenopausal women,
anatomic stage group Il vs. anatomic stage group lll, prior neo-/adjuvant chemotherapy (yes

vs. no) and North America/Western Europe/Oceania vs. rest of world.

Source: Table 14.2-2.5
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Table 14.2-2.5: Log-rank Test Result for Overall Survival
Protocol: CLAESllOAZEGlC (TRIO0D33)
Population: Full Analysis Set

Treatment n/N (%) Comparison Z-statistic p-value*
ET + Ribociclib 84/2549 (3.3) vs. ET Only -0.7510 0.2263
ET Only 88/2552 (3.4)

Cox regression model

o Uz IDFS ®AoA, ET ©& v g RBAEFH + ETTe OS v+ 0.759095%Cl
0.539-1.0681%1 <

o HZT BAoA, ET @57 ti¥] ZHRAEH + ETTY 0OS fdvl= 0.892(95% CI: 0.661,
1.203)% &

Table Cox regression for OS (final iDFS analysis, 21-Jul-2023 data cut-off) (FAS)

Treatment n/N (%) Comparison Hazard Ratio 95% CI
Primary iDFS analysis (DCO 11-Jan-2023)

Ribociclib + ET 189/2549 (7.4) vs. ET Only 0.748 (0.618, 0.906)
ET Only 237/2552 (9.3)

Final iDFS analysis (DCO 21-Jul-2023)

Ribociclib + ET 84/2549 (3.3) vs. ET Only 0.892 (0.661, 1.203)
ET Only 88/2552 (3.4)

n is the number of OS events.

N = total number of patients included in the analysis.

Hazard rate in group ribociclib + ET versus hazard rate in group ET only is computed using the Cox proportional
hazards model with treatment as a single covariate and premenopausal women and men vs. postmenopausal
women, anatomic stage group Il vs. anatomic stage group lll, prior neo-/adjuvant chemotherapy (yes vs. no) and
North America/\WWestern Europe/Cceania vs. rest of world as

stratification factors. The group ET only is the reference in the hazard ratio calculation.

Source: [Study 012301C EA&SU Appendix 1-Table 14.2-4.10] and [SCE Study O12301C-Table 3-11]

Kaplan-Meier estimates

e Az} IDFS &A4olA, 3d OS Hl &2 BHASFH + ETTNA 97.2%95% Cl: 96.3, 97.9), ET
=Tl A 95.8%(95% Cl: 94.5, 96.7) A =

e HZF IDFS &AM, 3d OS HI&9 7t&Ew-violo] FRFA = RAZYH + ETwolA



97.0%(95% CI: 96.2, 97.6), ET ©@&<olA 96.1%(95% Cl: 95.1, 96.9)% 2™, o]&= HAIEH
+ ETell 23 0.9%9] MAde BoAE
g REAIZY + ET9 1d, 29, 39 OS W& 242t 99.5%, 98.3%, 97.0%1H, ET ©=a
o] A%, Agske 19, 2, 339 OS H] 2 747y 99.3%, 97.9%, 96.1%°1% 5. S HAISH
+ ETo2 ET @5 vls) 19, 219, 3d Al 802 ¢ w2 0S Hl&g HolH,
ol# 3t ztol= Azt 7ol w2t %7}5‘}% o2 YEs

Figure Kaplan-Meier plot for OS (Final iDFS Analysis, 21-Jul-2023 data cut-off) (FAS)
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104 ———— ET+Ribociclib  84/2549  0.892 (0.661-1.203)
——————— ET Only 8812552 Reference
g Logrank p = 0.2263 + Censor
T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Time (Months)
ET + Ribaciclib 2549 2405 2337 2305 2259 1902 1259 455 24 0
ET Only 2552 2302 2256 2209 2158 1815 1207 444 31 0

p-value from stratified log-rank test is one-sided.
Source: [Study ©12301C EA&SU Appendix 1-Figure 14.2-1.11]

Table Kaplan-Meier Estimates for OS (Final iDFS analysis, 21-Jul-2023 data cut-off) (FAS)

ET + Ribociclib ET Only

N=2549 N=2552

KM % estimate KM % estimate
Time 95% CI 95% Cl
Month 6 99.9 (99.7, 100.0) 99.8 (99.5, 99.9)
Month 12 99.5 (99.2, 99.7) 99.3 (98.9, 99.6)
Month 18 99.0 (98.5, 99.4) 98.6 (98.1, 99.0)
Month 24 98.3 (97.7, 98.8) 97.9 (97.2,98.4)
Month 30 97.4 (96.7, 98.0) 97.2 (96.5, 97.9)
Month 36 97.0 (96.2, 97.6) 96.1 (95.1, 96.9)
Month 42 95.6 (94.4, 96.6) 95.4 (94.3, 96.3)
Month 48 91.1 (83.6, 95.3) 94.2 (91.6, 96.0)
Month 54 NE (NE, NE)

NE = Not estimable.
Source: [Study 012301C EA&SU Appendix 1-Table 14.2-3.4]




® 82 ¥3 X523 (1% iDFS ¥4, Data cut-off 2023.01.11. 7]&)

e YRAZY + ET H&79 F2 QoL A A EORTC QLQ-C30 A A 7% ET dE73}
AR S, AA7 S Haee ATV 5 F o el AF o R fAP e o]l
B EOT7HA 9] BE AlFoA w9+ = %

o YHAZY + ET ¥&72 PRO HFE XEF dlo]2gkel M9 0.5 SD oJZE FAFHA

A AZrol AumA o el fro|vl Rl Aoz YEhA] sk
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[QFEdA8 Hrba ]

DFE =&

e HZF IDFS &4 A =& 7|3ty T¢#S gBASHH ET X855 ¥ 5
(9 0~5471)elR 3, ET @5 A5 45 3B.IML0-547ML)olRs. F =F 7172 &
BAZHH ET ¥8 X 57(N=2525)¢] 7% 6904.3 patient-years, ET &%

74§ 6487.3  patient-yearse]l2. 4 FEHEIZ,  FEAFYH ==& 53521
patient-years(N=2525), NSAI =<2 g RAIZHF} ET HE X5 6879.1 patient-years, ET

o= XS 7oA 6467.5 patient-years(N=4967)°] ]2

Table Duration of exposure to study treatment by group
Final iDFS analysis: 21-Jul-2023 data cut-off
Ribociclib plus ET ET only
N=2525 N=2442
Adherence n (%) n (%)
Duration of exposure (mo)
Dto<3 122 (4.8) 167 (6.8)
Jto<@ 84 (3.3) 79 (3. 2}
Gto<9 58 (2.3) 0 (2.
9to< 12 48 (1.9) 4 (2. }
1210 < 15 40 (1.6) 5(1.8)
1510 <18 3(1.3) 4(1.8)
18 to < 21 45 (1.8) 6( }
21to =24 3313 35 (1.
2410 < 27 25(1.0) 28(|_1}
27 to < 30 285{11.3) 259 (10.6)
30to < 33 124 (4.9) 126 (5.2)
33to< 36 341 (13.5) 290 (11.9)
2 36 1287 (51.0) 1209 (49.5)
Duration of exposure (mo)
Mean 32.6 31.9
sD 12.83 13.66
Minimum 0 Q
Median 36.2 359
Maximum 54 54
Patient-years 6904.3 6487.3

Source: [SCS Add. Study 012301C Appendix 1-Table 14 3-1.2, Table 14 5-1 3]
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Table Patient disposition by group in Study 012301C: side-by-side data (Safety set)
Primary iDFS analysis/IA3: 11-Jan-2023 data cut-off Final iDFS analysis: 21-Jul-2023 data cut-off

Ribociclib plus ET ET only Total Ribociclib plus ET ET only Total
N=2524 N=2444 N=4968 N=2525 N=2442 N=4967
Disposition/reason n (%) n (%) n (%) n (%) n (%) n (%)
No. pts randomized 2524 (100) 2444 (100) 4968 (100)° 2525 (100) 2442 (100) 4967 (100)'
No. pts randomized but not treated 0 0 0 4] 0 0
No. pts treated with any treatment 2524 (100) 2444 (100) 4968 (100)° 2525 (100) 2442 (100) 4967 (100)"
No. pts who discontinued all treatment components 540 (21.4) 618 (25.3) 1158 (23.3) 610 (24.2) 695 (28.5) 1305 (26.3)
No. pts who discontinued ribociclib 1377 (54.6) 1377 (27.7) 1997 (79.1) 1997 (40.2)
No. pts who discontinued NSAI 540 (21.4) 619 (25.3) 1159 (23.3) 610 (24.2) 695 (28.5) 1305 (26.3)
No. pts who discontinued goserelin 274 (10.9) 322 (13.2) 596 (12.0) 316 (12.5) 371(15.2) 687 (13.8)
No. pts still on treatment 1984 (78.6) 1826 (74.7) 3810 (76.7) 1916 (75.8) 1747 (71.5) 3662 (73.7)
Primary reason for ribociclib discontinuation
Adverse event 477 (18.9) 477 (9.6) 488 (19.7) 498 (10.0)
Completed 515 (20.4) 515(10.4) 1091 (43.2) 1091 (22.0)
Death 3(0.1) 3.1 4(0.2) 4(0.1)
Disease recurrence 109 (4 3) 109 {2 2) 122 (4.8) 122 (2.5)
Endocrine therapy discontinuation 3(0.1) 3(0.1) 3(0.1) 3(0.1)
Lost to follow-up 6(0.2) 6(0.1) 81(0.3) 8(0.2)
Other 14 (0.6) 14 (0.3) 23(0.9) 23(0.5)
Patient decision to discontinue treatment 139 (5.5) 139(2.8) 135 (5.3) 135 (2.7)
Physician decision 24 (1.0) 24 (0.5) 24(1.0) 24 (0.5)
Protocol deviation 7(0.3) 7(0:.1) 7(03) T(0.1)
Withdrawal by patient B0 (3.2) 80 (1.6) 82(3.2) 82 (1.7)
No. pts who have entered the follow-up phase 275 (10.9) 337 (13.8) 612 (12.3) 329 (13.0) 383 (15.7) T712(14.3)
No_ pts who discontinued from study 308 (122) 346 (14 2) 654 (13.2) 363 (14 4) 389 (159) 752(15.1)
Death 60 (2.4) 74 (3.0) 134 (2.7) 83(3.3) 89 (3.6) 172 (3.5)
Lost to follow-up 18 (0.7) 23 (0.9) 41(0.8) 22(09) 29 (1.2) 51(1.0)
Other 1(<0.1) 2(0.1) 3(0.1) 2(0.1) 2(0.1) 4(0.1)
Physician decision 14 (0.6) 8(0.3) 22 (0.4) 17 (0.7) 10(0.4) 27(0.5)
Protocol deviation 2(0.1) 4(0.2) 6(0.1) 2(0.1) 3(0.1) 5(0.1)
Withdrawal by patient 213 (8.4) 235(9.6) 443 (9.0) 237 (9.4) 256 (10.5) 493(9.9)

1 There is 1 patient less in the final iDFS analysis Safety set vs. IA3 Safety set. The 1 patient was randomized to ET only, but did not start study treatment [Study
012301C Primary Analysis CSR-Table 14.1-1_1]. There was 1 additional patient in the Safety set randomized to ET only, but was treated with ribociclib, so this patient is
included in the nbociclib plus ET group in the Safety set for the final IDFS analysis [Study 012301C EA&SU-Section 2].

Source: [SCS Add. Study O12301C Appendix 1-Table 14.1-1.3b]
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e YEAZFY + ET HE&TY v F5S T3 o) dvks WA So] ET @519 vls| o =
2 HE=E AZHEEANSH + ET B¥&+ 98.0% vs ET @5 87.8%)

AEs suspected to be study-drug related (93.8% vs. 64.1%)

SAEs suspected to be study-drug related (2.7% vs. 0.5%)

AEs leading to discontinuation (20.8% vs. 5.5%)

AEs leading to discontinuation suspected to be study-drug related (17.2% vs. 3.9%)

AEs requiring dose interruption (73.6% vs. 8.2%)

AEs requiring dose interruption suspected to be study-drug related (64.8% vs. 4.1%)

AEs requiring additional therapy (77.7% vs. 66.6%)

AEs requiring additional therapy suspected to be study-drug related (48.5% vs. 28.5%)
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Table Overall summary of deaths and adverse events (final iDFS analysis, 21-Jul-2023 data cut-off) (Safety set)

Ribociclib plus ET ET only
N=2525 N=2442
All grades Grade 3 Grade4 Gradeb All grades Grade 3 Grade 4 Grade 5
AE category n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
All deaths' 83 (3.3) - - - 89 (36) - - -
On-treatment deaths? 20 (0.8) = = - 9(0.4) = — =
Adverse events 2474 (98.0) 1463 (57.9) 133 (5.3) 11(0.4) 2145 (87.8) 425(17.4) 40(1.6) 4(02)
Suspected to be drug-related 2368 (93.8) 1284 (50.9) 101 (4.0) 1(<0.1) 1566 (64.1) 97 (4.0) 6§(0.3) 0
Serious adverse events 357 (14.1) 252 (10.0) 44 (1.7) 11(0.4) 256 (10.5) 192 (7.9) 26 (1.1) 4(0.2)
Suspected to be drug-related 68 (2.7) 39(1.5) 17 ¢0.7) 1{(<0.1) 13 (D.5) 9 <0.4) 0 0
AEs leading to discontinuation 524 (20.8) 201 (8.0) 36(14) 2(0.1) 134 (5.5) (1.6) 5(0.2) 3(0.1)
Suspected to be drug-related 435 (17.2) 165 (6.5) 26 (1.0) 0 94 (3.9) ( 7) 0 0
AEs requiring dose interruption 1858 (73.6) 1226 (48.6) 87 (3.5) 0 199 (8.2) 7(2.7) 8(0.3) 0
Suspected to be drug-related 1635 (64.8) 1156 (45.8) 70(2.8) 1] 99 (4.1) 7(1.1) 3(0.1) 0
AEs requiring dose adjustment h86 (23.2) 338 (13.4) 36 (1.4) 0 — — — —
Suspected to be drug-related 561 (22.2) 330 (13.1) 36 (1.4) 0 - -
AEs requiring additional therapy 1962 (7T7.7) 499 (19.8) 61(24) 2(0.1) 1627 (66.6) 297 (12.2) 28(1.2) 1(<0.1)
Suspected to be drug-related 1225 (48.5) 240 (9.5) 32(1.3) 0] 696 (28.5) 58 (2.4) 3(0.1) 0
AEs of special interest 2183 (86.5) 1291 (51.1) 114 (4.5) 7(0.3) 1179 (48.3) 168 (6.9) 15(0.6) 2(0.1)
Suspected to be drug-related 1886 (74.7) 1188 (47.1) 100(4.0) 0O 203 (8.3) 17 (0.7) 2(0.1) 0

Source: [Study 012301C EA&SU Appendix 1-Table 14.3.2-1 3]

Table Common adverse events, grade 2 3, by preferred term and maximum grade (2 1% / either group), irrespective of

causality (final iDFS analysis, 21-Jul-2023 data cut-off) (Safety set)

Ribociclib plus ET ET only
N=2525 N=2442
Grade 23 Grade 3 Grade 4 Grade 5 Grade = 3 Grade 3 Grade 4 Grade 5
Preferred term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Total no. patients with at least 1 TEAE 1607 (63.6) 1463 (57.8) 133 (5.3) 11 (0.4) 469 (19.2) 425 (17.4) 40 (1.6) 4(0.2)
Neutropenia 707 (28.0) 673 (26.7) 34 (1.3) 0 14 (0.6) 13 (0.5) 1(<0.1) 0
Neutrophil count decreased 448 (17.7) 429 (17.0) 19 (0.8) 0 8(0.3) 6(0.2) 2(0.1) 0
Alanine aminotransferase increased 192 (7.6) 159 (6.3) 33(1.3) 0 17 (0.7) 16 (0.7) 1({<0.1) ]
Aspartate aminotransferase increased 118 (4.7) 100 (4.0) 18 (0.7) 0 13 (0.5) 13 (0.5) 4] 0
White blood cell count decreased 94 (3.7) 93 (3.7) 1{<0.1) 0 6(0.2) 51(0.2) 1(<0.1) ]
Leukopenia 94 (3.7) 94 (3.7) 0 0 2(0.1) 2(0.1) o] 0
Hypertension 54 (2.1) 54 (2.1) 0 0 59 (2.4) 59 (2.4) 0 0
Gamma-glutamyltransferase increased 26 (1.0) 23(09) 3(0.1) 0 22 (0.9) 22 (0.9) 0 0
Arthralgia 25 (1.0) 25(1.0) 1] 0 31(1.3) 1(1.3) 0] 0
Source: [Study 012301C EA&SU Appendix 1-Table 14.3.1-2.1b]
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Table Adverse events with suspected relationship to study treatment, by preferred term and worst toxicity grade, with
incidence at least 2% / either group in Study 012301C: side-by-side comparison (Safety set)

Primary iDFS analysis/IA3: 11-Jan-2023 data cut-off Final iDFS analysis: 21-Jul-2023 data cut-off
Ribociclib plus ET ET only Ribociclib plus ET ET only
N=2524 N=2444 N=2525 N=2442
All Grade Grade Grade All Grade Grade Grade All Grade Grade Grade All Grade Grade Grade
grades 3 4 1 grades 3 4 5 grades 3 4 5 grades 3 4 5
Preferred term n (%) n(%) n(%) n(%) n(%) n(%) n(%) n{(%) n(%) n(%) n(%) n(%) n(%) n(%) n(%) n(%)
No. pts with at least 1 2362 1273 98 0 1534 88 6(0.2) 0 2368 1284 101 1(< 1566 97 6(0.2) 0
AE (93.6) (50.4) (3.9) (62.8) (3.6) (93.8) (50.9) (4.0) 0.1) (64.1) (4.0)
Neutropenia 1013 654 33 0 23(09) 3(01) 0 0 1027 662 34 ] 25(10) 402 0O 0
(40.1)  (25.9) (1.3) 40.7)  (26.2) (1.3)
Arthralgia 695 21 0 0 814 27 0 0 710 22 0 0 828 27 0 0
(27.5) (0.8) (333) (1.1 28.1)  (0.9) (339 (1.1
Neutrophil eount 602 420 19 0 10(0.4) 2(0.1) 1(< 0 6804 427 19 0 9(04) 2(0.1) 1(< 0
decreased (23.9) (16.6) (0.8) 0.1) (239) (16.9) (08) 01)
Nausea 436 4(02) 0 0 57 (23) D 0 0 442 4(02) 0 0 58(24) 0 0 0
(17.3) (17.3)
Alanine 17 140 30 0 54(2.2) 1(< 1(< 0 424 140 32 0 56 (2.3) 1(< 1(< 0
aminotransferase (16:5) (5.5) (1.2) 0.1) 0.1) (168) (55) (1.3) 01) 01)
increased
Fatigue 393 18 0 0 147 2(0.1) 0O 1] 404 16 0 0 149 2(0.1) 0 0
(15.8) (0.6) (6.0) (16.0) (06) (6.1)
Hot flush 395 6(0.2) 0 0 427 301 0 0 406 6(0.2) 0 0 433 3(0.1) 0 0
(15.6) (17.5) (16.1) (17.7)
Aspartate 358 87 16 0 55(23) 2(01) 0O 0 366 88 18 0 58(24) 4(02) O 0
aminotransferase (14.2) (3.4) (0.6) (14.5) (3.5) (0.7)
increased
Alopecia 328 0 0 0 63(26) 0 0 0 333 0 0 0 72(29) 0 0 0
(13.0) {13.2)
Leukopenia 313 a5 0 0 25(1.0) 2(0.1) O 0 321 89 0 0 27(1.1) 2(0.1) 0 0
(124)  (34) (127 (35)
Asthenia 301 11 0 0 148 1(< 0 0 308 11 0 0 155 1 (< 0 0
(11.9)  (04) (6.1) 0.1) (12.2)  (04) (6.3) 0.1)
Headache 237 6(0.2) O 0 105 0 0 0 243 6(0.2) 0 0 107 0 0 0
(9.4) (4.3) (9.6) (4.4)
White blood cell count 232 a6 1(< 0 7(03) 0 0 0 235 88 1 (< 0 6(0.2) O 0 0
decreased (9.2) (3.4) 0.1) {9.3) (3.5) 0.1)
Diarrhoea 196 6(0.2) 0 0 15(06) 0 0 0 198 6(0.2) 0 0 16(0.7) O 0 0
(7.8) (7.8)
Anaemia 158 2(0.1) 0 0 23(09) 0 0 0 163 2(0.1) 0 0 24(1.0) 0 0 0
(6.3) (6.5)
Constipation 139 2{(0.1) O 0 23(09) 0 0 0 145 2(1) 0 0 25(10) O 0 0
(2.5) (5.7)
Hypomagnesaemia 109 0 0 0 1 (< 0 0 0 111 0 0 a 201 O 0 0
(4.3) 0.1) (4.4)
Rash 109 4(02) 0 0 13(0.5) 2(0.1) 0O 0 110 4(02) 0 0 13(0.5) 2(0.1) O 0
(4.3) “4.4)
Myalgia 105 2{(0.1) O 0 101 6{(02) O 0 106 2(1) 0 0 102 6(02) 0 0
4.2) 4.1) 4.2) 4.2)
Pruritus 98 (3.9) 2(0.1) O 0 12(05) 0 0 0 100 2(0.1) 0O 0 15(0.6) 0 0 0
(4.0)
Thrombocytopenia 97 (3.8) 3(0.1) O 0 23(09) 0 1(< 0 97(3.8) 3(0.1) © 0 22(09) 0 0 0
0.1)
Insomnia 94 (3.7) 1(< 0 0 108 4(0.2) 0 0 101 1 (< 0 0 111 4(02) 0 0
0.1) (4.4) (4.0) 0.1) (4.5)
Electrocardiogram QT 92 (3.6) 5(0.2) 0O 0 2(0.1) 0 0 0 93(3.7) 7(0.3) O 0 2(0.1) 0O 0 0
prolonged
Vulvovaginal dryness 83 (3.3) 1(< 0 0 92(38) 4(02) 0O 0 88(3.5) 1(=< 0 0 100 402 0 0

0.1) 0.1) (4.1)



Primary iDFS analysis/lA3: 11-Jan-2023 data cut-off Final iDFS analysis: 21-Jul-2023 data cut-off

Ribociclib plus ET ET only Ribociclib plus ET ET only
N=2524 N=2444 N=2525 N=2442
All Grade Grade Grade All Grade Grade Grade All Grade Grade Grade All Grade Grade Grade
grades 3 4 5 grades 3 4 5 grades 3 4 5 grades 3 4 5
Preferred term n (%) n(%) n{%) n(%) n(%) n(%) n(%) n(%) n(%) n(%) n(%) n(%) n(%) n(%) ni{%) n(%)
Vomiting 82(3.2) 5(0.2) 0 0 10(04) 0 0 0 83(3.3) 5(0.2) 0 0 10(0.4) 0 4] 1]
Gamma- 79(3.1) 14 1(< 0 24(1.0) 7(03) 0 0 83(3.3) 12 1 (< 0 25(1.0) 7(0.3) 0O 0
glutamyltransferase (0.8) a.1) (0.5) on
increased
Back pain 79(31) 2(01) 0O 0 56(23) 0 0 0 82(32) 1(< 0 1] 50(24) 0 0 1]
01)
Decreased appetite 69 (27) 1(< 0 0 10(04) 0 0 0 70(2.8) 1(< 0 0 10(04) 0 a 0
o) 0.1)
Dizziness 69(27) 2(0.1) 0 0 21(0.9) 0 0 0 70(28) 2(0.1) 0 0 21(09) 0 0 1]
Bone pain 64 (25) 2(.1) 0O 8] 67(27) 2(0.1) 0 0 69(27) 2(01) 0 0 69(28) 2(01) 0 0
Musculoskeletal pain 64(2.5) 0 0 0 57(2.3) 2(0.1) 0 0 67 (2.7) O 0 0 58(24) 2(0.1) 0 1]
Mucosal inflammation 64 (2.5) 2(0.1) 0 0 30y 0 0 0 64(2.5) 2(0.1) 0 0 01 0 0 0
Stomatitis 64 (2.5) 0 0 0 402 0 0 0 64 (25) 0 (1] 0 5(0.2) 0 0 1]
Blood magnesium 83 (2.5) 1(< 0 0 7(1.1) O 0 1] 64 (25) 1(< 0 0 27 {14y 0 0 0
decreased 0.1) 0.1)
Hypocalcasmia 61(24) 1(< 0 8] 2(.1) 0 0 1] 68 (2.7) 1(< 0 0 2(0.1) 0 0 0
0.1 0.1)
Pain in extremity 60(24) 2(0.1) 0O 8] 55(23) 1(< 0 a 63(25) 2(0.1) 0O 0 58(2.4) 1(< 0 0
0.1) 0.1)
Dyspepsia 59(23) 0 0 0 8(0.3) O 0 0 61(24) 0 0 0 10(0.4) 0 0 1]
Hyperkalasmia £9(2.3) 2(0.1) 0O 0 5(02) 0 a 0 61(24) 2(0.1) 0 0 5(0.2) 0 0 0
Lymphopenia 59(2.3) 9(0.4) 1(< i 3(01) 0 0 a 61(24) 9(04) 1(< 0 2(01) 0 0 i
0.1) 0.1)
Dry mauth 58(23) 0 0 0 23(0.9) 0 0 0 62(25) 0 0 0 22(0.9) 0 0 0
Dry skin 57(23) 0 0 0 9(4) 0 0 0 60(24) 0 0 0 10(0.4) O 0 ]
Joint stifiness 57(2.3) 1(< 0 0 58(24) 0 0 0 60(24) 1(< 0 0 59(24) 0 4] 0
o1 0.1)
Hypokalaemia 56(2.2) 2(0.1) 0 0 6(0.2) 0 0 0 60(24) 3(0.1) 0 0 703 0 0 1]
Abdominal pain upper 56 (2.2) 2(0.1) 0 0 16(0.7) O a 0 59(2.3) 2(0.1) 0 0 18(0.7) O 0 0
Blood creatinine 54(21) 2(0.1) 0 o] 201 0 0 0 58(23) 3(0.1) 0 0 201 0 0 0
increased
Blood alkaline 54(21) 2(0.1) 0 0 31(1.3) 1(< 0 0 54(21) 1(= 0 0 32(1:3) 1(< 0 1]
phosphatase increased 0.1) 0.1) 1)
Lymphocyte count 52(2.1) 15 2(0.1) 0 11(0.5) 0 0 0 55(2.2) 15 2(0.1) 0 9(04) 1(< 0 0
decreased (0.8) (0.8) 1)
Dry eye 51(2.0) 0 0 8] 10(04) O 0 0 53(21) 0 1] 0 11(0.5) 0 0 0
Hypertension 50(20) 10 0 0 35(1.4) 8(03) 0 0 52(21) 14 1] 0 3514 1 0 1]
(0.4) (0.8) (0.5)
Platelet count 49 (1.9) 1(< 0 0 1(< 0 a 0 50(2.0) 1(< 0 0 1 (< 0 0 0
decreased 01y 0.1) 0.1) 0.1
Osteoporosis 38(1.5) 2(0.1) 0 0 49(2.0) 0 0 0 48(1.9) 2(0.1) 0 0 57(23) 0 0 1]
Preferred terms are sorted in descending frequency based on frequency in ribociclib plus ET group.
MedDRA Version 26.0 has been used for reporting.
Source” [SCS Add. Study O12301C Appendix 1-Table 14 3 1-2 3]
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Table All deaths by primary reason for death and preferred term (final iDFS
analysis, 21-Jul-2023 data cut-off) (Safety set)

Ribociclib plus ET ET only Total
All death N=2525 N=2442 N=4967
Reason for death n (%) n (%) n (%)
Total no. of patients who died overall 83 (3.3) 89 (3.6) 172 (3.5)
Primary reason of death
Disease recurrence/progression 58 (2.3) 73 (3.0) 131 (2.6)
Adverse event 16 (0.6) 4(0.2) 20 (0.4)
COVID-19 3(0.1) 1(<0.1) 4(0.1)
COVID-19 pneumonia 3(0.1) 0 3(01)
Pulmonary embaolism 2(0.1) 0 2(<0.1)
Acute myocardial infarction 1(<0.1) 0 1(<0.1)
Brain oedema 1 (<0.1) 0 1(<0.1)
Cardiac arrest 1(<0.1) 0 1(<0.1)
Cardio-respiratory arrest 1(<0.1) 0 1(<0.1)
Cardiogenic shock 1(<0.1) 0 1(<0.1)
Cardiovascular insufficiency 1(<0.1) 0 1(<0.1)
Pneumania 1 (<0.1) 0 1(<0.1)
Road traffic accident 1(<0.1) 0 1(<0.1)
Cardiac failure congestive 0 1(<0.1) 1(<0.1)
Myocardial infarction 0 1(<0.1) 1(<0.1)
Sepsis 0 1(<0.1) 1(<0.1)
Other 9 (0.4) 12 (0.5) 21 (0.4)
Acute myeloid leukaemia 1 {<0.1) 1(<0.1) 2(<0.1)
Death 1{<0.1) 6(0.2) 7(0.1)
General physical health deterioration 1(<0.1) 1(<0.1) 2(<0.1)
Lower respiratory tract infection 1{<0.1) 0 1(<0.1)
Lung neoplasm malignant 1 {<0.1) 0 1(<0.1)
Malignant melanoma 1{<0.1) 0 1(<0.1)
Pancreatic carcinoma 1 {<0.1) 0 1(<0.1)
Pulmaonary embalism 1{<0.1) 0 1(<0.1)
Rectosigmoid cancer 1(<0.1) 0 1(<0.1)
Adenocarcinoma gastric 0 1(<0.1) 1(<0.1)
Cardiac arrest 0 1(<0.1) 1(<0.1)
Fungal sepsis 0 1(<0.1) 1 (<0.1)

Sepsis 0 1(<0.1) 1(<0.1)

Other as per-protocal are defined as SAEs collected after 36 months + 30 days and not related to study
treatment.

Source: [Study O12301C EA&SU Appendix 1-Table 14 3 2-1.2]
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Table On-treatment deaths (final iDFS analysis, 21-Jul-2023 data cut-off)

(Safety set)

Ribociclib plus ET ET only Total
On-treatment death N=2525 N=2442 N=4967
Reason for death n (%) n (%) n (%)
Total no. patients who died on treatment 20 (0.8) 9(0.4) 29 (0.6)
Primary reason of death
Disease recurrence/progression 9 (0.4) 4(0.2) 13 (0.3)
Adverse event 11 (0.4) 4(0.2) 15 (0.3)
coviD-19 3(0.1) 1(<0.1) 4(0.1)
COVID-19 pneumonia 3(0.1) 0 3(0.1)
Pulmonary embolism 2(0.1) 0 2(<0.1)
Brain oedema 1(<0.1) 0 1(<0.1)
Cardiac arrest 1(<0.1) 0 1(<0.1)
Road traffic accident 1(<0.1) 0 1(<0.1)
Cardiac failure congestive 0 1(<0.1) 1(<0.1)
Myocardial infarction 0 1:(<0.1) 1(<0.1)
Sepsis 0 1 (<0.1) 1 {(<0.1)
Other 0 1(<0.1) 1(<0.1)
Death 0 1(<0.1) 1(<0.1)

‘On-treatment deaths are defined as occurring on or after treatment start date and up to 30 days after 36 months

of treatment or earlier treatment discontinuation.
Source: [Study 012301C EA&SU Appendix 1-Table 14.3 2-1 13]

Table On-treatment deaths by ribociclib death-onset window (final iDFS
analysis, 21-Jul-2023 data cut-off) (Safety set)
Ribociclib plus ET ET only
N=2525 N=2442
Within 30 d  Within 30 d
end of end of ET but > 30 d
Total ribociclib end of ribociclib Total
n (%) n (%) n (%) n (%)
Total no. patients who died on treatment 20 (0.8) 12 (0.5) 8 (0.3) 9(0.4)
Primary reason of death
Disease recurrence/progression 9(0.4) 5(0.2) 4(0.2) 4(0.2)
Adverse event 11(0.4) 7(0.3) 4(0.2) 4(0.2)
COVID-19 3(0.1) 2(0.1) 1(<0.1) 1(<0.1)
COVID-19 pneumonia 3(0.1)  2(0.1) 1(<0 0
Pulmonary embaolism 201 2(0.1) 0 0
Brain oedema T(=0:1) 8 1(<0:.1) 0
Cardiac arrest 1(<01) 0 1(=0.1) 0
Road traffic accident 1(<01) 1(<0.1) 0 0
Cardiac failure congestive 0 0 0 1(<0.1)
Myocardial infarction 0 0 0 1(<0.1)
Sepsis 0 0 0 1(<0.1)
Other 0 0 0 1(<0.1)
Death 0 0 1] 1(<0.1)

On-treatment deaths are defined as occurring on or after treatment start date and up to 30 days after 36 months

of treatment or earlier treatment discontinuation.
Source: [Study O12301C EA&SU Appendix 1-Table 14.3 2-1 1b]
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= #4119 =357 SAEE 43S A9 AA ¥&2 ET 9573 vlusty g

HAZH + ET ¥87A4 o z»ff(lZ.Z% vs 9.1%)

8) A& TTELE ool o] gk

. O]’%H&%Qi AT YHEAFHO 7 TE7HA 2™ A FSpESDE 417704

-35.75)71 4 ol A=

. i]L%L% of7]g o] ukEe HAIFYH + ET WE&T % ET ©5TolA ztzh 5247
(20.8%), 134H(G.5%ZE HFHRAEZYH + HETFNA ¢ & N2 RIHJS ABFTHES oF

713k o] R (A ko] =1%ol ALT F7H+7.0%), AST F7H+2.8%)7F ZdEU=. A&
THoR ool 35H H 45F9 oldHkE HIE&E gEAZH + ET B¥-E&78.0%, 1.4%)7}F
ET ©&=57(1.6%, 0.2%) 2ot o =35

9 ANFTE EE §F WAHLE o] o]

o YHEAIZFHY A WA &F Ta7AY AT FGECAL)S 3.2570€(0.03~34.17), AEZ QI
A% 31502634198, ARAZY H WAl Fol FusAe] A7 FAYRANE Yu
AlE¥E + ET B84 1.0571€(0.07 - 35.42), ET ©=57olA 4.73 (0.07 - 46.88)°] A=

o IANFTHOR o]0l o] FuHkgE THRAZFH + ET HEw 3 ET @5TolA 27 18589
(73.6%), 1999B.1%)=, BJEAIZH + HE&TdA o 2 HEE HIFHGS dATTHo=E
ojo] 2l o] FRES(FA Aol =10%)ollv= EFT HAaFTH27.0%), TFT T HAaH174%7F Z
FHAF. dATEO=E olofR 35F B 45T o] dukE HlES YRAIZYH + ET &<
(48.6%, 3.4%)7F ET @=3(2.7%, 0.3%) BT H ==

o &F AEe oI ol dHkEE HEAIZH + ET W& 3 ET @5TolA 42 5867
(23.2%), 0H(0%Z, BHAIZH + HEFoA ¢ =& Y52 BRIFHAS. &F 4HFS o]

3 ol kST ol 22%)ole BET HaF(H85%), T T F LAa(+5.6%)7)
. SEHFOR o]l 35F B 4eHY oldNte vEe HEAZFH + ET B87(13.4%,
1.4%)7} ET @57(0%, 0%) 2o T =3%a

10) S84 o] 3HHS(AES] 2 AP A o] £3)

Table Safety topics of interest - MedDRA grouping
Topic Definition
Myelosuppressive AESI
Neutropenia Myelosuppression (neutropenia) CMQ
Leukopenia Lymphopenia and leukopenia NMQ
Anemia Haematopoietic erythropenia SMQ Broad
Thrombocytopenia Haematopoietic thrombocytopenia SMQ Broad
Myelosuppression: other Haematopoietic cytopenias affecting more than one type of blood cell SMQ
Narrow
Non-myelosuppressive AESI
Infections Infections and infestations SOC
Hepatobiliary toxicity Drug-related hepatic disorders — comprehensive search SMQ Broad
Renal toxicity Acute renal faillure SMQ Broad
QT interval prolongation Torsade de pointes/QT prolongation SMQ Broad
Second primary malignancies Second primary malignancies CMQ
ILD / pneumonitis Interstitial lung disease SMQ Broad
Reproductive toxicity Pregnancy and neonatal topics SMQ Broad

Order of safety topics of interest is based on decreasing overall frequency of ribociclib plus ET (Section 2.6).
MedDRA Version 26.0 and eCRS, as of 26-Aug-2023.
Source: [SCS Study 012301C-Table 1-3], [SCS Add. Study 012301C Appendix 1-Listing 16.2.7-1.7]




Table Adverse events of special interest by grouping, irrespective of
causality (final iDFS analysis, 21-Jul-2023 data cut-off) (Safety set)

Ribociclib plus ET ET only
N=2525 N=2442
AESI grouping n (%) n (%)
Myelosuppression AESI
Neutropenia 1579 (62.5) 113 (4.6)
Leukopenia 595 (23.6) 111 (4.5)
Anemia 216 (8.6) 78 (3.2)
Thrombocytopenia 162 (6.4) 56 (2.3)
Other 0 1(<0.1)
Non-myelosuppression AESI
Infections 1253 (49.6) 884 (36.2)
Hepatobiliary toxicity 667 (26.4) 273.(11.2)
Renal toxicity 152 (6.0) 58 (2.4)
QT interval prolongation 134 (5.3) 4 (1 4)
Second primary malignancies 48 (1.9) 9 (2.0
ILD / Pneumonitis 38(1.5) 2 (0. 9)
Reproductive toxicity 32(1.3) 7(1.1)

Source: [Study O12301C EA&SU Appendix 1-Table 14.3.1-6.1, Table 14.3.1-6.2]
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Table Worst post-baseline hematology value (final iDFS analysis, 21-Jul-2023 data cut-off) (Safety set)

Ribociclib plus ET ET only
N=2525 N=2442
Grade 1/2 Grade 3 Grade 4 Grade 1/2 Grade 3 Grade 4
Notable laboratory category n (%) n (%) n (%) n (%) n (%) n (%)
Activated partial thromboplastin time (sec) Hyper Grade 11(0.4) 0 a 8(0.3) 0 0
Hemaglobin (g/L) Hyper Grade 91 (3.6) 3(0.1) Is] 162 (6.6) 4(0.2) 0
Hemoglobin (g/dL) Hypo Grade 1178 (46.7) 14 (0.6) 0 619 (25.4) 8(0.3) 0
Leukocytes (10E9/L) Hyper Grade 0 4 (0.2) 0 0 1(<0.1) 0
Leukocytes (10E9/L) Hypo Grade 1714 (67.9) 688 (27.3) 5(0.2) 1089 (44.6) 12 (0.5) 2(0.1)
Lymphocytes (10E9/L) Hyper Grade 24 (1.0) 10 (0 4) Q 49 (2.0) 6(0.3)
Lymphocytes (10E9/L) Hypo Grade 1980 (78.4) 413 (16.4) 67 (2.7) 1998 (81.8) 98 (4.0) 55(2.3)
Neutrophils (10E9/L) Hypo Grade 1225 (48.5) 1083 (42.9) 55(2.2) 818 (33.5) 35(1.4) 6 (0.3)
Platelets (10E9/L) Hypo Grade 705 (27.9) 9 (0.4) 1(<0.1) F1Z(12.8) 71(0.3) 1(<0.1)
Prothrombin intl. normalized ratio (sec) Hyper Grade 5(0.2) 1(<0.1) a (01} 2(0:1) 8]
Source: [Study O12301C EA&SU Appendix 1-Table 14 4-1 1]
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Table Worst post-baseline biochemistry value (final iDFS analysis, 21-Jul-2023 data cut-off) (Safety set)

Ribociclib plus ET ET only

N=2525 N=2442

Grade 1/2 Grade 3 Grade 4 Grade 1/2 Grade 3 Grade 4
Notable laboratory category n (%) n (%) n (%) n (%) n (%) n (%)
Alanine aminotransferase (IU/L) Hyper Grade 926 (36.7) 167 (6.6) 38 (1.5) 837 (34.3) 24 (1.0) 1(<0.1)
Albumin (g/dL) Hypo Grade 177 (7.0) 5(0.2) 0 140 (5.7) 4 (0.2) 0
Alkaline phosphatase (IU/L) Hyper Grade 884 (35.0) 5(0.2) 0 884 (36.2) 5(0.2) 0
Amylase (IU/L) Hyper Grade 363 (14.4) 24 (10) 8(03) 328(134) 29(1.2) 4(02)
Aspartate aminotransferase (IU/L) Hyper Grade 978 (28.7) 113 (4. 5) 20 (0.8) 780 (31.9) 26 (1.1) 0
Bilirubin (umol/L) Hyper Grade 231 (9.2) 8 (0. 2(0.1) 231 (9.5) 1(<0.1) 0
Calcium corrected (mmol/L) Hyper Grade 247 (9.8) 5(0. 2) 3(0.1) 356 (14.6) 9 (0.4) 6 (0.3)
Calcium corrected (mmol/L) Hypo Grade 517 (20.5) 6(0.2) 16 (0.6) 386 (15.8) 9(0.4) 29(1.2)
Creatinine (mag/dL) Hyper Grade 815 (32.3) 7(0.3) 0 278 (11.4) 0 0
Direct bilirubin (umol/L) Hyper Grade 456 (18.1) 26 (1.0) 8(0.3) 426 (17.4) 14 (0.6) 1(<0.1)
Gamma glutamyl transferase (IU/L) Hyper Grade 865 (34.3) a0 (3.6) 8(0.3) 760 (31.1) 83 (3.4) 6 (0.3)
Glucose (mmol/L) Hyper Grade 1478 (58.5) 48 (1.9) 12 (0.5) 1396 (57.2) 36 (1.5) 12 (0.5)
Glucose (mmol/L) Hypo Grade 232 (9.2) 3(0.1) 14 (0.6) 170 (7.0) 2(0.1) 14 (0.6)
Lipase (IU/L) Hyper Grade 407 (16.1) B7(2.7) 12 (0.5) 400 (16.4) 69 (2.8) 9(04)
Magnesium (mmol/L) Hyper Grade 88 (3.5) 23(0.9) 0 104 (4.3) 26 (1.1) 1(<0.1)
Magnesium (mmol/L) Hypo Grade 379 (15.0) 4(0.2) 3(0.1) 371(15.2) 0 T ¢=0:1)
Phosphate (mmol/L) Hypo Grade 191 (7.6) 13(0.5) 3(01) 164 (6.7) 1110.9) 0
Potassium (mmol/L) Hyper Grade 355 (14.1) 16 (0.6) 1(<0.1) 378 (15.5) 15 (0.6) 4 (0.2)
Potassium (mmal/L) Hypo Grade 261 (10.3) 16 (0.6) 7(0.3) 208 (8.5) 22 (0.9) 14 (0.6)
Sodium (mmol/L) Hyper Grade 276 (10.9) 3(0.1) 1(<0.1) 291 (11.9) 2{0.1) 0
Sodium (mmol/L) Hypo Grade 270 (10.7) 26 (1.0) 6(0.2) 230(94) 17 (0.7) T(0.3)
Urate (mg/dL) Hyper Grade 771(30.5) 0 38 (1.5) 701 (28.7) 0 43 (1.8)

Source: [Study O12301C EA&SU Appendix 1-Table 14 4-1 2]
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A BEToA ofZulElA JAA TET Bk SAZHCZ folsiA MAEJASHR 0.748,
95% CI 0.618, 0.906; ©= =3} =71 —r-r] A7 p=0.0014). <F 6.37/142] F71&<Q F74 7]
S AR HE IDFS ¥4 ZA3HData cut-off 2023.07.21. 713N = 5UF A3FS BY
+<(HR 0.749, 95% CI 0.628, 0.892; &= Z3F 21 &9 AA p=0.0006). #F iDFS &4 A
HollAl A& 717k Fhake oF 30/dolde, iDFS 2 & 7|31e] F3hgke 33.370
HolA =
o FAY HEERFS)L YHEAZH + ofZntetA] AAA WETollA 7.5%(192%), oFZu}ELA
AA A EETAA 9.7%248)F=HR 0.727, 95%CI 0.602, 0.877). ¥7A FZo] A=E
(DDFS) 2 BEAIEH + ofZutetA] JAA W&ol 8%(204%), ot=vlebA] A A T=-
AA 10%(256™) A =HR 0.749, 95%CI 0.623, 0.900).
o HF IDFS ¥4 AlY 71F AA AAgA £ 1728GB5% o2, A Y&=717He H7Mg 4
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6.5.8. tAA Ao i 2ok W AE

o YRAIFY + ETEY o] Autg, Tz o] 3duks, 355 ol odwts, o T 3
A THOE o]oA & o]y MAE T AWMHOE ET W5 BHth ¢ WA Ry
Ao, aBC Aol A ZRAIZSHEY R FdARS; Hlwste] FARSAY ¥ HER
Uehts 48e Bile =3 fEASHA i8] AEA &8 dAg AR /s

o} 2 u}e}A| o} Z e}
oess | eAA@n | CLE ] el e
o] AFuFS- 0 N=2442 ) N=2442 R
n (%) 0 n (%) 0 RESH
e oo n (%) 3= o)A n (%)
e o ZE 5F o™ 35 ol

Zaps
7 917 (36.3) | 642 (26.3) 49 (1.9) 23 (0.9 |d% &3
g gl gxA
FEFRaE | 1577 625 | 113 46 | 1113 44D | 22 (0.9) | s &3

o

MYTEET | 6429 | 8GE | 1840 | 803 |
L= 215 (8.5) 75 3.D 8 (0.3) 703 | &
druzazs | 162 64) 56 (2.3) 6 (0.2) 30D |&EsA
dygaz | 12449 39 (1.6) 30 (1.2) 2 (0.D | &3
vl A & = -
TEEEET 109 0 70.3) 0 314 %A
A 2 g
AAEEF 134 G.3) 26 (1.1) 1 <0.1) 0 37
AL ey= 121 (4.8) 41 (1.7) 8 (0.3 7 (0.3 &34
PR 120 (4.8) 47 (1.9) 1 0.1 0 3514
2737
T 580 (23.0) 417 (17.D 11 (0.4) 4 (0.2) ] &3}
o} 2] & & 225 (8.9) 112 (4.6) 5 (0.2) 201D |E3HA
sE. % 9 4%
712 332 (13.D 201 (8.2) 3 (0.D 20D  |wo s34
55 et 166 (6.6) 102 (4.2) 13 (0.5 10 0.4 | =&
23p7)7

588 (23.3) 190 (7.8) 6
T 6 (0.2) 1 0.1 _‘;ﬂgw
A A} 366 (14.5) 135 (5.5 16 (0.6) 3 (0.1) o] -$- &3}
1 1] 335 (13.3) 123 (5.0) 5 (0.2) 0 o] 2 &35}A
Bl 217 (11.0) 179 (7.3) 12 (0.5) 9 (0.4 | ™S EsA
TE 198 (7.8) 96 (3.9) 10 (0.4) 1 K0.D | &sA
T g° 154 (6.1) 24 (1.0) 2 (0.1) 0 B35
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6.6. 1ol T AAAA

e HR 4 8! HERZ &401m AE fldo] ¥ 27] 8 37 27] $4<h #xboA nzayo
2 ARAZHS ohZuetAl JAIA HEan ] Bgde AN S5, ANYHAY
S 2 A3 dFAFASNATALEE) 5& AZ3A =

 HR-94, HER2-84, 9 gk BARSl A% AYo] we ¥ W1 1 £ 01
2o el A WA W G4 % BH BA 510198 S @ RN, B,

o8 A3 GAAIRANA, BHEAIZHT o= rlElA| O*Xilxﬂ(aﬂEie EE JUYZERSE)
& awo] ofZntetA] AAAl @=8W ¥l STEEP 7]&ol whet Alfﬂx}ﬂ 73t iDFSell
dsf FA4 5 ddHezE FoT Mol FJAHUE. obeE, 7] FHYE SAIA YR
NZHY Atz obdA Zgatde aBC Ao A FRAZH obdA ?%Xh@r W] nl 3}

FASIAY @ WEE Yehus A4S Eis £ fRAISHA tis AEA gdd

(A FEHAES RS2

- & YA F Y] 1A, 1B - 17 #A7F £ Sl=H, 1A7] S g=d 49
o] AAY d=d FH(nodal involvement)o] & -5 = AT w4 Z=9d =

3
+ Ki67 = 20%5 71xl 255°lv 355< —?*Oﬂ‘ji Z3E A F

- YRAEFHL 2143t §HF 400mg AT Fo & TN FYUIE MR oH, MEEE 2.5mg
EE oM AERS Imge 2893 AT WESIAE. #HE A A8 R G wAE-S 28
A F7] Aol Zel A 1dAtell FAF 7hedt 935 o202 3.6mg TSRS, BHEASHS
29 WA " EEHE 39 < ASHAS(HF 39 Cycles).

- & 510199 #A(FA 208 E3H7F Y RAIEH 400mg + ob=vhERA] AN A W -84(2,549
W) = olZulelA] JAA Sd5F(2,552H) 02 1:19] H&2 27t T2 A E LS. T3
9 WA S E WAl 2,154 (42.2%) vs 11(2,9479[n = 2,947(57.8%)]), o] X 5(EZ/AH
Z 3ste (74,4327, 86.9%)) vs F(660, 13.1%), #HAZE7] Fel#HE A A4 L A4
(2,2537%8(44.2%)) vs #H7 3 4(2,848%H((55.8%) 18] 1L A HF(FolmlE]7l, ARHH, Ao}
Yok3,1289(61.3%) vs L 9 A<(1,973%H(38.7%)0l Wt F3= L. AFEA S & Hjo]
2epQl A EAES & A o FAUAL 4 I3 FARE B EAE

- A= iDFS ®B29] DCOo| wa}, ZlBmAZY + ET T2 = 1,996 (78.3%)2] 3217} & 2 A|
2ye Fogon, o F 1,09191U2.8%)2] Ayt 33 X277+ $EF T 905%(35.5%)
o] BT PRAZFHS 27| o, 7] 299 F8 olfE AE195%A S

- Az} BAA34267, Data cut-off 2023.01.11.71%), ET @5 the] 2 BAZH + ET ¥ &
oA STEEP 7]Zd uwtel Al@A7F H71gk iDFS7F BAIF o2 #931A /A= S(one
sided stratified log-rank test p-value = 0.0014). ARde] FeJ®  Lan-DeMets
(O’Brien-Fleming) % 71&< 30 3($94 4L 93 p-value < 0.0128) =H 32l
DMC= iDFS Z2#7} BAIA =2 #Fofsta YA TEAS dASse TEe F5IH
1 A8 WHS. IDFSY F#xAF 7]3F %Zl%k% 21. 77H-?c_-ﬂ(‘ﬂd~?4 0~ 457H%)°l°iu
- % iDFS £44350974, Data cut-off 2023.07.21. 7]5), ET @5+ 3 vlalste] ] HA|
=4 + ET W89 STEEP 71&d we} Al@A7h B7hgt iDR T‘:— Ak EAAe} FLst
A o3 Mol A&HFR o2 YebtS(one sided stratified log-rank test p-value =
0.0006). #% DFS&= 6.370d¢] F7F4<] F2 @z 9 IDFSo| tigh F7FA<l 33.37<€ 9

2ARZL AaS 233}

s i



a8 HZF IDFS +4
AdnlE FAHAE. LAk i
oA IDFESo|l gk Al

0.618-0.906]. #H =
sHAl fEAEYH + ET H

iDFS #4143 (Data cut-off 2023.07.21. 7]*)
|l A iDFSel ik g 938 %

25 oisl, stratified Cox regression modelS AF-&3}e] iDFS<]

DFS #2474 3HData cut-off 2023.01.11.7]1%), 2lBAZH + ET
13 25.2%% A% S(Hazard ratio 0.748[95%CI
Uzt iDFS 43 fA
A 25.1%2 FAHEALS

dae

(Hazard ratio 0.749[95%CI 0.628-0.8921]).

PPS &4 =

HR 0.746[95% CI 0.626-0.890) 917+%= &2 /‘1
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flo

olzxt HrtH4 F ET @5 vlustd gRAEH + ETT#¢9 RFSHR 0.727 [95%CI
0.602-0.887], p=0.0004) 2 DDFS(HR 0.749 [95%CI 0.602-0.900], p=0.0010)A4 % 7} -&

gom, 33 Al-ol RFS % DDFS
o)x} WS F ErAZY + ETE 2 ET
(3.3%), 8871(3.4%) 2.2, HR=0.892(95% CI 0.661, 1.203, p#t=0.2263)°]%
YEAZH + ETTo] ET @5 vla) Ao 99 ZaE0] 0.9%°1%
YHAZH + ETT9 o]/t

Al THLRE o]ofR|= o]
Ao, aBC Ao A g
2 Yetye 4% B2+
A=

das

Z¥zkell &l 3.0%, 2.26%2] Hdl 913 y_gag
gEre] HF DFS 4 ¢4 OSE 84%1
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7. =2 AISE &oll 2ot =

e EU, KISQALI 200mg tablets (2017.08.22. 317}, 2024.11.25. A&

* 27 fY BED F7)
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